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Ethical limits to placebo use and access to Covid-19 vaccines as a human 
right

DIRCEU B GRECO

________________________________________________________________________________________________________

Abstract

The world is currently facing another severe pandemic, Covid19, 

just  four  decades  after  the  start  of  AIDS,  and  the  still  increasing 

incidence  of  HIV  infection  continues  to  be  one  of  the  greatest 

global health challenges.  The way the latter was confronted is of 

fundamental  importance  for  a  serious  discussion  on  global 

health,  ethics  and  human  rights,  and  this  experience  could  and 

can still be applied to Covid19.

The Covid19 pandemic has specific characteristics and these will 

be discussed, in relation to vaccine research and especially to the 

global  right  to  equal  access  to  products  proven  to  be  safe  and 

effective.

The  article  focusses  primarily  on  issues  related  to  Covid19 

vaccines, especially the appropriate use and limits on placebo, the 

right to posttrial access to placebo arm participants, and the use 

of  an  active  control  for  subsequent  Phase3  trials  after  the 

approval of other safe and efficacious vaccines. Most importantly, 

it  will  emphasise  that  access  to  Covid19  vaccines  is  a  human 

right, which presupposes the establishment of appropriate ethical 

standards  to  ensure  universal,  equal,  and  affordable  access  to 

healthcare  and  to  vaccines  for  all,  and  the  imperative  need  for 

suspension of patents for products developed for Covid19. It will 

consider  the  role  of  social  determinants  that  contribute  to  the 

severity  of  Covid19  and  that  must  be  addressed  to  effectively 

curb the current syndemic.

Key  words: Covid19  vaccines,  access,  human  rights,  equity, 
double standards

Introduction

The unequal access to healthcare of most vulnerable 

communities/populations, not only between countries but 
also within countries, is having a significant and unacceptable 
impact in increasing the morbidity and mortality of Covid-19. 
This is not a unique characteristic of the current pandemic, as it 
has been noted earlier in connection with Acquired Immune 
Deficiency Syndrome (AIDS).

The prevailing inequality covers access to diagnosis, to initial 
care, to intensive care (ICU) beds and to developed vaccines.

To counteract this situation there is an urgent need to boost 
production of the vaccines that have been authorised for use 
and, most importantly, to have them deployed in a timely and 
just manner throughout the globe. As some of the available 
vaccines have been authorised only for emergency use (six as 
of February 21), there is also the need to closely follow up the 
vaccinees, through pharmacovigilance or Phase-4 trials.

Both the unequal access and the clinical trials raise several 
ethical issues, similar to those associated with the AIDS 
epidemic —  the issues of  ethics of human trials, access to 
affordable vaccine, drugs and related products, intellectual 
property (IP) issues, such as non-patenting of developed 
products for Covid-19 vs compulsory licensing, and generic 
production, among others.

This article focusses primarily on issues related to Covid-19 
vaccines, especially on the use and limits of placebo, and the 
right to post-trial access for control group participants, and 
more importantly, the right of access to affordable, safe and 
effective vaccines to all who need them; and defends the 
suspension of patents for products developed for Covid-19.

Placebo use

Currently there are 20 vaccines in large-scale Phase-3 efficacy 
tests (1) and these trials used placebo or other agents for the 
control group.

Several ethical dilemmas arise regarding placebo use and 
post-trial access in:

1.    Ongoing  firstgeneration  vaccine  trials. A vaccine receives 
an emergency use authorisation or designation and, as of 
this writing, there are nine of them in this condition. This 
should mean that placebo arm participants are entitled to 
receive the authorised vaccine.
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2. Subsequent  or  secondgeneration  vaccine  trials. Other 
vaccines, besides those already authorised for emergency 
use or full use, are scheduled for testing in Phase-3 trials 
using a placebo as a control arm. However, directives for 
placebo use in three current research ethics guidelines 
(two international and one regional), state upfront the 
condition :

• ...that  research  participants  in  the  control  group  of  a 

trial  of  a  diagnostic,  therapeutic,  or  preventive 

intervention  receive  an  established  effective   

intervention. (Council for International Organizations 
of Medical Sciences (CIOMS) Guidelines 2016, 
Guideline 5.(2)

•      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.    
        (Declaration of Helsinki (DoH), 2013, Article 33). (3)

•    when  using  placebo,  such  use  shall  be  fully  justified 

as  to  its  nonmaleficence  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.  Placebo  or  any  other  treatment  may  be 

used  when  there  are  no  proven  methods  of 

prophylaxis,  diagnosis  or  treatment. (Brazilian 
National Research Ethics Guidelines, 2012) (4):

However the first two (CIOMS, 2016 and DoH, 2013) allow for 
departures from this requirement, although with added 
conditions such as:

…    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 (CIOMS , 2016)(2)

and in the DoH when:

…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. (DoH, 2013)(3)

On the other hand, the Brazilian National Research Ethics 
Guidelines do not offer any exception for allowing placebo use 
when an active comparator exists (4).

