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Executive Summary

The primary audience for the good participatory practice guidelines for emerging pathogens (GPP-
EP) is all those involved in designing, financing, and implementing prevention and treatment trials of
emerging or re-emerging pathogens. These are pathogens that are causing or are likely to cause
severe outbreaks in the near future and for which few or no medical countermeasures exist. They
include diseases such as Ebola virus disease, Crimean Congo haemorrhagic fever, Marburg, Lassa
fever, MERS and SARS coronavirus diseases, Nipah, Rift Valley fever, Chikungunya, severe fever with
thrombocytopaenia syndrome, Zika, and other known and as yet unknown pathogens. This guidance
specifically addresses good participatory practices during trials conducted in health emergency
contexts where accelerated research processes are needed.

The limited evidence base for effectively preventing further spread of emerging pathogens and
reducing morbidity and mortality for individuals, families, and communities provides a moral
obligation to conduct timely research. Well-designed and well-conducted emerging pathogen
prevention and treatment trials and studies are essential to discovering additional options to
prevent, diagnose, and treat new infections. However, it is critical that research conducted in a
health emergency actively contribute to the epidemic response and be designed to enhance long-
term system capacity for both research and effective epidemic prevention and response, while
respecting the rights of the involved population.

Because an emerging pathogen epidemic can negatively affect trade, tourism, national security,
gross domestic product, development indicators, and citizen well-being, it is important that trial
conduct not contribute to these effects. Government disaster preparedness bodies at national and
regional level, leading and coordinating the epidemic response, play a central role in overseeing,
approving, and monitoring the emergency research agenda and trial conduct. They are responsible
for facilitating timely national scientific and ethical review processes and ensuring that trials
synergize with the emergency response, while abiding to ethical and research principles including
good clinical practices. By overseeing the integration of research in the national emergency
response, national authorities ensure that trials contribute to the response and do not compromise
it, for example, by drawing away resources that are critical for public health actions and appropriate
clinical care.

Both the nature of the stakeholder pool and time constraints pose challenges to good participatory
practices for research during health emergencies. However, collaborative partnering with trial
stakeholders is key to building transparent, meaningful, mutually beneficial, and sustained
relationships. When such relationships are respectful and address the interests of stakeholders, they
underpin the conduct of scientifically rigorous and ethical trials that produce interpretable, valid
data and reliable results to inform prevention and treatment strategies for emerging pathogens.
Thus the ultimate goal of stakeholder engagement in a health emergency is the collective shaping of
relevant, scientifically rigorous, ethical research that is in line with international standards, respects
the rights of the involved population, contributes to and does not undermine the epidemic response,
and leaves a sustaining legacy for the involved population.

GPP-EP is the only set of global guidelines that directly address how to engage stakeholders in the
design, conduct, and conclusion of emerging pathogen prevention and treatment trials. When
applied over the trial life-cycle, the GPP-EP guidelines enhance both the quality and outcomes of
research. Beyond trials, they can also guide the conduct of other emerging pathogen research such
as epidemiology studies, natural history studies, behavioural and anthropological research,
diagnostic research, and survivor cohort studies, as well as smaller safety trials that are conducted in
non-emergency settings.
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The foundational GPP-EP principles underpinning partnerships among trial stakeholders in situations
of crisis are respect, fairness, integrity, transparency, accountability, and autonomy while the
benchmarks include mutual understanding, complementarity, and efficiency. The GPP-EP guidelines
present good participatory practice for nine aspects of emerging pathogen trials: formative research;
stakeholder engagement; communication and issues management; protocol development; informed
consent; standard of prevention and care; trial-related harms; trial accrual, follow-up, and exit; and
trial closure, results dissemination, and post-trial access to trial products or procedures.

Effective stakeholder engagement requires that trial sponsors enable GPP-EP by ensuring that
research protocols include GPP-EP plans and activities, with ample budget allocation and enough
time to facilitate participatory approaches, and by supporting documentation and joint publication
with the community of the processes and impact of participatory approaches. Medical journal
editors facilitate GPP when they require reviewers of scientific manuscripts to examine whether and
how GPP-EP has been followed during trial conduct.
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1. Introduction
1.1 Objective of Good Participatory Practice guidelines for emerging pathogens (GPP-EP)

The good participatory practice guidelines for emerging pathogens (GPP-EP) provide trial sponsorsa
and research team members® with principle-based guidance on how to effectively engage
stakeholders in the design and conduct of prevention and treatment trials for emerging and re-
emerging pathogens’. Such pathogens are causing or are likely to cause severe outbreaks in the near
future and have few or no medical countermeasures. The GPP-EP guidelines outline stakeholder
engagement activities required for the development, planning, implementation, conclusion, and
results dissemination of trials conducted in emergency or crisis settings.

The guidelines support greater attention to the interests of all stakeholders affected by an emerging
pathogen toward a mutual understanding of meaningful stakeholder engagement in research. They
help establish shared standards, expectations, and accountability for effective and outcome-driven
engagement throughout all phases of emerging pathogen trials.

1.2 Intended audience of the GPP-EP guidelines

The primary audience for the GPP-EP guidelines is all those involved in designing, financing, and
implementing prevention and treatment trials for emerging pathogens. This includes governments,
government-sponsored research networks, non-governmental organisations, academic institutions,
foundations, public—private partnerships, pharmaceutical companies, other private or public sector
entities, and research teams.

The GPP-EP guidelines concern, in the first instance, diseases anticipated in the World Health
Organisation R&D (WHO) Blueprint for action against epidemics(1). While it is expected that the list
of priorities will be re-examined annually, the 2016 priority list includes are Ebola virus disease,
Crimean Congo haemorrhagic fever, Marburg, Lassa fever, MERS and SARS coronavirus diseases,
Nipah, Rift Valley fever, Chikungunya, severe fever with thrombocytopaenia syndrome, Zika, and any
other disease that may be so classified(2). See Box 1

Box 1

Ebola virus disease Chikungunya Marburg
Crimean Congo haemorrhagic fever Lassa fever Nipah
Rift Valley fever MERS coronavirus Zika
severe fever with | SARS coronavirus

thrombocytopaenia syndrome

®A sponsor is an individual, institution, company, or organisation that has responsibility for initiating, managing, or
financing a clinical trial but not for conducting a trial.

® GPP-EP guidelines are intended for all research team members, including community engagement coordinators. The
latter are directly in charge of a trial site’s community stakeholder engagement programme and have titles such as
community liaison officer, community engagement officer, or Community Advisory Board coordinator.

© GPP-EP is intended for trials of both emerging and re-emerging pathogens. For purposes of brevity, the term ‘emerging
pathogens’ is used in GPP-EP.
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National and local stakeholders can use the GPP-EP guidelines to monitor and evaluate stakeholder
engagement efforts and to help ensure alignment with outbreak response goals to mitigate
mortality and accelerate the end of an emerging pathogen epidemic.

Although the complete GPP-EP guidelines are most relevant for larger trials that have substantial
impacts on individuals and populations in emergency settings, they intend to guide other types of
emerging pathogen trials and studies, including epidemiology studies, natural history studies,
behavioural and anthropological research, diagnostic research, and survivor cohort studies, as well
as smaller safety trials conducted in non-emergency settings.

1.3 Scope of the GPP-EP guidelines

The GPP-EP guidelines provide a framework for development of effective stakeholder engagement
programmes that build mutually beneficial, sustained relationships between trial sponsors and
research teams and other stakeholders. When such relationships are transparent and respectful and
address the interests of stakeholders, they underpin the conduct of scientifically rigorous and ethical
trials that produce interpretable, valid data and reliable results to inform prevention and treatment
strategies for emerging pathogens.

The GPP-EP guidelines are based on the principle that effective community engagement in research
is not only an ethical imperative, it enhances the conduct of trials and contributes to robust research
outcomes(3)d.This principle-based guidance on the participatory conduct of emerging pathogen
trials is intended to complement existing guidance on scientific and ethical trial conduct®. Section 2
focuses on definitions and concepts while Section 3 presents foundational principles of GPP-EP for
meaningful partnerships among trial stakeholders in situations of crisis. Section 4 outlines good
participatory practices for trials conducted in emergency settings where both researchers and
communities have a short window of opportunity to engage and where research must not unduly
compromise but rather aim to enhance the response to an epidemic.

1.4 Development of the GPP-EP guidelines

The widely-endorsed GPP guidelines for biomedical HIV prevention trials(4) (GPP-
HIV)f(ll)(12)(13)(14)(15) inspired the creation of the GPP-EP guidelines. The adaptation of GPP-HIV
for GPP-EP followed an accelerated process, as did the GPP guidelines for TB Drug Trials published in
2012 (16). In-depth interviews were conducted with individuals who had been involved in trials
conducted during the 2014 and 2015 Ebola outbreak in Guinea, Liberia, and Sierra Leone in West

470 ensure the ethical and scientific quality and outcome of proposed research, its relevance to the affected community,
and its acceptance by the affected community, researchers and trial sponsors should consult communities through a
transparent and meaningful participatory process which involves them in an early and sustained manner in the design,
development, implementation, monitoring, and distribution of results of.......trials.” UNAIDS/WHO. Ethical considerations in
biomedical HIV prevention trials 2007 [additional guidance point added in 2012].

€ Multiple guidance documents address overall scientific and ethical trial conduct, including Good Clinical Practice, Good
Clinical Laboratory Practice, the Declaration of Helsinki, The Belmont Report, Guidelines of the Council for International
Organizations of Medical Sciences (CIOMS), the Nuffield Council Guidance on ethics of research related to health care in
developing countries, the UNAIDS/WHO Ethical considerations in biomedical HIV prevention trials, the UNESCO Universal
Declaration on Bioethics, and Human Rights, and various national guidelines (see Appendix 3).

" GPP-HIV was born out of a recommendation from the UNAIDS Creating Effective Partnerships in Research process in
2005(5) that was a response to the controversies and debates about pre-exposure prophylaxis (PrEP) trials in Cambodia
and Cameroon(6)(7)(8)(9). After a series of regional consultations focused on defining the key elements needed for
creating effective partnerships for biomedical HIV prevention trials(5), UNAIDS and AVAC published GPP-HIV in 2007(10). It
was applied in different settings and was the subject of formal consultations with stakeholder groups in Africa, the
Americas, Asia, and Europe. It began to be cited in scientific publications of the results of biomedical HIV prevention trials
in 2010(11). The second edition of the GPP-HIV guidelines was published in 2011(4).



Africa, including clinical trial investigators, trial site staff, anthropologists, community mobilisers,
representatives of survivor groups, health care providers, ethicists, community engagement
advocates, government representatives, trial sponsors, industry representatives, and other
stakeholders. A review of the literature on Ebola and community engagement informed the initial
draft circulated for comments to all those interviewed. An international working group examined a
subsequent draft, exploring and analysing different viewpoints and areas of contention, and
discussed potential objective measures of community stakeholder engagement in the design and
conduct of emerging pathogen trials. The GPP-EP guidelines are dynamic and are expected to be
refined further over time as experience with the conduct of clinical trials in crisis settings
accumulates. Moreover, a companion document presenting KEY ACTIONS for good participatory
practices in trials of emerging (and re-emerging) pathogens — GPP-EP, is being prepared to provide
a practical guide to prospective trial sponsors, investigators and other research stakeholders.

1.5 Rationale for GPP-EP guidelines

Constructive long-term stakeholder engagement is indispensable for ensuring the ethical and
scientific quality of research, its merit and relevance to local stakeholders(3), and likely uptake of
interventions found efficacious. It promotes understanding of local cultures, norms and values,
including concerns of vulnerable or marginalized populations, local priorities, and the dynamics of
community practices that may facilitate or prevent epidemic spread. When partnerships with
stakeholders are not in place prior to an emergency, following GPP-EP guidance facilitates timely
stakeholder dialogue and strengthening of partnerships to help ensure that research conduct is
acceptable, ethically sound, and scientifically rigorous and that it contributes to the epidemic
response.

Local community and national stakeholder engagement in research design and implementation can
help ensure that research questions are pertinent; trial procedures are culturally sensitive and
appropriate, thus improving recruitment, retention, and adherence; and eventual uptake and use of
proven research products will occur. It can help avoid reinforcing inequalities that already exist and
increase the sensitivity of research staff to the needs of vulnerable populations. An essential
component of stakeholder engagement is improving stakeholder knowledge and understanding of
the research process by building research literacy and competencies. This, in turn, enables
stakeholders to contribute more effectively to the process of guiding research and helps to address
the power imbalance between research teams and community stakeholders.

Strengthening effective stakeholder collaboration fosters greater trust and respect between trial
sponsors and implementers and other stakeholders. Stakeholder engagement that is transparent
and mutually respectful can minimize misunderstandings and reduce the chances of unnecessary
conflict or controversy. Following good participatory practice throughout a trial life-cycle facilitates
local ownership of research, enables more equitable relationships, and increases the likelihood of
successful research conduct, trial completion, and application of research results.

1.6 Understanding, implementing, and monitoring GPP-EP

Although implementation of the GPP-EP guidelines is a shared responsibility among all stakeholders,
effective implementation proceeds only when both trial sponsors and national authorities adopt
them as a requirement for successful trial conduct, monitor their implementation, and evaluate their
effectiveness. This means that trial sponsors provide adequate human resources and sufficient funds
in research budgets to implement the activities of Section 4 of the GPP guidelines. It also means that
trial sponsors ensure that template research protocols to be used for emerging pathogen trials
include plans for accelerated GPP-EP implementation during outbreaks.

Ministries of Health and other national authorities, academic institutions, ethics committees,
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institutional review boards, and community stakeholders have the responsibility to support GPP-EP
implementation when research is conducted in their country, institution, or area, regardless of the
funding source. This includes requiring that GPP-EP plans are explicit in formal protocols and that
implementation of the GPP-EP guidelines is tracked with process and outcomes documented.
Reviewers of research protocols should assess the adequacy of GPP-EP plans and activities while
reviewers of scientific manuscripts should examine whether and how GPP-EP has been followed
during trial conduct. These assessments are facilitated when trial sponsors and medical journal
editors include a specific question on GPP-EP in the forms that guide reviewers of emerging
pathogen trial protocol designs or manuscripts.

