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Abstract

Trustworthy guidelines are the cornerstone of giving evidence-informed advice in response to clinical, public health
and health policy questions. Tools, validated methods and standards, as well as guidance, are available to support
those involved in the creation and implementation of guidelines. In order to be most effective and have a chance to
be implemented, guidelines also need to be fitted to available resources and organizational contexts. This cannot be
achieved by a simple language translation of guidelines produced by others but requires considerations of context:
guideline contextualization. This handbook provides a brief overview of main principles and approaches in guideline
development and contextualization. It also describes 15 steps on how to apply GRADE-ADOLOPMENT for developing
contextualized recommendations based on source guidelines and local relevant evidence. Reference is also made

to other useful resources and tools. In addition to the adolopment process, brief information is provided about
implementation and dissemination as well as about required quality assurance steps.
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Executive summary

Trustworthy guidelines are the cornerstone of giving evidence-informed advice in response to clinical, public
health and health policy questions. They address those questions by using the best available evidence and
transparently integrating the judgements of experts and the input of stakeholders in the process.

Modern guidelines also provide the needed flexibility to individualize care for people with a condition of
interest or to contextualize them to a policy context. Modern guidelines allow information to be shared with
other decision-makers and harmonization of processes to avoid duplication and resource waste. While it is
difficult to consistently demonstrate that the use of guidelines improves population outcomes and increases
efficiency, there is no viable alternative to utilizing guideline recommendations and decisions based on the
best available evidence. However, to be trustworthy and provide these gains, guidelines should:

be developed by an informed, multidisciplinary panel of experts and representatives from key
relevant or affected groups;

be based on systematic reviews of the relevant evidence or on systematically and transparently
extracted expert evidence if scientific evidence is missing;

consider important population subgroups;
consider people’s values and preferences;

be based on an explicit and transparent process that minimizes distortions and biases, and that
appropriately manages any conflict of interest (COI);

provide a clear explanation of the logical relationships between alternative care or policy options and
health outcomes;

be explicit about the certainty of the underlying evidence and how it links to the grade or strength of
recommendations; and

be reconsidered, updated and revised as appropriate when important new evidence warrants
modifications of recommendations.

Tools, validated methods and standards, as well as guidance, are available to support those involved in the
creation and implementation of guidelines.

In order to be most effective and have a chance to be implemented, guidelines also need to be fitting to
available resources and organizational contexts. This cannot be achieved by a simple language translation of
the guidelines produced by others but requires considerations of context: guideline contextualization.

This handbook for guideline contextualization can be used to support actual guideline contextualization
processes and technical content in capacity-building workshops for Member States. It is also relevant for
interested WHO staff to understand contextualization of guidelines to country needs through validated
methods.

Guidelines can be developed by adopting existing recommendations, adapting existing recommendations
to the specific context or creating new recommendations de novo. De novo recommendations are required
in guideline efforts when the source guideline does not address all relevant questions. Monetary and



nonmonetary resources, credibility, maximization of uptake and logical arguments should guide the choice of
the approach and processes. Ideally, the approach chosen will avoid wasting human and financial resources
by utilizing what has already been achieved. This handbook will help to promote the use of global guidelines
and their recommmendations in the development of new guidelines. The approach utilized is based on the
Grading of Recommendations Assessment, Development and Evaluation (GRADE) methodology. GRADE
is the most commonly used methodology for making guideline recommendations and is the method of
choice for many organizations, including WHO. Adolopment is a neologism referring to the systematic and
transparent approach to adoption, adaptation and/or de novo development of recommendations to fit the
context of interest. The GRADE-ADOLOPMENT approach to guideline production, therefore, uses the adoption,
adaptation and/or de novo creation of context-relevant recommendations with GRADE methodology. If
the guideline is developed following the GRADE approach, existing summary of findings (SoF) tables and
evidence to decisions (EtD) frameworks makes guideline adolopment and contextualization very efficient.

Fifteen steps are described that provide the conceptual underpinning of GRADE-ADOLOPMENT for
recommendations based on source guidelines and local relevant evidence. Reference is also made
to other resources and tools. In addition to the adolopment process, brief information is provided about
implementation and dissemination as well as about required quality assurance steps.
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Background

National and international organizations are increasingly issuing their own guidelines, which can lead to
multiple guidelines on the same topic. WHO defined a guideline as “a document that contains systematically
developed evidence-based actionable statements that assist health professionals and recipients of care to
make informed decisions” (7). This 2003 document goes on to define health interventions as “broadly to
include not only clinical procedures but also public health and policy actions”.