For a considerable time now, especially after the 2000 version 

of the DoH was issued, post-trial access, placebo use, and its 
limits have brought fierce ethical and even scientific 
discordances involving serious and experienced researchers/
bioethicists. There are some who propose the continuation of 
the trial and the maintenance of placebo, even when the 
tested vaccine has been authorised for emergency 
deployment; their rationale being that such studies could be 
ethically acceptable in countries with limited or no access to a 
known effective vaccine. This is proposed in a publication of 
the WHO Ad Hoc Expert Group, in the New England Journal of 

Medicine of  January 14, 2021, (5) and their position is related 
both to post-trial access for control arm participants and to the 
use of placebo in subsequent trials. They say: 

What  about  vaccine  candidates  that  do  not  become 

available for phase 3 study until after effective vaccines have 

already been deployed in some locations? […] Countries with 

limited or no access to a known effective vaccine could thus 

ethically  permit  placebocontrolled  trials  of  vaccines  of 

potential  relevance  to  them  even  if  effective  vaccines  were 

already  being  marketed  elsewhere. (edited, emphasis 
added).

This affirmation implies a double standard, because 
researchers would be taking unfair advantage of the unequal 
distribution of vaccines to perform a trial which would not be 
ethically permissible in countries with access to emergency or 
final use vaccines, as it follows from the unsaid pragmatic 
implications of the statement above.

There is a sense of déjà vu about these arguments and those 
used regarding HIV trials which were considered a clear case of 
double-standards, a position defended in many publications 
(6,7). Macklin revisited the double-standards issue in a 
comprehensive chapter under the heading “Ethical Standards: 
Universal or Relative” (8), where she discussed conflicting 
positions on this theme. In relation to universal views, one view 
expressed there was:

If it is unethical to carry out a particular research project in a 

developed country, it is unethical to do that same research in 

a developing  country. This  requirement  for uniformity  seeks 

to  protect  vulnerable  populations  from  exploitation, 

implying  that  decision  makers  in  those  countries  might 

agree  to  research  that  would  be  rejected  in  industrialized 

countries  because  of  high  risk  to  subjects  or  other  ethical 

concerns. (8)

She supports this position citing an opinion (8) from the 
European Group on Ethics in Science and New Technologies 
(EGE) no17 (February 4, 2003):

…research  activities  involving  human  subjects  cannot 

exclusively be assimilated to an economic activity subject to 

market  rules.  On  the  contrary,  in  the  context  of  solidarity, 

regarding health as a public good, rather than a commodity, 

it needs to be regulated according to fundamental principles. 

The  general  approach  chosen  within  this  Opinion  is  that 
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better than neglect”, and this is elaborated below.

The same barriers to access to efficacious anti-retrovirals for 
persons living with HIV have arisen with Covid-19 in the 
unequal distribution and global access to vaccines. In the latter 
case, researchers by conducting placebo-controlled trials, 
though with consent, even after safe and effective vaccines 
have been developed, are taking advantage of structural 
unfairness or background injustices, including structural 
factors, such as lack of education, insufficient access to 
healthcare, political and economic instabilities, or distributive 
inequalities (11,12). Malmqvist has argued “that mutually 
beneficial and voluntary exploitation can be worse than 
neglect when — as is typically true of exploitative 
international research — it takes advantage of unjust 
background conditions” and that researchers may be 
“complicit in the injustice” (11). An alternative definition of 
such a possibly exploitative situation is that of Holzer (12), who 
calls it “systemic exploitation”, if it shows that the probability of 
an exploitative event “increases significantly under injustice, 
compared to a (negligible) exploitation rate under just 
circumstances.” In the 2010 UNAIDS/WHO guidance document 
on ethical considerations in biomedical prevention trials (13: p 
32), the commentary of Guideline Point 8 (“Vulnerable 
Populations”) stated that:

…in  some  potential  research  populations  (countries  or 

communities), conditions affecting potential vulnerability or 

exploitation  may  be  so  severe  that  the  risk  outweighs  the 

benefit  of  conducting  the  study  in  that  population.  In  such 

populations,  biomedical  prevention  trials  should  not  be 

conducted. 

