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18. Incorporating a complexity
perspective into WHO guidelines

18.1 Introduction

As outlined in Chapter 1 of the WHO handbook for guideline development
(1), WHO guidelines aim to provide recommendations for decision-makers
on what to do or how to choose among a range of interventions and policies
to tackle specific health problems and achieve the best outcomes possible.
To develop guidelines, WHO follows a systematic and transparent process
derived from that used for clinical guidelines. However, this process does
not fully attend to the complex nature of public health and health system
decisions and the measures needed to assess these. Health is increasingly
being viewed as an outcome of multiple interlinked factors, including bio-
logical, socio-economic and environmental determinants. Interventions to
address health often need to include multiple components to tackle these dif-
ferent factors (commonly referred to as “complex multi-component interven-
tions”) and are implemented in “complex systems” with specific contextual
features (e.g. epidemiological, socio-cultural, socio-economic, geographical,
ethical, political and legal). To inform effective decision-making, it is there-
fore important to know when, why, how and in what circumstances interven-
tions work; otherwise, decision-makers will have only limited confidence in
whether the effects would be the same in their own context.

This chapter aims to demonstrate the value of considering a complex-
ity perspective in WHO guidelines. It is based on the series published in
BM] Global Health entitled Complex health interventions in complex systems:
improving the process and methods for evidence-informed health decisions
(2-10). Figure 1 provides an overview of the entire guideline development
process from scoping the guideline to implementing recommendations
at regional, national or sub-national levels and describes how complexity
can be factored into specific steps. This chapter describes when and how to
address complexity when developing WHO guidelines.
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Chapter 18. Incorporating a complexity perspective into WHO guidelines

18.2 What is a complexity perspective?

The phrase complex intervention is often used to describe health service and
public health interventions, including behavioral, educational, psychologi-
cal, occupational and organizational interventions (11). These interventions
may: 1) have many interacting components in their design; 2) include com-
plex behaviors in the delivery and receipt of the intervention; 3) target differ-
ent groups and levels; 4) involve many health and non-health outcomes; and/
or 5) have flexible (i.e. non-standardized) implementation across different
contexts (11). Examples of such complex interventions include health pro-
motion interventions (e.g. sexual health education) and health system and
organizational interventions (e.g. chronic disease management) (3).

Complex systems, on the other hand, refer to dynamic networks of inter-
actions (e.g. among people, groups, communities, schools or occupational
settings) in which interventions take place (12, 13). While the intervention
itself may be simple or complex in design (i.e. mono-component or multi-
component), when delivered through a system, it may bring about wider
changes than just those directly related to the health problem. An exam-
ple of this is smoke-free legislation (a simple intervention in design) which
resulted not only in changes in smoking-related health outcomes, but also in
the patterns of socializing and drinking in the community (i.e. wider system
changes) (3, 14). The definition of complex interventions is often contrasted
with that of complex systems thinking because of because of differences in
emphasis: the first highlights the complexity of the intervention design while
the second highlights the complexity of the functioning of systems, includ-
ing changes in system dynamics and networks (15).

For the purposes of this chapter, we will use the term complexity to high-
light a perspective that would allow a more nuanced consideration of the
aspects of interventions and/or the properties of the wider systems in which
interventions take place (see Table 1).
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Defining the complexity perspective through features of the

Table 1.

intervention and/or the system (adapted from Lewin et al. 2017 (16),
Petticrew et al. 2019 (3), Rehfuess et al. 2019 (4))

Features of the intervention

Many interacting components in the
intervention

Many organizational levels targeted by the
intervention

Focus on behavior change

High level of skill required by persons deliver-
ing the intervention

High level of skill required by persons receiving
the intervention

Interaction of interventions with context

Multiple (health and non-health) outcomes
and complex causal pathways

Features of the system
Adaptivity (how the system responds)

Emergent properties

Non-linearity and phase changes

Feedback loops

246

Description

Interventions may include multiple components which may have synergistic
or dysynergistic interactions. Multi-component interventions can target
individuals as well as entire populations or sub-groups.

Interventions may target multiple levels. This is more common in population
and system-level interventions which may target individuals in households
located in communities which are further influenced by national-level
interventions.

Interventions may require behavior change among recipients. These inter-
ventions can target individuals as well as entire populations or sub-groups.
The skills required by persons delivering the intervention may be high. These
interventions can target individuals, entire populations or sub-groups.

The skills required by persons receiving the intervention may involve specific
abilities or broader resources and capacities. These interventions can target
individuals as well as entire populations or sub-groups.

Interventions may be context-dependent, i.e. their effectiveness relies on
tailoring of their design and delivery strategies to specific contexts. These
interventions more frequently target entire populations and communities.
Interventions such as those involving multiple components often impact
alarge number of health and non-health outcomes and involve complex
causal pathways. These interventions can target individuals as well as entire
populations or sub-groups.

Description

Interventions may influence the context of implementation (directly or
indirectly). This is more common for population- and system-level interven-
tions such as public health policies. The entire system adapts and responds
in expected or unexpected ways.

Intervention effects may emerge from self-organization among the interact-
ing agents. Emergence is more commonly observed in population-level
interventions (or when individual-level interventions are implemented or
assessed at the population-level).

Interventions may demonstrate effects once they have reached a certain
scale. Non-linearity or phase changes are more specific for population-level
interventions.

Interventions comprised of different components can produce feedback
loops reducing the overall effect (negative), or conversely, enhancing the
effect beyond what might be expected (positive). These interventions can
target individuals as well as entire populations or sub-groups.



Chapter 18. Incorporating a complexity perspective into WHO guidelines

18.2.1 Why is it important to consider complexity in WHO
guidelines?

The WHO guideline development process draws on the methods and proce-
dures predominantly developed for and used in clinical guideline develop-
ment such as the Grading of Recommendations Assessment, Development,
and Evaluation (GRADE) approach and the GRADE evidence-to-decision
(EtD) frameworks. While these frameworks are largely consistent with
WHO norms and values, they do not fully address all factors and considera-
tions relevant for public health and health system decision-making. In the
standard guideline development process, questions regarding the compara-
tive effects of interventions and the systematic reviews of effectiveness are
the main considerations when formulating recommendations (17). Recom-
mendations on public health and health system interventions, however, are
shaped by a range of considerations which go beyond questions on inter-
vention effectiveness and safety, including for example, the role of social
and economic health determinants and the implications of interventions for
society as a whole (2, 4).

Public health and health system interventions are often described as
context-dependent, that is to say, they often interact and adapt to the context
within which they are implemented (18). Context reflects a set of characteris-
ticsand circumstances that consists of active and unique factors within which
the implementation of the intervention is embedded (19). Decision-makers
at local, national or international levels therefore need to have a comprehen-
sive understanding of the intervention and its broad impact, including why,
how, when and under what circumstances the intervention works in order
to decide whether it is worth implementing at all and whether they might
need to make modifications to better fit the local context (see section 6) (7).

To accommodate the needs of decision-makers in public health, it is
important that the standard guideline development methods focusing on
comparative effectiveness and safety of interventions are enhanced and
expanded to include questions on the broader impact of interventions within
the system in which they are implemented. Taking a complexity perspective
allows for rebalancing the emphasis in the guidelines by highlighting the
important factors within interventions and the broader context and allowing
for their explicit consideration and assessment.
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18.3 When should a complexity perspective be
considered in WHO guidelines?

Not all guidelines may need to incorporate a complexity perspective. The
decision to adopt a complexity perspective and the degree to which this per-
spective needs to be incorporated in a guideline, should be taken in line
with the specific topic area, needs and aims as well as in consultation with
the stakeholders including end-users of the guideline and representatives of
those affected by the guideline recommendations (see section 4.1).

To help determine whether a complexity perspective is useful in a guide-
line, it is first necessary to consider the priority question for the guideline. If
users only want to know about the effects of an intervention on specific indi-
vidual- or population-level outcomes, then a complexity perspective may not
be necessary. In this case, the standard question for the guideline is: does
intervention x effectively reduce outcome y? On the other hand, if interven-
tions have wider societal implications and interact with a specific context,
then a complexity perspective would be important to avoid simplistic and
misleading conclusions. In this case, the priority question for the guideline is:
what happens in the system when intervention x is introduced? For example,
childhood obesity is a complex public health problem with multiple deter-
minants, such as biological (e.g. intergenerational passage of obesity risk),
socio-cultural (e.g. socio-cultural context not encouraging physical activi-
ties) and environmental (e.g. lack of access to healthy diets, food and drink
options). A standard approach tackling soft drink consumption as a well-
established determinant of childhood obesity would consider only a simple
linear model of cause (e.g. interventions to reduce soft drink consumption)
and effect (e.g. excess weight gain). On the other hand, a complexity perspec-
tive would encourage asking a broader question: what else might be happen-
ing in the system that needs consideration in the guideline? A range of other
important factors and their potential interactions would thus be identified,
including safety, access to water and the role of industry. The conclusions
of a guideline taking a complexity perspective on childhood obesity might
thus be different from those reached by taking a standard perspective which
examines only one link between soft drink consumption and weight gain.

Further questions to help determine whether a complexity perspective
is useful for a guideline include:
= Does the intervention affect the context into which it is introduced?
= Does the intervention involve system-level changes (i.e. changes to

wider structures or processes which affect health, such as through reg-

ulation, healthcare reorganization and introduction of new policies)?
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= Does the intervention bring about changes through system-level
mechanisms (e.g. in order to influence substance use outcomes among
students the entire school ethos might need to be changed)?