Trustworthy guidelines are the cornerstone of giving evidence-based advice regarding clinical, public
health and health policy issues and provide access to the best available evidence, experts’ judgements and
stakeholder input. This allows decision-makers to have wide-ranging gains from a single tool: a synthesis
of the best available research evidence, access to experts and structured and transparent tools that can
be discussed and revised as necessary. Guidelines following innovative processes also provide the needed
flexibility to individualize care for people with a condition of interest’ or to contextualize guidelines to a policy
context. Modern guidelines allow for sharing of information with other decision-makers and can harmonize
processes to avoid duplication and resource waste (2). While it is difficult to consistently demonstrate
that the use of guidelines improves population outcomes, increases efficiency and avoids duplication of
effort, there is no viable alternative to making guideline recommendations and decisions based on the best
available evidence.

A number of publications outline what guidelines should cover in order to be trustworthy and provide these
gains (3-74):

be developed by an informed, multidisciplinary panel of experts and representatives from key
relevant or affected groups;

be based on systematic reviews of the relevant evidence or systematically and transparently
extracted expert evidence if scientific evidence is missing;

consider important population subgroups;
consider people’s values and preferences;

be based on an explicit and transparent process that minimizes distortions and biases, and that
appropriately manages COls (70);

provide a clear explanation of the logical relationships between alternative care or policy options and
health outcomes;

be explicit about the certainty of the underlying evidence and how it links to the grade or strength of
recommendations (717-14); and

be reconsidered, updated and revised as appropriate when important new evidence warrants
modifications of recommendations.

Although developing guidelines that meet those criteria requires skills and resources, there are available tools
that support guideline development (e.g. checklists or electronic tools). There also are validated methods and
standards as well as guidance that can support the creators of guidelines. For example, the planning and

1 Condition of interest is a wide term to encompass both patients with a specific condition and also healthy individuals, such as
those targeted with screening programmes.
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production of guidelinesis facilitated by tools produced by the partnership betweenthe Guidelines International
Network (GIN) and McMaster University (e.g. the GIN-McMaster Guideline Development Checklist (6,75)). This
Checklist was developed in response to a demand to support WHO Member States with the planning and
development of national guidelines (6) that can be integrated in advanced software applications. Guidelines
developed according to these principles should also be reported according to modern standards, such as
with the Essential Reporting Items for Practice Guidelines in Healthcare (RIGHT) standards for reporting of
guidelines (76). In addition, instruments exist to evaluate a guideline’s trustworthiness or the processes for its
development, such as the Appraisal of Guidelines for Research and Evaluation (AGREE) tool (77), the United
States Agency for Healthcare Research and Quality’s National Guideline Clearinghouse Extent of Adherence
to Trustworthy Standards instrument (78) and the PANELVIEW tool (79).

In order for guidelines to be implemented, they need to be both easy to use and timely and must be relevant
and responsive to the needs, values and preferences of the target populations or individuals affected by the
recommendations and their individual risks for the outcomes of interest. In addition, guidelines also need
to be suitable for the available resource and organizational contexts. On the one hand, it is obvious that this
cannot be achieved by simply translating guidelines produced in one language to another; yet this approach is
frequently used. Indeed, guideline recommendations usually change when they are adapted to other settings
(20). Onthe other hand, using guidelines developed by others saves resources and time required for conducting
systematic reviews and producing de novo guidelines. Therefore, contextualization and not simple language
translation is needed to achieve efficient implementation on different levels and to use existing guidelines
developed by other organizations: that is, adopting and adapting existing recommendations from sources
such as WHO, professional societies or national guideline developers. Two key reasons for contextualization
of existing guidelines are to:

assess the factors characterizing local circumstances compared with those in the setting of the
source guideline in order to make the guideline more implementable in the setting of interest
(contextualize the recommendations); and

ensure optimal and economical use of the existing human and financial resources within a defined
health system.

Fortunately, guideline developers are increasingly using transparent approaches in guideline development,
laying out the criteria, the research evidence and additional considerations leading to judgements about
the strength and direction of a recommendation (27). This is done using GRADE EtD frameworks (22,23).
These frameworks help groups of people (guideline development groups or panels) making health-care
recommendations or decisions to move from evidence to decisions (these major terms are defined and
outlined in the next section). Using EtD frameworks can help to achieve the transparency needed to adapt or
adopt recommendations developed by others.

Introduction



Rationale for approach used

This document describes an approach to adopt and adapt evidence-based guidelines from WHO and other
agencies, which are referred to here as source guidelines, to other jurisdictions, such as the regional or country
level, through systematic, transparent and established means. This will allow scaling-up of implementing
evidence-based measures and practices related to public health and clinical areas (22,23). A commonly used
and established approach to achieve this is the GRADE-ADOLOPMENT approach, which combines adoption,
adaptation and, as needed, de novo development of recommendations (where adolopment is a neologism
combining the terms).