Posttrial access

In Covid-19, the risks of exploitation and inequalities must be 
counteracted with the necessary rapid expansion of 
production and access to affordable vaccines, and with global 
and egalitarian distribution mechanisms, such as proposed 
under the COVAX Initiative, which will be discussed later (14).

It is worth quoting again the 2010 UNAIDS/WHO Guidance 
Point 14, on Care and treatment, in its commentaries, as it can 
also be applied to Covid-19 vaccine trial participants:

The obligation on  the part of  sponsors and  investigators  to 

ensure  access  to  HIV  care  and  treatment,  including 

antiretroviral  treatment  for  participants  who  become 

infected derives  from  some or  all  of  three  ethical  principles. 

The  principle  of  beneficence  requires  that  the  welfare  of 

participants be actively promoted. The principle of  justice as 

reciprocity  calls  for  providing  something  in  return  to 

participants  who  have  volunteered  their  time,  been 

inconvenienced or experienced discomfort by enrolling in the 

trial. The principle of justice, meaning treating like cases alike, 

requires that trial participants  in highincome and low and 

middleincome countries be treated equally regarding access 

to treatment and care.”(13: p 48)

fundamental  ethical  rules  applied  to  clinical  trials  in 

dustrialized countries are  to be applicable everywhere. Even 

if  some  difficulties  may  arise  in  their  implementation,  a 

weakening of the standards would be in contradiction to the 

fundamental  principles  of  human  rights  and  dignity  and 

their universal guarantee and protection.

These positions reinforce the need to defend a universal 
ethical standard in research involving humans, where all 
participants, independent of origin, gender, race or economic 
situation must be equally treated. Macklin mentions another 
consideration used by some to justify double-standards which 
is related to:

...  economic  disparities  between  industrialized  countries 

and  resourcepoor  countries.  This  disparity  has  been  used 

to  justify  some  research  in  developing  countries  that  could 

not  be  conducted  in  industrialized  countries.  This  latter 

justification does not appeal to cultural factors but rather, to 

different  needs  in  resourcepoor  and  wealthier 

countries.

Many reject the idea that different and unequal economic 
conditions among countries “can justify research in a poor 
country that could not be ethically conducted in a rich 
country”. This is unequivocally stated in a publication criticising 
the pressures to lower ethical standards set in the 2000 version 
of the Declaration of Helsinki:

It is clear that the pressures to lower the ethical standards set 

by  the  DoH  [Declaration  of  Helsinki]  are  primarily 

economic—it costs less to run a trial where you do not have 

to  provide  for  medical  care….So  let  us  push  to  keep  the 

highest ethical standards applied everywhere…(7)

It is worth emphasising that double standard situations and 
the risk of exploitation occur not only in LMIC, but also in high 
income countries amongst the unserved and underserved, by 
the prevailing health systems. As Dal-Ré et al put it clearly: 
“there are millions of individuals living in North America and 
the European Union who lack access to healthcare services”, 
both citizens and migrants (9).

This situation of social vulnerability could act as a facilitator to 
possibilities of exploitation as potential participants may see a 
trial, even with quite different levels of ethical protection, as a 
unique opportunity to access needed interventions. The 
current situation with Covid-19 vaccines is, in this aspect, 
similar to what occurred just after the development of 
effective treatment for HIV. This was clearly shown in a South 
African HIV activist’s 1997 publication where he stated that 
“Although there is a strong feeling that it is unethical to allow 
people to enter trials when the treatment will cease after a 
specified time, many people feel that access to limited and 
potentially beneficial treatment is better than no treatment at 
all.” (10) Although the activist above refers to post-trial access, 
the general rationale of this position is criticised in the 
literature (11) with the affirmation that “exploitation is no 
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This will be further discussed in two sub-items: access in a 
clinical trial environment and access to vaccines as a human 
right.

Access in a clinical trial environment

The provision for post-trial access to all participants to safe and 
effective products of the trial is unequivocally stated in the 
Brazilian Resolution 466/2012, as also in the 2000 DoH version 
(15), but was made more flexible in the current 2013 version; 
and is not very clear in the 2016 CIOMS guidelines. These 
distinctions are explained below:

•  In the Brazilian Research Ethics Commission Resolution 
466/2012: III.3.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.” (4) This is probably a unique 
position and as such has been applied to all clinical 
trials approved in Brazil since 2012.

• In the 2013 Declaration of Helsinki- Article 33: 
 In advance of a clinical trial, sponsors, researchers and 

  host country governments should make provisions 
   (emphasis added) for post-trial access for all        

participants who still need an intervention identified as 
beneficial in the trial. This information must also be 
disclosed to participants during the informed consent 
prcess. 