Optimal monitoring of stakeholder engagement requires all stakeholders to review the GPP-EP
optimal practices to determine what activities have been executed. Stakeholder engagement
evaluation uses interviews, focus group discussions, surveys, or other methods to determine how
stakeholders assess the impact of GPP-EP on trial conduct and stakeholder relationships. A variety of
resources and tools to help stakeholders understand, implement, and monitor good participatory
practice can be found at AVAC’s website (www.avac.org/gpp). Oversight of GPP-EP monitoring and
evaluation in health emergency settings is the mandate of the national epidemic response
authorities that are aiming to ensure rapid implementation of ethical, scientifically rigorous
emerging pathogen trials that follow good participatory practices.

1.7 Organization and how to use the GPP-EP guidelines

Following this introductory section, the GPP-EP guidelines are presented in three main sections:

Section 2: Definitions and Concepts defines key terms and describes the realities and underlying
determinants of emerging pathogen epidemics, the context of conducting trials in emergency
settings, and why a participatory approach is necessary for effective trial conduct and timely
knowledge translation into practice.

Section 3: Guiding principles of GPP-EP outlines the foundational principles underpinning effective
relationships among and between trial sponsors and research teams and trial stakeholders, including
national response coordination bodies. These are: respect, fairness, integrity, transparency,
accountability, and autonomy. Benchmarks include mutual understanding, complementarity, and
efficiency.

Section 4: Good participatory practice in prevention and treatment trials for emerging pathogens
describes optimal practice at each stage of the research life-cycle for the design and conduct of
emerging pathogen trials in emergency settings. Nine topic areas outline expected stakeholder
engagement activities, for which trial sponsors ensure sufficient funding and research teams create
budgets and allocate funds:

1. Formative research activities
. Stakeholder engagement plan
. Communications and issues management plan
. Protocol development
. Informed consent process
. Standard of prevention and care
. Policies on trial-related harms
. Trial accrual, follow-up, and exit
. Trial closure, results dissemination, and post-trial access to trial products or procedures

O oONOULLD WN

2. Good Participatory Practice: Definitions and Concepts

2.1 Who are stakeholders?
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Stakeholders are all individuals or collections of individuals who can influence or are affected by the
conduct or outcome of a trial, i.e. all those who have a stake in an emerging pathogen prevention or
treatment trial. They may include the population to be recruited, trial participants, families of trial
participants, people living in the immediate area where the research is conducted, local survivor
groups or networks, people resident within or surrounding the area affected by the emerging
pathogen epidemic, religious leaders, opinion leaders, media, local health-care authorities, health
care providers, traditional healers, local non-governmental organizations (NGOs), community-based
organizations (CBOs), and community-based women’s groups and youth groups. Trial stakeholders
include those responsible for coordinating the response to the emerging pathogen, emergency
response teams and other implementers, national research organisations and scientific councils,
Faculties of Medicine and Nursing, and Ministries beyond Health, such as Justice, Science, Education,
and others.

During a health emergency, disaster response bodies at national and regional level are critical
research stakeholders as they play a central role leading and coordinating the epidemic response.
They are responsible for approving and monitoring research conduct in order to avoid duplication
and ensure that trials contribute to the response and do not compromise response efforts by, for
example, drawing away critical resources for public health actions and appropriate clinical care.
Because an emerging pathogen epidemic can negatively affect trade, tourism, national security,
gross domestic product, development indicators, and citizen well-being, it is important that trial
conduct not contribute to these effects.

As illustrated in Figure 1 below, a subset of stakeholders can be described as community
stakeholders. They are individuals and groups that ultimately represent the interests of people who
would be recruited to participate in a trial, others locally affected by conduct of a trial, and those
who will be affected by the research results, including lay residents of a local area, health
practitioners, service providers, and local policymakers(17). Of note, women are key community
stakeholders because of their intrinsic rights and their roles as informal caregivers, as patients who
may or may not be pregnant, and as community members whose opinions may be sought but not
easily obtained without specific effort. Furthermore, specific attention is required to ensure that the
interests of children and adolescents are represented. Trial sponsors and research teams, as well as
government bodies or representatives of high-level authority structures who may be gate-keepers to
access to communities, are trial stakeholders but are not generally considered to be community
stakeholders.
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In emerging pathogen epidemics in crisis situations, there may be no readily available or long-term
established non-governmental or community-based organisations with research experience. It may
be necessary for government to establish emergency community expert groups for joint and
expedited community participation in protocol review and trial design. Such groups can provide
advice on stakeholder engagement for all research and trials pertaining to an outbreak that are
proposed to take place in a country. Sustaining these mechanisms helps ensure readiness to address
future epidemics.

2.2 What is stakeholder engagement?

Sustained, collaborative partnering with stakeholders is key to good participatory practice and the
building of transparent, meaningful, and mutually beneficial relationships. The ultimate goal of
stakeholder engagement in a health emergency is the collective shaping of relevant, scientifically
rigorous, ethical research that is in line with international standards, contributes to and does not
undermine the epidemic response, and respects the rights of and leaves a sustaining legacy for the
involved population.

Successful stakeholder engagement requires a broad, inclusive, and multifaceted understanding of
the context in which an emerging pathogen prevention or treatment trial is conducted. Identification
of potential stakeholders is a process that is ongoing over the life of a trial, given that stakeholders’
interests, priorities, perspectives, and cultures may change. Stakeholder engagement starts with the
national and local outbreak response authorities that have responsibility for ensuring that trials and
other research are aligned with the emergency response. This is at the stage when research teams
begin to define a problem, design a trial, determine the trial population to be recruited, and consider
possible trial sites. They then consult with known local stakeholders, beginning with those who will
be potentially affected at trial sites, and expand the stakeholder circle to include important
community stakeholders who might be missed through a more traditional approach focused only on
recognised community leaders. Reaching out to informal key opinion leaders and others who can
make valuable intellectual contributions to the design of a trial is critical at this early stage.
Ultimately site selection is proposed by the research team but is the final responsibility of national
governments(18), advised by their epidemic response coordinating bodies.
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Stakeholders will have diverse perspectives and some will have competing interests and/or power
imbalances within their groups. Differences in social organization, hierarchies, gender issues, and
relative social and economic status have the potential to create division and disagreement among
stakeholders. Early engagement of relevant stakeholders in an honest, transparent manner that
respects all parties is key to finding common ground and addressing any opposition or disagreement
among stakeholders from the outset and over the course of a trial.

Stakeholders in the conduct of an emerging pathogen trial can learn from other fields that have
successfully adopted participatory research approaches when researchers sought to engage with
community stakeholders as equal members, sharing control over the entire research
process(17)(19)(20)(21)(22)(23)(24)(25).

2.3 What are stakeholder advisory mechanisms?

Stakeholder advisory mechanisms are approaches, strategies, or structures that facilitate meaningful
dialogue between research teams and relevant stakeholders about planned or ongoing clinical trials.
They provide trial sponsors and research teams with information about relevant stakeholders’
perspectives on the design, planning, and implementation of a specific clinical trial and facilitate
open communication about research goals, processes, and results. Stakeholder advisory
mechanisms, which may be informal® or formalh, provide relevant stakeholders with opportunities
to engage with research teams during the entire life cycle of a trial. They facilitate ongoing dialogue
for timely input and feedback on challenges such as consent processes(26)(27) and other issues
arising throughout a trial. In most crisis settings, there may be no existing research stakeholder
advisory mechanism and one will need to be built and sustained throughout the trial’s duration.
Close liaison with stakeholder advisory mechanisms set up for the emerging pathogen response
promotes open communication and joint monitoring to ensure that trial conduct contributes to the
response.

A community advisory board (CAB) composed of individuals or stakeholder representatives is a
stakeholder advisory mechanism intended to provide an independent advisory voice. It meets
regularly with research team representatives, informs community stakeholders about proposed and
ongoing research, and provides feedback to research teams about local norms and beliefs, as well as
local views and concerns that arise in specific trials. CAB composition is intended to reflect the
diversity of community stakeholder interests and needs with respect to proposed or ongoing
research. CABs may include members or representatives of the surrounding area, individuals in the
population from which participants will be recruited, survivors and their families, current or former
trial participants, religious or opinion leaders, and representatives of other sections of society as
determined by the trial’s location and eligibility criteria. Careful consideration needs to be given to
the range of stakeholder advisory mechanisms that are required to best support effective
engagement. Establishing a CAB takes time and may be helpful but it is not sufficient for gaining
adequate and appropriate community stakeholder input for emerging pathogen research in crisis

&Informal stakeholder advisory mechanisms may be events or less formal means that assist research teams in learning
about relevant stakeholders’ views on proposed or ongoing research. Examples include stakeholder meetings, local events,
focus group discussions, interviews, consultations, and suggestion boxes. Participants may include individuals and
representatives of existing organizations, local employer associations, local government or traditional committees, and
other advocacy, charitable, cultural, political, religious, or social groups.

hFormaI stakeholder advisory mechanisms typically involve established groups that develop an ongoing relationship with
the research team at a particular trial site. Examples include: trial participant groups (former or current participants),
professional groups (local scientists, health care providers, local media, or experts on local socio-cultural issues),
government-convened research coordination meetings, non-governmental organization advisory groups (with
representatives from different non-governmental organizations or community-based organizations), and community
advisory boards.
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settings.

2.4 The wider context of emerging pathogens

The occurrence of emerging pathogens, likely to cause severe outbreaks in the near future and for
which few or no medical countermeasures exist, is an increasingly tangible risk in an interconnected
world where goods, people, and vectors travel globally. Population growth, trade and other
economic factors, and climate change are combining to bring the natural habitats of animals closer
to humans and to change the geographic range of insect vectors, resulting in rising probabilities of
human exposure to emerging pathogens.

Structural determinants may create, enhance, and perpetuate the risk that a known pathogen will
re-emerge or that a novel pathogen will jump species and spread rapidly. They include poverty and
inequity, civil conflict and war, natural disasters, lack of early-detection disease surveillance systems,
under-resourced health systems resulting in weak infrastructure for a timely response(28), and
disregard of international health regulations.

Emerging pathogens can spread for some time in human populations before they are detected.
Delayed and inadequate responses to emerging pathogen risks are characterised by, among other
things, poor communication, misconceptions of disease and disease causation, lack of knowledge of
local customs and culture, and community reluctance to participate in the response because of
historical or newly generated distrust, compounded by ill-informed community engagement
strategies(29).

2.5 The dynamics of conducting research for emerging pathogens in crisis settings
2.5.1 Research and response

An emerging pathogen outbreak can accelerate a product pipeline, stimulate early phase studies of
vaccine candidates or therapeutic products, and quicken the pace toward efficacy trials for
candidates that have already gone through early phase trials. Generating knowledge quickly,
maintaining public trust, and addressing the practical challenges of conducting scientifically-valid
research ethically in a crisis situation all need to be carefully balanced(30). In addition to clinical
trials evaluating experimental treatments, vaccines, and other preventive measures, research on
diagnostics, natural history, epidemiology, anthropology, human behaviour, and implementation
strategies can play a critical role in reducing morbidity and mortality and mitigating the social and
economic consequences of an outbreak (31). Research can be facilitated by promoting regulatory
convergence among countries; pre-approval of clinical trial designs; and mechanisms to manage
intellectual property, data sharing, and product liability(32).

Outbreaks of emerging pathogens can occur in the context of relatively well-developed health
systems(33)(34)(35)(36)(37)(38)(39). In resource-constrained settings, extremely limited health
infrastructure may already be hampering the public health response to an emerging pathogen at the
time that a clinical trial is proposed. External resources may flow in to such settings in order to
compensate for inadequate numbers of health service personnel, build laboratory capacity, and
create new buildings to isolate and house people who are infected. Although the limited evidence
base for effectively preventing and reducing the impact of an epidemic provides a moral obligation
to conduct research, it is essential that research not undermine but rather actively contribute to the
response. Both the response and any trials undertaken should be designed to enhance long-term
system capacity for effective epidemic prevention and response.

With few or no medical countermeasures available to respond to an epidemic, trials may be viewed
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by people anywhere in the world as potentially life-saving for those already infected. This may be
the case not only because of hope that the active product may have therapeutic benefit, known as
therapeutic misconception(40), but also because trial participants in any country may be perceived
to receive or may actually get better supportive care, regardless of which trial arm they are in.

2.5.2 Relevance of Good Participatory Practice for emerging pathogen trials

Creating spaces in which people can speak about their fears and concerns, share their views about
research, and be heard is an essential component of good participatory practice. This is true
whether, for example, healthy volunteers are to be recruited in phase | vaccine trials, ill and dying
patients are to be recruited for therapeutic trials, or experimental manipulation of a vector such as
Aedes aegypti in the community is planned. Without effective stakeholder engagement, research on
emerging pathogens can encounter significant hurdles at any stage from design and approval to
conduct and results dissemination.

Formative research (see Section 4.1) constitutes the initial phase of stakeholder outreach and
engagement. In settings where little research has been conducted, research literacy may be low,
clinical trial literacy may be even lower, and the hostility of the population may be high. Local
anthropologists; researchers in agriculture, hydrology, and other domains; and health, social service,
and other providers may be best placed to advise on channels of communication, local power
dynamics, and community decision-making. In multi-ethnic communities, care needs to be given to
representing the voices of all ethnicities in discussions of trial design and conduct. To complement
local research teams, consideration can be given to involving international researchers who have an
overarching perspective and deep knowledge of the country, although this may increase
distrust(29). The formative research phase has to be nimble and quick in an emergency setting,
building on stakeholder engagement in the emerging pathogen response to identify key voices to
participate from the outset in discussions of trial design. The window for conducting research may
be short if the epidemic response is effective, further necessitating rapid identification of relevant
trial stakeholders.

Formulating stakeholder engagement plans (see Section 4.2) and communications and issue
management plans (see Section 4.3) is key to anticipating risks and managing these effectively.
Research stakeholders in crisis settings may include, for example, health care workers and other
frontline care providers, who are themselves at risk(41). Throughout a trial, they are in a position to
hear concerns about the trial, provide correct information if their own questions about the research
have been addressed, report persistent rumours, and assist in developing plans to mitigate the
impact of falsehoods on trial conduct.

