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Since its creation in 1993, the Regional Program on Bioethics of the Pan
American Health Organization (PAHO) - which serves as the Regional Office
for the Americas of the World Health Organization (WHO) - has strengthened
capacity in bioethics in the Region (1). During the 28" Pan American Sanitary
Conference in 2012, PAHO Member States resolved to advance bioethics and
integrate ethics in all health-related activities, primarily in research and public
health (2-3). During the 56" PAHO Directing Council in 2018, the outcomes of
this 2012 regional mandate were assessed, and PAHO Member States decided to
escalate their efforts to integrate ethics into various areas of health (2-4). Regard-
ing research ethics, Member States drew attention to the fact that, despite the
significant progress achieved, some challenges remained for the Region, such as
the establishment of research ethics systems capable of ensuring that research is
always conducted ethically (4).

To promote a systemic approach to research ethics (i.e., taking a comprehen-
sive view of research ethics that considers all relevant aspects of research and
fosters coordination with all research stakeholders), PAHO’s Regional Program
on Bioethics devised a strategy that includes two lines of action: (1) strengthen-
ing research ethics systems to ensure all research is ethical; and (2) strengthening
ethics preparedness for emergencies. For each line of action, corresponding ob-
jectives and indicators were developed (table 1) (5-7).

Table 1 - Objectives and indicators of PAHO?’s strategy to strengthen research ethics systems

Objective ‘ Indicator

Line of action 1: Strengthening research ethics systems

Adopt ethical standards for research 1. Number of countries with legislation or other legally binding
with human participants in accordance | instrument governing health-related research with human participants
with international guidelines that is consistent with international ethical standards, including

requirements for ethics review by an independent committee

! Regional Program on Bioethics, Department of Evidence and Intelligence for Action in Health,
Pan American Health Organization
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Objective Indicator

Establish effective mechanisms for the | 2. Number of countries with a national body tasked with the oversight
ethics oversight of research of ethics review committees, including establishing mechanisms for
registration, training, and compliance

Enhance ethics capacity among 3. Number of countries with policies that support research ethics
researchers and ethics review training for investigators and ethics review committees

committees

Advance transparency in research 4. Number of countries requiring the prospective registration of clinical

trials in accordance with WHO standards

5. Number of countries with policies on responsible conduct of research

Line of action 2: Strengthening ethics preparedness for emergencies

Strengthen the capacity to conduct 6. Number of countries with established procedures to do thorough
research ethically during emergencies | accelerated ethics review of research during emergencies

PAHO evaluates countries’ research ethics systems using these indicators in
order to understand their current situation, tailor technical cooperation plans
to each countries’ needs, and identify progress. PAHO’s Regional Program on
Bioethics actively supports countries throughout the process of fulfilling the in-
dicators, e.g., developing national research ethics policies in accordance with in-
ternational ethical standards and considering the countries’ needs, advocating for
their approval, facilitating national consultations, coordinating with key stake-
holders, and supporting the implementation of the policies approved. PAHO is
committed to periodically reviewing and updating its indicator-based strategy to
strengthen research ethics in the Region. This approach can also be used in other
countries or regions to catalyze research ethics.

In a recent study, PAHO’s indicators were used to assess 22 countries in the
Latin American and the Caribbean region (7). The results show that most of the
countries already achieve two indicators: 1) having legally binding instruments
governing health-related research involving human beings, and 2) having a na-
tional body responsible for the oversight of research ethics committees (RECs).
The indicators that still require more work to achieve are those related to the re-
sponsible conduct of research and the establishment of procedures for the rapid
ethics review of research during emergencies (table 2). Regarding this last indi-
cator, it is important to note that the study did not include the measures taken
specifically in response to the COVID-19 pandemic.

78



Table 2 — Number of countries that achieve PAHO’s indicators

Partiall
Indicator Achieved artiafy Not achieved
achieved
Existence of legally binding instruments for health-
related research with human participants in alignment
with international guidelines 12 o 1
Existence of a national body responsible for the
oversight of research ethics committees 12 7 3
Existence of policies that support research ethics
training for investigators and ethics review committees 7 10 5
Existence of the requirement of the prospective
registration of clinical trials in accordance with WHO 1 12 9
standards
Existence of policies on the responsible conduct of
research 1 2 19
Existence of established procedures to conduct
thorough accelerated ethics review of research during 1 P 19
emergencies

Ethics preparedness and response to health emergencies

The COVID-19 pandemic has stressed the importance of improving coun-
tries” ethics preparedness and response to emergencies, which includes the ca-
pacity to conduct research ethically. Countries in the Region that experienced the
2016 Zika virus outbreak had already recognized the value of conducting ethical
research in emergencies. Indeed, this public health emergency of internatio-
nal concern led to the consensus that research is an essential component of the
response to health emergencies, and that it must be conducted in adherence to
international ethical standards, which includes being reviewed by RECs in a rapid
yet rigorous process (8).