Positive answers to these questions signify the added value of a complex-
ity perspective. Use of logic models and a mapping exercise during guideline
planning will also help to decide whether a complexity perspective is appro-
priate (see section 4.2).

18.4 How should a complexity perspective be
considered when planning a guideline?

The basic steps for planning WHO guidelines also apply to guidelines that
take a complexity perspective, including the development of a guideline
planning proposal. There are however additional aspects and steps that need
to be considered when planning the guideline using a complexity perspec-
tive. These are outlined in Figure 1 and further described below.

18.4.1 Involve stakeholders in all steps of guideline planning
and development

WHO guidelines involve multidisciplinary guideline development groups
to finalize the guideline scope and develop recommendations and this is
particularly important when taking a complexity perspective. For public
health and health system interventions, stakeholders include end-users of
the guideline such as providers or organizations that deliver or finance the
recommended interventions as well as persons directly affected by the rec-
ommendations. An additional, important stakeholder group to consider in
many policy-level interventions is industry, as it may also be directly affected
by the recommendations (e.g. introduction of an industry levy to reduce
the consumption of soft drinks). The views of various relevant stakeholders
can be further integrated by conducting surveys or needs assessments, for
example. Stakeholder input needs to occur early and throughout the guide-
line planning and development process. This could include, for example,
targeted peer review of intermediate products such as the planning proposal,
draft key questions (in PICO or other appropriate format), systematic review
search strategies and the results of primary data collection on acceptability.
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18.4.2 Map the intervention within the system and define the
guideline scope

As described above, public health problems occur in broad systems, and
interventions to address them often impact the system well beyond specific
health outcomes. The important first step in scoping a guideline is therefore
to comprehensively describe the intervention and the wider system around
it. This initial mapping exercise helps guideline developers to decide whether
producing the guideline will involve synthesising evidence on the effects of
a specific intervention in relation to specific health outcomes or whether
evidence synthesis should extend beyond these questions to other important
factors (3). Consideration of the guiding questions outlined above (see sec-
tion 3) along with the mapping exercise will help to inform the decision as
to whether taking a complexity perspective is appropriate for the guideline,
and thereby to define the guideline scope and questions.

Guideline development groups can map an intervention and the system
around it by using a graphical display of interventions, different elements of
the system and the relationships among them. These displays are referred to
as logic models (also termed conceptual frameworks, causal loop diagrams
and system-based logic models) (3, 4, 20). For example, when considering the
effects of a levy on sugar-sweetened beverages (SSBs) on childhood obesity,
a logic model outlines different elements of the system around the levy and
helps to illuminate how the industry might adapt to the levy by reformu-
lating the products (see Figure 2) (i.e. system adaptivity (see Table 1)). This
highlights a potential question to consider in the guideline: how might the
system change when a levy is imposed on the soft drink industry?

Logic models can be constructed through a combination of literature
reviews (both empirical and theoretical literature on the impact of inter-
ventions), consultations with key stakeholders such as those affected by the
intervention, and expert team discussions.
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18.4.3 Use the WHO-INTEGRATE framework to identify
important guideline questions

Recommendations on public health and health system interventions are
influenced by a range of factors in addition to the balance of their benefits
and harms, thus feasibility, societal implications, equity and other issues
become important when making public health and health system decisions
(4, 9). Most importantly, these considerations need to be identified early in
the guideline planning phase, so that key questions can be defined and the
relevant evidence gathered and summarized in a timely manner. This evi-
dence will then be used later in the process to inform specific reccommenda-
tions (see section 5.4).

The WHO-INTEGRATE (INTEGRATe Evidence) framework offers a
tool to help identify important considerations for public health and health
system guidelines in addition to intervention effectiveness. It includes six
criteria to examine in a guideline which can be applied in the context of
both individual and population-level interventions: balance of health ben-
efits and harms, human rights and sociocultural acceptability, health equity,
equality and non-discrimination, societal implications, financial and eco-
nomic considerations, and feasibility and health system considerations (4).
The seventh criterion, quality of evidence, is a meta-criterion that should be
applied to the evidence gathered for each of the six substantive criteria (4).
Table 2 describes more specific sub-criteria and outlines a range of methods
that could be used to collect, synthesize and assess evidence for each specific
criterion (see sections 5.2. and 5.3 below). Annex 1 provides further details
on the criteria as well as examples of how these can be translated into specific
guideline questions.

When scoping a guideline, guideline development groups should pri-
oritize the most relevant criteria and/or sub-criteria to derive key ques-
tions and collect and synthesize evidence, rather than aiming to thoroughly
address all of them. While all the criteria are important to reflect upon when
scoping a guideline and making a recommendation, it would be a very time-
consuming and probably unnecessary task to gather evidence towards every
single criterion. Moreover, even when a specific criterion is prioritized and
unpacked, not all of the sub-criteria may apply. The prioritization should
be driven by the guideline topic (e.g. complexity of the health problem con-
sidered), the type of intervention (e.g. individual-level versus population-
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level intervention; health sector versus inter-sectoral intervention), time and
resources and the amount and type of evidence available for each criterion.
Importantly, this prioritization should consider the views of key stakehold-
ers (see section 4.1).

18.4.4 Consider using a complexity perspective to develop the
guideline planning proposal

The next step after the mapping exercise and defining guideline scope is to
prepare the guideline planning proposal (see Chapter 4). The essential com-
ponents and the procedures for developing the planning proposal apply to all
types of guidelines no matter the specific perspective taken. However, when
a guideline development group decides to take a complexity perspective,
there are a number of additional considerations that need to be addressed in
the proposal, for example, mapping of the system around the intervention
in the background and scope section. Similarly, the scope and key questions
section may include additional questions on wider impacts of the interven-
tion beyond its effects on specific outcomes (i.e. those formulated through
the PICO elements). Annex 2 provides extended guidance on what should
be reported in a planning proposal when a guideline takes a complexity
perspective.

18.4.5 Further information

Further information on how to scope a guideline using a complexity perspec-
tive can be found in Petticrew et al. 2019 (3), including use of logic models
to map systems around interventions. Details on different types and uses of
logic models can be found in Allender et al. 2015 (20), Bonell et al. 2015 (22),
Mills et al. 2019 (23), Rehfuess et al. 2018 (24) and Rohwer et al. 2017 (25).
Finally, for a detailed description of the WHO-INTEGRATE framework, its
criteria and sub-criteria, see Rehfuess et al. 2019 (4).
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18.5 How to consider complexity when developing
WHO guidelines

As in the case of planning WHO guidelines, the basic steps for developing
WHO guidelines also apply to guidelines that take a complexity perspective.
However, there are additional considerations and procedures within each of
the steps as shown in Figure 1; these are further described below.

18.5.1 Formulate guideline questions

18.5.1.1 Formulate questions on intervention effectiveness

The starting point in any guideline development process, including one

which incorporates a complexity perspective is the formulation of specific

questions on intervention effectiveness. However, public health interven-

tions are often context-dependent, that is to say, their effects depend on a

specific combination of contextual factors (7). Instead of or in addition to

asking broad questions as to whether a public health intervention works

compared with an alternative intervention, it is often important to exam-

ine the specific conditions in which the intervention has a larger or smaller

effect. In this light, the broad effectiveness questions can be broken down

into more specific questions exploring possible variation of the effects based

on the features of the interventions or systems in which they are imple-

mented (3). These questions can be formulated by dissecting one or more of

the PICO (Population, Intervention, Comparison, Outcome) elements (8).

Examples include:

= What are the effects of the intervention across different population
groups or different contextual factors (dissecting the “P” element)?

=  What is the independent effect of the individual components (or a
combination of components) of the intervention (dissecting the “I”
element)?

= What are the effects of the intervention across different implementa-
tion/delivery modes (dissecting the “I” element)?

=  What are the effects of the intervention on outcomes measured at dif-
ferent time-points (dissecting the “O” element)?

= What are the effects of the intervention as assessed by different out-
comes measures (dissecting the “O” element)?
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Guideline development groups can also use analytic frameworks (also
termed process-based logic models) to formulate guideline questions (24).
Analytic frameworks graphically display the hypothesised processes that
lead from the intervention to its outcomes, including how specific interven-
tion components may interact with each other and broader contextual fac-
tors to produce intermediate and distal outcomes. They can help to depict
intervention components, contextual factors and the relationships among
them and to explicate the underlying assumptions about causal pathways
(25). In this way, analytic frameworks can be useful in identifying important
outcomes to examine in the guideline as well as in formulating specific ques-
tions based on relevant mediating and moderating factors (e.g. Figure 3) (43).

Figure 3. Analytic framework for screening and interventions for
overweight in children (from Whitlock et al. 2005 (44))

1
Ny
: ]
v

Increased physical Decreased

activity childhood
Pre-school children . . morbidity from

(2-5 years) Dietary improvement dla_betes mell_ltlls.

Sedentary behaviour slipped capital

femoral
epiphysis, sleep

Latency age Screening Overweight Intervention apnea,
" hypertension
children o o Stabilised or reduced - -
(6-11 years) At risk for BMI for age
overweight

Improved

childhood
Adolescents o ° functioning
(12-18 years) Improved: glucose

tolerance blood
pressure lipid Reduced adult
disorders physical morbidity and

fitness mortality
Adverse Adverse
effects effects

The analytic framework elucidates the causal chain from screening and intervention for overweight to child health outcomes. In
addition to assessing the direct effect of the intervention (arrow 5), it allows formulating further questions, including: are there
differences in effects among population sub-groups (arrow 4)? What are the adverse effects of the intervention (arrow 6)? Are
improvements in intermediate outcomes associated with improvements in health outcomes (arrow 7)?