   When compared to the wording of the 2000 DoH (item 
30): At the conclusion of the study, every patient 
entered into the study should be assured of access to 
the best proven prophylactic, diagnostic and 
 therapeutic methods identified by the study) (15), the 
current DoH is more lax on this issue, as “should make 
provisions” is not equal to actual post-trial access.

•  The 2016 CIOMS guideline 5 is also less clear on this 
issue as instead of defining the obligations to post-trial 
access, it just requires that researchers and sponsors 
make plans (emphasis added) for, among others, 
“providing continued access to study interventions that 
have demonstrated significant benefit”. And again, 
“make plans” is not synonymous with actually ensuring 
access.

On the other hand, CIOMS 2016 Guideline 1 may be 
understood as an added protection for post-trial access: 
“Scientific and social values cannot legitimate subjecting study 
participants or host communities to mistreatment, or 
injustice.” And this protection is also included in the UNESCO 
Universal Declaration on Bioethics and Human Rights (16), 
especially in Article 2: 

The  aims  of  this  declaration  are:  (f ).  to  promote  equitable 

access to medical, scientific and technological developments 

as well as the greatest possible flow and the rapid sharing of 

knowledge concerning those developments and the sharing 

of  benefits,  with  particular  attention  to  the  needs  of 

developing countries.

Also in Article 15 –  Sharing of Benefits:

1. Benefits  resulting  from  any  scientific  research  and  its 

applications  should  be  shared with  society  as  a whole  and 

within  the  international  community,  in  particular  with 

developing countries. 

Access to vaccines as a human right

There is an indisputable and urgent need to deploy Covid-19 
vaccine or vaccines that have been shown to be safe and 
effective to all, in an egalitarian way. To this end, a vaccine or 
vaccines shown to be safe and efficacious in Phase-3 trials 
must be evaluated and eventually approved by regulatory 
authorities, locally or using known international agencies. 
Following this, the complexity is increased and these are 
related to, for example, how to ensure sufficient production, 
egalitarian local and global distribution, affordability, 
accountability, long term follow-up, intellectual property 
issues, and non-patentability of developed products for Covid-
19.

Covid-19 vaccines must be a global public good, aiming at 
significantly contributing to the equitable protection and 
promotion of human rights among all people of the world.

It must be emphasised that the Covid-19 pandemic, which 
may be better considered a syndemic (17), has characteristics 
in common with AIDS, such as that they are not caused by 
“democratic viruses” as is often mentioned in the lay press – 
although they may similarly infect exposed individuals; the 
consequences are different and much more severe among the 
most socially vulnerable. This is confirmed by the much higher 
morbidity and mortality of non-white individuals, which is 
more pronounced in LMIC (18) but is also seen in industrialised 
countries, with the USA as an example (19). And access to 
technological progress, such as to vaccines, is also very 
dissimilar and great care should be taken to avoid exploitation 
and increase their vulnerability.

To reach the objective of egalitarian and timely access to 
affordable vaccines, the following must be ensured, both in 
research and in public health access:

• The protection and promotion of human rights including 
health, social, gender and economic security. 

• Equity in vaccine access among people living in all 
countries,  particularly to the most socially vulnerable (19). 

• The assurance of equity in vaccine access and adequate care 
within countries for groups experiencing greater burdens 
from the Covid-19 pandemic which are usually, but not 
exclusively, living in low- and middle-income countries.

• Respect for persons and communities, ensuring their privacy. 
This includes the recognition that all human beings have 
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• To overcome these obstacles and facilitate the urgent 
transfer of technology, the production of generic products 
and their  wide and equal distribution I second the recent 
proposal to the World Trade Organization led by South 
Africa and India for immediate suspension of issuing of 
patents to Covid-19 vaccines (and other new technologies) 
(23). And this is in line with the opinion defended by 
Kavanagh et al (24), and with the position emanating from 
the Brazilian Society of Bioethics, and other Brazilian public 
health institutions (25)

This urgency to overcome inequity is also confirmed by the 
fact that as of March 18, 2021, only 1.2% of the world 
population is fully vaccinated (26) and 75% of all vaccines were 
applied in only 10 countries; and one hundred and thirty 
countries have not yet accessed any vaccine (27).