This document aims to:

provide a guide for contextualization of guidelines, with step-by-step guiding material and a list of
resources, through the tailoring of available methods and tools for global use, such as GRADE-
ADOLOPMENT (24), to the context of the WHO European Region and its Member States; and

provide a model institutional framework and list the minimum capacities, processes and functions
needed for contextualization in specific situations (based on the GIN-McMaster Guideline
Development Checklist (6,75) in line with WHO guideline methods).

The model framework can be evaluated by countries and will lead to enhanced iterations of the handbook. The
handbook can be used to provide technical content for capacity-building workshops for Member States and
for interested WHO staff to understand contextualization of guidelines to specific country situations through
guidelineadolopment. This, inturn, will help to promote the use of global guidelines and their recommendations
through adoption, adaptation and/or de novo creation of context-relevant recommendations, thus avoiding
waste of resources by repeating work that has already been done.

The approach in this document is based on GRADE (8,72,13,22-24) as this is the most commonly used
methodology for making guideline recommendations and is the method of choice by many organizations,
including WHO, the United Kingdom's National Institute for Health and Care Excellence, Cochrane and
many professional organizations. GRADE is a highly operationalized approach creating transparent
recommendations, with detailed guidance, handbooks and ongoing scientific development (25). For example,
GRADE is also the suggested approach in the WHO Region of the Americas for their national evidence-
informed guidelines (26).

The document was drafted and revised iteratively from November 2021 to June 2022 with incorporation
of comments from external reviewers in July—August 2022. There are three sections that follow. The first
provides an overview of key definitions and concepts in guideline development. The second describes the
main organizational aspects of the guidelines, as well as main principles and steps for guidelines development
and contextualization, and the third section provides a step-by-step guide on guideline adolopment.
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Key definitions
and concepts



The following section outlines the key terms and concepts utilized in this handbook.

Source guideline

A source guideline is one from another entity (such as WHO headquarters or a guideline-developing agency)
that has been identified as a guideline that can be adapted or adopted to the context of interest (also see
modules 7 and 8 in the OpenWHO course on understanding and using WHO guidelines on tuberculosis (27)).

Adoption

Adoption means the use of an existing recommendation either unmodified or with minimal changes.
Ideally, this means that the source guidelines are reviewed and the judgements and decisions that led to
a specific recommendation are still agreed with. For adoption, the source guideline must provide a clear,
documented path to the recommendations: from the evaluation of the research to the preparation of the
recommendation itself. If the path is credible and transparent, the entity responsible for implementation
must assess the directness and timeliness of the recommendations. Directness refers to the concept that
the recommendations are appropriate and applicable to the context of the health-care setting of interest,
for example by addressing populations, interventions and outcomes of interest. To assess if the information
is up to date, it is usually necessary to re-examine the incorporated evidence to ensure that no new or
other essential evidence should be added, for example by updating the corresponding evidence synthesis
performed in the original resource.

Adaptation

Adaptation of a recommendation means that reliable recommendations exist that meet the established
criteria for credibility but that the judgements on the criteria that support the recommendation, or the
recommendation itself, require updates or changes to be implemented for the health-care setting of interest.
Forexample, the new recommendation may need to broaden the population of interest or may need to consider
local costs that differ from the source guideline recommendation. Any change should be documented and
the rationale for it transparently described. Because of international use of the term adaptation to refer to all
processes summarized under adolopment (see GRADE-ADOLOPMENT below), the terms adolopment and
adaptation are used as methods interchangeably when referring to guideline contextualization that reflects
the process and concept of making recommendations relevant and implementable to the target setting (see
the next section). Adaptation of a recommendation is used to specifically refer to a single recommendation.

Adolopment

Adolopment is a neologism referring to the systematic and transparent approach to adoption, adaptation
and/or full development of recommendations to fit the context of interest, alongside and in accordance
with the GRADE methodology. De novo recommendations are commonly required in guideline efforts as the
source guideline is unlikely to address all relevant questions for a setting.

Strengthening countries’ capacities to adopt and adapt evidence-based guidelines:
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Contextualization

Contextualization of recommendations describes the process of:

acknowledging the need for dialogue and formal consideration of local best available evidence and
criteria for adopting, adapting or de novo creation of recommendations from an existing trustworthy
source guideline to the national, local or other level;

deciding whether the recommendations are right for that setting; and

modifying or adding to the recommendations to optimize their implementation using structured and
transparent processes.

This document focuses on GRADE-ADOLOPMENT as a method to contextualize guidelines (24).