18.5.1.2 Formulate questions beyond intervention effectiveness

In addition to questions on intervention effectiveness, further questions will

need to be formulated in line with the specific criteria and sub-criteria of

the WHO-INTEGRATE framework (see Table 2 and Annex 1). Examples

include:

= To what extent do stakeholders value different outcomes (benefits and
harms)?
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= What are stakeholders’ views about acceptability, preferences, or
appropriateness of the intervention (sociocultural acceptability of the
intervention)?

= How will the intervention impact household health expenditures
(health equity, equality and non-discrimination)?

= What is the social impact of the intervention: are there features of the
intervention that increase or reduce stigma and that lead to social con-
sequences (societal implications)?

= What is the cost of the intervention (financial impact)?

= What aspects of the health system influence implementation of the
intervention (feasibility and health system considerations)?

These questions may benefit from frameworks other than PICO. One
such framework is PerSPECTiF (9) which can be used for formulating guide-
line questions such as those related to stakeholders’ experiences with the
intervention in a specific context. Table 3 outlines the elements of the Per-
SPECTIF framework and provides a worked example.

Asking questions that extend beyond intervention effectiveness or harms
can be resource-intensive. Not every guideline, even one which adopts a
complexity perspective, needs to address all the considerations in Table 2.
Guideline development groups therefore will need to prioritize these (3).
For example, WHO recommendations on antenatal care for a positive preg-
nancy experience conducted multiple qualitative evidence syntheses to iden-
tify outcomes important to pregnant women; these outcomes then informed
prioritization of the critical outcomes for the review of effectiveness (6, 45).

Table 3. Worked example of a question using the PerSPECTiF framework
(adapted from Booth et al. 2019 (9))

Per S P E @ Ti F
Perspective Setting Phenomenon Environment Comparison Time / Findings
of interest or (optional) timing
problem
From the In the set- How does the Withinan Comparewith ~ Inthetime  Inrelation
perspective  ting of rural phenomenon of  environmentof  traditional period tothe
of apregnant  communities facility-based poor transport, birthattend-  uptoand woman's per-
woman care infrastructure antsathome including ceptions and
and geographi- childbirth experiences
cally remote
facilities
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18.5.1.3 Further information

For further information on how to break down broad effectiveness questions
into more specific questions, see Higgins et al. 2019 (8) and to formulate
questions beyond intervention effectiveness, see Booth et al. 2019 (9), Flem-
ming etal. 2019 (6), Noyes et al. 2019 (5) and Petticrew et al. 2019 (3). Further
details on and examples of analytic frameworks can be found in Butler et
al. 2017 (46), Kneale et al. 2015 (43), Lin et al. 2011 (47) and Whitlock et al.
2005 (44).

18.5.2 Retrieve and synthesize evidence

18.5.2.1 Synthesize evidence on intervention effectiveness

Systematic review teams can use standard evidence synthesis approaches,
such as subgroup analyses and meta-regressions to explore variation of
intervention effects across different conditions and population groups (8).
A component-level approach and network meta-analysis can also be used
to separate out the effects of individual components of the intervention or
their combinations (48). It should, however, be noted that these methods
can be fraught with dangers associated with having few primary studies
in the review and many sources of variation. In this light, it is important
that a small number of plausible sources of diversity are pre-specified in the
guideline (8). When there are few primary studies, qualitative comparative
analysis (QCA) is an alternative approach which involves cross-tabulation of
evidence to identify configurations of interventions and various contextual
factors that may explain the observed effects (49).

When studies are too diverse to combine or effect size estimates cannot
be obtained from the original studies, evidence will often need to be syn-
thesized in a narrative manner by describing findings across studies. This
can be challenging, especially when the number of primary studies is large.
A helpful approach is to use graphical displays, including forest, albatross,
harvest or bubble plots to illustrate patterns in the retrieved studies (e.g.
Figure 4). When effect size estimates are not reported, minimally reported
information from each study can be used, such as the direction of effect in
each study to make statistical inferences (8).
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Figure 4. A bubble plot (Reproduced from Higgins et al. (8) under Creative
Commons Attribution - Noncommercial IGO License (CC BY-NC 3.0 IGO))
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This plot conveys three types of information: direction of each finding (horizontal scale), volume of evidence (vertical scale)
and measure of credibility based on study design (bubble size): randomized trials (large, green), quasi-experimental studies
(medium, red) and observational studies (small, blue). Precision is defined as inverse of the standard error of each effect esti-
mate (derived from the confidence intervals).

18.5.2.2 Synthesize evidence on broader questions beyond intervention
effectiveness

Systematic review teams can use a range of approaches to synthesize evi-

dence on questions beyond intervention effectiveness. This may include

quantitative, qualitative and mixed methods synthesis.

From quantitative synthesis methods, a model-driven meta-analysis
can be used to explore how an intervention works and which aspects of the
intervention are driving the overall effect (8). It is an explanatory analysis
based on causal path models (8). Model-based approaches can also be used to
examine the wider system changes as a result of implementing the interven-
tion. These provide mathematical representations of analytic frameworks
and may incorporate empirical data (e.g. from existing systematic reviews),
computer simulation, direct computation or a mixture of these.

Qualitative evidence synthesis (QES) methods play a critical role in
answering guideline questions beyond intervention effectiveness (see Chap-
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ter 15). QES is an overall term referring to all methods that involve bringing
together diverse types of qualitative evidence from primary studies (6). The
choice of a specific QES method should be driven by a guideline question
and scope (see Table 2). For example, thematic synthesis would work well
for questions relating to socio-cultural acceptability of an intervention, as it
aims to develop descriptive or analytic themes (see Box 1) (50). Framework
synthesis would be more suitable for questions relating to feasibility or health
system considerations (51). Finally, meta-ethnography would be suitable for
questions aiming to examine why and how intervention components work
together as it aims to create new explanations about a phenomenon (6, 52).

Several guideline questions might require synthesis of both quantita-
tive and qualitative evidence, that is a mixed-method synthesis. An exam-
ple of such a question is: how does intervention x impact on socioeconomic
inequalities in outcome y (5). For this question, quantitative evidence can
inform whether effects are likely to be different for people from certain
backgrounds. Qualitative evidence can further help to understand the rea-
sons behind these differences. There are different ways that quantitative and
qualitative evidence may be integrated in a guideline. They may be collated
and analysed in a parallel or complementary way (i.e. convergent synthe-
sis) or conducted in a sequence with one synthesis informing the other (i.e.
sequential synthesis) (53). This integration can occur in a single synthesis, or
two or more stand-alone reviews may be conducted first and then the find-
ings combined in a cross-study synthesis (5). Integration of quantitative and
qualitative evidence can happen at different points of the guideline process
(see Box 1).

Box 1. Using qualitative and quantitative synthesis in a guideline to
determine the sociocultural acceptability of an intervention (5, 54)

In a guideline on long-term rehabilitation after stroke, developers wanted to determine
whether using goal-setting with patients during the planning of their rehabilitation
activities leads to an improvement in psychological well-being, functioning and activ-
ity. The guideline development team conducted quantitative and qualitative evidence
syntheses to answer this question. The findings from the seven studies included in
the quantitative synthesis showed that goal-setting used by health professionals did
not incorporate a patient-centred approach. In the meantime, the findings from the
qualitative synthesis (using thematic synthesis) revealed that patients considered
active participation in goal-setting as vital to their rehabilitation. This led to formula-
tion of guideline recommendations which were driven by a patient-centred approach
to stroke rehabilitation.
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18.5.2.3 Further information

For further information on quantitative evidence synthesis approaches to
explore heterogeneity in the effects as well as graphical displays and model-
based synthesis approaches see Higgins et al. 2019 (8) and Melendez-Torres
et al. 2015 (48). Examples of use of model-based synthesis can be found in
Briggs et al. 2017 (55) and Brown et al. 2015 (56). Qualitative comparative
analysis is comprehensively described by Thomas et al. 2014 (49). For differ-
ent methods and uses of qualitative evidence synthesis see Chapter 15, Booth
et al. 2018 (27), Carroll et al. 2014 (51), Flemming et al. 2019 (6), Noblit and
Hare 1988 (52) and Thomas et al. 2008 (50). Finally, for further guidance on
mixed-methods evidence synthesis, see Noyes et al. 2019 (5).

18.5.3 Assessing the body of evidence

As described in section 4.3 above, the quality of evidence should be assessed
for each question and each type of evidence gathered and synthesized in
the guideline. Table 2 shows different approaches that can be used to assess
quality of evidence based on the question and type of synthesis. For many
questions, GRADE is the most appropriate approach.

18.5.3.1 Rate the quality of evidence in intervention effects (the GRADE
approach)

GRADE was originally designed for rating the quality of evidence of inter-
vention effects (see Chapter 9). The GRADE Working Group refers to this
as certainty of evidence assessment. When taking a complexity perspective,
there are a few additional issues that should be considered in the GRADE
assessment. This will help to avoid inappropriate downgrading of the cer-
tainty of evidence.

When the GRADE approach is used in the context of decision-mak-
ing (i.e. fully-contextualized use of GRADE), certainty of evidence reflects
the confidence in where the true effect lies relative to specified thresholds
which are meaningful for the specific decision context (57). The certainty of
evidence assessment thus reflects the confidence that the effect lies above a
threshold that makes implementation of the intervention worthwhile. In a
guideline development context, these thresholds should be specified by con-
sidering all critical outcomes (e.g. potential harms).

