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ABSTRACT

Given the focus on health systems in the post-millennium
development goal era and moving towards the sustainable
development goals, there is a compelling need for a
common framework for health policy and systems
research ethics to guide researchers and facilitate review
by research ethics committees. A consultation of global
health policy and systems research and ethics experts
was convened to identify ethical considerations relevant
to health policy and systems research based on existing
knowledge and to identify knowledge gaps through a
scoping review and further expert deliberation. Health
policy and systems research is highly complex and, in
the absence of guidance documents, there is significant
variability in ethics review. Although fundamental ethical
principles pertain to both traditional clinical research and
health policy and systems research, the application of
these principles requires a comprehensive understanding
of the nature of health policy and systems research with
its distinct challenges. Such awareness must be raised
among researchers and research ethics committees.
Current research ethics committees lack familiarity with
health policy and systems research and because health
policy and systems research is conducted in real-world
contexts, committees often have difficulties in determining
whether a project is indeed research and/or requires
ethical review. Given the strong current focus on health
policy and systems research to rapidly improve health and
health systems functioning globally, greater engagement
and dialogue around the ethical concerns is required to
optimise research review and research conduct in this
rapidly evolving field.

INTRODUCTION

The WHO identified the need to develop
a framework outlining ethical consider-
ations relating to health policy and systems
research. The need for capacity building in
local research ethics committees to improve
quality and efficiency of review of global
health research is also highlighted in the
literature." Appropriate ethical conduct and
review of health policy and systems research
requires a broad understanding of the practi-
calities of health policy and systems research,
how it differs from clinical and other health
research, which ethical principles apply and

how they may be upheld despite different
applications.

Health policy and systems research aims
to promote generation, dissemination and
use of knowledge relating to all aspects of
the health system.2_5 Its major goals include
understanding existing health system func-
tioning, how system components interact, how
health policy is generated and implemented
and how to improve efficiency and perfor-
mance of health systems. Health policy and
systems research differs from clinical research
where often a single disease is studied; usually
under controlled conditions, interventions
are implemented at an individual subject
level and outcomes are measured in the same
subject. Health policy and systems research
is often conducted in ‘real-world’ contexts,
embedded within existing policies and prac-
tices which may have inherent risks. The line
between research and practice may therefore
be blurred. Many circumstances in contexts
where health policy and systems research
is conducted are beyond the researchers'
control, raising questions regarding the
accountability of researchers regarding the
research activities. The benefits of health
policy and systems research are realised
through impact on communities, institutions
and systems functioning rather than changes
in an individual's health. The main users of
health policy and systems research are policy
makers and managers who focus on system-
wide health issues, in contrast to clinicians in
clinical research.”®

The role of the research ethics committee
is to review research protocols and provide
feedback and guidance to researchers to opti-
mise the ethical conduct of research. Given
the embedding of health policy and systems
research in real-world contexts, there is a need
to separate what should be governed by the
ethics of health systems practice and policy
making and what should be governed by the
ethics of research. Research ethics committee
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Key questions

What is already known about this subject?

» There are no comprehensive guidelines/guidance on the ethics of
health policy and systems research.

» Research ethics committees are more familiar with ethical
implications of traditional clinical research compared with health
policy and systems research which hampers ethics review of
health policy and systems research and may result in delayed and
disparate reviews across study sites.

» Current literature on ethics of health policy and systems research
focuses primarily on the ethical domains of upholding autonomy,
risk-benefit balance, justice and determination of the need for
ethical review; however, more comprehensive understanding
by researchers and research ethics committees of the different
applications of ethical principles between clinical research and
health policy and systems research is important to enhance ethical
review and conduct of health policy and systems research.

What are the new findings?

» Guidance is required to ensure comprehensive ethical review of
health policy and systems research because of the evolving nature
of projects within an uncontrollable and unpredictable environment.

» Varying levels of ethical review (waiver, expedited, full) may be
required for health policy and systems research but must also be
considered for monitoring and evaluation and quality improvement
initiatives.