When WHO declared the COVID-19 pandemic, PAHO quickly escalated its
existing work strengthening the Region’s ethics preparedness for emergencies,
issuing ethics guidance aimed at catalyzing ethical research (9-14). At first, the
support provided by PAHO was mainly focused on the establishment of mecha-
nisms to ensure accelerated yet rigorous ethics review and monitoring processes
of RECs (10, 11). Ten countries of Latin America rapidly adapted their research
ethics review processes in line with PAHO’s recommendations to streamline the
review of COVID-19 studies and ensure their adequate monitoring (15).
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However, challenges remained in the Region to conduct ethical research in re-
sponse to the COVID-19 pandemic. For instance, despite the considerable num-
ber of clinical trials conducted in countries of Latin America and the Caribbean
studying the safety and efficacy of interventions to prevent and treat COVID-19,
a trend toward small and repetitive studies incapable of producing meaningful
conclusions was identified (16). Additional prominent challenges in the Region
included the monitoring of ongoing research in the context of rapidly emerging
evidence, and the emergency use of unproven interventions outside of research.
PAHO thus produced guidance on both topics and worked closely with health au-
thorities and other relevant stakeholders to support their implementation. PAHO
also held several regional dialogues throughout the pandemic, which have also
included RECs, health authorities and investigators, to share experiences and
discuss what has worked and what continues to pose challenges (17). The goal
of these dialogues was to identify the lessons learned from COVID-19, and the
pending agenda for the Region to improve its ethics preparedness and response
to future health emergencies. This regional reflection led to PAHO’s publication:
Catalyzing ethical research in emergencies. Ethics guidance, lessons learned from
the COVID-19 pandemic, and pending agenda (18).

Catalyzing ethical research in emergencies. Ethics guidance, lessons learned
from the COVID-19 pandemic, and pending agenda was published in Spanish
in June 2022 and subsequently in English, Portuguese and French. The publica-
tion revises and integrates prior guidance documents for emergencies issued by
PAHO, includes the lessons learned during the COVID-19 pandemic, and de-
velops final recommendations to improve ethics preparedness and response in
emergencies, as well as to strengthen research ethics in general (table 3). A sum-
mary version of the publication has also been published in Spanish, English,
Portuguese, and French (19).

Table 3 — Chapters of PAHO’s publication: Catalyzing ethical research in emergencies. Ethics guid-
ance, lessons learned from the COVID-19 pandemic, and pending agenda

Catalyzing ethical research in emergencies. Ethics guidance, lessons learned from the COVID-19 pandemic,
and pending agenda

Chapter 1 Lessons learned from the Zika outbreak and challenges during the COVID-19 pandemic

Chapter 2 How can trust in research conducted in emergencies be strengthened? Transparency and public
engagement
Chapter 3 How to ensure that the ethics review and monitoring of research conducted by research ethics

committees are agile yet rigorous in emergencies

Chapter 4 How can the ethical acceptability of research be ensured in response
to emerging evidence?
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Catalyzing ethical research in emergencies. Ethics guidance, lessons learned from the COVID-19 pandemic,
and pending agenda

Chapter 5 How can the ethical use of unproven interventions outside of research
be ensured in health emergencies?

Chapter 6 How to ensure that data and samples are shared ethically for future research

Chapter 7 Final recommendations

The publication’s final recommendations are divided into recommendations
for action, which can be implemented immediately, and recommendations to
conceptualize the specific actions needed. In both cases, the recommendations
may apply specifically to health emergencies or may be relevant for both emer-
gency and non-emergency situations. All the recommendations constitute the
pending agenda for the Region and establish the stakeholders in charge of their
implementation or further conceptualization.