Expert evidence and opinion

Expert evidence is the observations or experience obtained from a person who is knowledgeable about or
skilful in a particular area (28). The expert evidence can be treated, if appropriately summarized, in the same
way as case reports or case series. Expert evidence is not expert opinion (28). The distinction between
expert evidence and expert opinion is similar to the distinction between the results of a research study
and the authors’ conclusions, which include interpretation of the results or judgements about them. If an
expert offers an opinion (a conclusion) and does not clearly describe the basis for that opinion — that is, the
supporting evidence - it is not possible to know what the evidence is or how trustworthy the opinion is (28).
A description of expert evidence should, therefore, minimize interpretation of the extent to which the evidence
does or does not support a conclusion.

The GIN-McMaster Guideline Development Checklist and Tool

Since its development in 2014, the GIN—-McMaster Guideline Development Checklist and Tool has served as
one of the most widely used tools to facilitate guideline development (6,75). The Checklist provides guidance
to countries, WHQO and professional organizations about guideline development. It includes overarching areas,
such as budgeting and planning, education of guideline developers, COI identification and management,
and documentation. It also includes a publicly available toolbox that can be followed to create trustworthy
guidelines (715), as well as links to learning tools and training materials. The Checklist has undergone further
development work since 2014, with extensions in key guideline development areas, such as the production
of rapid guidelines, considerations of health equity, stakeholder engagement and the incorporation of quality
indicators into recommendations.

After its original development under the leadership of scientists at McMaster University, the Checklist
developed as a partnership between the GIN and McMaster University. GIN is the preeminent organization
that brings together guideline developers, implementers and other stakeholders. The Checklist is intended for
use by guideline developers to plan and track the process of guideline development and to help to ensure that
no key steps are missed, in agreement with other international guideline development standards. It is publicly
available, with links to learning tools and training materials. The Checklist, translated into many languages
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and integrated in guideline development apps such as GRADEpro, is the blueprint for the first credentialling
and certification programme for guideline developers and trainers in guideline development (INGUIDE) (29).

The GRADE approach

The GRADE approach provides a transparent framework for assessing the certainty in evidence and for the
development of recommendations according to transparently described criteria (8,72,74,23). GRADE can be
used in systematic reviews, health technology assessment and guidelines (30). GRADE is the most commonly
used methodology for guideline development and is used by over 110 organizations. It has been developed
with the input of organizations such as WHO, which has developed thousands of recommendations using
GRADE.

The GRADE Handbook is included in the GRADEpro website (37) and provides guidance for the writing,
dissemination, adaptation and implementation tool. GRADE is extensively operationalized with detailed
guidance, handbooks and tools through ongoing scientific development. GRADE resources are summarized
by Cochrane Training (32,33).

GRADE-ADOLOPMENT

GRADE-ADOLOPMENT is an approach that describes an efficient way for guideline contextualization allowing
for local, national or regional input, as well as stakeholder involvement and ownership, which is critical in the
uptake of recommendations (20,24,34-38). The approach allows a systematic and transparent approach to
adoption, adaptation and/or full development of recommendations to fit the context of interest, alongside
and in accordance with the GRADE methodology. There are several frameworks for guideline adaptation but
a recent systematic review judged GRADE-ADOLOPMENT to be most complete (39).

Recommendations and small informative recommendation units

A formal recommendation is an actionable statement about the choice between two or more management
or policy options (interventions) in a specific population and, if relevant, in a specific setting (40). Alternative
option(s) (i.e. comparator(s)) should be specified in the recommendation if they are not self-evident. GRADE
offers standardized wording for the pragmatic completion of EtDs by guideline groups (47). These statements
are the results of a formal deliberation process and contain an explicit and direct link to the bodies of
evidence, resulting from a systematic literature search and selection, appraisal and extraction processes.
Recommendations should be made available in small informative recommmendation units that cover a topic
without causing confusion or important gaps (42). Confusion and gaps can arise if single recommendations
remain uninformative because they depend on other recommendations (e.g. recommendations for or against
screening for breast cancer in different age groups should always be kept together in small informative
recommendation units) (42).

Strengthening countries’ capacities to adopt and adapt evidence-based guidelines:
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Remarks and good practice statements

Remarks are often an integral part of a recommendation (40). They are defined as a support for interpretation
covering the subdomains of the PICO model (patient/population, interventions, comparators, outcomes) and/
or the conditions framing one or more specific recommendation(s) (e.g. guiding the user on the intervention
options when the recommendation is conditional). They are not actionable in isolation.

Remarks should not include actionable suggestions. The recommendation or good practice statement and
the actual accompanying remark should be seen as an inseparable unit (40). Good practice statements are
another form of actionable statements that typically should be applicable to all settings and contexts, which
is why they are good or best practice statements (40,43,44).