» Many ethical considerations must be specifically addressed in
planning, conduct and review of health systems and policy research
including: responsiveness of research to local needs; the nature
of equipoise; implications of study design; operationalisation of
informed consent; potential exacerbation of inequality; anticipating
risks and benefits in all groups; levels of accountability of all
stakeholders for post-study obligations, sustainability and ancillary
care; maintenance of confidentiality and the importance of data
sharing.

Recommendations for policy

» Capacity building within research ethics committees is required to
enhance understanding and performance of ethical review of health
policy and systems research and to harmonise reviews across sites.

» Researchers must be aware of all ethical implications of health
policy and systems research to ensure appropriate planning and
conduct of health policy and systems research and to communicate
clearly with research ethics committees.

members are traditionally not familiar with these differ-
ences and therefore development of guidance is needed
to facilitate appropriate review.

An expert consultation, led by the WHO and the Insti-
tute of Biomedical Ethics at the University of Zurich,
was convened in July 2015 (http://www.who.int/alli-
ance-hpsr/news/2015/erczur/en/). Twenty-eight global
experts from 14 countries (see Acknowledgements),
including health policy and systems research researchers,
policy makers, health administrators and representatives
of research ethics committees from the Eastern Mediter-
ranean, Latin America, Africa, Western Pacific and India,
and the WHO participated in the consultation to identify
common challenges in ethics review of health policy and
systems research, to discuss core ethical issues identified

from the literature with specific relevance to health
policy and systems research and to expand on current
knowledge gaps relevant to ethical review and practice
of health policy and systems research. This informed
discussion lays the foundation for the development of a
framework to enhance capacity building in ethical prac-
tice and review of health policy and systems research.

Prior to the consultation, a scoping review of current
practices in ethical review of health policy and systems
research in the literature was commissioned.” No current
systematic guidelines for ethical review of health policy
and systems research were identified. Two existing
guidance documents relating to the ethical conduct of
cluster-randomised trials and one on patient safety in
research were found.”"’ Most existing documents focus
on the ethical issues of consent and autonomy, balancing
risks and benefits and determining the need for ethical
review. Ethical issues insufficiently addressed in the liter-
ature include: protection of research participants from
exploitation; ancillary care needs identified during
the research; the obligation of local research capacity
strengthening; responsiveness of the research to health
system needs; fair subject selection; risk of exacerbating
inequality through the research and determination of
minimal risk.

Given the inherent differences between clinical and
health policy and systems research, the predominant famil-
iarity/training of research ethics committees with clinical
research, the acknowledged variability in ethics review
across institutions and countries and the gaps identified in
the literature, there is a clear need for a harmonised ethical review
framework for health policy and systems research." ™"

ETHICAL THEMES AND CONSIDERATIONS RELEVANT TO
HEALTH POLICY AND SYSTEMS RESEARCH

Application of ethical principles in health policy and
systems research and clinical research

Ethical principles of biomedical research are relevant
to both clinical and health policy and systems research
but have different implications as summarised in
table 1.° ' Awareness of these differences is crucial
for ethics review and conduct of health policy and
systems research. Ethical concerns relating to public
health research, which shares similarities with health
policy and systems research, are also included in
table 1.*" ** The methods and conduct of health policy
and systems research include steps required during the
planning, implementation and post-study phases.” > **
Each step is important for study rigour, but it also has
important ethical implications which researchers and
research ethics committees must consider. There may
be instances where these research requirements may
conflict with professional codes of conduct which in
turn may have implications for the ethics of conducting
health policy and systems research and must be taken
into account, both by researchers and by ethics commit-
tees.
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Familiarity of research ethics committees with health policy
and systems research

As highlighted in table 2, unanswered questions remain
relating to ethics review of health policy and systems
research. Research ethics committees are generally more
familiar with clinical compared with health policy and
systems research which leads to inconsistencies in reviews.
In addition, the embedded nature of health policy and
systems research within the real-world context creates
uncertainty as to whether research requires ethical review,
how to deal with the inherent unpredictability in health
policy and systems research and what level of accountability
should be expected of the research ethics committee.