In systematic reviews which are not performed with a specific decision
context in mind, thresholds are set based on a pre-specified magnitude of
effect (i.e. partly contextualized use of GRADE). Another approach is to
use the non-null effect as a meaningful threshold in the review (i.e. non-
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contextualized use of GRADE). In this latter case, the certainty of evidence
rating reflects the confidence that there is an effect in the desired direction
independent of the size of the effect (10, 57). It should be noted that the non-
null effect can also be used in public health and health system guidelines,
if the guideline development group identifies it as a meaningful threshold
informing intervention implementation. This could be particularly relevant
for global guidelines, for which specific implementation contexts will vary.
The non-null effect can serve as a general threshold which will be further
revised when adapting and implementing the guideline in a specific context
(see section 6 below). Guideline development groups need to be explicit about
the threshold and its justification as these also inform judgments on specific
domains of GRADE, such as inconsistency and imprecision (see Table 4).

18.5.3.2 Assess the quality of the findings from other types of evidence
synthesis

As shown in Table 2, guideline development groups will need different
approaches to assess the quality of the evidence for different criteria (and
sub-criteria) in the WHO-INTEGRATE framework (4). For this, using
extensions to the GRADE approach will be appropriate. For example, for
guideline questions requiring a QES approach, GRADE-CERQual (Confi-
dence in the Evidence from Reviews of Qualitative Research) is the most
appropriate method (31). Similarly, the GRADE equity guidelines can be
used to assess evidence in relation to the WHO-INTEGRATE criterion of
health equity, equality and non-discrimination (38). One approach is to
include health equity as an outcome in the guideline (38).

Approaches may be required that extend beyond the GRADE frame-
work. For example, Quality Standards for Ethics Analyses (Q-SEA) can be
used as an instrument to assess quality of ethics analyses conducted for a
guideline (see Table 2). Q-SEA consists of two main domains, the process
domain and the output domain, each of which includes further elements for
assessment (34).

18.5.3.3 Further information

For further guidance on how to set meaningful thresholds (including dif-
ferentiation between non-contextualized, partly-contextualized and fully-
contextualized ratings) in GRADE assessment see Hultcrantz et al. 2017 (57).
Montgomery et al. 2019 (10) provide further details for using GRADE from
a complexity perspective. Further information on GRADE-CERQual can be
found in Chapter 15 and the series by Lewin et al. (31). For GRADE equity
guidelines, see the series by Welch et al. 2017 (38).
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Chapter 18. Incorporating a complexity perspective into WHO guidelines

18.5.4 Develop recommendations integrating evidence across
multiple criteria in the WHO-INTEGRATE framework

WHO recommendations are usually formulated using the GRADE Evidence-
to-Decision (EtD) framework which suggests important factors that may
affect the direction and strength of a recommendation (see Chapter 10) (60).
Recommendations on public health and health system interventions, how-
ever, often require consideration of a broader range of factors or an emphasis
that is not primarily on benefits and harms. The WHO-INTEGRATE frame-
work explicitly considers the broad implications of public health and health
system interventions and therefore is well-suited for guidelines that take a
complexity perspective (4).

When formulating recommendations, the guideline development group
should consider each criterion of the WHO-INGRATE framework in turn
(see Table 2 and section 4.3), along with the collected, synthesized and
assessed evidence supporting each criterion and judge how it affects the rec-
ommendation. The source of evidence used and the panel judgements should
be made explicit. Evidence contributing to each criterion may be of differ-
ent types (a range of quantitative and qualitative, normative statements and
analyses can be used). As described above, it is not feasible to collect evidence
to inform every single criterion (and sub-criterion); nevertheless, guideline
development groups should still reflect on all of them when making a rec-
ommendation. Box 2 illustrates how taking a complexity perspective may
involve consideration of all WHO-INTEGRATE criteria when making a
guideline recommendation. Table 5 further describes how the criteria influ-
ence the guideline recommendations.
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lllustration of how all criteria of the WHO-INTEGRATE
framework may be taken into account when making a guideline
recommendation (4)

Box 2.

If one takes the usual perspective when examining the effects of raising taxes on
sugar-sweetened beverages (SSBs) as a policy to tackle childhood obesity, the cri-
terion of balance of health benefits and harms would warrant the most attention.
However, when taking a complexity perspective, this single criterion would not be
regarded as the most influential, but all criteria would be carefully examined. For
example, acceptability among different groups of stakeholders will be examined as
well as potential negative impacts of the intervention on health equity, equality, and
non-discrimination (e.g. changes in consumption patterns across different socioeco-
nomic groups). Positive and negative social and environmental impacts will also be
examined (e.g. changes in social norms in relation to SSBs and reductions in aluminum
and plastic waste), along with estimation of the financial and economic impacts of the
intervention (e.g. distribution of costs and benefits of the raised taxes among different
stakeholders) and its feasibility and health system considerations (e.g. implications of
human resources involved with other ongoing efforts to reduce consumption of SSBs
and childhood obesity).

Table 5. WHO-INTEGRATE criteria and their implications for a
recommendation (from Rehfuess el al. 2019 (4)
Criterion Implications for a recommendation

Balance of health benefits
and harms

Human rights and sociocul-
tural acceptability

Health equity, equality, and
non-discrimination
Societal implications
Financial and economic

considerations

Feasibility and health system
considerations

Quality of evidence

268

The greater the net health benefit associated with an intervention, the greater the likelihood
of a general recommendation in favor of this intervention.

Allrecommendations should be in accordance with universal human rights standards

and principles. The greater the sociocultural acceptability of an intervention to all or most
relevant stakeholders, the greater the likelihood of a general recommendation in favor of this
intervention.

The greater the likelihood that the intervention increases health equity and/or equality and
that it reduces discrimination against any particular group, the greater the likelihood of a
general recommendation in favor of this intervention.

The greater the net societal benefit associated with an intervention, the greater the likelihood
of a general recommendation in favor of this intervention.

The more advantageous the financial and economic implications of an intervention, the
greater the likelihood of a general recommendation in favor of this intervention.

The greater the feasibility of an option from the perspective of all or most stakeholders, the
greater the likelihood of a general recommendation in favor of the intervention. The more
advantageous the implications for the health system as a whole, the greater the likelihood of
a general recommendation in favor of the intervention.

The greater the quality of the evidence across different criteria in the WHO-INTEGRATE
framework, the greater the likelihood of a general recommendation.
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18.6 What are the implications of complexity on
production, adaptation and implementation of
WHO guidelines?

All WHO draft guidelines must undergo targeted, external peer review pro-
cess before submission to the Guidelines Review Committee (see Chapter
12). This applies equally to guidelines which adopt a complexity perspective.
However, since these guidelines are generally larger in scope and include a
broader range of considerations, it is important that peer reviewers encom-
pass additional key perspectives such as systems thinking and expertise
across a range of practice fields. For example, WHO guidelines on sexual
and reproductive health and rights of women living with HIV involved an
external review group with a broad range of expertise in issues related to
sexual and reproductive health as well as equity, gender and human rights
(61). It is important that feedback from this group is sought not only at the
end of the guideline development process, but most importantly also at ear-
lier phases of guideline planning and development to help to identify any
important questions that might have been overlooked by technical experts.

Implementation of a guideline in a specific national or local context
must be taken into account from the beginning of guideline planning. As
described above, the complexity perspective aims to provide a more nuanced
understanding of when, why, how and in what circumstances interventions
work. Taking this perspective is thus expected to produce guidelines that are
better suited to the context within which they are to be implemented. This
process is facilitated by considering the voices of key stakeholders affected
by the intervention at various important points and decisions in guideline
planning and development (see section 4.1). To facilitate guideline imple-
mentation in a specific context, it is important that guideline development
groups make explicit remarks on all the contextual factors and conditions
considered in guideline development, as these factors will have important
implications for guideline recommendations (see Table 5).

The guideline development group and the steering group should addi-
tionally aim to document aspects of the guideline that would need fur-
ther (re)consideration when implementing and evaluating it at a regional,
national or subnational level (see Chapter 13). One such aspect relates to the
meaningful thresholds of effect. While guideline development groups may
choose one threshold as meaningful (e.g. the non-null effect), other thresh-
olds may be deemed more relevant by national- or local-level programme
managers for their specific contexts. These issues and the reasonable options
should be explicitly described in the guideline to facilitate local adaptation
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and implementation. This can be achieved by using systematic approaches
such as the EtD and the WHO-INTEGRATE frameworks (see sections 4.3
and 5.4). Importantly, guideline adaptation and implementation should be
adequately monitored, documented and evaluated. This will inform the
additional features of interventions and local systems to consider in future
guideline updates. While there is some ongoing work in this area (62), fur-
ther research and evaluation are needed on optimal approaches for adaption
of global public health and health system guidelines to local contexts.
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Annex 1. WHO-INTEGRATE framework version 1

Annex 1

WHO-INTEGRATE framework version 1.0: criteria, definitions and example questions

Criteria
Definition

Sub-criteria and example questions

All criteria are relevant for all interventions in health decision or quideline development processes.
For sub-criteria there should be a discussion as to which are most relevant and if or how evidence
should be collected to inform these.

Balance of health benefits and harms

The balance of health benefits and harms reflects the magnitude and types of health
impact of an intervention on individuals or populations, taking into account how those
affected value different health outcomes.

Both positive and negative impacts on health must be considered, aiming to measure
outcomes rather than surrogate or process markers and including those health outcomes
most valued by patients/beneficiaries. Where possible, evidence of real-world effective-
ness rather than efficacy under controlled circumstances should be used and a long-term
perspective adopted.