EtD frameworks

EtD frameworks help groups of people (guideline development groups or panels) to move from evidence
to health-care recommendations and making decisions. The background includes details of the question
addressed by the framework, and a summary of key background information. The assessment includes
factors that should be considered (criteria) for making the decision, judgements that panels must make in
relationto each criterion, research evidence to inform each of those judgements, and additional considerations
that inform or justify each judgement. The conclusions that the panel must reach include the type of decision
or recommendation (e.g. strength and direction of a recommendation), the recommendation, the justification
for the recommendation, subgroup considerations, implementation considerations and research priorities.
An example of practical guideline adolopment from the WHO tuberculosis programme is given in Annex 1.

The interactive EtD framework that allows for adolopment is a tool included in GRADEpro. EtD frameworks
can create bridges across health decision-makers in the ecosystem of health decisions by linkage through
the criteria that are used by different health-care actors in order to support recommendations and decisions

(Fig.- 1) (2).

Fig. 1 illustrates the interconnectiveness of health decisions across disciplines. Although actors in the health
decision-making ecosystem formulate questions, they often define outcomes differently and consider them
with a specific perspective rather than refer to a common description that can facilitate communication
and harmonization (45). Evidence from primary research is synthesized using systematic review methods
for health technology assessment, guidelines, quality assurance and improvement, coverage decisions,
essential medicine list decisions and evidence-informed policy-making (2).

Key definitions and concepts



Fig. 1. Ecosystem of health decision-making
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Regulators, including those in the field of environmental health and risk assessment, often use single or a few
studies (in the early phases of evidence assessment) but may rely on systematic reviews depending on the
context and the available evidence. These disciplines have GRADE EtD criteria in common by focusing on the
problem, health benefits and harms, values (or utilities in the health economy context), cost and the certainty
that can be placed in the evidence for those criteria. Criteria that are more strongly linked to context often are
overlapping within (e.g. cost and feasibility) and across (e.g. equity, ethics and acceptability) disciplines and
may require emphasis depending on the decision-making actor and perspective. These criteria are broadly
summarized under social, ethical, legal, feasibility, acceptability and equity headings. Legal frameworks may
prescribe which criteria for decisions are relevant or must be considered in specific jurisdictions. Modelling
to understand the consequences may be used. Groups or organizations then make recommendations
or decisions or describe options. Recommendations from health technology assessment and guidelines
may be directly used by decision-makers. Actors from other disciplines, such as for coverage decisions or
the national essential medicine list, make decisions directly or based on the recommendations of health
technology assessments and guidelines. Evidence-informed policy tools lay out contextualized options
(rather than making specific recommendations). Implementation can take place in the context of research,
which, together with new evidence, completes the evidence generation and synthesis cycle for revisions of
recommendations and decisions.
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Introduction

Guideline development and adaptation take place through the work of interconnected groups that participate
in a structured process (not necessarily sequential), following agreed methodology (see the next section on
the detailed steps for contextualization) and utilizing the best available global and local evidence supported
by internationally recognized and widely used tools (Fig. 2).

Fig. 2. The guideline development process
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The process of guideline development should be transparent, well planned and carried out in close cooperation
with all relevant stakeholders including the relevant health professionals, patients and the public. Furthermore,
considerations for organization, planning and training encompass the entire guideline development project
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and steps such as documenting the methodology used and decisions made, as well as considering any COlI
occurring during the entire process.

The guideline group comprises an oversight committee, a guideline panel and various working groups (which
will include support staff, technical and content experts, evidence synthesis/systematic review groups and
observers, among others). The oversight committee is tasked to manage and supervise priority setting, such
as for a ministry of health or professional society, and the selection of a guideline panel. The guideline panel is
responsible for making recommendations that start with defining the guideline or recommendation question
that should be answered through the use of summarized evidence from systematic reviews complemented
by contextual evidence (e.g. costs, acceptability and feasibility) to formulate the new recommendations. This
evidence should be appraised and assessed for the level of certainty of the underlying evidence. The panel
will pay careful attention to the formulation of recommendations before they are peer reviewed through
processes such as submission for public consultation or for publication in a journal.

Guideline processes do not end with the approval or publication of the guidelines. The guideline developer is
responsible for dissemination, evaluation and use in many scenarios but not all (e.g. a professional society
may not be responsible for evaluation of the use of their guidelines). Consequently, every guideline should be
accompanied by an implementation plan (including measurable outcomes, who is responsible for what in
the implementation phase and when as well as how it is done) and be followed by monitoring and evaluation.
Indeed, contextualization is not only a prerequisite but is also part of implementation and, therefore, these two
aspects should be considered as equally important. There is no implementation without contextualization
and there should be no contextualization without implementation.

This section describes the overarching principles and the following section gives the detailed steps for
guideline adolopment.

Organization, budget, planning and training

Mandates, structure, organization and legitimization

The development of a guideline should start either with an assigned mandate or another documented reason
that the guideline is required to address a health problem. The mandate may come from a ministry in charge
of health, a government agency, another official entity or be the result of a priority setting by a professional
society, a group of professionals or other health-care providers.