The Covid-19 pandemic will not be controlled without 
immunising the majority of the world population and this is 
clear in the WHO motto: "No one is safe until everyone is safe", 
which means that the sooner safe and efficacious vaccines are 
made available, affordable and widely deployed, the sooner 
this appalling health and social crisis and the unique economic 
slump can be overcome. The slower the pace of worldwide 
vaccination, the higher the risks of the appearance of more 
viral mutants, which could  not only be more infectious (28); 
but against which the current vaccines may not offer effective 
protection.

Conclusion

The position defended here with regard to Covid-19 vaccines 
is:

In clinical trials (placebo and post-trial access):

Placebo arm participants in Phase-3 trials have the right of 
access to the vaccine as soon as interim safety and efficacy are 
confirmed. This is the responsibility of the sponsors/
investigators and this right must be clearly stated in the 
informed consent process/form. This responsibility should also 
be shared by the researcher’s institutions. This access should 
be followed by the invitation to these volunteers to participate 
in an observational open-label or pharmacovigilance protocol. 
The position taken here is that the possibility of partially 
continuing the trial as initially proposed, balancing social value 
with individual health needs, maintaining those supposedly at 
low risk in a placebo arm, is flawed, considering  the global 
expansion of variants of concern with a higher infectivity and 
lethality (28). However, another recommendation of a WHO 
expert working group on placebo use and unblinding in 
Covid-19 vaccine trials may be considered an acceptable 
exception to immediate access to the vaccine to all trial 
participants: (29):

....  Candidate  vaccines  granted  an  EUD  [emergency  use 

designation] will probably be deployed in a phased manner 

to  ensure  the  prioritization  of  those  deemed  to  be  at 

considerable risk. In settings in which candidate vaccines are 

equal rights and moral status and cannot be subject to any 
kind of discrimination and/or exploitation. 

• That research must be based on fairness, reciprocity, non-
 exploitation and without double standards.

• That vaccines and other developed products to curb the 
pandemic must be accessible, affordable, non-patentable 
and available to everyone. 

• That decisions on vaccine research, allocation and national 
decisions on vaccine prioritisation must be taken through 
transparent processes based on shared values, best available 
scientific evidence, and appropriate stakeholder 
representation and participation. 

• To make sure that the vaccines already authorised or on the 
verge of being authorised for emergency use are equitably 
distributed to all countries. The COVAX Initiative (GAVI, WHO, 
CEPI) (14) is a good start as it involves around 190 countries, 
with the participating high-income countries contributing 
to access for LMIC. COVAX must be properly financed to 
actually reach its objectives, which are modest, as it assures 
that at least 20% of the world population is immunised. It is 
worth quoting the opening remarks of WHO Director-  
General Tedros Adhanom Ghebreyesus on the ethics of 
egalitarian access to Covid-19 vaccines at the 148th Session 
of the WHO Executive Board on January 18, 2021 (20):

I need to be blunt: the world is on the brink of a catastrophic 

moral failure – and the price of this failure will be paid with 

lives and livelihoods in the world’s poorest countries. Even as 

they speak the language of equitable access, some countries 

and  companies  continue  to  prioritize  bilateral  deals,  going 

around COVAX, driving up prices and attempting to jump to 

the  front  of  the  queue… This  is  wrong.  Fortyfour  bilateral 

deals were signed last year, and at least 12 have already been 

signed  this  year.  The  situation  is  compounded  by  the  fact 

that  most  manufacturers  have  prioritized  regulatory 

approval  in  rich  countries  where  the  profits  are  highest, 

rather than submitting full dossiers to WHO (20).

• This initiative alone will probably not be sufficient to provide 
vaccine access to all who will need them, and as an addition, 
in May 2020, WHO launched, in partnership with the 
Government of Costa Rica and 40 Member State co-sponsors 
with the Solidarity Call to Action, the COVID-19 Technology 
Access Pool (C-TAP), calling to action the global community 
to voluntarily share knowledge, intellectual property and 
data necessary for Covid-19 (21).

• However, in the current severe public health situation and 
despite efforts and statements, such as by WHO Director 
General, quoted above, aiming at making Covid-19 medical 
developed products to be treated as ‘global public goods,’ 
the pharmaceutical industry continues signing bilateral 
commercial licensing and purchase agreements that 
undermine access for vulnerable and neglected people in 
many low- and middle-income countries. (22)
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introduced  under  an  EUD,  investigators  should  explain  the 

scientific  benefit  of  continued  trial  participation  and  the 

implications of unblinding to trial participants deemed to be 

at substantial risk of infection, severe morbidity or mortality. 