The greater the net health benefit associated with an intervention, the greater the likeli-
hood of a general recommendation in favor of this intervention.

Efficacy or effec- - Whatis the efficacy (under controlled, often ideal cir-

tiveness on health cumstances) or effectiveness (in a real-life setting) of the

of individuals intervention on the health of individuals, including patient-
reported outcomes? Does efficacy or effectiveness vary in
the short- versus longer-term?

Effectiveness or What s the effectiveness or impact of the intervention on

impact on health of the health of the population, including on beneficiary-

population reported outcomes? Can individual-level effects be
aggregated at the population level, or do important system
dynamics (e.g. positive or negative feedback loops) play a
role? Does effectiveness or impact vary in the short- versus
longer-term?

Patients’/benefi- - Towhat extent do patients/beneficiaries value different

ciaries’ values in health outcomes?

relation to health

outcomes

Safety-risk-profile + Which adverse events are associated with the intervention,

of intervention including the risk of the intervention being misused?

Broader positive or « Which broader positive or negative health-related

negative health- impacts, such as impact on other diseases, over-diagnosis

related impacts

and spillover effects beyond patients/beneficiaries, are
associated with the intervention? Are there features of

the intervention that increase or reduce stigma associated
with the disease and that lead to health consequences (see
Societal implications)?

continues ...
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Criteria Sub-criteria and example questions
Definition All criteria are relevant for all interventions in health decision or quideline development processes.

For sub-criteria there should be a discussion as to which are most relevant and if or how evidence
should be collected to inform these.

Human rights and socio-cultural acceptability

This criterion encompasses two distinct constructs: The first refers to an intervention’s
compliance with universal human rights standards and other considerations laid out in
international human rights law beyond the right to health (as the right to health provides
the basis of other criteria and sub-criteria in this framework). The second, socio-cultural
acceptability, is highly time- and context-specific and reflects the extent to which those
implementing or benefiting from an intervention as well as other relevant stakeholder
groups consider it to be appropriate, based on anticipated or experienced cognitive

and emotional responses to the intervention. Socio-cultural acceptability is affected by
socio-cultural norms and preferences as well as power dynamics in relation to sex, age,
ethnicity, culture or language, sexual orientation or gender identity, disability status,
education, socio-economic status, place of residence or other characteristics. It may also
be affected by the different values assigned to considerations of autonomy and intrusive-
ness (including privacy and dignity), freedom of information and movement as well as
the distribution of benefits, harms and costs. Socio-cultural acceptability can vary greatly
between stakeholder groups, and health interests should always take precedence over
commercial interests. Where applicable, aspects of socio-cultural acceptability are to be
assessed in comparison with usual care/the status quo or alternative interventions and
should keep likely changes over time and across different population and stakeholder
groups in mind.

All recommendations should be in accordance with universal human rights standards and
principles.

The greater the socio-cultural acceptability of an intervention to all or most relevant
stakeholders, the greater the likelihood of a general recommendation in favor of this
intervention.

Accordance with
universal human
rights standards

s the intervention in accordance with universal human
rights standards and principles?

Socio-cultural
acceptability of
intervention to
patients/ benefi-
ciaries and those
implementing the
intervention

Is the intervention socio-culturally acceptable to patients/
beneficiaries as well as to those implementing it? To which
extent do patients/beneficiaries value different non-health
outcomes?

Socio-cultural

Is the intervention socio-culturally acceptable to the public

acceptability of and other relevant stakeholder groups? s the intervention
intervention to the sensitive to sex, age, ethnicity, culture or language, sexual
publicand other orientation or gender identity, disability status, education,
relevant stake- socio-economic status, place of residence or any other
holder groups relevant characteristics?

Impact on auton- « How does the intervention affect an individual’s, popula-
omy of concerned tion group’s or organization's autonomy, i.e. their ability to
stakeholders make a competent, informed and voluntary decision?
Intrusiveness of « How intrusive is the intervention, ranging from low
intervention intrusiveness (e.g. providing information) to intermediate

intrusiveness (e.g. quiding choices) to high intrusiveness
(e.g. restricting or eliminating choices)? Where applicable,
are high intrusiveness and/or impacts on the privacy and
dignity of concerned stakeholders justified?

Health equity, equality, and non-discrimination

Health equity and equality reflect a concerted and sustained effort to improve health for
individuals across all populations, and to reduce avoidable systematic differences in how
health and its determinants are distributed. Equality is linked to the legal principle of
non-discrimination which is designed to ensure that individuals or population groups do
not experience discrimination on the basis of their sex, age, ethnicity, culture or language,
sexual orientation or gender identity, disability status, education, socio-economic status,
place of residence or any other characteristic.

Firmly rooted in the right to health and international human rights law and aiming to
promote social justice, this criterion is concerned with the distribution of a condition, of
its determinants and of the effects of interventions across different population groups.
Sometimes interventions improve health for the population as a whole (see Balance of
health benefits and harms) but — either in the short term, or over prolonged periods of
time — negatively affect the distribution of health. Health inequalities constitute system-
atic differences between population groups; health inequities refer to those inequalities
that are avoidable and deemed unfair. Interventions may either decrease or increase such
differences through their affordability (including protection against unwanted financial
and social consequences of taking up services) and accessibility (which is generally
described as the physical and information-based distribution of health-relevant goods
and services but may also encompass non-financial investments from recipients, e.g.
time, energy) or acceptability (see Human rights and socio-cultural acceptability). In
addition, this criterion recognizes that society may (or may not) attach greater value to
interventions that target severe conditions, rare diseases, or conditions for which there is
no suitable alternative.

The greater the likelihood that the intervention increases health equity and/or equality
and that it reduces discrimination against any particular group, the greater the likelihood
of a general recommendation in favor of this intervention.

Impact on health

How are the condition and its determinants distributed

equality and/or across different population groups? Is the intervention
health equity likely to reduce or increase existing health inequalities
and/or health inequities? Does the intervention prioritize
and/or aid those furthest behind? How do such impacts on
health inequalities and /or health inequities vary over time,
e.g. are initial increases likely to balance out over time, as
interventions are scaled up?
Distribution of « How are the benefits and harms of the intervention distrib-
benefitsand harms uted across the population? Who carries the burden (e.g.
of intervention all), who benefits (e.g. a very small sub-group)?
Affordability of - How affordable is the intervention for individuals, house-
intervention holds or communities? How will it impact household
health expenditures, including risk of catastrophic health
expenditures and health-related financial risks?
Accessibility of « How accessible - in terms of physical as well as infor-
intervention mational access - is the intervention across different
population groups?
Severity and/ - Does the intervention address a particularly severe condi-
or rarity of the tion (e.g. life-threatening, end-of-life, affecting individuals
condition with a low pre-existing health status)? Does it address a
rare condition?
Lack of a suitable «Isthere any suitable alternative to addressing the condi-
alternative tion, does the intervention represent the only available

option? Is this option proportionate to the need, and will it
be subject to periodic review?
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Criteria Sub-criteria and example questions
Definition All criteria are relevant for all interventions in health decision or quideline development processes.

For sub-criteria there should be a discussion as to which are most relevant and if or how evidence
should be collected to inform these.

Societal implications

Societal implications recognize that health interventions do not take place in isolation
and may enhance or inhibit broader social, environmental or economic goals in the
short- or long-term. It also reflects the fact that many requlatory, environmental or other
population-level health interventions are directly aimed at system-level rather than
individual-level changes.

This criterion acknowledges that the right to health embraces a wide range of socio-
economic and other underlying determinants of health that may or may not lead to
conditions in which people can lead a healthy life; these determinants operate across
different sectors and organizational levels. The criterion also acknowledges that promot-
ing health must go hand-in-hand with strategies to end poverty and address a broad
range of social needs and to build economic growth (see Impact on economy under
Financial and economic considerations), while tackling climate change and environmental
protection.

The greater the net societal benefit associated with an intervention, the greater the likeli-
hood of a general recommendation in favor of this intervention.

Social impact « What's the social impact of the intervention: Are there
features of the intervention that increase or reduce stigma
and that lead to social consequences (see Balance of health
benefits and harms)? Does the intervention enhance or
limit social goals, such as education, social cohesion and
the attainment of various human rights beyond health?
Does it change social norms at individual or population
level? Does it impact research and innovation?

Environmental « Whatis the environmental impact of the intervention?
impact Does it contribute to or limit the achievement of goals to
protect the environment and efforts to mitigate or adapt to
climate change?

Financial and economic considerations

Financial and economic considerations acknowledge that available financial (budgetary)
resources are constrained and take into account the economic impact of an intervention
on the health system, government or society as a whole.

Embedded in this criterion is the idea of progressive realization which implies being
resource-conscious in moving as expeditiously and effectively as possible towards the
full realization of the right to health. The criterion also captures the nation of opportunity
costs, operationalized through the cost-effectiveness or cost-benefit of an interven-

tion — these reflect the health gains that would be foregone, if resources were spent on
alternative interventions. Positive and negative financial and economic implications must
be considered — from a health system or broader societal perspective, depending on the
intervention concerned. Where possible and appropriate, a long-term perspective should
be adopted and a formal economic evaluation conducted.

The more advantageous the financial and economic implications of an intervention, the
greater the likelihood of a general recommendation in favor of this intervention.

Financial impact « Whatis the cost of the intervention? What is the overall
budget impact of implementing the intervention? Do cost
and budget impacts vary in the short- versus longer-term,
and are they sustainable?