Guideline development and adoption requires setting up a structure for the guideline development groups
with clear roles, tasks, reporting lines and relationships among the various involved groups (see below). It
also requires that administrative and other logistic support is available and that someone is responsible and
accountable for overseeing and facilitating the overall process and quality assurance of guidelines (75).

Itis strongly advised that, for guidelines to be accepted by stakeholders, a formal process, including approval
of and access to official guidelines, is in place. This will also help with implementation as legitimization will
increase the credibility of the produced guideline. This, in turn, requires a governance structure, not only for
the initiation and development but also for approval and implementation efforts.

Organizational aspects, main principles and resources for guideline contextualization



Budget and planning

As forany scientific or practical work doneinhealth care, guideline development will require financial resources.
Guideline developers should avoid the mistake of believing, or making others believe, that guidelines can be
developed on small budgets. However, in countries with limited resources, using systematic adolopment
approaches will save resources and is likely to produce guidelines of better quality. For example, resources
are needed for many aspects, including support for the activity of the designated authority; remuneration
for staff and members of the guideline development groups; for travel, organizing meetings and providing
training; and for publishing and dissemination of conclusions. Therefore, securing funding, but with attention
to COI considerations, is critical for success. Also, many countries already develop guidelines, albeit with
unknown quality and implementation capability.

An operational and realistic workplan provides an overview during the process and keeps the guideline
development group on track; it will include a timeline, milestones, task assignments, steps that require
documentation of decisions, the proposed methodology for all steps and budget considerations (6,75).

Budgeting and planning depend on the guideline development context. Defining the context refers to
understanding and defining the guideline development programme, for example is this within an established
guideline programme (which requires you to follow the guideline process of the organization) or is it an
ad hoc group guideline being developed (e.g. applying a specific guideline development approach or one
from a trusted source such as WHO)?

Additional resources

GIN-McMaster Guideline Development Checklist (75)
WHO Handbook for Guideline Development (46)

Human resources and training

Even more than the financial resources, human resources are a common challenge in groups that embark
on guideline development or adolopment. Even if experience in guideline development is present, those who
have been previously involved often need additional training and updating of their skills in methods and
processes in order for the products to be trustworthy according to the criteria laid out in the Introduction to
this document. In some countries, before embarking on guideline adaptation, awareness needs to be raised
around the principles and criteria of evidence-based and trustworthy guidelines. This means that capacity-
building in guideline development methodology is usually required in a country setting and should be part of
the workplan and funding. This can take place before guideline development efforts are undertaken or with the
help of an external guideline methodologist, who supports initial efforts and guides the process. Furthermore,
standardized training, such as through the international guidelines development and certification programme
INGUIDE (29), an official programme by GIN and partners, should be considered by those in charge.

Additional resources

INGUIDE (29)
Introduction to WHO guidelines and GRADE, including training videos (47)
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COl and confidentiality

Groups involved in guideline development should be impartial, independent and objective. When developing
and adapting guidelines, itis essential to avoid situations where various interests can unduly influence the work
and thus undermine the credibility of the guideline recommendations and jeopardize their implementation.

A COl is “a divergence between an individual's private interests and his or her professional obligations such
that an independent observer might reasonably question whether the individual's professional actions or
decisions are motivated by personal gain, such as direct financial, academic advancement, clinical revenue
streams, or community standing” (70), or more simply, “a financial or intellectual relationship that may impact
an individual's ability to approach a scientific question with an open mind” (70,48-50).

The process of managing COls starts with the people involved in guideline work reporting any potential
conflicts using a declaration of interest (DOI) (see Annex 2). A DOI according to WHO is the disclosure of
any potential or actual COl, which includes financial, professional or other interests relevant to the subject of
the work or meeting in which an expert may be involved and any possible interest that could be significantly
affected by the outcome of the meeting or work. The DOI must also include any relevant interests of others
who are related to the person making the declaration and who may, or may be perceived to, unduly influence
the expert’s judgement, such as immediate family members, employers, close professional associates or
any others with whom the expert has a substantial common personal, financial, or professional interest
(50). A DOI indicates the participants’ financial or nonfinancial interests in an external for-profit or non-
profit-making organization. While there are no rules prohibiting financial or personal ties to companies or
organizations, these ties may represent a COl if the company or organization has an interest in a product that
is the subject of the guideline under development.