Participants  should  then  be  offered  the  opportunity  to  be 

unblinded,  so  that  they  can  make  an  informed  decision 

about whether to withdraw from the trial and access an EUD 

vaccine  programmatically  as  soon  as  practically  possible, 

should  they  wish  to  do  so.  Trial  participants  who  are  not 

deemed to be at substantial risk of SARSCoV2 infection and 

COVID19  morbidity  or  mortality  and  who  do  not  meet 

prevailing  eligibility  criteria  to  access  a  candidate  vaccine 

granted an EUD should be informed of the scientific benefits 

of  continuing  with  the  trial  and  should  be  encouraged  to 

remain  enrolled, with  full  acknowledgment  of  their  right  to 

withdraw from a trial at any point, without penalty.”

It must be added that this is an exceptional and dynamic 
situation and as soon as the local eligibility criteria are 
changed, placebo group participants must be unblinded and 
receive the effective and safe product as soon as the local 
eligibility criteria is changed. However, when vaccine or 
vaccines are approved for emergency or full use, subsequent 
Phase-3 trials should use one of them for the control arm. 
Exceptions could be accepted when the approval did  not 
include other specific conditions of the participants, eg, other 
age brackets, pregnancy, or conditions related to the virus 
(such as new variants that have been shown to be  resistant to 
available vaccines). Any new situation should be evaluated on 
a case-by-case basis. A new situation could be the local 
development and testing of a vaccine, such as Cuba’s Phase-3 
trial of its “Soberana” vaccine. But even in this case, if this 
product shows interim safety and efficacy, their planned Phase 
3 trial with the new Abdala and Mambisa, should use Soberana 
1 for the control group. (30)

The use of an active control in subsequent trials is ethically 
sound, is a possible and feasible alternative even considering 
the expected impacts in trial design as detailed by Singh and 
Upshur (31). They state that

…In  such  instances,  later  vaccine  trials  might  be  forced  to 

shift  from  superiority  designs  to  noninferiority  designs  as 

they would have  to show that new vaccines are not  inferior 

to the vaccine granted emergency use designation, instead of 

showing  that  the new vaccines  are  superior  to  placebos.  As 

the  difference  in  efficacy  between  the  vaccine  granted 

emergency  use  designation  and  another  candidate  vaccine 

will be  smaller  than  that between a vaccine and a placebo, 

subsequent  trials might have  to become bigger and  run  for 

longer  to  generate  a  statistically  significant  finding, 

notwithstanding  that endpoints,  levels of  efficacy, and non

 inferiority margins all involve valuebased decisions and are 

not necessarily informed by objective criteria.

This conclusion considers the ethical guidelines discussed 
above, including the very stringent Brazilian guidelines 

regarding placebo, the limits established in the exceptions in 
the CIOMS 2016 and DoH 2013, plus the safety and efficacy 
data on more than 400 million vaccine doses that have been 
administered worldwide, as of March 17, 2021 (254). This 
ethical decision is scientifically reinforced by the fact that 
SARS-CoV-2 infection may be severe and fatal and there is no 
pharmacological treatment available to mitigate these risks 
imposed on trial participants

In public health

Access to safe and efficacious vaccines must be considered a 
human right and to effectively curb the Covid-19 epidemic, 
safe and efficacious vaccines and other developed products, 
must timely be available, patent-free and affordable to all the 
world population.

Perspectives

The worldwide confrontation of AIDS can be considered a 
global health model (32,33). To effectively combat Covid-19, 
the lessons previously learned with HIV/AIDS, in both research 
and in public health practice, must be used to counteract 
isolationism, boost international solidarity/cooperation with 
the participation of all relevant stakeholders, to confront anti-
science/anti-vaccine movements, to adequately finance 
science and quality public health accessible to all, to ensure 
egalitarian access to technological progress, which includes an 
urgent decision on non-patentability of products for Covid-19. 
And also, to make sure that exploitation/double standards, 
both in research and in public health access will not be 
permitted. This will need strong cooperation among several 
stakeholders, with WHO leadership, adequate financing, 
respect for, and participation of, individuals/communities, 
government, universities, researchers and health professionals. 
Only with such an involvement will it be possible to address 
the social determinants of health that have facilitated the 
establishment and spread of the current syndemic (17) and to 
prepare for adequate confrontation of others that will certainly 
come in the future.