Impact on « What is the overall economic impact of the intervention?
economy How are different types of economic impact distributed,
how does the intervention influence different sectors

at different organizational levels? Does it contribute to

or limit the achievement of broader development and
poverty reduction goals? How does it impact the working
population, for example in terms of who participates in the
workforce and their level of engagement?

Ratio of costs and - Whatis the value-for-money of the intervention, based on
benefits an appropriate choice of method, e.g. cost-effectiveness,
cost-benefit or cost-utility?

continues ...
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... continued
Criteria Sub-criteria and example questions
Definition All criteria are relevant for all interventions in health decision or quideline development processes.
For sub-criteria there should be a discussion as to which are most relevant and if or how evidence
should be collected to inform these.
Feasibility and health system considerations + Legislation - Are there any legal barriers or facilitators to the implemen-
Feasibility and health system considerations recognize that the most appropriate and fea- tation of the intervention?

sible interventions may vary significantly across different contexts, both across countries

and across jurisdictions within countries. Legislation and governance, the structure of the

health system and existing programmes as well as human resources and infrastructure - Leadership and - Might governance aspects, such as past decisions and
should be taken into account. governance strategic considerations, positively or negatively impact
the implementation of the intervention? Are formal or
Barriers (e.q. lack of human resources, opposing legislation) as well as facilitators (e.g. an informal institutions available to provide effective leader-
intervention fitting with previous spending patterns and/or existing programmes) should ship, oversight and accountability in implementing the
be recognized. When considering the fit of the intervention with the health system and intervention?
its likely impacts on humaln resources and infrastructure at vano.us levels, abroadsocietal | | |nteraction with « How does the intervention interact with the existing health
and longer-term perspective should be adopted, where appropriate. and impact on system? ls it likely to fit well or not, s it likely to impact on
The greater the feasibility of an option from the perspective of all or most stakeholders, health system itin positive or negative ways?
the greater the likelihood of a general recommendation in favor of the intervention. The . Need for, usage « How does the intervention interact with the need for and
more advantageous the implications for the health system as a whole, the greater the of and impact on usage of the existing health workforce and broader human
likelihood of a general recommendation in favor of the intervention. health work- resources (in the health sector or other sectors), at national
force and human and sub-national levels? Is it likely to impact on these in
resources positive or negative ways, for example by affecting the
number or distribution of staff, their skills, responsiveness
or productivity?
+ Need for, usage - How does the intervention interact with the need for and
of and impact on usage of the existing health system infrastructure (e.g.
infrastructure types of health facilities, health information system, medi-

cal products and technologies) as well as other relevant
infrastructure (e.g. transportation, energy), at national and
sub-national levels? Is it likely to impact on these and their
performance in positive or negative ways?

Meta-criterion: Quality of evidence

Quality of evidence, also referred to as certainty of evidence or strength of evidence, reflects the confidence that the available evidence is adequate to support a recommendation. In principle,
quality of evidence can be applied across all criteria in the WHO-INTEGRATE framework — balance of health benefits and harms, human rights and socio-cultural acceptability, health equity,
equality and non-discrimination, societal implications, financial and economic considerations and feasibility and health system considerations. As a large number of criteria are integrated in the
decision-making process, evidence is interpreted in the broadest sense, and allows for relevant contributions from a variety of disciplinary approaches. Moreover, decision-making under uncer-
tainty often involves stakeholder experience and judgement, when stronger evidence is unavailable.

Inrelation to effectiveness and impact, quality of evidence or certainty of evidence has variably been interpreted as confidence in (i) point estimates, (ii) the true effect lying above (or below) a
certain threshold, (iii) the true effect lying within a 95% confidence interval, and (iv) the intervention being effective or not (i.e. a non-null effect). In relation to human rights and socio-cultural
acceptability, quality of evidence has been described as the extent to which a finding is a reasonable representation of the phenomenon of interest. Quantity, quality (often described as internal
validity) and consistency of evidence are among the most widely described underlying concepts; in addition, relevance of evidence (often referred to as external validity or generalizability) plays
an important role. How quality of evidence is assessed depends on the criterion in question and the nature of a given body of evidence, e.g. GRADE is widely used for questions of effectiveness,
whereas GRADE CERQual is suitable for rating qualitative evidence (Table 3).

The greater the quality of the evidence across different criteria in the WHO-INTEGRATE framework, the greater the likelihood of a general recommendation.
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Annex 2

Reporting the essential components of a guideline planning proposal when taking a complexity perspective

This table provides an extension to the current planning proposal template and guidance, highlighting additional
items to consider when taking a complexity perspective. Depending on the nature of the planned guideline, some
items may not be relevant: in such cases please indicate “not applicable”.

This planning and reporting tool is applicable to all types of guidelines: standard, consolidated, interim and
rapid advice guidelines (see Chapter 1 of the WHO handbook for guideline development, 2" edition). The compo-
nents and content of the planning proposal will vary somewhat depending on the type of guideline, as indicated
in the column entitled “Instructions for reporting”. In particular, for guidelines that are consolidated, interim or
rapid advice, the proposal should explain under “Rationale” why that type of guideline is being undertaken. Any
deviations from standard guideline development approaches should be explained in detail in the appropriate part
of the planning proposal.

It is important to emphasize that this is a planning and reporting tool and is not intended to indicate how to
produce a high-quality guideline: such guidance is provided in the other chapters of the Handbook.

Essential components of a planning proposal for a guideline which incorporates a complexity perspective

Topic Instructions for reporting Lead* Handbook chapter
Input* Comments

A. Background and scope

Public health problem | Provide a brief overview of the clinical or public health problem addressed by this quide- | RTO None
line. The level of detail should be sufficient for a public health expert who is not familiar
with the specific focus of the quideline, to understand the problem that the guideline None
addresses.
Intervention(s) within | Describe the intervention(s) and the wider system around it using logic models. Highlight | RTO Chapter 18
the system allimportant elements of the system and the relationships around them.
G, GDG
WHO-INTEGRATE cri- | Reflect upon all criteria of the WHO-INTEGRATE framework and highlight the most rel- RTO Chapter 18
teria and sub-criteria | evant criteria and/or sub-criteria that should be thoroughly examined in the guideline.
5G, GDG
Additional consultation (internal and/or external to WHO)
may be needed.
General scope Provide a brief description of the population, intervention(s), outcomes, context and set- | RT0 None

ting for the proposed quideline. Indicate any major exclusions from scope.
Also briefly describe why a complexity perspective was chosen for the guideline and what | SG
value it adds.

continues ...
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... continued
Topic Instructions for reporting Lead* Handbook chapter
Input* Comments
History and related Indicate if this is an updated quideline or one developed de novo. RTO None
quidelines Describe the relationship of the proposed guideline to other existing or planned WHO
quidelines. If the proposed quideline is a consolidated or updated quideline, indicate None Provide the URL and/or citation to any referenced
which recommendations or quidelines will be incorporated without review and which will documents.
be re-examined. There is no need to list all related WHO quidelines: list only
those that are, or may be perceived to be, directly relevant.
Type of quideline Indicate which type of quideline is proposed: standard, consolidated or rapid advice. RTO Chapter 1
Indicate also if this is an interim quideline.
SG The definitions of the types of quidelines are found in the
For consolidated quidelines: Why is a consolidated quideline the optimal information WHO Handbook for guideline development, 2nd edition.
product for intended end-user?
Interim guidelines are a sub-type of standard or rapid
For rapid advice quidelines: Why is a rapid advice guideline needed rather than a standard advice quidelines where itis clear at the start of the devel-
quideline? Please justify by addressing the following questions: opment process that all data and research evidence are not
What is the type of emergency and the risk to public health? available. Thus, an interim quideline has a short shelf-life
Is the event novel? which is specified in the information product. For example,
Why does the uncertainty need to be urgently addressed? a pivotal clinical trial may be in progress, or data are being
What is the anticipated time frame for the event? collected in the field during an infectious disease outbreak.
How will the guideline be disseminated, adopted/adapted, and implemented?
For interim quidelines: Why is an interim quideline needed rather than waiting until more
additional, perhaps more definitive data are available?
B. Rationale, objectives and target audience
Rationale Provide a brief, cogent rationale for this quideline by addressing the following questions: | RTO Chapter2, 11
« Whorequested that this guideline be developed? Why?
What gaps in guidance exist and how will this quideline fill those gaps? SG (Gaps in quidance may arise from:
What evidence supports the need for this uideline? + uncertainty reflected in suboptimal or varied
Why does the quideline need to be developed now? practice
new interventions or approaches
new evidence on existing interventions
new regulations or policies
changes in resource availability or access to services
other sources.
The rationale should reference country priorities or
global public goods.
Objectives List two to five specific objectives for this quideline which address the following RTO Chapter 2
questions:
What WHO priority area(s) is (are) addressed? SG,GDG | Link the objectives to the Sustainable Development Goals,
What population health outcomes or indicators are expected to improve with Universal Health Coverage, General Programme of Work, or
implementation of this guideline? other WHO priorities or indicators as appropriate.
These objectives should reflect and link the more general goal(s) to specific outcomes. Do
not include objectives that are not meaningful such as to update an existing quideline, to
develop an evidence-based quideline using GRADE, or to meet Members States’ needs.
Target audience Describe the planned end-user or target audience for this quideline. Be specifi; do not list | RTO Chapter 2
every possible end-user but rather indicate the primary and any key secondary end-users
of this quideline. G End-users implement the recommendations in a guideline,