Discussions with epidemic response coordination bodies and with national and local health
authorities are essential for implementation of standard of prevention and care provisions agreed by
all stakeholders (see Section 4.6). Key government decision-makers at all levels involved in the
epidemic response need current information on trial progress through regular face-to-face meetings,
briefing notes, and media talking points. In emergency settings, the local business community may
constitute an influential trial stakeholder. Rival scientific peers may constitute important foes of a
trial if they are not informed and their concerns addressed early in the research process. Local media
are key partners in the dissemination of correct information about a trial. Because engaged and
effective community advisory mechanisms are an essential element of good participatory practice
throughout emerging pathogen prevention or treatment trials, making every effort to establish them
from the outset will strengthen trial conduct.

2.5.3 Experience from Ebola trials
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Ebola was not a new disease in 2014, having been recognised as early as 1976(42)(43). Because
several candidate products had already undergone preclinical and some clinical studies, further pre-
clinical studies and Phase |, Phase Il and Phase Il trials got underway quite quickly, alongside the
response(1). However, community engagement activities for the response to Ebola had not been
fully implemented in many settings when research began to be proposed. Fear, panic, and rumours
at times spread faster than the truth. They were reported among participants in Phase | and Il Ebola
vaccine trials in Liberia(44) and completely disrupted a Phase | Ebola vaccine trial proposed for
conduct in an unaffected population in Ghana(45). These examples highlight the importance of
effective stakeholder involvement at the trial design stage.

A treatment trial in Guinea undertook an active researcher-stakeholder engagement process in the
conceptualisation phase, resulting in the design of a historically controlled, single-arm proof-of-
concept study, rather than a randomised controlled trial(46). Stakeholders involved in the response
on the ground argued that the high mortality rate of the disease would make it unethical to
randomise patients in the same family or village seeking care. However, this design meant that the
trial was unable to draw conclusions on the usefulness of the experimental drug faviprivir. For a
vaccine trial (ChAd3-ZEBOV/ VSV-EBOV) conducted in Liberia, the government placed the research
response under the guidance of an incident management system and assigned a group of Liberian
scientists to work with US scientists on trial design. They recommended use of a saline rather than
active placebo and social mobilisation’ and communication strategies that resulted in expedited
research initiation four months following initial partnership formation. The trial’s social mobilisation
strategy promoted the trial, enhanced enrolment of consenting participants, and included a
community engagement pillar, the prime goal of which was to encourage study participation(44).
The Phase | vaccine trials conducted in Geneva, Hamburg, and Kilifi, Kenya may not have had any
formal community advisory mechanisms(47), however there were extensive local discussions about
the trial with stakeholders. In Guinea, the community was clearly committed to defeating Ebola(48)
and 95% of the study staff of the successful ring vaccination trial (49)(50) were from Guinea. Prior
and during the trial, extensive discussions were held with religious leaders, leading with full support
for the trial by the community. Importantly, the Conakry Imam issued a Fatwa in support of
continuing ring vaccination activities — including active immunization — during the 2015 month of
Ramadan. In Sierra Leone, formative research was conducted before implementation of Phase 1 and
2 trials that incorporated both social science and community liaison teams(51).

The extent to which there has been effective community stakeholder engagement, including
formation of community advisory mechanisms, in Ebola trials has not been well documented. Where
it was lacking in reality, this may have resulted from the perception that the emergency footing of
these trials precluded it. Some research teams and sponsors may have misconceived social
mobilisation aimed at raising awareness and enhancing recruitment as constituting meaningful
community involvement. Although active engagement of community stakeholders in the design and
conduct of a trial appears to have been the exception rather than the rule, there is some evidence
that this improved over time. Good participatory practice is all the more needed in communities
with low research literacy(52) to mitigate against research exploitation; shape study design,
informed consent processes, and trial implementation; and establish provisions for post-trial access.

2.5.4 Trial design, ethics, and community considerations

Debate among researchers about appropriate designs for trials to be conducted in emergency
settings has been intense(53). Randomised controlled trials for vaccines are considered to be

' Social mobilisation is defined generally as a process that raises awareness and motivates people to demand
change or a particular development. See: https://www.reference.com/world-view/social-mobilization-
9a02bbf5e1843a99
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ethically acceptable if it is unclear whether a vaccine will help, cause harm, or do nothing. However,
in emergency settings with hundreds of health care workers and other frontline caregivers at risk for
occupational exposure, it may be ethically unacceptable to randomise personnel to a placebo arm
when a vaccine candidate has shown promise in animal experiments. Alternative study designs for
vaccine trials have included using a proven vaccine such as hepatitis B vaccine in the control arm and
conducting a stepped-wedge trial in which everyone eventually gets the experimental vaccine, with
attack rates compared among those already vaccinated and those waiting to be vaccinated. Adaptive
trials may start with a number of products and remove arms that are found less promising at
frequent interim analyses, in an attempt to balance urgent therapeutic needs with the regulatory
imperatives of generating sound safety and effectiveness data(54). The open-label cluster-
randomised ring vaccination trial randomised clusters (or rings) of contacts and contact-of-contact of
cases to immediate or delayed (21 days later) vaccination(49). Doing so allowed the trial to conclude
on the efficacy and effectiveness of the vaccine (comparing number of Ebola cases in ring vaccinated
immediately with those occurring in rings randomised to delayed vaccination), while not withholding
access to a potentially effective vaccine to the control group for more than three weeks.

Therapeutic trials face the issue of providing enhanced standard of care in all trial arms, as usual
standard of care may not be considered ethical. With sick and dying patients and a high case fatality
rate, there may be pressure to provide compassionate access(55) to experimental drugs that have
shown promise in animal studies. However, the fact that drug candidates can show impressive
results in animal models and then fail in randomised human studies is well-known(56). Agents being
tested in therapeutic trials generally have promising animal data but they may have no effect, be
beneficial, or create harm in humans. Communicating this equipoise poses challenges and there may
be strong pressure to avoid placebo-controlled designs in favour of study designs that may or may
not produce interpretable, valid, and replicable results(56). Importantly, the factors that affect the
perceptions of researchers and sponsors about the acceptability of a trial design(57) may be quite
different to those influencing the views of other stakeholders in a crisis setting, including those of
the community. Furthermore, the conduct of trials that are unable to draw scientific conclusions
may be considered unethical.

A key concern of all stakeholders is the ethical imperative to provide post-trial access for trial
participants, their families, and their communities, in the first instance, to any prevention or
therapeutic product scientifically proven beneficial, even before full licensing approval (see Section
4.9). Regulatory coordination, to align expectations across jurisdictions on the burden of proof for
product review and approval, informs appropriate trial design and helps ensure the quality and
safety of needed products for rapid deployment in public health emergencies(56).

Obtaining informed consent for participation in a clinical trial being conducted in a crisis situation is
not straightforward (see Section 4.5). The decision to participate in a clinical trial is an individual
right. In some settings, a person’s good health may be considered a family or communal asset, with
familial or communal approval required before an individual can decide whether or not to provide
her or his consent to trial participation. What to do about the participation of sick children and
adolescents who lack guardians to provide consent is a key question for discussion with community
stakeholders and ethics committees. In the case of vaccine trials, obtaining phase /1l safety data in
children within ongoing adult trials(58) would allow rapid bridging of efficacious vaccine candidates
to paediatric populations. For example, upon requests from both the National authorities and the
communities were vaccination was taking place, the ring vaccination trial protocol was amended to
include children aged 6 years and older based on preliminary unpublished data from phase | trials in
Gabon(59).

2.5.5 Building local capacity in emergency settings
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When a trial is conducted in a crisis situation, there may be pressure to expedite trial protocol
approval by scientific, ethical, and regulatory bodies. Assessments may need to be conducted in
parallel. The volume of proposals being presented to these bodies may overwhelm them, in the
absence of assistance in prioritisation from national and regional emergency response authorities
overseeing the alignment of research within the epidemic response. Strengthening review
mechanisms, alongside health care and public health infrastructure, is a clear priority. Capacity
building of regulatory and ethical bodies may be considered a conflict of interest if it is financed by
submitting trial sponsors. Ideally, a mapping now by countries and the global community of potential
hotspots for emerging pathogens would allow strengthening of clinical trial infrastructure in
anticipation. If governments, researchers, private industry, nongovernmental organisations, and
other stakeholders develop a framework of norms and rules operating during and between
outbreaks, this will enable and accelerate research, govern research conduct, and ensure access to
the benefits of research(32). Such a framework would usefully be developed alongside updating of
national public health laws, strengthening of early warning and surveillance mechanisms, and
developing organised systems for ethical oversight of public health activities(31).

Likewise, work to build research literacy and understanding of trial conduct among community
stakeholders, scientific peers, local media, and the general population would expedite the initiation
of GPP-EP for trials in crisis situations. It would make clear that community engagement is not about
recruitment, but rather about emancipating communities to actively engage with research as well-
informed, equal partners. Building these competencies would create a crop of research-literate,
trusted people in communities who are ready to engage with study design and implementation
during emergencies.

2.5.6 Data sharing

Public health action in unfolding health emergencies requires rapid data sharing and dissemination
by researchers to fellow researchers and to stakeholders. Protocols and analysis plans for clinical
trials conducted in the context of public health emergencies should include an explicit expedited
timeline commitment for sharing clinical trial data and results(60). As opting in to data sharing
becomes the new default practice, researchers are responsible for the accuracy of shared
preliminary results, ensuring that they have been subjected to sufficient quality control before public
dissemination(61). WHQ'’s Zika Open collection allows public scrutiny and unrestricted use of data
while Zika-related manuscripts are undergoing peer review(62). Good participatory practice for data
sharing was lacking in the Ebola crisis. It was not always standard practice to hold confidential
conference call briefings involving all Ebola vaccine trial researchers or all Ebola therapeutic trial
researchers to explain a relevant trial’s results prior to public dissemination. Community stakeholder
briefings to avoid communities learning of results first through the media appear not to have taken
place in the first instance for any of the Ebola trials (see Section 4.9.C.2).

2.5.7 Management of specimens

Rumours that blood, body parts, and other research specimens are being sold can spread rapidly in
the absence of effective early communication about the management of specimens, including their
safe storage and disposal. Concerns about specimens leaving the country can arise in the absence of
formal material transfer agreements documenting the purpose, informed consent provisions,
confidentiality protections, specimen physical biosecurity, and guarantees that the country of origin
will be acknowledged and any eventual benefits shared with the communities from which the
samples were obtained(31), if the outbreak recurs. Transparency about specimen ownership and
why needed laboratory studies cannot be performed in the country is important. Anticipating and
initiating laboratory capacity strengthening for future outbreaks can help prevent future
controversies about specimen management and ownership in a crisis situation.
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2.5.8 Equity, power, and stakeholder engagement

Power inequalities exist between research sponsors and funding recipients with respect to a range
of issues, such as decision-making processes, priority setting, control of resources, and equitable
recognition of input. With projected market failure for the private sector, most prevention and
treatment trials for emerging pathogens are funded by institutions in high-income countries and
conducted with multiple partner institutions, including those in low- and middle-income countries.
Disparities among these institutions and partners can introduce or reinforce power inequalities
among trial sponsors and implementers that can translate into inequalities between trial
implementers and other stakeholders.

Conducting trials in multiple settings and countries introduces another level of complexity. Variation
in cultures, physical environments, infrastructure, research experience, health policies, and national
laws can introduce inequalities among research teams and between research teams and site-level
community stakeholders. Sociocultural aspects, which can be complex and nuanced, may create
potential challenges for trial implementation(63) but may also serve as points of resilience or
community strength for trials to draw upon(64).

Power inequalities between research teams and community stakeholders can include imbalances in
literacy, education, and economic resources as well as those inherent in patient—provider
relationships. National, racial, ethnic, and linguistic differences between members of research teams
and community stakeholders can exacerbate inequalities. Recognition of these factors is the first
step to developing practices that avoid inadvertently replicating or reinforcing them in the design
and conduct of emerging pathogen prevention and treatment trials.

Experimental options are optimally tested for safety and effectiveness in populations that need
these interventions the most and are likely to benefit from them should they prove effective.
However, the very factors that increase risk in such populations may contribute to increased
vulnerability to exploitation. It is important to recognise the implications of such social justice and
human rights issues for research conduct in emergency settings.

There are many inherent complexities in conducting emerging pathogen prevention and treatment
trials in crisis situations. By acknowledging and understanding these challenges, trial sponsors and
implementers can more appropriately and effectively facilitate a mutually beneficial, participatory
approach to trial conduct that strengthens local research capacity at all levels. Stakeholder
engagement helps emancipate and equip community stakeholders to engage meaningfully in the
research process, counterbalance inequalities, and harness the expertise that they can contribute to
the design and conduct of research.

The lessons learned from research conducted during the response to the 2014-2015 Ebola epidemic
have informed development of GPP-EP guidelines for future trial conduct of emerging and re-
emerging pathogens considered in the WHO Research and Development Blueprint(65), as well as
other known and currently unidentified pathogens likely to cause outbreaks in the near future.

3 Guiding principles and benchmarks of GPP in prevention and treatment trials for emerging
pathogens

The principles and the benchmarks of good participatory practice form the ethical framework that
guides research teams and stakeholders as they plan and implement their stakeholder engagement
programme throughout the life cycle of an emerging pathogen trial conducted in a health
emergency. The principles reflect a set of values that are fundamental to initiating and sustaining
partnerships and ensuring that collectively-identified goals are achieved in the crisis contexts in
which trials for emerging pathogens are conducted. The benchmarks are outcomes that can play a



19

useful role in the development of monitoring and evaluation indicators. As experience with GPP-EP
implementation increases, additional relevant principles and benchmarks to evaluate stakeholder
engagement programmes will be identified. Figure 2 summarises the current principles and
benchmarks.

Accountability

Autonomy Fairness
Benchmarks

-Mutual
understanding

- Complementarity
-Efficiency
Respect Integrity

Transparency

Figure 2. The principles and benchmarks underlying the GPP-EP.