References
1. Zimmer C, Corum J, Wee S-L. Coronavirus Vaccine Tracker. New York 

Vaccine Tracker. New  York  Times. 2020[cited 2021 Feb 28] Available 
from: https://www.nytimes.com /interactive/ 2020/science/
coronavirus-vaccine-tracker.html

2. Council for International Organisations of Medical Sciences (CIOMS) 
and World Health Organization (WHO). International Ethical Guidelines 
for Health-related Research Involving Humans. Geneva: CIOMS and 
WHO; 2016[cited 2021 Mar 2]. Available from: https://cioms .ch/wp-
content/uploads/2017/01/WEB-CIOMS-EthicalGuidelines.pdf

3. World Medical Association, WMA Declaration of Helsinki—Ethical 
Principles for Medical Research Involving Human Subjects. Fortaleza, 
Brazil: WMA; 2013 Oct [cited 2021 Mar 2]. Available from: https://
www.wma.net/policies-post/wma-declaration-of-helsinki-ethical-
principles-for-medical-research-involving-human-subjects/  

4. National Council of Health, Brazil. Resolution No. 466/2012, Brazilian 
National Research Ethics Commission (CONEP); 2012 Dec 12[cited 
2021 Mar 18]. Available from:  https://conselho.saude.gov.br/
resolucoes/2012/466_english.pdf

5. WHO Ad Hoc Expert Group on the Next Steps for Covid-19 Vaccine 
Evaluation. Placebo-Controlled Trials of Covid-19 Vaccines — Why We 
Still Need Them. N Engl J Med. 2021 Jan 14[cited 2021 Mar 18]; 384(2): 
e2(1-3).  Epub 2020 Dec 2.



Indian Journal of Medical Ethics Vol VI No 2 April-June 2021

[112]

21. WHO C-TAP Commitments to share knowledge, intellectual property 
and data (May 2020) Available from: https://www.who.int/initiatives/
covid-19-technology-access-pool 

22. Medecins sans Frontieres. MSF urges wealthy countries not to block 
COVID-19 patent waiver. Press Release. (2021 Feb 3[cited 2021 mar 
18]. Available from; https://www.msf.org/msf-urges-wealthy-
countries-not-block-covid-19-patent-waiver

23. Usher AD. South Africa and India push for COVID-19 patents ban. 
Lancet. 2020 Dec 5; 396: 1790-1[cited 2021 Mar 18]. Available from: 
https://www.thelancet.com/action/show Pdf?pii = S0140-
6736%2820%2932581-2 

24. Kavanagh M, Pillinger M, Singh R, Ginsbach K. To democratize vaccine 
access, democratize production. Foreign Policy. 2021 Mar 1[cited 2021 
Mar 18]. Available from: https://foreignpolicy .com/2021/03/01/to-
democratize-vaccine-access-democratize-production/     

25. Position of the Brazilian Society of Bioethics (SBB), the Brazilian 
Association of Collective Health (ABRASCO), the Brazilian Center for 
Health Studies (CEBES) and the United Network (Rede Unida) for the 
not patenting of products developed to confront COVID-19. 2021 Feb 
27 [cited 2021 Mar 18]. Available from  http://www.sbbioetica.org.br/
uploads/repositorio/2021_03_24/SBBEEntidades-on-Patents-
10Mar21-english1.pdf  

26. New York Times. Coronavirus Vaccine Tracker. New York Vaccine 
Tracker. New  York  Times. 2020[cited 2021 Mar 18] Available from: 
https://www. nytimes.com/ interactive/2021/world/covid-
vaccinations-tracker.html  

27. UN Security Council Press release: Antonio Guterrez, UN Secretary-
General Calls Vaccine Equity Biggest Moral Test for Global 
Community. Accessed at https://www.un.org /press/ en/2021/
sc14438.doc.htm 

28. Davies, N.G., Jarvis, C.I., CMMID COVID-19 Working Group, et al. 
Increased mortality in community-tested cases of SARS-CoV-2 
lineage B.1.1.7. Nature. 2021 Mar 15. Doi:10.1038/s41586-021-03426-
1. Epub ahead of print.

29. Singh J A, Kochhar S, Wolff J, and the WHO ACT Working Group. 
Placebo use and unblinding in COVID-19 vaccine trials: 
Recommendations of a WHO Expert Working Group.  Nat Med. Epub 
2021 Mar 16. Doi:10.1038/s41591-021-01299-5.

30. Oppman P.  As the world vies for vaccines, Cuba's making its own. 
CNNDigital. 2021 Mar 29 [cited 2021 Mar 31]. Available from: https://
edition.cnn.com/videos/tv/2021/03/29/go-there-patrick-oppmann-
cuba-vaccines-dpweekday.cnn.