For example, for health emergencies, the responsibilities of health authorities
are to establish a strategy for the ethical oversight of emergency research, coor-
dinate research efforts, and get involved in the research conducted in response
to emergencies from the beginning to ensure their populations benefit from the
research’s potential benefits. Along with international organizations and the sci-
entific community, health authorities should also develop generic research proto-
cols for potential health emergencies.

Most of the recommendations have been conceived for emergencies and ordi-
nary situations in order to foster research ethics in general. For instance, health
authorities should always require the registration of clinical trials in registries
that feed WHO’s International Clinical Trials Registry Platform (ICTRP) and
make public all studies involving human participants that have been approved
(20). RECs are tasked with the responsibility of establishing communication
mechanisms to inform the public about the studies they are supervising. Health
authorities and RECs should incorporate virtual tools into their processes, as well
as mechanisms for agile coordination between the actors involved in research,
and allow alternative ways of carrying out informed consent processes, so they
are not restricted to face-to-face processes. Another important recommendation
resulting from the regional reflection on the experience during the COVID-19
pandemic pertains to recognizing the contribution of members of RECs, whose
time and dedication is indispensable to conduct rigorous reviews promptly. Re-
search institutions that establish RECs should compensate their members, finan-
cially or through another appropriate mechanism.

In order to put these recommendations into practice, PAHO continues pro-
viding support to relevant stakeholders. Issuing ethics guidance does not suffice
to ensure such guidance is actually followed. PAHO’s Regional Program on Bio-
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ethics works closely with Member States on the implementation of ethics guid-
ance and encourages the development of trusting relationships established prior
to the emergency, as it facilitates the implementation of ethics guidance during
emergencies. Advancing ethics preparedness and response to health emergencies
in the Region is an ethical imperative to which PAHO and its Member States are
truly committed.

From the COVID-19 pandemic to the Monkeypox (mpox) emergency

On July 23, 2022, WHO declared the outbreak of mpox as a public health
emergency of international concern. By November 14, 2022, 52.875 confirmed
cases had been reported in the Region of the Americas. (21). Building on the
COVID-19 pandemic experience, ethics has been embedded in PAHO’s response
to the mpox emergency from the beginning. For instance, PAHO’s Incident Man-
agement System includes ethics as a formal component in the response to mpox,
and the Regional Program on Bioethics has worked in coordination with PA-
HO’s response teams on several topics, including the emergency use of unproven
outside of research (MEURI framework), and the ethical criteria for equitable
vaccine allocation.

Following the recommendations issued by WHO in relation to mpox (22),
MEURI protocols for tecovirimat have been developed where clinical trials
could not be initiated. In this sense, PAHO’s Regional Program on Bioethics has
provided support to ensure that the exceptional access to tecovirimat in view
of its possible benefit is monitored to protect people and contribute data to the
generation of evidence in accordance with the relevant ethics guidance (14, 23).

Additionally, PAHO’s Regional Program on Bioethics has been actively en-
gaged with PAHO’s Revolving Fund for Access to Vaccines. The Revolving Fund
has provided access to most vaccines used in Latin America and the Caribbean
for more than 40 years (24), and access to mpox vaccines was approved by Mem-
ber States in August 2022 (25). To ensure equitable access to these vaccines, ethi-
cal criteria for allocation and a plan to operationalize them through the Revolving
Fund have been developed with the support of PAHO’s Regional Program on
Bioethics. To date, 130,000 doses of third-generation mpox vaccines have been
secured for Latin America and the Caribbean (26).
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Final considerations

Strengthening research national ethics systems in the Region of the Americas
is an ongoing responsibility of Member States and PAHO. Prior health emergen-
cies, including the COVID-19 pandemic, have shown that lessons to improve the
capacity of the Region to conduct ethical research in response to health emer-
gencies do get learned. As described in Catalyzing ethical research in emergen-
cies. Ethics guidance, lessons learned from the COVID-19 pandemic, and pending
agenda, Latin America and the Caribbean have actively taken action to advance
the conduct of ethical research during the pandemic. However, further efforts are
needed - as evidenced by the recommendations in the document - to be better
prepared for potential emergencies in the future (18). PAHO’s Regional Program
on Bioethics will continue to support Latin America and the Caribbean in the
strengthening of regional capacities to ensure that research involving human par-
ticipants is always conducted in adherence with the highest ethical international
standards, and that ethics is integrated in all the other areas of work in health.
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