Under some circumstances, the considerations that are part of the GPP-EP ethical framework may
need to be weighed against each other through a deliberation process in which all stakeholders are
heard, interests are balanced, and options are pursued for mutual gains tailored to local
circumstances. Deliberation entails formal discussions among stakeholders who have a legitimate
interest in the consequences of a trade-off between considerations. For example, deliberation might
be necessary in order to include pharmaceutical products from different drug companies in a single
trial or to address remuneration for participation in the stakeholder engagement process. In the
latter case, notions of respect might suggest that participants should be compensated for their time
when taking part in an advisory mechanism, while the principle of autonomy might suggest
differently.

3.1.1 Respect

Respect among stakeholders is key to communicating effectively, fostering trust, and developing
partnerships to achieve collectively-set goals. Respect is demonstrated when stakeholders
communicate and act in ways that value and honour each other’s perspectives and realities and are
responsive to each other’s interests. In an emergency context, mutual respect is essential for
aligning research efforts with the outbreak response. Ethical research requires fundamental respect
for human rights and for the confidentiality of trial participants and their information. It also
requires respect for local values, cultures, and perspectives, as well as respect for the scientific
process.

3.1.2 Fairness

In the context of stakeholder engagement, fairness refers to the way that stakeholders communicate
with and treat each other. The notion of fair dealings emphasises honest acknowledgment of one’s
own interests and motivations, avoiding any active or passive deception when communicating with
other parties. During the engagement process, no group of stakeholders should privilege their own
interests arbitrarily over those of any other groups, based on having greater power, influence, access
to resources, or knowledge. The principle of fairness takes on particular importance when trial
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sponsors and research teams seek to establish a dialogue with health authorities and with trial
populations that might be more vulnerable and require special attention.

3.1.3 Integrity

Integrity generally refers to choosing actions that are consistent with one’s values and reliably living
up to commitments and promises on the terms that they were made. For research stakeholders, this
means representing their own constituency’s interests even when this will entail intricate back and
forth discussions with other stakeholders. Maintaining the highest standards of scientific and ethical
integrity is a driving force of the engagement process even in the context of an outbreak. Scientific
integrity requires adherence to scientific processes that meet the highest scientific standards and
achieve valid, interpretable results. Ethical integrity requires adherence to universal ethical
principles that include respect for persons, autonomy, beneficence, and justice(66). Both scientific
and ethical integrity are fundamental to achieving the scientific goals of a trial, maximising trial
benefits for community stakeholders, and advancing science on emerging pathogens globally.

3.1.4 Transparency

Open, honest, timely, and clear communication is a hallmark of transparency and fosters
collaborative, trusting, and constructive relationships. Transparency requires operating in such a way
that it is easy for parties to understand each other’s interests; to see what actions are being
proposed, planned, or performed; and to understand the relevant lines of authority and
accountability. Transparency about the research process includes ensuring that stakeholders have
truthful, complete, and understandable information about a trial’s objectives and processes. It
means ensuring that feedback from a broad range of stakeholders is acknowledged and addressed,
and that they receive feedback in turn on how their issues were handled. Transparency includes
ensuring clarity on the respective roles and responsibilities of stakeholders; the constituents, if any,
that they represent; and the extent to which their input may influence trial-related decisions.
Adherence to the principle of transparency means that stakeholders communicate readily with
research teams, and vice versa, about changing circumstances that may affect previously-agreed
levels of consultation, involvement, collaboration, and decision-making.

3.1.5 Accountability

Accountability is fundamental to sustaining relationships built on trust and mutual respect. Trial
sponsors and implementers are accountable to society at large for conducting scientifically valid and
ethical research and for their participatory practice, including responses to input from relevant
stakeholders as mutually agreed. They are accountable for ensuring that funding is adequate to
enable optimal engagement between research teams and other stakeholders. They are accountable
to national and local epidemic response coordinating mechanisms.

Community stakeholders and other relevant stakeholders are accountable for ensuring that their
input into the research process is fair and constructive, respects the scientific process, and is in the
best self-identified interests of community stakeholders. Those who accept responsibility to act as
liaisons or representatives between research teams and other stakeholders are accountable for
representing the interests of those they represent, sharing information about planned or ongoing
trials with them, and expressing their needs and concerns to research teams.

3.1.6 Autonomy

Autonomy in the context of stakeholder engagement recognises stakeholders’ entitlement to
support, amend, or refuse proposals to conduct research in a particular area, depending on their
self-identified interests and desires. In efficiently addressing evidence needs for an outbreak
response, national and local response structures may prioritise some trials over others. Adding
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complexity, different stakeholders may have divergent perspectives on the relevance or
appropriateness of a specific trial. The principle of autonomy also refers to the independence of
community advisory mechanisms put in place to elicit feedback from community representatives.
For instance, CABs created as part of a specific trial are accountable to the constituencies they
represent, even if they receive funding from entities organising a trial. Such entities are responsible
for ensuring that advisory mechanism terms of reference are clear with respect to autonomy.

Autonomy at all levels for informed decision-making about a specific trial is dependent on
understanding the local, national, and global risks and benefits associated with trial implementation,
particularly in the context of an outbreak. Engaging local media as part of the communications and
issues management plan early in the trial design process (see Section 4.3) is key to ensuring that
correct information is provided to all stakeholders to assist them in making decisions.

3.2 Benchmarks
3.2.1 Mutual understanding

A common understanding about each other’s interests in a trial and about the research objectives
and how to achieve them requires that all stakeholders improve their knowledge, skills, and
competencies in both socio-cultural issues and the meaning and significance of various research
processes.

Socio-cultural competency includes understanding the norms, practices, and beliefs of relevant
cultures; social circumstances; diverse stakeholder perspectives on research and research priorities;
and implications of power differences among stakeholders. Building socio-cultural competency
enables collaboration among stakeholders with diverse backgrounds and priorities and it informs the
development of appropriate trial designs and procedures.

Research competency includes understanding the scientific process of defining research questions,
developing appropriate trial designs, collecting and analysing data to ensure valid results, and
disseminating findings. Building research competency enhances understanding of the concepts,
purposes, practices, limitations, and results of clinical trials and enables and emancipates
communities and other stakeholders to provide sustained, meaningful input into the research
process.

At the start of a trial’s design phase, a principal investigator new to a particular location may have
high research competency but low socio-cultural competency while a community stakeholder new
to research may have high socio-cultural competency but low research competency. All trial
stakeholders share ongoing responsibility to review and strengthen their sociocultural and research
competencies in order to improve mutual understanding.

3.2.2 Complementarity

Complementarity implies that stakeholder interactions produce an effect that is greater than the
sum of individual contributions. It means that trial sponsors, research teams, and local public health
systems all strive to maximise the impact that both research and health care have on local
populations. Such synergy is achieved when emerging pathogen research is aligned to the evidence
needs of the outbreak response. Enabling the response means ensuring that research does not
compete with the public health system for human resources and that infrastructures built for the
trial, including communication networks for effective reporting and monitoring of identified
emerging pathogen cases, use standards relevant for the local health system. Complementarity with
community research stakeholders is manifested in better understanding of the disease, higher
recruitment, more efficient use of limited resources, and trial completion. Better outcomes are likely
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when all stakeholders see themselves as partners achieving the most advantageous trial conduct for
all.

3.2.3 Efficiency

Emphasising efficiency as a benchmark of GPP-EP underscores the importance of maximising
resource use and minimising waste of time in order to accelerate research that meets the needs of
the outbreak while addressing relevant scientific questions before the outbreak declines. Although
the paucity of available data about the cost-benefit of specific engagement activities may hamper an
efficiency-based selection of stakeholder engagement approaches, abiding by GPP-EP principles for
sustaining effective partnerships is the most promising way for trial sponsors and research teams to
strive for programme efficiency until monitoring and evaluation data become more readily available.

4 Good participatory practice in prevention and treatment trials for emerging pathogens

The design, planning, and implementation of clinical trials are guided by a range of standards such as
Good Clinical Practice,(67)(68), Good Clinical Laboratory Practice(69), and Good Manufacturing
Practice(70). This section describes a systematic framework for Good Participatory Practice that trial
sponsors and implementers can adopt and use to develop effective partnerships with relevant
stakeholders in planning and conducting trials, as well as in monitoring good participatory practice.
Appropriate and meaningful stakeholder engagement occurs at all stages of the research life cycle—
from trial conceptualisation to results dissemination. This section describes stakeholder engagement
processes in the general sequence in which they may occur, although these processes are not
necessarily sequential or time-limited and can take place as parallel, overlapping, or ongoing
activities. Application of each practice or set of practices will vary by location, the type of trial being
conducted, and trial site experience with respect to previously established stakeholder engagement
programmes and activities. Nine elements of the trial life-cycle are discussed under three
subsections: A. definition and relevance to good participatory practice, B. special considerations, and
C. good participatory practice.

4.1 Formative research

4.1.A Definition and relevance to good participatory practice

Formative research activities enable research teams to gain an essential understanding of local
population socio-cultural norms, practices, and traditions; local power dynamics; local perceptions;
channels of communication and decision-making; and the local history of research. In the context of
health emergencies, where time is of the essence, there may be considerable pre-existing research
about local values and beliefs that can help identify the needs and priorities of people who are
locally affected by and able to influence the trial. The outbreak response may already include
structured efforts to engage and inform the community. Research stakeholders can collaboratively
leverage these to avoid duplication of efforts. Formative research activities usually constitute the
initial phase of stakeholder outreach and engagement, the outcome of which influences the
conceptualisation of a clinical trial. Engaging community stakeholders to develop research questions,
gather information, and analyse results from formative research activities provides researchers with
opportunities to initiate discussions with potential trial sites and create community awareness about
the proposed research. Working together on formative research builds trust and lays the foundation
for effective engagement.

4.1.B Special considerations

1. Although information may be gathered informally about local populations and research areas,
formal formative research activities require protocols that are ethically and scientifically
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reviewed and approved by the national response. In the context of health emergencies, formal
formative research that takes place either before an outbreak or is expedited will facilitate rapid
trial deployment to assist the epidemic response.

2. While new trial sites may require extensive formative research activities, experienced trial sites
may benefit from focused activities to gather stakeholder feedback regarding previous trials,
evaluate ongoing research partnerships, and consider any changes in the local context that could
influence trial design and implementation. Experienced trial sites may also benefit from
extensive formative research activities if the clinical trial involves the use of products, systems,
or structures new to the research site or if the proposed trial will recruit from a new location or
population.

3. Inthe context of a declared public health emergency of international concern (PHEIC), as well as
in a localized outbreak that may not qualify as a WHO-declared PHEIC, there may be
considerable fears, myths, and misconceptions among affected families, health care providers,
traditional healers, political decision makers, and others in the general population.
Acknowledging these fears and concerns is the first step to gaining understanding and initiating
conversations about the conduct of a clinical trial to test an experimental prevention or
treatment product when few or no medical countermeasures exist.

4. The negative impacts on the whole community of pre-trial formative research findings and of
socio-behavioural research conducted alongside a clinical trial are minimized and positive
impacts enhanced if findings are routinely included in discussions with stakeholders as part of
adherence to GPP-EP principles and for iterative learning.

4.1.C Good participatory practice for formative research activities

1. Research teams identify skilled and competent key informants and relevant stakeholders to
assist in planning, implementing, and reviewing the process and results of formative research
activities (see also Section 4.2 on stakeholder engagement).

2. Research teams designate trial site staff responsible for managing formative research activities.
A social scientist assists in the formulation of formative research activities and conducts social
science research throughout the trial to ensure that ethical issues, acceptability experiences,
rumours, and other concerns are captured. Close collaboration of the clinical, community liaison,
and social science teams will ensure that findings are addressed in a timely manner, with trial
processes adapted where indicated and when possible.

3. Research teams and relevant stakeholders rapidly develop a formative research protocol and
discuss scientific and ethical approval mechanisms, notification processes, implementation
plans, specific activities, timelines, and required resources. The protocol describes key
information to be gathered and questions to be answered for effective planning and
implementation of the trial, appropriate information collection methods, and the research team
members and community stakeholders best-suited to collect the required information.

4. Research teams document formative research activities, including techniques used and
information collected, as well as the results and their interpretation. They discuss the findings
and their implications for trial design, conduct, and development of effective stakeholder
engagement mechanisms with relevant trial stakeholders.

4.2 Stakeholder engagement plan
4.2.A Definition and relevance to good participatory practice

Informed by information gathering and formative research, a comprehensive and effective
stakeholder engagement plan describes strategies and mechanisms for building relationships and
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constructively engaging with a broad range of local, national, and international stakeholders. It
enables a more participatory approach to trial conduct, helps research teams to design and
implement locally acceptable research, and lays the foundation for a supportive research
environment that extends beyond the lifespan of a specific trial. The plan includes establishing,
maintaining, and engaging stakeholder advisory mechanisms throughout the life-cycle of a trial to
ensure continuous dialogue with community stakeholders. It describes strategies and mechanisms
for providing relevant education about a specific planned trial—and about research in general—in
order to enhance research literacy. Coordinating with communication strategies for the emerging
pathogen response, the plan for stakeholder education includes mechanisms for iterative learning in
response to evolving needs. Effective stakeholder education is key to building research literacy and,
ultimately, to emancipating community stakeholders as decision-making agents in trials.

4.2.B Special considerations

1. Trials for emerging pathogens may be conducted in a research-naive area or at a well-
established research facility with existing stakeholder advisory mechanisms. Being familiar with
and appreciating relationship dynamics among different stakeholders in the trial community
increases the research team’s ability to effectively and constructively engage with a broad range
of relevant stakeholders, deepens understanding of local context, and informs the development
of the stakeholder engagement plan. Stakeholder identification and inclusion is facilitated by
formative research but is a dynamic process, given that the stakeholder landscape varies from
site to site and over time.

2. Careful thought is needed about the range of stakeholder advisory mechanisms required to best
support effective participatory practice in a crisis situation. Risks may outweigh benefits in
holding face-to-face stakeholder meetings when church, school, market, and social gatherings
are prohibited to control disease spread or where there is risk of violence. Measures afforded to
health care providers can be instituted to minimize exposure risk for stakeholders during
research meetings and alternate means can be created to obtain community inputs without
physical presence, for example, through social media.

3. While community advisory boards (CABs) are often funded by trial sponsors and sites, they are
intended to be an independent advisory voice that is free to express concerns about proposed or
ongoing research. Although they can assist research teams in designing effective trial
recruitment strategies, they do not participate in implementing actual trial procedures, such as
trial participant recruitment.