to be distinguished from the recipients of the recom-
mended interventions. The latter do not need to be
described here; they are encompassed by the description of
the population(s) when formulating key questions.
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... continued
Topic Instructions for reporting Lead* Handbook chapter
Input* Comments
C. Contributors and funders
WHO steering group | Provide a list of confirmed members, including their cluster/department/unit. RTO Chapter 3
(56)
Describe the role of this group with respect to the following as relevant: TU SG members can be from WHO headquarters or Regional
- defining the scope and key questions (e.g. PICO, PerSPECTiF); Offices, or from other United Nations agencies; they are not
assessing the quality of the body of evidence; individuals from outside organizations, except in the case
assessing DOI of contributors external to WHO; of a quideline developed in collaboration with a third party.
drafting the guideline document;
assessing and managing peer review; SGmembers’ roles may vary across members. For e*amp\e,
reviewing the final uideline document; some may be more advisory while the lead (responsible
: - ) technical officer) may play a role at every stage). Be spe-
managing the publication process; ) - -
disseminating the quideline: and cificabout who is doing what. Individuals should not be
|ssem|lnat|.ng.t € guIdeline; an listed if they have no defined role.
evaluating its impact.
Guideline develop- Provide a list of confirmed and potential members, including their institutional affiliation, | RTO Chapter 3
ment group (GDG) gender, relevant expertise, and WHO region of primary work or residence. If all members
have not yet been confirmed, indicate when and how you will seek additional members, | SG GDG members are most clearly presented in a table.
the expertise that is needed, and how you will achieve representation from all WHO
regions. If global representation is not essential for this quideline
because of the topic, please explain.
Indicate the number of individuals planned for this group.
Describe the role of the members of this group specifically with respect to:
- defining the scope and key) questions (e.g. PICO, PerSPECTIF);
assessing the quality of the evidence (e.g. GRADE, CERQUal);
formulating recommendations;
reviewing and approving the final quideline document;
disseminating the guideline; and
other tasks or roles.
Guideline Indicate who will assist you in adhering to the principles and methods of evidence-based | RTO Chapter 3
methodologist(s) decision-making in the development of your quideline.
SG The methodologist(s) should be identified early in the
Describe the role of the guideline methodologist(s) in the quideline development process, quideline development process and should assist in formu-
indicating if they will be a Technical Advisor or a member of the GDG. lating the key questions and the planning proposal as well
as subsequent steps in development.
Systematic review Indicate who will be performing the systematic review(s) and why they were selected. RTO Chapter 3
team
(SG) Note that the systematic review team should assess the
quality of the body of evidence using GRADE or other
approaches as appropriate. A separate person or team
should not do this assessment. (Quality assessments
should also be independently reviewed by the guideline
methodologist.)
External review group | Provide a list of confirmed or potential members, including their institutional affiliation, RT0 Chapter 3
(ERG) academic degrees, gender, and WHO region of work or residence. If you have not con-
firmed all members, indicate who is confirmed, who is a potential member, and whenand | SG, GDG See comments for the GDG.

how you will seek additional members.
Indicate the number of individuals planned for this group.

Describe the role of the members of this group, specifically with respect to:
defining the scope and key questions (e.q. PICO, PerSPECTIF);
reviewing the final guideline document; and
other tasks or roles.
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Topic Instructions for reporting Lead* Handbook chapter
Input* Comments
External partners List any external individuals or organizations that you are collaborating with and providea | SG Chapter 3
rationale for their involvement.
GDG
Describe the role of any external partners.
Funder(s) List all funders for development of this guideline. RTO Chapter 6
Indicate if the funder is a public or private entity
For private entities, indicate if the organization is for-profit or not-for-profit. SG Note that industry funding of WHO guidelines is prohibited
and that external funders should have no role in formulat-
Indicate if any unfunded or in-kind services will be used or if volunteer or intern support ing recommendations.
will be used and for which specific task(s).
Although representatives of entities that have contributed
funding to a quideline may observe GDG meetings, they
cannot participate in, or influence in any way, the delibera-
tions and the recommendations
D. Management of contributors
Declaration of Declarations of interests for external experts: Describe who will complete the WHO DOI RTO Chapter 6
interests form and who will collect and manage them.
The WHO policy on COI for external experts is available at
GDG meetings: Indicate that the DOI of each GDG member will be presented and updated (http://intranet.who.int/homes/cre/ethics/doiexperts/.
at the beginning of each meeting. Indicate how new interests will be assessed and man-
aged when declared at meetings. Note the following WHO policies which apply to GDG
members (and not to other external contributors): ”. ...
Updating: Indicate that GDG members will be instructed to update their DOI with any technical units are required to publish the names and brief
potentially relevant change by notifying the RTO. biographies of individuals considered for participation on
WHO's advisory bodies together with a description of the
Public notice and comment: Describe how you will implement WHO's requirement for objectives of relevant meetings. They will be made public
public notice of potential GDG members. Indicate where you will post the notice and for ahead of the first meeting planned to allow time for “public
how long, how you will receive, track, assess and respond to comments. notice and comment. . .. The technical unit should ensure
that the public is afforded a period of not less than 2 weeks
Due diligence on potential GDG members: Describe how you will implement WHO's to provide information on any interests or biases relating to
requirement for gathering information on potential GDG members, including how you will the individuals being considered for appointment.”
assess any information retrieved that might interfere with the potential member’s ability
to contribute in an objective way to guideline development. “As the WHO technical unit identifies or invites individuals
to serve on advisory bodies or perform advisory services, it
should gather information (e.q. from the internet or public
media) in order to identify any obvious public controversies
or interests that may lead to compromising situations for
WHO and the expert concerned.”
Conflicts of interest Assessing DOI for conflicts of interests: Indicate who will determine if a disclosure is a RTO Chapter 6
(0l and by what criteria. Define whatis a (significant) COI and why, in the context of this
specific quideline, including both financial and nonfinancial (intellectual and professional) | SG, Direc- | WHO's COI policy is available at http://intranetwho.int/
interests. tor TU, homes/cre/ethics/doiexperts/).
(RE
Leadership Name the chair and co-chair(s) of the GDG, if those appointments have been made. Indi- | SG Chapter 3
cate how and why they were selected.
(GDG)

If the chair (and co-chair) has/have not yet been selected, describe the process that will be
used to select them.
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... continued
Topic Instructions for reporting Lead* Handbook chapter
Input* Comments
Group processes/ Describe how the GDG will make decisions, particularly at GDG meetings when the scope | SG Chapter 3
decision-making is defined or recommendations are formulated.

(GDG) GDG need to try and reach consensus. If that is not pos-

If recommendations are formulated using “consensus”: sible then voting is permitted. Pre-defined decision rules
define consensus; are essential and are usually for a super majority such as
describe how consensus be achieved; and 70-80% in agreement.
indicate if informal voting be used to assess agreement.

What approach(es) will be used if the group cannot reach consensus?

Will voting be used? If so, who will vote?

How will voting be executed? Raising of hands? By anonymous ballot?

What are the decision rules for voting if it occurs?

If consensus cannot be reached, what approach, if any, will be used to present the minor-

ity view in the guideline?

Observers Indicate if observers will be permitted at GDG meetings and how they will be managed if | SG Observers have no role in GDG meetings: they cannot

they try to assume a role or provide input. participate in or influence in any way, the deliberations and

the recommendations.

Indicate who is invited and their institutional affiliation.

Confidentiality Indicate that you will ask (or have asked) each member of the GDG, ERG and SR teams to RTO None

sign the standard WHO confidentiality agreement.

None The WHO confidentiality agreement (entitled “Confidenti-
ality undertaking) is available at http://intranet.who.int/
homes/cre/ethics/doiexperts/.

E. Scope and key questions
Background questions | Describe any questions that will inform the guideline but for which a systematic review SG Chapter 7,18
of the evidence will not be performed. Explain why these questions are important for the
recommendations but are not key questions. GDG Background questions inform the topic and the context
and do not generally require a systematic review (e.g. the
disease burden or mechanisms, or intervention costs).
Analytic framework | Process-based logic models or analytic frameworks, are a very helpful tool for articulating | SG Chapter 18
hypotheses, examining the multiple factors affecting the ultimate health outcomes, defin-
ing scope of the quideline and the specific key questions, depicting theories of change, GDG Useful references:
and identifying relevant system properties. (ERG) Anderson L, Petticrew M, Rehfuess E, et al. Using logic
models to capture complexity in systematic reviews.
Research Synthesis Methods 2011;2(1):33—42.
Rohwer A, Pfadenhauer L, Burns J, et al. Logic models help
make sense of complexity in systematic reviews and health
technology assessments. J Clin Epidemiol 2017;83:37-47.
Rehfuess E, Booth A, Brereton L, et al. Towards a tax-
onomy of logic models in systematic reviews and health
technology assessments: A priori, staged, and iterative
approaches. Res Syn Meth 2017:1-12.
Key questions Indicate all of the key questions that will be used to underpin the recommendations. For | SG Chapter7,15, 18
effectiveness questions, use PICO format, and/or break it down into more specific ques-
tions. Use another approach, such as PerSPECTIF format to formulate key questions beyond | GDG A tabular format, with columns for each of PICO/ PerSPEc-

intervention effectiveness. In any case, use a format and framework that clearly presents
the question at hand.

Include both benefits and harms as appropriate for the key (PICO) questions related to
intervention effectiveness. Using the WHO-INTEGRATE criteria and sub-criteria, indicate
questions which help to inform other considerations for decision-making by the GDG,
such as human rights and sociocultural acceptability, feasibility, societal implications, and

equity, equality and non-discrimination.