31. Singh, JA, Upshur REG. The granting of emergency use designation to 
COVID-19 candidate vaccines: implications for COVID-19 vaccine 
trials. Lancet  Infect  Dis. 2021 Apr; 21(4):e103-9. Doi: 10.1016/S1473-
3099(20)30923-3. Epub 2020 Dec 8.

32. Piot, P, Quinn, T. Response to the AIDS Pandemic — A Global Health 
Model. N  Engl  J  Med. 2013 Jun 6; 368:2210-18. Doi: 10.1056/
nejmra1201533 

33. Brandt. AM How AIDS invented global health. N Engl J Med.  2013 Jun 
6; 368(23):2149-52. Doi:10.1056/nejmp1305297.

6. Macklin, R. Double standards in medical research in developing countries. 
Cambridge: Cambridge University Press; 2004. 280 pp

7. Greco DB. Revising the Declaration of Helsinki: Ethics vs economics, or 
the fallacy of urgency. Can HIV/AIDS Policy Law Rev. 2000; 5(4): 98-101. 

8. Macklin R.  Appropriate ethical standards. In: Emanuel EJ, Grady C, R. A. 
Crouch RA, Lie RK, Miller FG, Wendler D, eds. The  Oxford Textbook  of 
Clinical Research Ethics. Oxford University Press; 2008, pp. 711–18.

9. DalRé, R, Rid, A, Emanuel, E, Wendler, D. The potential exploitation of 
research participants in high income countries who lack access to 
health care. Br J Clin Pharmacol. 2016 May; 81(5): 857–64

10. Busse P. Strident, but essential: the voices of people with AIDS. BMJ. 
1997 Mar 22; 314(7084):888-9. Doi: 10.1136/bmj.314.7084.888.

11. Malmqvist E. Better to exploit than to neglect? International clinical 
research and the non-worseness claim. J Appl Philos. 2017 Aug 4; 34(4): 
474-88. Epub 2015 Aug 10.

12. Holzer, F. Bridging Exploitation and Structural Injustice: The Example of 
Clinical Research. Revista  Latinoamericana  de  Filosofía  Política. 2020 
[cited 2021 Mar 18]; 9(3): 42-67. Available from:  http://rlfp.org. ar/ 
revista/index.php/RLFP/article/view/104  

13. UNAIDS/WHO. Ethical considerations in biomedical HIV prevention 
trials [Additional guidance point added in 2012]. Geneva: UNAIDS; 
2012[cited 2021 Mar 18]. Available from: https://www. unaids.org/en/
resources/documents/2012/20120701_jc1399_ethical_considerations

14. World Health Organization. COVAX: Working for global equitable 
access to COVID-19 vaccines. 2020 Apr [cited 2021 Mar 31]. Available 
from:  https://www.who.int/initiatives/act-accelerator/covax

15. World Medical Association. Declaration of Helsinki. Edinburgh, 
Scotland: WMA; 2000 Oct [cited 2021 Mar 18]. Available from:https://
www.wma.net/what-we-do/medical-ethics/declaration-of-helsinki/
doh-oct2000/

16. United Nations Educational, Scientific and Cultural Organization 
(UNESCO).  Universal Declaration of Bioethics and Human Rights. 2005 
Oct 19[cited 2021 Mar 31].– accessed at http://portal .unesco.org/en/
ev.php-URL_ID=31058&URL_DO=DO_ TOPIC &URL _ 
SECTION=201.html  

17. Horton R. Offline: COVID-19 is not a pandemic. Lancet. 2020 Sep 
26;396(10255):874.Doi:https://doi.org/10.1016/S0140-6736(20)32000-
6.

18. Figueiredo, AM, Figueiredo, DCMM, Gomes LB, Massuda A, Gil-García, E, 
Vianna, RPT, Daponte A. Social determinants of health and COVID-19 
infection in Brazil: an analysis of the pandemic. Rev  Bras  Enferm. 
2020;73 (Suppl 2): e20200673. http://dx. Doi.org/10.1590/ 0034-7167-
2020-0673 e20200673

19. Correa-Agudelo E, Mersha TB, Hernández A, Branscum AJ, MacKinnon 
NJ, Cuadros DF. Identification of vulnerable populations and areas at 
higher risk of COVID-19 related mortality in the U.S. medRxiv preprint.  
2020 Jul 14; 2020.07.11.20151563. DOI:10.1101/2020.07.11.20151563.

20. World Health Organization. WHO Director-General´s opening remarks 
at 148th Session of the Executive Board. 2021 Jan 18[cited 2021 Mar 
18]. Available from: https://www.who.int/director-general/speeches /
detail/who-director-general-s-opening-remarks-at-148th-session-of-
the-executive-board 