4. Stakeholder education enhances research literacy, fosters more equitable relationships, and
positively influences trial recruitment activities but is not intended to have participant
recruitment as a goal.
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Community advisory boards (CABs) can play an important role in translating infor
mation between research teams and stakeholders. While community advisory boards
are a key mechanism by which research teams inform stakeholders and receive their
feedback, research teams are responsible for using other advisory mechanisms in
addition to CABs to reach a broader range of stakeholdars.

Figure 3: The role of community advisory boards
4.2.C Good participatory practice for stakeholder engagement pIansj

1. Research teams comprehensively identify relevant stakeholders (see Section 4.1) within and
surrounding the research area, as well as regionally, nationally, and internationally. They map
local stakeholders in order to determine which are relevant to trial implementation and key to
sustained stakeholder engagement. They designate trial site staff responsible for managing
activities and relationships involving stakeholder engagement planning, advisory mechanisms,
and education to enhance research literacy.

2. Research teams and relevant stakeholders discuss and develop a stakeholder engagement plan
to cover the trial’s life-cycle. It defines the range of stakeholders to be engaged, specifically
ensuring inclusion of relevant governmental, non-governmental, and community-based
organisations and groups. It clarifies the type of engagement appropriate for each stakeholder,
such as being informed, consulted, collaborated with, or emancipated to make decisions. It
describes methods for resolution of differences of opinion. It details the frequency and type of
engagement methods to be used, such as public meetings, workshops, joint decision-making
models, or delegated decision-making. It describes the process by which new relevant
stakeholders will be identified and engaged and the nature of support for initial and ongoing
capacity-building. It outlines the frequency with which the engagement plan will be reviewed
and the monitoring indicators and review criteria to be used to assess its success.

3. Stakeholder engagement plans include clear strategies for the identification, establishment, and
maintenance of stakeholder advisory mechanisms, in addition to those for community advisory
boards. A crisis situation calls for nimble and adaptive mechanisms for stakeholder engagement
as conditions change. Research teams and relevant stakeholders work together to determine
how to ensure greater and more inclusive involvement of stakeholders, including
representatives of populations that will be recruited into trials. They make the development of
stakeholder advisory mechanisms transparent to community stakeholders. On an ongoing basis,
they review the composition of existing mechanisms and the need for new advisory mechanisms
to ensure that relevant stakeholders continue to be represented during the course of a trial.

4. Research teams and relevant stakeholders determine the purpose and scope of each formal
stakeholder advisory mechanism. This may result in establishing terms of reference or by-laws

JAdditional guidance: Recommendations for Community Involvement in National Institute of Allergy and Infectious Diseases HIV/AIDS
Clinical Trials Research(71).
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that define responsibilities, such as the responsibility to develop, review, discuss, and provide
input on relevant trial documents and procedures. They determine the structure of each
stakeholder advisory mechanism and any guidelines about electing a chairperson and defining
the duration of service for members. They agree on the frequency of meetings, how often
principal investigators or other key trial staff members attend meetings, and the ways in which
members can communicate with research teams between meetings. They determine
reimbursement policies, if appropriate, and mechanisms by which individuals or groups can raise
concerns with research teams and with off-site trial sponsors in the event that a conflict or
concern related to the site emerges. They determine the conditions under which members must
respect confidentiality.

5. Research teams and relevant stakeholders determine what education is needed in order to
enhance stakeholder understanding of, and engagement with, a specific planned trial and
research more generally. They discuss together and agree on a stakeholder education plan to
cover the life-cycle of the trial. It defines the range of stakeholders that could benefit from
specific education about clinical trials and general research literacy. It outlines the level of
knowledge that is optimal and desired by stakeholders to support effective engagement,
depending on the type of engagement defined for each stakeholder. They identify the training
needs of stakeholder advisory mechanism members and the activities that will build their
capacity to understand concepts, purposes, practices, and limitations of clinical trials and
increase their ability to provide meaningful input to the research process. The plan describes the
methods and frequency of educational activities, the stakeholders who could also deliver or
facilitate the delivery of these activities, and an indication of the frequency with which the plan
will be reviewed and the criteria to be used to evaluate its success.

6. Research teams maintain clear written records of discussions and agreements with relevant
stakeholders, including requests, concerns, recommendations, actions taken by the research
team, and any unresolved issues that require follow-up. They document stakeholder education
activities, including questions that arise, topics that cause confusion, and suggestions for future
education activities.

4.3 Communications and issues management plank
4.3.A Definition and relevance to good participatory practice

The communications and issues management plan is developed prior to trial implementation to
exclusively address external communication and is harmonised with the communication plans of
national and local response coordination bodies. It includes strategies to create a supportive and
conducive environment for trial initiation and implementation and to anticipate and effectively
address issues that arise. It describes policies and strategies that will increase broad awareness of
the trial; facilitate dissemination and understanding of correct information about trial design,
conduct, and results; and coordinate communication between the research team and relevant
stakeholders. It outlines how research teams intend to manage issues of concern or any unexpected
developments that may emerge before, during, or after the trial, including those that could limit the
support for, or success of, the specific trial or future trials. For example, the communications and
issues management plan for a Phase 1 trial needs to anticipate and address fears that may be
expressed at all levels in a society about the possibility that the trial may import the pathogen in
question.

*additional guidance: Communications Handbook for Clinical Trials: Strategies, tips, and tools to manage
controversy, convey your message, and disseminate results(72).
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The risk that unexpected developments will negatively affect a trial can be mitigated if research
teams work closely with relevant stakeholders to identify and plan for such risks and if relevant
stakeholders provide advice and direction on how to avert a crisis by resolving issues when they
arise. The plan includes a crisis communication component with a clear chain of communication.
Examples of the types of issues that may emerge include negative media coverage; rumours about
the trial; socio-cultural taboos around certain trial procedures; developments in other emerging
pathogen trials; premature closure of a trial for reasons of harm, futility, or proven efficacy in
interim analyses; recruitment challenges; serious adverse events (including deaths); and protocol-
related issues.

4.3.B Special considerations

Effective internal communication, especially across multidisciplinary teams, is a prerequisite to
effective external communication. It is highly advantageous for research teams to participate
regularly in communications networks of emerging pathogen trials to share and discuss issues and
their potential management and lessons learned. Issues can include trial participant stigma, health
care worker concerns, confidentiality, results dissemination issues, and strategies for addressing
them. Furthermore, active research team participation in government-coordinated communication
networks for the epidemic response enhances both the response and research conduct.

4.3.C Good participatory practice for communications and issues management planning

1. Research teams and relevant stakeholders comprehensively identify potential audiences within
and surrounding the research area as well as regionally, nationally, and internationally. They
identify and list all known issues that could emerge and undermine trial success before, during,
or after trial completion. They discuss and develop a communications and issues management
plan that supports open channels of communication throughout the trial’s life-cycle. It describes
diverse stakeholder information needs from early phases of stakeholder engagement to
recruitment, enrolment, trial closure, and results dissemination. It includes agreement on the
frequency of updates and mechanisms for urgent communication with politicians and Ministry
of Health personnel who may be called upon to explain the trial publically at any time. It spells
out procedures and timelines for disseminating information and procedures for promptly
addressing inquiries about the trial or research in general. The plan includes designation of key
media spokespersons and a social media coordinator who is responsible for active tracking,
media analysis, and timely strategic messaging. It spells out the frequency with which the plan
will be reviewed and the criteria by which to monitor and evaluate its success.

2. Research teams and relevant stakeholders determine the key messages to be communicated
about the trial, such as the purpose, risks, benefits, ongoing progress, closure, and results
dissemination, and the various communication methods that will be used for specific
stakeholders, taking into account literacy levels and the need for understandable language and
translation. Research teams develop these communication materials in collaboration with
stakeholders. Together they determine trusted local stakeholders with integrity who could
deliver or facilitate communications activities and any specific training that they may need to
effectively deliver messages.

3. The site-level strategy to manage unexpected developments and emerging concerns designates
key trial site staff who are responsible for addressing urgent issues and establishes the chain of
communication for crisis management within the research team and with relevant stakeholders.
It details the process for developing key messages, question and answer briefing notes, and
other materials created to address concerns. It defines clear processes by which media reports
and media requests will be handled. It identifies relevant stakeholders who can act as advisers
and help implement issues management procedures.
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4. Research teams implement the plan and maintain clear written records of discussions,
agreements, communication activities, and all issues that emerge, how they are responded to,
and their outcome. This includes relevant stakeholder recommendations, actions taken by the
research team, and any unresolved issues that require further follow-up.

4.4 Protocol development
4.4.A Definition and relevance to good participatory practice

Protocol development is the process of creating and modifying a trial protocol so that it fully
describes the rationale, objectives, design, methodology, statistical considerations, ethical
considerations, and implementation of a trial. Formative research findings can usefully inform
protocol development. Among stakeholders that can provide meaningful input into aspects of trial
protocol development, community stakeholders bring valuable expertise to assist in ensuring that
trial designs and protocol procedures are locally appropriate and acceptable to the trial population
and optimize successful trial implementation.

4.4.B Special considerations

1. Opportunities vary by trial for protocol review and input by local research teams and relevant
stakeholders. Although protocol development may be largely centralized in crisis situations or
for multisite trials, it is good practice to incorporate mechanisms to facilitate stakeholder input
into protocol development early in the process. Documenting and sharing community
stakeholder input into protocol development with protocol review bodies is useful, even when
not explicitly required by such bodies.

4.4.C Good participatory practice for protocol development

1. Trial sponsors provide opportunities and time for local research teams to engage actively in
expedited trial protocol development. Local research teams provide opportunities and time for
local stakeholders, in particular community stakeholders, to contribute to decisions about trial
design issues and procedures, including the products to be tested, trial objectives, recruitment
strategies, informed consent materials and procedures, reimbursement policies, counselling
approaches, follow-up procedures, and post-trial access to trial products or procedures.

2. Research teams maintain clear and transparent communication about the protocol development
process with formal stakeholder advisory mechanisms and provide regular updates about
protocol review and approval processes to relevant stakeholders. They provide protocol
summaries to relevant stakeholders and make technical information as accessible as possible by
translating materials or facilitating workshops, as necessary. They make full, final protocols of
trials available and easily accessible to stakeholders.

3. Research teams maintain clear written records of discussions and agreements. This includes
relevant stakeholders' recommendations, actions taken by the research team, and any
unresolved issues that require follow-up.
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4.5 Informed consent processI
4.5.A Definition and relevance to good participatory practice

Informed consent is a decision to participate in research, taken by a competent individual who has
received the necessary information; who has adequately understood the information; and who, after
considering the information, has arrived at a decision without having been subjected to coercion,
undue influence or inducement, or intimidation. Informed consent is based on the principle that
competent individuals are entitled to choose freely whether to participate in research. Informed
consent protects the individual's freedom of choice and respects the individual's autonomy(74).

In the informed consent process, research staff members inform the prospective participant or his or
her legal representative about the trial, including about the potential risks and benefits, trial
procedures, and what is expected of the participant. When an individual provides consent, this is
documented on the informed consent form. Informed consent is an ongoing process. Participants
may decide to drop out of the trial at any point, without being subject to any penalty, even after
providing consent to enrol in the trial. In emergency situations, children and adolescents without
guardians can be assessed for their capacity to understand and competency to provide assent. A
legal guardian can be designated to provide consent for an assenting child or adolescent to
participate in a trial, subject to ethics approval.

A wide range of stakeholders can help research teams develop locally acceptable, effective informed
consent procedures and materials. These may include special materials for families in situations
where an individual needs familial approval before he or she can provide individual informed
consent to trial participation. In some instances, individual informed consent cannot be obtained
before community permission is sought, following assurances that there are no social or economic
repercussions for participants or undue or unintended hardship imposed on households. In no
circumstance, can a competent person participate in a trial without providing individual and freely
given informed consent.

4.5.B Special considerations

Community stakeholders can provide research teams with invaluable advice to improve the
informed consent process and materials. However, actual implementation of the informed consent
process between an individual and the research staff is confidential and is conducted in accordance
with Good Clinical Practice(67) and international ethics guidance(74) . Only designated research staff
members have access to confidential information about trial participant identity.

4.5.C Good participatory practice for the informed consent process

1. Research teams discuss the following topics with community stakeholders during development
of the informed consent materials and procedures:

a. Who needs to be consulted locally to enable research teams to invite individuals to join the
trial.

IAdditional guidance: Informed consent is the cornerstone of ethically conducted research and is explicitly discussed in
guidance documents that address the overall ethical conduct of research, such as the Declaration of Helsinki(73),CIOMS
guidelines(74), The Belmont Report(66),Good Clinical Practice(67), the World Health Organization Handbook for Good
Clinical Research Practice(68),the Nuremberg Code(76), the Nuffield Council Guidance on health research in developing
countries(76),(77), UNAIDS/WHO Ethical considerations in biomedical HIV prevention trials(3), the UNESCO Universal
Declaration on Bioethics and Human Rights(78), and relevant national guidelines. There are extensive literature and other
resources on the development of informed consent processes in multiple contexts, including a range of innovative
approaches to measure and assess participant understanding, to address literacy issues, and to accommodate the desire of
participants to consult with families and friends(79)(80)(81)(82)(83).
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b. What local cultural practices may affect individual decision-making ability, and how working
within these structures can be facilitated while ensuring protection of individual autonomy
to provide informed consent or refusal to participate.

c. The general literacy level of the population to be recruited, how to assess the literacy level
of prospective participants, and considerations and requirements for illiterate participants,
including discussion of possibilities of who may serve appropriately as a witness to the
informed consent process and how the informed consent of the individual will be
documented.

d. The prevalence of different languages in the area and which languages are required for
obtaining informed consent from individuals and permission from families and communities,
where indicated.

e. Legal and local forms of identity (name and age) verification and local practices concerning
the use of names.

f. Legal, local, and trial sponsor definitions of a ‘minor’ and consideration of legal and local
determinations of who can serve as a minor’s guardian, including how the question of trial
participation of children and adolescents without guardians will be handled.

g. How situations in which there are doubts about someone’s capacity to give their own
consent will be addressed.

h. Locally appropriate reimbursement and/or compensation for travel and time.

i. Appropriate strategies to ensure participant rights are protected, including voluntariness of
participation, confidentiality, avoidance of undue inducement, and mitigation of social
desirability in influencing individual agreement to enrol.

j.  Strategies to ensure comprehension of informed consent and critical trial-related terms and
concepts, including the use of translated and piloted visual or audio materials, flipcharts,
props, analogies, and other supportive materials and methods, including materials to assess
participants’ ongoing consent.

k. Techniques to assess comprehension of trial participation and prevent therapeutic
misconception, and the frequency with which they are to be used.