TiF can be helpful, but is not mandatory. Do not present
the questions in multiple formats: present a single format
that conveys to the GRC that you have clear, answerable
questions that will directly inform the recommendations.

continues ...
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... continued
Topic Instructions for reporting Lead* Handbook chapter
Input* Comments
Important and critical | Describe how outcomes will be prioritized and a subset selected as the focus for the SG Chapter 7
outcomes evidence review and for formulating recommendations, and indicate who will perform
this exercise. GDG (ERG)
Humanitarian and Describe how the recommendations in the planned quideline are or may be relevantin the | SG None
other emergencies emergency context, including all hazards (infectious disease outbreaks, environmental
exposures, natural disasters, forced migration, etc.). GDG Most all WHO guidelines are potentially relevant in
humanitarian settings and in public health emergencies,
particularly in the context of protracted emergencies. It
may not be feasible to develop the proposed guideline
with consideration of such contexts in addition to the non-
emergency context, as this involves additional expertise,
evidence reviews, and resources. Nonetheless, the justifi-
cation for NOT including this setting in the quideline needs
to be carefully considered and presented. Options such as
tools for adaptation in the emergency setting, prioritization
of interventions when resources are severely constrained,
or expert opinion in the form of remarks or considerations,
may facilitate implementation of the guideline in these
contexts.
F. Systematic review methods
Information specialist | Indicate who will be primarily responsible for developing the search strategies, describe | RTO Chapter 8
their experience and expertise, and indicate who will check and verify the validity of draft | Library
search strategies. scientist, | Itis mandatory that draft search strategies developed by
SR, MX, an expert are reviewed by one or more information special-
ists and by content experts. Ata minimum, WHO staff
should review the search strategy with a WHO information
specialist in the library.
Sources of evidence Indicate which bibliographic databases you will search and why. RTO Chapter 8
Describe any other data sources such as citations from experts or hand-searching. If this | Library
information is not yet available, indicate who will perform these tasks and who will ensure | scientist,
the comprehensiveness and validity of the methods. SR, MX,
GDG
Types of evidence Indicate if you plan to restrict your searching to existing systematic reviews or if you will Chapter 18

likely need to examine primary studies.

Ifyou will be using existing systematic reviews obtained via a systematic search, explain
how you will assess the quality of the review and determine if the review is up to date.
Ifthe selected existing systematic review is not deemed current, describe how you will
update it.

Do you plan to use qualitative or mixed-methods research to address some of the ques-
tions used to inform the recommendations? If so, describe how will you identify such
evidence and evaluate confidence in the findings.

Indicate if you plan to include only RCTs, or also controlled clinical trials (experimental
studies with investigator assignment to the intervention by a means other than randomi-
zation), or observational studies in the effectiveness review. Provide a brief rationale for
the selected designs.

Because study design terminology is problematic, use
descriptor labels such as randomized (or not), compara-
tive, investigator-assigned groups, etc. Ifyou use labels,
define them in the proposal. The study design algorithm
in American Journal of Preventive Medicine 2000;18(15):
335-43 may be helpful.

Distinguish study design criteria by outcomes (beneft,
harms, other). You may want to consider observational
data for harms outcomes, but not for benefits, for example.
Choice of study design may depend on what is found in the
first round of searches. For example, for outcomes of ben-
efits you might start with RCTs, then modify your criteria if
no data are available. These possibilities and the rationale
should be outlined.

GRADE CERQual: Confidence in the evidence from reviews
of qualitative research: information and publications at:
https://www.cerqual.org/publications/.
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... continued
Topic Instructions for reporting Lead* Handbook chapter
Input* Comments
Quality assessment of | Describe which tools will be used to assess the risk of bias (quality, internal validity, limita- | SR team Chapter 9
primary studies tions) of individual studies and why that tool was selected.
Quality assessment of | Indicate if you will use GRADE to assess the confidence in effect estimates for each R Chapter9, 18
the body of evidence | outcome for intervention and diagnostic studies. If you plan to modify GRADE or not use
it, detail the planned approach and provide a rationale for deviating from GRADE. Also RTO MX,
describe whether you plan to use extensions to the GRADE approach, such as GRADE SG (GDG)
equity quidelines and GRADE-CERQual for different types of evidence synthesis.
G. Formulation of recommendations and peer review
General approach Describe the framework and methods that you will use to translate evidence to recom- RTO Chapter 10, 18
mendations, along with the considerations or constructs that you will include.
SR, MX, GRADE/DECIDE
GDG WHO-INTEGRATE
Specific Gender and other social determinants of health, and their impact on health equity, equal- | RTO Chapter 5,10, 18
considerations ity and non-discrimination: Describe how you will incorporate relevant issues into the
recommendations. SR, MX,
GDG
Human rights: Describe how these will be incorporated into the recommendations.
Relative values of important and critical outcomes: Whose values will be considered? From
where will you obtain these data?
Preferences regarding the intervention (sociocultural acceptability): Whose values will
be considered? From where will you obtain these data? If your only option is to use the
preferences of the quideline development group members, justify this approach.
Financial and economic considerations: Indicate what resources are the most relevant and
how you will estimate the cost and/or cost-effectiveness. If you plan to use modelling for
the assessment of cost effectiveness, indicate what approach you plan to use and who will
perform the modelling.
Societal implications: Describe how the net societal benefit associated with the interven-
tion will be incorporated into the recommendations.
Feasibility and health system considerations: Describe whose perspectives will be consid-
ered when evaluating intervention’s feasibility. Indicate how health system considerations
will be considered for making recommendations?
Peer review Indicate: RTO Chapter 12
Who will perform peer review.
How you will document the peer review comments and their disposition. SG Usually peer review is performed by the External Review
Who will assess the comments and incorporate them as appropriate into the Group. WHO staff from relevant departments and
quideline. Regional Offices should also be included as indicated.
H. Project management
Meetings Indicate what meetings will be held that involve external experts (whether virtual or in- None
person), their purpose and which contributors will be invited.
Timeline Provide a detailed timeline, including the dates for GDG meetings, performance and RTO None
completion of the systematic reviews, peer review, submission to the GRC, and other key
events. 5G, SR, MX
Budget Indicate the total funds available for development of this quideline and provide a detailed | RTO None
budget using the template.
U
Writer Indicate who will draft the quideline document and who will revise and finalize it priorto | RTO Chapter 3
submission to the GRC.
G

continues ...
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Indicate plans for ongoing monitoring for new studies or other relevant data and how that
information will be used to inform the timing of an update.

For consolidated quidelines, indicate how you will address recommendations contained
within the guideline that need updating at different times.

For rapid advice quidelines, indicate if you anticipate that a standard quideline will need to
be produced in the foreseeable future.

For interim guidelines, indicate when you plan to publish an updated interim guideline or
a standard quideline (depending on the rate of production of new research).

Topic Instructions for reporting Lead* Handbook chapter
Input* Comments
Publication Consultation with WHO Press: Confirm that you have met with staffin WHP regarding None
formats for publication, inclusion in IRIS, and the management of annexes.
Consultation with WHO Press is essential at an early stage
Media and formats: Describe where the guideline will be published and in what formats. in quideline development to ensure that the final product is
compatible with and takes advantage of WHO's publication
Translations: Indicate what translations are planned and how you will fund them. processes and procedures. This will save you time and
effort at the end of the development process.
I. Uptake and evaluation
Dissemination Briefly describe how you will make the final quideline accessible to the target audience. SG Chapter 12
GDG
Derivative products Describe derivative products that are planned, provide a rationale and brief description, SG None
and indicate the target audience for each product.

GDG Derivative products include brief summaries, tool kits,
algorithms, “how-to manuals, posters, applications for
mobile devices, among many others.

Model List of Essential | If the proposed guideline will include recommendations on medicines, indicate the rela- | RTO None
Medicines tionship of those medicines to the WHO Model List of Essential Medicines. If the medicine
is not on the current Model List, describe any plans for having it reviewed by the WHO Information can be found at http://www.who.int/
Expert Committee on the Selection and Use of Essential Medicines. selection_medicines/list/en/.
Adaptation Indicate the key issues that end-users will likely have to consider when adopting or adapt- | SG Chapter 13, 18
ing this quideline and describe how the final quideline will address these issues.
GDG
Implementation Briefly describe what implementation strategies programme managers and other indi- SG Chapter 13, 18
viduals could use and discuss potential barriers and facilitating factors.
GDG
Evaluation Indicate how you will assess dissemination of, and access to, your quideline. RTO Chapter 13
Indicate how you plan to evaluate the impact of your guideline on the outcomes that you | SG Although an assessment of quideline quality with AGREE-II
hope to improve. Link this plan to existing data collection structures and programmes in may be helpful (https://www.agreetrust.org/agree-ii/),
Member States and at WHO headquarters. itis not required and does not constitute an adequate
evaluation plan.
Updating Indicate when you plan to update this quideline (the review-by date) and provide a SG Chapter 12
rationale.
GDG

(*) This column indicates who is primarily responsible (the lead) for the task and who else provides input into the item of the planning proposal. Groups indicated within parenthesis are discre-
tionary and may not need to be involved.

Abbreviations: COI, conflict of interest; CRE, WHO office of Compliance, Risk Management and Ethics; DOI, disclosure of interest; GDG, Guideline Development Group; GRADE, Guideline
Recommendations Assessment, Development and Evaluation; RIS, Institutional Repository for Information Sharing; MX, quideline methodologist; SG, WHO Steering Group; RCT, randomized
controlled trial; RTO, responsible technical officer; SR, systematic review team; TU, Technical Unit originating the guideline.
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