Requirement for ethical review

It may be important in health policy and systems research
to establish boundaries between research and prac-
tice, even though these boundaries may seem artificial
to some. Indeed, given the continuum between health
policy and systems research, public health practice,
quality improvement and monitoring and evaluation
activities, researchers and reviewers often struggle to
identify whether a project is ‘research’ and therefore
whether it requires ethical review. Mere labelling of a
project as quality improvement or monitoring and eval-
uation may lead to insufficient attention being paid to
the ‘non-research’ projects from an ethical perspective.
For example, some existing bodies define any knowl-
edge-generating activity as requiring of ethics review.’
Alternatively, the need for patient/subject protection or
avoidance of harm may be the primary determinant of
whether ethical review is required, regardless of whether
a project is research, quality improvement or moni-
toring and evaluation. Universal requirement for full
ethics review of all projects however may lead to unnec-
essary delays. Formal consensus on when health policy
and systems research may require full ethics review and
expedited review or be exempt from ethics review would
facilitate uniformity of ethical review. Clear communica-
tion between researchers and research ethics committees
is crucial to facilitate these decisions.

Evolving ethical challenges over time

Health policy and systems research projects inherently
evolve over time, and unforeseen changes impacting the
study protocol may be needed. Integration of mecha-
nisms for ongoing expedited ethical review throughout
the research process is important to allow flexibility
in response to these needs. To minimise unforeseen
challenges, however, researchers should engage with
all relevant stakeholders during project design, to
engage appropriately with communities affected and
to communicate this effectively to the research ethics
committee. Accelerated review is important in health
policy and systems research conducted during human-
itarian crises.” Recent experiences have highlighted
the urgent need to optimise existing research ethics
review processes to facilitate important but ethical

study of questions that may only be answerable during
epidemics.”

Realm of accountabilities of the research ethics committee

The boundaries of responsibility of the research ethics
committee regarding legal and safety implications of
a project are not clearly defined and may pose signifi-
cant ethical dilemmas for committee members in some
countries, given their limited reach as an oversight body.
For example, if an approved intervention not previously
implemented in a given country is being studied, or if
implementers are required to operate outside their tradi-
tional roles, it may be unclear where the responsibility
lies should an adverse event occur. The responsibility
for the legal and safety implications cannot lie purely
with the research ethics committee, but it also lies with
the study investigators, funders and other stakeholders.
Accountability and duty of all parties should be clearly
identified by the researchers upfront, and considered in
the ethics review.

Implications of core ethical principles in health policy and
systems research

The fundamental ethical principles apply equally to clin-
ical and health policy and systems research, but because
of differences in application of these principles in health
policy and systems research, guidance is required. These
differences are summarised in table 1.

Respect for autonomy

It may be more challenging to uphold in health policy
and systems research compared with clinical research.
In health policy and systems research, individuals usually
participate within a collective, for example, a commu-
nity or institution. As such, individual consent may not
be feasible (eg, large subject numbers). Consideration
must therefore be given to informing the group and a
waiver of consent with opt-out possibilities, through effec-
tive and appropriate community engagement. Group
consent however raises many issues and is generally not
recommended. Another important example relating to
research subject autonomy is the use of incentives in
resource-limited contexts which is ethically questionable.
Heightened awareness of the nuances and complexity
of respecting autonomy in health policy and systems
research is crucial for appropriate ethical review.

Risk-benefit and research burden

The considerations in health policy and systems research
are more complex than those in clinical research. In clin-
ical research, the individual study participant generally
incurs risk but may also accrue benefit and, therefore, can
personally weigh the risk versus benefit and give informed
consent. Often in health policy and systems research, one
group is subject to an intervention, but the benefits and
risks of that intervention may accrue in separate groups.
Additional groups potentially placed at risk may not be
obvious. Direct and indirect risks must therefore be consid-
ered at all levels including individuals, groups, institutions
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research but identified many challenges that must be

Accelerated research ethics review during the recent
addressed to optimise this process.?® %

issue different reports which may cause important
delays in study initiation and create difficulties for
enhance appropriateness of the review process and  Ebola outbreak facilitated conduct of time-sensitive

and systems research protocol at various sites may
researchers conducting studies in multiple sites.