I.  Explanation of potential trial-related harms and how such harms will be addressed (see
Section 4.7).

m. Strategies to ensure that follow-up of participants after missed visits respects agreements
between the participant and research team about how to contact the participant.

n. Consideration of the length of informed consent forms, the estimated time required to
complete the informed consent process, and ways to pilot the informed consent materials.

0. Preferred ways for participants to contact research teams and contact stakeholders
independent from the research team to ask questions or express concerns about trial
participation.

2. Research teams maintain clear written records of discussions and agreements. This includes
community stakeholder recommendations, actions taken by the research team, and any
unresolved issues that require follow-up.

4.6 Standard of prevention and care™

™ Additional guidance: Infection prevention and control of epidemic- and pandemic-prone acute respiratory infections in
health care WHO guidelines. 2014(84); Ethical considerations in biomedical HIV prevention trials (page 13, selected
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4.6.A Definition and relevance to good participatory practice

Prevention

Best-proven standard of prevention refers to the package of comprehensive state-of-the-art
information and tools provided or made available to participants in an emerging pathogen
prevention trial. The locally available standard of prevention in an emergency setting may be lower
than the best-proven global standard. Determining what level of prevention a trial will offer requires
deliberation with relevant stakeholders, including both women and men, about how best to achieve
the highest level possible and what ethical justifications are required to support a trial providing a
higher standard or a lower one that is aligned with that available to others in the population. Helping
trial participants reduce their risk of acquiring an emerging pathogen in a crisis situation is a key
ethical obligation of research teams. Providing a standard of prevention package in trials conducted
in remote and underserved locations is a challenge that must be addressed. The components of the
prevention package will vary according to the emerging pathogen and, beyond information,
education, and communication materials in local languages, should include, for example, gloves and
other barriers to prevent exposure in the case of a blood borne pathogen, male and female condoms
in the case of a sexually transmitted infection, and insect repellent and bed nets in the case of an
insect vector-borne illness. Trial sponsors and research teams must work with relevant stakeholders
in establishing the type, scope, and process by which participants are provided with, or referred to
services to access, the full prevention package.

Care and treatment

Best-proven standard of care refers to the best known and most effective measures available to
treat emerging pathogen disease and prevent mortality. Optimised clinical management may simply
be intensified supportive care, such as adequate rehydration, electrolyte correction, empiric
antimalarial and antibacterial therapies, analgesics, and anti-emetic drugs, in the case of Ebola Virus
Disease (EVD). The locally available standard of care in an emergency setting may be lower than the
best-proven global standard, if one is in fact proven for the new disease, but should be increased in
the context of a trial. Standard of care refers not only to care and treatment provided in a
therapeutic trial, but also to services made available to individuals who are identified as having the
emerging pathogen during the screening process and to trial participants who acquire it during an
emerging pathogen prevention trial. Trial sponsors and research teams are ethically obligated to
ensure that participants who acquire an emerging pathogen during a prevention trial will receive
appropriate clinical evaluation and adequate care and treatment.

Comprehensive ancillary care

Access to comprehensive care can provide benefits for participants, contribute to their welfare, and
improve clinical trial outcomes. Discussing the range of ancillary services that can be made available
to participants at the trial site or via referral will assist relevant stakeholders in clearly understanding
the breadth of services available and reasons for their inclusion or exclusion. Comprehensive care in
a vaccine trial includes preventive, psychosocial, psychological, and clinical components of care, as
well as health and social care services not directly related to the emerging pathogen itself or trial-
related harm. Depending on the trial population and local health priorities, these include provision
of female or male sexual and reproductive health care, management of other infectious diseases,
nutrition and nutritional health, counselling, psychiatric care, and psychosocial services. It may not

circumstances in which biomedical HIV prevention trials should not be conducted and Guidance Point 13, page 45,
Standard of HIV Prevention)(3); The challenge of defining standards of prevention in HIV prevention trials(85); and The
Declaration of Helsinki: Ethical Principles for Medical Research Involving Human Subjects(73); and WHO Guidance on ethics
of tuberculosis prevention, care and control(86).
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be possible to offer adequate ancillary care, depending on the surge capacity of the crisis response
in addressing the needs of those already ill and at risk of serious sequelae and death.

How trial sites help participants to prevent acquisition of an emerging pathogen and provide access
to care and treatment is often at the forefront of community stakeholder concerns. Successful
deliberation with relevant stakeholders about trial participant prevention packages and provisions
for their access to care and treatment is an integral part of the research and will have a significant
influence on community stakeholder perceptions of an emerging pathogen trial.

4.6.B Special considerations

1. Deviations from expected standard of prevention packages at a trial site or among trial sites in
multisite studies may be caused by national legal restrictions, immediate logistical constraints, or
funding body restrictions. The possibility of a legal exemption for the trial can be sought.
Effective discussions with implementing partners can result in the alleviation of logistical
constraints so that an adequate prevention package is offered to all trial participants. Alternative
funding streams or linkages with non-governmental or community-based organisations can
assist research teams in finding ways to meet their responsibility to provide prevention methods
and tools.

2. Research teams need to review the prevention package regularly, taking into consideration new
information, improved education models, and novel risk reduction methods that have shown
promise in other prevention trials for the same pathogen.

3. To improve relevant stakeholder understanding of the prevention package offered and the
clinical trial process, research teams can describe a classical randomised controlled trial as
comparing the experimental product plus an effective prevention package with the placebo (or
comparator arm) plus the effective prevention package. An example of a method to increase
understanding and acceptance of a randomised trial design is public randomisation ceremonies
involving community stakeholders(87).

4. Just as care and treatment guidelines for an emerging pathogen may vary by country and from
site to site in a multi-country trial, non-emerging pathogen-related care packages may vary,
depending on local health priorities and local standards of care. Furthermore, treatment options
may improve over time and research teams may need to modify their care and treatment plans
as scientific knowledge accumulates and is validated by national and international authorities.
Documenting these differences and any changes during trial conduct is important to eventual
data analysis and interpretation of trial findings.

5. Stakeholders can advocate for access to experimental therapies through expanded access
programmes(88) and this may be achieved if ethical and regulatory criteria are fulfilled.

46C Good participatory practice for standard of prevention and care

1. Research teams and relevant stakeholders discuss and determine the trial’s prevention package
during the protocol development phase of a prevention trial and monitor for new information to
help strengthen the prevention package.

2. Research teams determine which stakeholders already provide public health prevention
services, what types of services they provide, and their capacity to provide adequate services, in
order to plan for optimal referrals, linkages when necessary, and incorporation of prevention
strategies for all arms of an emerging pathogen prevention trial.

3. Research teams and relevant stakeholders, including local public health authorities, discuss and
agree on the comprehensive prevention package for the trial, taking into account the prevention
package ethically required as adequate (a minimum) for the emerging pathogen trial protocol.
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They consider current prevention standards and services available nationally and locally, current
national laws on emerging pathogen prevention strategies and services, national ethical
guidance on research, and the trial’s funding source. They address how participants can be
offered a comprehensive package, through the trial or through referral mechanisms. They define
the prevention services to be made available and accessible to partners and families of trial
participants, should the trial participant become infected. They pay careful attention to the
impact that services offered by the trial, as well as those to which participants will be referred by
the trial, could have on local prevention services in a crisis setting.

During protocol development, research teams and relevant stakeholders discuss and agree on
the standard of care and treatment for individuals who are identified during the screening
process as having acquired the emerging pathogen already and for individuals who acquire the
pathogen during the trial. They discuss clinical management of women who are identified as
pregnant during the screening process or who become pregnant during the trial. They determine
whether any emerging pathogen or non-emerging pathogen-related services will be available to
the partners and families of trial participants.

Research teams identify local care and treatment services, local non-governmental or
community-based organisations, and survivor support groups; determine their capacities; and
seek their views and perspectives in order to design optimal referral mechanisms. They identify
the existence and capacity of local social care and primary health-care services and of secondary
and tertiary diagnostic and treatment services to enable the provision of appropriate referrals
for non-emerging pathogen illnesses, should the need arise.

Research teams and relevant stakeholders discuss the care and treatment package, taking
account of the trial protocol ethical (minimum) requirements, current national and international
care and treatment guidelines and policies, and local provision of care and treatment services.
They anticipate the numbers of people who may require immediate treatment because they will
be found to have been infected already during screening or because they are likely to acquire
the emerging pathogen during a prevention trial. They agree on the care and treatment services
that will be offered on site and whether trial participants will have priority access to services
offered through referral mechanisms. They discuss any additional emerging pathogen care and
non-emerging pathogen care that that community stakeholders recommend the trial site offer
to participants and whether these services are feasible.

Research teams and relevant stakeholders, including health authorities, discuss local health
institution responsibilities and proposed trial sponsor and implementer commitments regarding
who will finance and who will deliver specific care and treatment services, as well as the
duration of care and treatment services being provided by each partnering stakeholder. They
assess the impact that any services offered by the trial, or to which participants will be referred,
could have on local services and the need for strengthening sub-standard health facilities and
laboratories to ensure basic standard of care. They discuss improvements to care and treatment
services for health care delivery in trial locations, as well as at trial sites. They consider how to
gather and analyse information on the numbers of people acquiring the emerging pathogen
during the trial who are successfully referred for standard of care, barriers to accessing care and
treatment programmes, and other issues that may arise.

Research teams and relevant stakeholders discuss rights to and mechanisms for optimal referral
procedures and the most appropriate way to ensure that all individuals screened and enrolled
are aware of these rights and how to access care and treatment services. Research teams
include a description of the care and treatment package in informed consent forms for screening
and trial enrolment.

Research teams inform research ethics committees and seek approval for any deviations from
the reviewed protocol concerning standard of prevention and care. They maintain clear written
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records of discussions and agreements about standard of prevention and standard of care. This
includes relevant stakeholder recommendations; actions taken by the research team; aspects of
prevention, care, and treatment that will not be offered and why; and any unresolved issues that
require follow-up. They determine with relevant stakeholders how agreed standard of
prevention and care will be implemented and monitored, including uptake and standards of
referral services.

4.7  Policies on trial-related harms"
4.7.A Definition and relevance to good participatory practice

Policies on trial-related harms describe how research teams will document physical, psychological,
financial, or social harms that are determined to be associated with trial participation and whether
and how such harms will be addressed and mitigated. A key ethical obligation of research teams is to
maximize benefits and minimize harms for trial participants. Relevant stakeholders can provide
valuable input about possible social harms of trial participation, paying particular attention to
individuals or groups who may be vulnerable, marginalised, stigmatized, or who have less power in
society. They can advise on local expectations about research team obligations to address trial-
related harms. Clearly explaining how trial-related harms will be handled and mitigated, in
discussions with stakeholders before a trial starts, can significantly influence community stakeholder
perceptions of a trial and how well it addresses concerns.

4.7.B Special considerations

Sponsors typically give specific and binding guidance to research teams on how to determine and
report physical harms as adverse events. It is good practice to define similarly stringent procedures
for the determination, documentation, reporting, and management of other harms that trial
participants may experience. Social and psychological harms due to trial participation include stigma
and discrimination; verbal, emotional, physical, or sexual abuse; limited mobility due to isolation;
potential future problems obtaining health insurance; possible travel bans; and concerns about
disclosure to sexual partners.

4.7.C Good participatory practice for policies on trial-related harms

1. Research teams and relevant stakeholders discuss anticipated harms that might occur due to
trial participation and develop policies on trial-related harms. They consider strategies to
prevent or reduce the risk of trial-related harms, measures to encourage and facilitate their
reporting, and methods to investigate events that have been reported indirectly, such as
through a third party, taking confidentiality issues into account. They determine procedures for
reporting harms and whether these will be reported to sponsors, ethics committees, and
regulatory bodies, even if not specifically required by them. They agree on procedures for
ensuring optimal referrals to appropriate services for trial-related harms. They develop
strategies to inform trial participants of the potential social and other risks of engaging directly
with journalists.

2. Research teams and relevant stakeholders discuss compensation or insurance policies, when
applicable, for specific trial-related harms, coverage provided by the policies, how claims are
made, and how participants are informed of their rights in relation to the policies.

3. Research teams and relevant stakeholders review follow-up strategies to reduce trial-related
harms over the course of the trial.

4. Research teams maintain clear written records of discussions and agreements. This includes

"Additional guidance: International Ethical Guidelines for Biomedical Research Involving Human Subjects(74) (Guideline 19, page
78 right of injured subjects to treatment and compensation).
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recommendations, actions taken by the research team, and any unresolved issues that require
follow-up.

4.8 Trial accrual, follow-up, and exit
4.8.A Definition and relevance to good participatory practice

Trial accrual, follow-up, and exit activities include the recruitment, screening, enrolment, follow-up,
and exit of trial participants in emerging pathogen prevention and treatment trials. Community
stakeholders can provide pertinent information on how to design socially and culturally acceptable
strategies for recruitment, screening, enrolment, follow-up, and exit. Including them in the process
of developing these strategies allows them to play an important role in identifying and mitigating
trial-related stigma, misconceptions, and miscommunication.

4.8.B Special considerations

1. Whereas participants in a therapeutic trial may be more likely to be hospitalised with continuity
of care assured, participants in a prevention trial who miss visits must be followed up in a way
that respects agreements between the participant and research team about how to contact the
participant.

2. Exiting a trial may present changes in what participants may have become accustomed to with
regard to clinical care and the impact of the trial on their social relationships. Anticipation and
discussion of these issues between research teams and community stakeholders will help in the
development of appropriate strategies to support participants upon trial exit.