In addition to presenting DOls prior to the meetings, during the meetings individuals who have direct input
into the guideline should verbally report any potential COI. In managing the cases of (new) COI, several
possibilities exist. First, the member may be invited to participate, but only if their conflict is publicly disclosed.
Secondly, the member may be asked not to participate in a particular portion of the meeting, discussion or
work that is directly related to their conflict, which will be publicly disclosed. Thirdly, the member may be
asked to withdraw from the panel entirely (no DOl is necessary). The DOIs will be updated if any new interests
emerge on an ongoing basis during the guideline development process. Any COI must be reflected in the
guideline development documentation, with an explanation of what each conflict constituted and how it was
managed (57).

In addition, people involved in the guideline development process should commit to keep all information
confidential unless permission has been obtained from the overseer of the process or the information
disclosed is in the public domain. A commitment to confidentiality means typically to sign a confidentiality
agreement with the organization that is developing the new guidelines (57).

Additional resources

Chapter 6 on declaration and management of interests in the WHO Handbook for Guideline
Development (46)
Preventing and Managing Conflicts of Interest in the Public Sector: Good Practices Guide (52)
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Documenting the process and decisions

One of the main underlying principles contributing to the reliability of guidelines is transparency. In order
to increase the transparency of the whole process, it is important to ensure that the decision process and
judgements, as well as evidence used for decision-making, are made explicit and transparent to the reader
through appropriate documentation, and making the guideline material and information available publicly.

Some of the tools to facilitate transparent and systematic decision-making as well as documentation are
the GRADE evidence profiles or SoF tables, which provide a tabular format of the research evidence, and the
GRADE EtD frameworks, which were specifically developed with WHO and other organizations to achieve
proper documentation of research evidence, judgements and decisions (22,23). Any changes to the original
judgements as well as agreement with existing judgements should be documented (see step 9 in the next
section).

A tool that facilitates the reporting of guideline development and guideline adaptation for peer-reviewed
publications is the RIGHT checklist (76), which together with other reporting tools is available from the
EQUATOR Network (53).

SoFsandEtDs, iftheyareavailable forthose who adolop guidelines, are facilitators of effective contextualization
with minimalization of research waste. Furthermore, registering and identifying registered evidence syntheses
on the International Prospective Register of Systematic Reviews (PROSPERQ) will support others in their
efforts when using these products.

Additional resources

EQUATOR Network (53)
RIGHT-AD@PT Checklist: A Reporting Tool for Adapted Guidelines in Health Care (54)

Groups involved in guideline contextualization

The guideline developer (the organization or professional group in charge of developing a recommendation)
and the working groups proceed collaboratively and are informed through public involvement. The guideline
panel is the group of people responsible for agreeing on the recommendations. The guideline panel is
a subgroup of the guideline development group, which often includes members of a technical team and other
groups that assemble evidence syntheses or obtain evidence to inform recommendations (e.g. methodologist,
health economist, evidence synthesis or systematic review team, administrative and coordination support).
The panel typically reports to an oversight committee or board in the relevant government, national authority
or body. While deciding how to involve stakeholders early for priority setting and topic selection, the guideline
developer must also consider how developing formal relationships with stakeholders will enable effective
dissemination and implementation to support uptake of the guideline. Table 1 shows an overview of the
required human resources and the roles taken up for those involved (see also Fig. 2). The role of consumers
and stakeholders is discussed subsequently.
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Table 1. Human resources for guideline contextualization: guideline groups, their members and roles,
qualifications and responsibilities

Participant role

i Oversight committee

Qualifications and

specification

i Individuals with training in
i guideline methodology and
process evaluation; can be
i assembled by a ministry

i of health or a professional
society

Responsibilities

i Oversees the process and
i ensures that established

i methods are followed

i according to set standards

Voting rights

%No

Guideline panel and members

i Qverview

Consists of experts (including
: people with the condition

i of interest) in the topic area

i and guideline methodology;

i composition should ensure

i broad multidisciplinary

i representation, including

i different levels of health care !
¢ (primary, secondary level) and
specialization (e.g. clinicians,
i nurses, laboratory specialists) i
i as relevant for the topic :
i Suggested size 10-15

i depending on the topic

i (e.g. 6 health content experts,
¢ 2 guideline methods experts,
i 1 epidemiologist/public

i health/preventive medicine
specialist with expertise in

i the topic area, 1 patient/

i public representative or other
i stakeholder programme H
i manager, 1 health economist) :

Ensures the quality of the
i guideline and quality assurance
i scheme; generates or agrees
i onthe PICO questions;

i discusses the evidence;

i finalizes and agrees on

i guideline recommendations

All have voting rights

unless there are direct

i COIs

i Panel chairs

Co-chairs, one with

i methodological expertise and
one with content expertise

i Guideline methodologist

i co-chair should have

i experience with chairing

i guideline panels as most

i of the process and group

: guidance will be through the
i methodology chair; have

i agood understanding of,

i and experience with, the

i guideline development and

i quality assurance process

i (e.g. INGUIDE certification

: level 3) and also, ideally,

i abackground that allows

i understanding of the content
i area.