Examples

policy and systems research to reduce variability
representatives of variety of stakeholder groups to
and researchers and establishment of a guidance
tool with ethical practice expectations to reduce
perceived ‘rubber stamping’ role of research ethics
committees

across sites
» Research ethics committees should include

with specific relevance of ethical issues to health
bodies and not tools of external stakeholders.
» Engagement between research ethics committees

anticipation of challenges

» Research ethics committees must be familiar enough Research committees reviewing the same health policy
» Research ethics committees must be independent

Relevant considerations

Strategies to improve quality of ethical review

Table 2 Continued

Challenge

and the health system. Importantly, risks may also be expe-
rienced by health professionals or community workers
especially if functioning outside their usual roles in a study.
The ethical challenge of weighing the relative risks to the
individual versus the collective is important in health policy
and systems research. Researchers must implement risk
mitigation strategies, such as the inclusion of multi-stake-
holder engagement in study design, adequate support for
healthcare workers and so on. Who ‘owns’ the responsi-
bility for the identified risks is also relevant. Researchers
must clearly communicate their consideration of all risks to
facilitate appropriate ethical review and to optimise ethical
study conduct.

Justice and equity

Although justice and equity issues are equally important in
both clinical and health policy and systems research, the
inclusion and exclusion boundaries in clinical research
are generally scientifically determined and may not
be fully equitable. Health policy and systems research
researchers working within the real-world context must
consider justice in terms of distribution of risks and
benefits, inclusion of vulnerable populations, avoid-
ance of exacerbating disparities through the research
and potential sustainability of the intervention over the
long term. Fundamental to achieving justice in health
policy and systems research is that the research ques-
tion must address a local health priority in context. In
addition, some health policy and systems research aims
specifically at informing strategies to reduce healthcare
disparities, for example, testing established interventions
in a new context with a strong focus on advancing equity.
Researchers must clearly communicate their consider-
ation of justice and equity, recognising that these may be
nuanced issues, and research ethics committees should
interpret these in context.

Community engagement

It is an ethical imperative in much health policy and
systems research and overlaps with all the other ethical
considerations. Community engagement is important to
fully inform the community about an intervention; iden-
tify and include vulnerable populations; identify potential
burdens, barriers, relevant practices and beliefs (in gate-
keeper selection) and identify all potential stakeholder
groups including those indirectly impacted. Commu-
nity engagement may be required even if health policy
and systems research does not involve direct interaction
with individuals, especially if there is likelihood of any
potential impact on patient privacy. Researchers should
communicate their community engagement strategies to
the research ethics committee, which must be aware of
the depth and breadth required.

Equipoise

In clinical research, equipoise (genuine uncertainty) about
the effectiveness of a certain intervention is required to
justify randomisation and study. In health policy and systems
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research, in contrast, such clinical equipoise may no longer
exist (ie, a drug s known to be effective), but equipoise may
still exist because it is unknown how the intervention will be
taken up in a particular context or at scale. Research ethics
committees must recognise that implementation/proce-
dural/contextual equipoise does exist in health policy and
systems research. Researchers should clearly communicate
how equipoise is still preserved to facilitate ethical review.

Given the lack of clinical equipoise, justifiability of
randomisation of subjects to a no-treatment control arm
in health policy and systems research may be question-
able. Reviewing such study designs may be problematic
for ethics committees, especially if not familiar with health
policy and systems research. For example, stepped-wedge
approaches are proposed as ethically acceptable alterna-
tives to randomisation. In reality, governments do roll out
programmes stepwise; therefore, this approach may be
acceptable. However, some untreated people remain at
each stage. Realistically also, as health policy and systems
research is conducted in real-world contexts and may
be embedded within policy decisions, delineating the
boundaries of research and practice and the extent to
which researchers can be held accountable for or influ-
ence study design remains challenging.