4.8C Good participatory practice for trial accrual, follow-up and exit

1. Research teams discuss with relevant stakeholders the trial accrual, follow-up, and exit
processes, taking into account strategies and messages that are socially and culturally
appropriate, that meet the needs of specific stakeholders in terms of language and literacy, and
that draw on a range of communication modes, including written, oral, and visual. They discuss
procedures to anticipate, monitor, and mitigate trial-related stigma resulting from ineligibility to
enrol or from enrolment itself.

2. Research teams establish procedures for training and supervising trial site staff about creating
respectful relationships with participants and fostering an environment that is non-judgmental
and welcoming. They establish strategies to ensure the confidentiality of participants during trial
visits and while following-up participants outside the trial clinic and after trial exit. They adopt
procedures for informing participants about trial results and trial product assignment, when
available. They determine procedures for transfer of care at the end of follow-up or trial closure,
such as providing participants with referrals to ongoing care, supportive services, survivor
groups, and cohort studies.

3. Research teams provide relevant stakeholders with high-level summary updates on trial accrual,
follow-up, and trial exit processes at agreed intervals. They do not release individual identifying
data and they protect the confidentiality and security of trial participants at all times. They seek
advice from relevant stakeholders on how to improve accrual, follow-up and exit processes, and
messages. They maintain clear written records of discussions and agreements, including ongoing
discussions about ways to modify strategies.

4.9 Trial closure, results dissemination, and post-trial access to trial products or
procedures’

x"Additional guidance: Ethical and Policy Issues in International Research: Clinical Trials in Developing Countries
(Recommendation 4.1)(89)
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4.9.A Definition and relevance to good participatory practice

Trial closure occurs when all participants have exited from the trial and all trial procedures are
completed. Results dissemination involves dissemination of trial results to participants, community
stakeholders, and the public at large, as well as the unblinding of participants to trial group or arm
assignment. Effectively engaging relevant stakeholders about trial closure and results dissemination
in a transparent manner builds trust and lays a positive foundation for future research. In the event
that a trial is stopped early or unexpectedly, timely research team-initiated dialogue with relevant
stakeholders will minimize the risk of misinformation.

The term ‘post-trial access to trial products or procedures’ refers to making the product or
procedure tested in the trial, whether a vaccine, prevention method, or treatment, available to trial
participants and local community stakeholders (1) should the new product or procedure be
scientifically validated or approved by relevant authorities or (2) in the form of follow-on, open label,
or other such studies before product licensure or approval, should an efficacy or effectiveness trial
have a compelling positive finding, with no safety concerns. Benefits to stakeholders who participate
in research should be maximised, with post-trial access provisions clearly spelled out in trial
protocols. How trial sites communicate and interact with community stakeholders about issues of
access to the prevention product, procedure, or therapy studied is likely to have a significant
influence on their perceptions of a trial.

4.9.B Special considerations

1. Trials may run to completion per protocol or may be stopped early for scientific reasons or due
to unforeseen circumstances. In multicountry, multisite, stepped-wedge, and other trials, sites
may complete participant follow-up at different times. Thus, while some sites might be closed
for participant follow-up, research teams at other locations may continue to see participants.

2. Ownership of data, issues of publication, and release of trial results vary by trial and may be
strictly delineated in non-negotiable terms by sponsors or product manufacturers. Where trial
product manufacturers are publicly traded companies, there may be legal requirements that
affect the timing and methods for public announcement of a trial closure.

3. Post-trial procedures are required to continue the identification and reporting of adverse events,
particularly in trials stopped due to evidence of harm. This may involve transition of
responsibility for monitoring from the study team to the national health care system.

4. In principle, trial participants and local community stakeholders should be among the first to
gain access to the new prevention or treatment products, should they be found to be safe and
effective. Availability of newly-proven prevention or treatment products or procedures for trial
participants and other community stakeholders will depend on several factors. After a trial is
completed, other trials may be needed to corroborate findings. After results from relevant trials
are available, it may take time for normative agencies and appropriate regulatory authorities,
including national governments, to approve the new product or procedure. National regulatory
authorities make the ultimate decision about whether a new product or procedure will be
approved for use within a particular country. Approval processes and timelines will differ by
product or procedure and by country, which can influence local post-trial access. Availability and
pricing of new products or procedures may be affected by product-manufacturer parameters as
well as by agreements with trial sponsors. However, if the product or procedure has been
proven efficacious, post-trial access may be granted through open-label or compassionate use.

49.C Good participatory practice for trial closure, results dissemination, and post-trial access to
trial products or procedures

1. Research teams discuss possible trial closure scenarios with relevant stakeholders early in the
research life-cycle. These include trial closure as scheduled per protocol; early closure due to
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evidence of harm, futility, or clear protective benefit in interim analyses of trial data; early
closure because of evidence of harm or of clear protective benefit from a different trial
evaluating the same product; or early closure due to unforeseen circumstances, such as
administrative or financial reasons, stakeholder objection, or sudden social unrest.

Research teams consult with relevant stakeholders to develop a results dissemination plan,
detailing strategies to manage expectations about trial results, including by preparing
participants and relevant stakeholders for all possible outcomes; planned timelines for trial
closure at the site and at other sites, completion of data analyses, and availability of results;
procedures and timelines for those who will be informed of trial results in confidence prior to
public release; and plans for public dissemination. They ensure that trial participants are
provided opportunities to learn trial results before they are announced publicly.

Research teams consult with relevant stakeholders to develop and pilot key messages and to
determine how the messages will be finalised when the results are known and what
communication methods will be used. The messages will explain implications of the results for
the area where the trial was conducted, limitations of the trial, and its ability to generalise
findings for specific aspects, such as by sex, age, behaviour, or location.

Research teams consult with relevant stakeholders about how best to disseminate trial results
that may be of a sensitive nature or that may put certain individuals or groups at risk of harm or
stigmatization. They discuss how and when participants will be informed of their trial group
assignment and the procedures for contacting and informing trial participants of research results
before they are announced publicly. They agree on whether and how to disseminate additional
findings that are not related to the primary trial question but may be of interest to some
stakeholders, such as reported behaviours concerning funeral practices for a blood borne
pathogen, patterns of sexual networks for a pathogen that can be spread sexually, prevalence of
other infections, or demographic data.

Research teams and relevant stakeholders discuss issues of data ownership, data access, and
scientific publication, including how the research team will facilitate community stakeholder
access to published trial results. They determine together how community stakeholder
responses to the results will be systematically collected and documented. When publishing or
sharing research in a scientific forum, it is important that community stakeholder interpretations
be noted, particularly if they differ from the predominant scientific analysis. Research teams
maintain clear written records of discussions regarding trial closure and dissemination messages,
as well as documentation of responses to the results.

Research teams discuss with relevant stakeholders, early in the trial process, issues affecting
future product or procedure availability, including the need for corroborated biomedical
evidence, pursuit of licensure, production rights, additional marketing and distribution research,
and post-trial monitoring provisions. They inform community stakeholders of their rights, the
access plan, and the factors that could postpone or prevent their gaining access to the new
prevention or treatment product or diagnostic procedure, such as the need to secure regulatory
approvals or parameters related to the product manufacturer. They update community
stakeholders as information becomes available.

Trial sponsors and research teams discuss and agree with national governments on
responsibilities and funding for licensure requirements and access issues, should the prevention
or treatment product or procedure under investigation be shown to be safe and effective. They
discuss with relevant stakeholders, early in the trial life-cycle, expectations about and provisions
for possible pre-licensure access, plans for follow-on, open label, cohort studies, or other
studies, and how such pre-licensure access will be funded, in the event that a compelling
positive result, with no safety concerns, is observed. They develop a clear strategy and funding
mechanisms for how a prevention or treatment product or diagnostic procedure will be made
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available and accessible to participants (at a minimum) rapidly, affordably, and sustainably,
should it be shown to be safe and effective. They collaborate with multiple stakeholders, such as
UN organisations, development partners, local governments, and non-governmental
organisations to design and support the overall access strategy.
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Appendix 1: Acronyms

AE — Adverse event

CAB — Community Advisory Board

CAG — Community Advisory Group

CBO — Community-Based Organisation

CIOMS - Council for International Organizations of Medical Science
EC — Ethics committee

DSMB - Data safety monitoring board

DSMC — Data safety monitoring committee

GCLP- Good Clinical Laboratory Practice

GCP - Good Clinical Practice

GMP - Good Manufacturing Practice

GPP — Good Participatory Practice

HIV = Human Immunodeficiency Virus

IDMC - Independent data monitoring committee

IRB - Institutional review board

NGO — Non-governmental organisation

REC - Research ethics committee

SOP - Standard operating procedure

UNAIDS - The Joint United Nations Programme on HIV/AIDS
WHO - World Health Organization
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Appendix 2. Glossary

Accrual. The process of recruiting participants into a clinical trial in order to reach target participant
numbers.

Activist. A person or group who acts on the behalf of a cause in order to bring about change.

Adverse event (AE). An unwanted effect experienced by a participant in a clinical trial. This may or
may not be related to the product or procedure being studied.

Advocate. A person or group who acts on the behalf of individuals, groups, or a specific cause.

AVAC. An international, non-profit organisation that uses education, policy analysis, advocacy, and
community mobilization to accelerate the ethical development and eventual global delivery of AIDS
vaccines and other new HIV prevention options as part of a comprehensive response to the pandemic.

Blinded trial or masked trial. A clinical trial designed to prevent the participants, research teams, or
both from knowing which participants are in the experimental arm or group and which are in the
control arm or group of a trial, in order to reduce bias.

Clinical trial. A research study that uses human volunteers to answer specific questions about the
safety, efficacy or effectiveness, and medical effects of a specific procedure, medication, product, or
treatment. A clinical trial process may include Phases |, I, IIb, Ill, and IV (post-marketing evaluation).

Community advisory boards (CABs) or community advisory groups (CAGs). Boards or groups
composed of individuals or stakeholder representatives that act as an independent advisory voice and
facilitate community stakeholder participation and involvement in the research process. They meet
regularly with research team representatives, inform community stakeholders about proposed and
ongoing research, and provide feedback to research teams about local norms and beliefs, as well as
local views and concerns that arise in specific trials.

Community groups. Groups of individuals who come together to act on behalf of common interests,
goals, and values but whose organisation does not require formal designation or registration.

Community stakeholders. Individuals and groups who are ultimately representing the interests of people
who would be recruited to or participate in a clinical trial, and others locally affected by a trial. Examples
of ‘community stakeholders’ are the population to be recruited, trial participants, people living in the
area where the research is conducted, survivors of the emerging pathogen and their families, local
survivor groups or networks, people in the area affected by the emerging pathogen epidemic, local non-
governmental organisations, community groups, and community-based organisations. (See
stakeholders.)

Condom. A sheath or pouch that is worn either over the penis (male condom) or inside the vagina
(female condom) during sexual intercourse, for the purpose of protecting against sexually transmitted
infections (including HIV) or preventing pregnancy. (See female condom or male condom.)

Confidentiality. The principle that protects the rights of trial participants regarding prevention of
unauthorized disclosure of personal information to third parties during data collection, storage,
transfer, and use.

Control arm or group. The group of participants in a clinical trial who receive the placebo or control
product or procedure. (See placebo.)

Data and safety monitoring board (DSMB) or independent data monitoring committee (IDMC). An
independent committee established by a trial sponsor to assess, at intervals, the progress of a clinical
trial, safety data, and critical efficacy or effectiveness endpoints. A data and safety monitoring board
may recommend to the sponsor that a trial be stopped or modified if there are safety concerns, if trial
objectives have been achieved, or if assessment of trial progress reveals that continuing the trial would
be futile since it will no longer be possible to answer the research question that the trial is addressing.

Ethics committee. See research ethics committee.

Experimental arm or group. The group of participants in a clinical trial that receives the procedure,
product, or drug being studied.



GPP-EP December 2016| 41

Female condom. A strong, soft pouch that when inserted in the vagina before vaginal intercourse,
provides protection against pregnancy and most sexually transmitted infections, including HIV. During
anal sex, the female condom, when placed on the penis after removing the inner ring, provides
protection against most sexually transmitted infections, including HIV. Currently made of polyurethane
or a synthetic latex, the female condom is stronger than the natural latex used in male condoms,
odourless, non-allergenic, and usable with oil-based and water-based lubricants. For vaginal
intercourse, it can be inserted vaginally prior to intercourse, is not dependent on male erection, and
does not require immediate withdrawal after ejaculation. (See also male condom.)]

Formative research activities. Activities that enable research teams to gain an informed
understanding of local populations, socio-cultural norms and practices, local power dynamics, local
perceptions, channels of communication and decision-making, and local history of research, as well as
the needs and priorities of people locally affected by or able to influence a clinical trial. Formative
research activities usually constitute the initial phase of stakeholder outreach and engagement.

Futility. The inability of a clinical trial to achieve its objectives. This determination may be suggested,
for example, during a confidential interim analysis of trial data by a data safety monitoring board.

Good Clinical Laboratory Practice (GCLP). Guidelines that set a standard for compliance by
laboratories involved in the analysis of samples from clinical trials. These guidelines provide guidance
to ensure that trial laboratory data are reliable, repeatable, auditable, and easily reconstructed in a
research setting.

Good Clinical Practice (GCP). Internationally recognized guidelines for designing, conducting,
recording, and reporting clinical trials in which humans participate. GCP provides guidance to ensure
that trial data are credible and to protect the rights, safety, and well-being of trial participants. The
guidelines were issued by the International Conference on Harmonisation of Technical Requirements
for Registration of Pharmaceuticals for Human Use.

Good Manufacturing Practice (GMP). Good manufacturing practices are quality assurance practices
that ensure that products are consistently produced and controlled to the quality standards
appropriate to their intended use and as required by the marketing authorization. Good
manufacturing practices are aimed primarily at diminishing the risks inherent in the production of any
pharmaceutical or medical device.

Good Participatory Practice for Emerging Pathogens (GPP-EP). Good participatory practice (GPP)
guidelines provide trial sponsors and implementers with systematic guidance on how to effectively
engage with stakeholders in the design and conduct of prevention and treatment trials for emerging
and re-emerging pathogens that are likely to cause severe outbreaks in the near future, and for which
few or no medical countermeasures exist.

Human immunodeficiency virus (HIV). The virus (retrovirus) that weakens the immune system,
ultimately leading to acquired immunodeficiency syndrome (AIDS).

Implementer. See trial implementer.

Informed consent. A process by which a competent individual voluntarily confirms his or her
willingness to participate in a particular clinical trial after having been informed of all aspects of the
trial that are relevant to the individual’s decision to participate. In cultural contexts in which a person’s
health is considered a family asset, familial approval may be required before an individual can consent
to participate in a trial. Informed consent is an ongoing process throughout the course of a clinical
trial.

Institutional review board (IRB). See research ethics committee.

Male condom. A sheath designed to be worn over the penis during vaginal, anal, or oral intercourse as
a means of preventing sexually transmitted infections, including HIV, or preventing pregnancy in the
case of vaginal intercourse. (See also female condom.)

Network or research network. A cooperative of research institutions or centres conducting clinical
trials under a common research agenda.
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Non-governmental organisation (NGO). A not-for-profit, registered entity or group that is organised at
the local, national, or international level but that is not an agency of local or national governments.

Placebo. An inactive substance that is designed to appear like an experimental product being studied
in all aspects except for the absence of the active ingredient under study. In controlled clinical trials,
the safety and effectiveness of an experimental product can be assessed by comparing data from the
experimental product trial arm to those from the placebo arm.

Product or trial arm assighment. The specific study product or procedure, such as the experimental or
‘active’ arm or the placebo arm, to which a participant is assigned for the designated follow-up period.
(See placebo and experimental arm.)

Protocol. A document that details the rationale, goals, design, methodology, statistical considerations,
and organisation of a study or clinical trial. A protocol describes a scientific study designed to answer
specific research questions and describes how the health and rights of the trial participants will be
safeguarded.

Randomisation. A method based on chance alone by which trial participants are assigned to a trial arm
or group. Randomisation ensures that the only intended difference between trial arms or groups is
which product or procedure a trial participant is exposed to during the trial.

Randomised trial. A clinical trial in which participants are assigned by chance to one of the trial arms
or groups. (See randomisation.)

Regulatory authorities. Government agencies charged with carrying out the intent of legislation that
constrains the actions of private individuals, businesses, organisations, institutions, or government
bodies. In most countries, one or more regulatory agency may be responsible for ensuring the safety
and effectiveness of health products and the correct conduct of clinical trials.

Research ethics committee (REC) or institutional review board (IRB). An independent body made up
of medical, scientific, and non-scientific members whose responsibility is to protect the rights, safety,
and well-being of human participants involved in a clinical trial. Research ethics committees review
and approve the initial protocol, review materials to be used in recruiting and consenting trial
participants, and provide continuing review of a trial protocol and any amendments. The term
‘institutional review board’ is common in the United States of America, whereas other countries
commonly use the term ‘research ethics committee’ or ‘independent ethics committee’.

Research network. See network.

Research team. A group of investigators and staff involved in implementing a prevention or treatment
trial or in studying diagnostic, epidemiological, clinical, anthropological, human behaviour, or other
aspects of an emerging pathogen. Research teams can include investigators and staff at a specific trial
site as well as investigators and staff working at coordinating centres, institutions, or agencies.

Scientific process. A recognized systematic way to form and test hypotheses by designing controlled
experiments to collect data, analyse results, and draw conclusions, in order to acquire new knowledge
or to correct, refine, and integrate previous knowledge.

Seroconversion. The process by which a newly infected person develops antibodies that can be
detected by an antibody test. Development of antibodies may occur anywhere from days to weeks
following infection with an emerging pathogen.

Sexually transmitted infections (STIs). Infections caused by microorganisms that are transmitted from
one person to another during sexual or intimate contact.

Stakeholders or trial stakeholders. Individuals, groups, organisations, governments, or other entities
that are affected by the outcome of an emerging pathogen prevention or treatment trial or that can
influence proposed research through their input and actions. (See community stakeholders.)

Standard operating procedure (SOP). A document that gives step-by-step instructions for how to
conduct a procedure, in order to ensure that each staff member can perform the procedure in the
same way.
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Stigma. Stigma refers to a pattern of prejudice, discounting, discrediting, and discrimination directed
at people perceived to have been infected or affected by an emerging pathogen, their significant
others and close associates, and their social groups and communities.

Trial arm or group. A group within a clinical trial formed of participants who have been assigned a
particular product or procedure during a trial. (See control arm or group, experimental arm or group.)

Trial implementer. Investigators, research staff, and all others specifically responsible for executing
prevention and treatment trials for emerging pathogens. Implementers may be employed by
governments, government-sponsored networks, non-governmental organisations, academic
institutions, the pharmaceutical industry or other companies, foundations, or public—private
partnerships.

Trial life-cycle. The entire process of a trial, starting from developing the initial concept and writing the
protocol and continuing through to the implementation and conduct of the trial to completion, exiting
of participants, dissemination and reporting of results, and post-trial access.

Trial participant (or trial volunteer). A competent individual who voluntarily provides informed
consent to participate in a clinical trial. Trial participants are assigned to a particular trial arm or group
in which they receive a particular product or procedure assignment. Trials may involve a non-
competent participant only if consent to his or her participation has been legally and ethically
provided.

Trial sponsor. An entity that is responsible for initiating, managing, or financing a trial but not for
conducting a trial. The sponsor may be a pharmaceutical company, governmental agency, academic
institution, non-governmental organisation, or private or other organisation.

UNAIDS (Joint United Nations Programme on HIV/AIDS). A joint venture of 10 UN organisations in the
AIDS response to help prevent new HIV infections, care for people living with HIV, and mitigate the
impact of the epidemic. UNAIDS is the main advocate for accelerated, comprehensive, and
coordinated global action on the HIV epidemic.

Unblinding or unmasking. The process of revealing trial participants’ product or procedure
assignments. Unblinding involves informing participants about which product they were assigned to
during the trial.

Vaccine. A compound that stimulates the body’s immune response in order to prevent or control an
infection. A vaccine is typically made up of parts of a bacterium or virus and cannot itself cause an
infection.

World Health Organization (need the approved definition)
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Appendix 3. Additional guidance

The Belmont Report, 1979

This report was written by the US National Commission for the Protection of Human Subjects of
Biomedical and Behavioral Research, which was established after the US public learned about the
Tuskegee Syphilis Study. The Belmont Report established the foundational ethical principles of
respect for persons, beneficence, and justice for research involving human volunteers.

Citation: National Commission for the Protection of Human Subjects of Biomedical and Behavioral
Research. The Belmont Report: Ethical Principles and Guidelines for the protection of human subjects
of research. Washington, DC, Department of Health, Education, and Welfare, 1979.

Universal Declaration on Bioethics and Human Rights, 2005

This Declaration anchors the fundamental principles of bioethics in the rules that govern respect for
human dignity, human rights, and fundamental freedoms, ensuring respect for the life of human
beings and enshrining bioethics in international human rights. It promotes equitable access to
medical, scientific and technological developments through rapid knowledge dissemination and the
sharing of benefits, with particular attention to the needs of low- and middle-income countries.

Citation: United Nations Educational, Scientific, and Cultural Organisation (UNESCO). Universal
Declaration on Bioethics and Human Rights, 2005.

Declaration of Helsinki, 1964(73)
This declaration of the World Medical Association is often considered to be the first document to set
world standards for research involving human volunteers.

Citation: World Medical Association. World Medical Association Declaration of Helsinki: Ethical
Principles for Medical Research Involving Human Subjects. Helsinki, World Medical Association
General Assembly, 1964; latest amendment at the 59th WMA General Assembly, Seoul, 2008.

Ethical considerations in biomedical HIV prevention trials, 2007

This is an ethical guidance document, issued by UNAIDS and WHO, for biomedical HIV prevention
research. This document is a revision of Ethical considerations in HIV preventive vaccine research.
UNAIDS guidance document. Geneva, UNAIDS, World Health Organization, 2000.

Citation: Ethical considerations in biomedical HIV prevention trials. UNAIDS guidance document.
Geneva, UNAIDS, World Health Organization, 2007 (additional guidance point added in 2012).

Guideline for Good Clinical Practice, 1996

This guidance document was issued by the International Conference on Harmonisation of Technical
Requirements for Registration of Pharmaceuticals for Human Use and outlines an international
ethical and scientific quality standard for designing, conducting, recording and reporting trials that
involve human volunteers.

Citation: Guideline for Good Clinical Practice. ICH harmonised tripartite guideline. Geneva,
International Conference on Harmonisation of Technical Requirements for Registration of

Pharmaceuticals for Human Use, 2006.

International Ethical Guidelines for Biomedical Research Involving Human Subjects, 1993
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These guidelines were published by the Council for International Organizations of Medical Science
(CIOMS) and added guidance around conducting research in developing countries to the body of
ethical guidelines. The 2002 version supersedes the 1982 and 1993 guidelines.

Citation: International Ethical Guidelines for Biomedical Research Involving Human Subjects. Geneva,
Council for International Organizations of Medical Sciences, 2002.

Nuffield Council on Bioethics, 2002

The 2002 Nuffield Council on Bioethics report on the ethics of research related to healthcare in
developing countries provided an ethical framework for designing or conducting externally
sponsored research in the developing world. The 2004 follow-up report, co-hosted with the Medical
Research Council of South Africa, discussed how the guidelines could be applied in practice,
particularly in light of conflicting ethical advice.

Citation: The ethics of research related to healthcare in developing countries. London, Nuffield
Council on Bioethics, 2002, and The ethics of healthcare related research in developing countries: a
follow-up discussion paper. London, Nuffield Council on Bioethics, 2005.

Nuremberg Code, 1949
This code of research ethics came out of the ruling of the International Military Tribunal at the end
of the Second World War, which prosecuted Nazi war criminals.

Citation: Trials of War Criminals before the Nuremberg Military Tribunals under Control Council Law
No. 10. Washington, DC, US Government Printing Office, 1949.

Other references
Communications Handbook for Clinical Trials: Strategies, tips, and tools to manage controversy,
convey your message, and disseminate results, 2010

The Communications Handbook for Clinical Trials is a practical guide developed for site-level
research teams, communicators, advocates and others working on HIV prevention trials in
developing countries. It provides guidance on how to anticipate and respond to the special
communications challenges posed by the conduct of clinical research.

Citation: Robinson ET et al. Communications Handbook for Clinical Trials: Strategies, tips, and tools
to manage controversy, convey your message, and disseminate results. Microbicides Media
Communications Initiative and FHI, 2010.

Ethical and Policy Issues in International Research: Clinical Trials in Developing Countries, 2001
A report and set of recommendations of the US National Bioethics Advisory Commission for US
policy regarding conducting clinical trials in developing countries.

Citation: US National Bioethics Advisory Commission. Ethical and Policy Issues in International
Research: Clinical Trials in Developing Countries. Volume I: Report and Recommendations of the
National Bioethics Advisory Commission, 2001.

Recommendation for Community Involvement in National Institute of Allergy and Infectious
Diseases, HIV/AIDS Clinical Trials Research, 2009

The National Institute of Allergy and Infectious Diseases (NIAID) Division of AIDS (DAIDS) and
Community Partners developed these recommendations as a tool for research teams and
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community representatives to further expand and deepen community involvement in HIV/AIDS
clinical trials research.

Citation: Recommendation for Community Involvement in National Institute of Allergy and Infectious
Diseases, HIV/AIDS Clinical Trials Research (2009). Community Recommendations Working Group of
Community Partners, a global group of community representatives affiliated with the National
Institute of Allergy and Infectious Diseases (NIAID) HIV/AIDS clinical trials networks.

Ethical guidance for managing infectious disease outbreaks. World Health Organization, 2016.
The World Health Organisation developed this guidance as part of its response to emerging and re-
emerging pathogens.

Citation: Guidance for managing ethical issues in infectious disease outbreaks. World Health
Organization, 2016. ISBN 978 92 4 154983 7.

Guidance on ethics of tuberculosis prevention, care and control
The World Health Organisation developed this guidance for the response to tuberculosis.

Citation: World Health Organization. Guidance on ethics of tuberculosis prevention, care and control
[Internet]. Geneva, Switzerland: World Health Organization; 2010 [cited 2016 Jun 22]. Available
from: http://whglibdoc.who.int/publications/2010/9789241500531_eng.pdf
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Members of the International Working Group on GPP-EPP

Fred Binka MBChB, PhD, University of Health and Allied Sciences, Ho, Ghana

Patricia E. Fast MD, PhD, International AIDS Vaccine Initiative, New York City, New York and Stanford
University School of Medicine, California, USA

Morenike Oluwatoyin Folayan BChD, FWACS, MBA, New HIV Vaccine and Microbicide Advocacy
Society and Obafemi Awolowo University, lle-Ife, Nigeria

Dirceu B. Greco MD, PhD, School of Medicine, Federal University of Minas Gerais, Belo Horizonte,
Brazil

Stacey Hannah, MHS, AVAC, New York City, New York, USA

Elizabeth S. Higgs MD, MIA, DTMH, National Institute of Allergy and Infectious Diseases, National
Institutes of Health, Bethesda, Maryland, USA

Shelley Lees PhD, MRes, BSc, RN, London School of Hygiene and Tropical Medicine, London, United
Kingdom

Prince Bahati Ngongo BA, MSc, MBA, International AIDS Vaccine Initiative, Nairobi, Kenya

Cheikh Ibrahima Niang PhD, Université Cheikh Anta Diop, Dakar, Senegal

Vinh-Kim Nguyen MD PhD, Graduate Institute of International and Development Studies, Geneva,
Switzerland; Ecole de Santé publique de I'Université de Montréal, Montréal, Canada; and Collége

d’Etudes mondiales, Maison des Sciences de I’'Homme, Paris, France

Samuel A Sheku Kargbo MD, MPH, DMed, Ministry of Health and Sanitation, Freetown,
Sierra Leone

Daouda Sissoko MD, Institut National de la Sante et de la recherche Médicale, INSERM U1219,
Université de Bordeaux, Bordeaux, France.

Ivan Dario Vélez MD, MSc, PhD, Programa de Estudio y Control de Enfermedades Tropicales,
Antioquias University Medical School, Medellin-Colombia
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