Privacy and confidentiality

It is a universal ethical consideration in research. Health
policy and systems research may involve multiple layers of
data collection, analysis of many different kinds of data,
feedback loops and macro-scale monitoring; therefore,
both researchers and research ethics committees should
be aware of possible higher risks of unanticipated stig-
matisation, for example, if regions or centres remain
identifiable. How health policy and systems research can
uphold the principle of transparency without infringing
on privacy and confidentiality is a key consideration.

Data use and sharing

As the data generated in health policy and systems research
are highly relevant to multiple sectors of the health system
or may be generalisable to similar heath systems, there is a
duty to share both positive and negative findings. An extra
layer of complexity may arise with data ownership when
studies are driven by external funders. While research
ethics committees require researchers to uphold transpar-
ency as a value, it remains unclear to what extent research
ethics committees should require data sharing commit-
ments in health policy and systems research.

Attribution of responsibility and accountability

The level of accountability that health policy and systems
researchers should bear, and the extent to which they
could (or should) influence conditions under which
the research is being conducted will vary from study to
study. It may be unclear where the researcher's respon-
sibility ends; whether the researcher's responsibility
differs depending on who commissioned or funded a
study; whether the researcher's responsibility extends to

ancillary care findings during a study and, If not, then
who is responsible for ancillary care findings during
a study and where responsibility lies if poor outcomes
are identified or an intervention fails. There may be an
ethical imperative for interim analysis and feedback of
results to inform an iterative process of implementation
adaptation if necessary. Consideration of responsibility
and accountability are imperative in study design and
ethics review of health policy and systems research.

Post-trial obligations

Post-trial obligations are relevant to both clinical and
health policy and systems research. In health policy and
systems research, with the goal of strengthening the
heath system through research, there is an expectation
that these obligations be fulfilled. The responsibility
for the scale-up and roll-out of successful interventions
should fall to the State, which is often involved from the
planning stages, and interventions should be integrated
into health policy. In countries with limited resources,
however, the potential for adequate scale-up and long-
term sustainability of an intervention may be uncertain.
In such circumstances, it remains unclear whether the
research ethics committee should require commitment
for scale-up of an intervention and fulfilment of ethical
obligations following health policy and systems research
that extend beyond the study per se as an imperative
for study approval and, if so, from whom. Burdening
researchers with safe-guarding post-trial implementa-
tion may be unreasonable; however, researchers should
clearly communicate the long-term implementation
strategies (if applicable) to the committee.

CONCLUSION

Health policy and systems research is a rapidly evolving
and broad research field and there is a growing need for
researchers and research ethics committees to under-
stand the ethical implications.' Because research ethics
committees may be less familiar with specifics of health
policy and systems research, to date, researchers have
been frustrated by the variability and delays in ethical
review of the same protocol between different sites. The
need for greater engagement and dialogue between
researchers and research ethics committees about the
ethical obligations and challenges inherent in the plan-
ning and conduct of health policy and systems research
is crucial as this is an evolving field. Although open
questions still remain, starting from the identification
of existing knowledge and knowledge gaps in a scoping
review of the literature, and enhanced through expert
opinion, this consultation has helped us to plan a move
beyond the status quoof arelatively unstructured approach
to ethical review of health policy and systems research
and has laid the ground work for the development of an
ethical guidance tool to be used by both research ethics
committees and researchers (table 3). The purpose of
the proposed guidance tool is to promote awareness of
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ethical conduct in health policy and systems research and
to improve consistency of ethical review. Such a docu-
ment will build on existing ethical guidance for clinical
research, but it must expand on this to provide direction
as to how existing ethics principles should be considered
and applied to the review and conduct of health policy
and systems research.
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