i Content expertise co-chair

i should be familiar with the

i content/subject matter of the
i guideline

Ensure the integrity of the

i process (methodologist co-

i chair) and the appropriateness
i of the content being discussed
i (content expert co-chair);

i in practice, responsible for
meeting preparations and

i conduct, ensuring that there

¢ is full participation during

i meetings, that all relevant

i matters are discussed and that
i effective decisions are made

i and carried out

Chair(s) may choose

i only to cast votes when
i there is a tie among other
i panel members to stay as :
i objective as possible and
i ensure the integrity of the !
i process i
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Table 1. contd

Participant role

Qualifications and
specification

Responsibilities

Voting rights

¢ Guideline methodologists ¢ Expertise in guideline ¢ Contribute to the planning ¢ Yes, if no COI
H i development process, ¢ and conduct of the guideline i
i consensus-building i development process
i approaches, health
i research methods (clinical)
i epidemiology, public health,
i health economics and/or
i qualitative methods H
i Content experts i Expertise specific to the i Assist with ensuring i Yes, if no COI
: i guideline content or relevant i relevance of the guideline H
i fields; recognized experts i recommendations,
i demonstrated by appropriate i interpretation of research and
¢ clinical (e.g. responsibility ¢ other content the guideline
i for care), public health i group considers, in the context
i (e.g. a prevention area), i of their field of expertise
i health policy (e.g. advancing
i ahealth systems intervention) i
i or scientific (scientific
i contributions in the area of
interest) expertise
Consumer or public May have a deeper i Share perspectives and ¢ Yes, if no COI
representatives ¢ understanding of people ¢ opinions based on their H
i impacted by the guideline i knowledge of consumer or
i (for a specific condition of i personal experiences during
i interest, which encompasses i the guideline discussions
i both patients with a specific i
i condition and also healthy
i individuals, such as screening
i programmes) : H
¢ End-users i Health professionals or ¢ Provide input on priority i Yes, if no COI
: i other consumers who will i questions, acceptability H
i be expected to refer to or i of interventions under
i use the guideline; patients or i consideration and H
i public representatives (listed i implementation considerations
i separately) are also a type of i through a formal stakeholder
end-user involvement process
Working groups and their members
Overview Experts in specific areas, Depending on the assigned i No
¢ support and administration ¢ tasks, these groups provide H
i personnel, observers i technical expertise and
H i products, such as systematic
i review updates and/or
i complement with synthesis of
i locally relevant best available
i evidence for EtD tables, and :
i logistic-administrative support
i Scientific/technical support i Scientific staff from the i Assist the guideline panel i No

i personnel

i organization that produces
¢ the adoloped guideline

¢ (e.g. ministry of health) or
technical support people

i to facilitate the process;

i individuals with relevant

i qualifications (e.g. scientific
i expertise in guidelines,
project coordination,

i scientific writing)

i with research, methodological
¢ support and report/
recommendation writing as
required
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Table 1. contd

Participant role

Administrative—logistic
i personnel

Qualifications and

specification

¢ Individuals with good

i organizational and

i administrative skills from the
i organization that produces

i the adoloped guideline

Responsibilities Voting rights
Assist the guideline panel No
i with logistics and meeting i
i arrangements

¢ Technical experts

i With varied qualifications

i as needed (either content

¢ or methodology related)

¢ depending on the guideline/
i quality assurance process

i but not formal guideline

i panel members; brought

i into the guideline process

i as consultants on an ad-hoc
i basis for one or more PICO
topics

i Produce primary or secondary i No
i research or provide specific

¢ input for the guideline

development group

Leads for evidence synthesis/
systematic review teams

i Strong methodological
i expertise in evidence
synthesis, coordination,
writing and appropriate
i communication skills

i Conduct of evidence i No
i synthesis/systematic reviews;
deliver the draft GRADE
evidence profiles and EtD

i frameworks in GRADEpro

i or similar; coordinate

i activities with guideline group
i and organizational staff;
communicate with expert

i consultants as necessary

Members of an evidence
synthesis/systematic review
team

Methodological expertise,
writing and appropriate

i communication skills; may

i be trainees in research

i methodology-related topics;
i skilled information specialist
i orlibrarian and biostatistician
i would be of added value to

i the team

Support evidence synthesis/ No
i systematic review conduct

i Content experts for evidence
synthesis/systematic review
team

i Expertise specific to the
: content that the systematic
i review is addressing

¢ Assist with ensuring relevance  § No
i of the systematic review, the :

i interpretation of research and

i other content the guideline

group considers in the context

i of their field of expertise; may

i berecruited from the guideline

i group

i Observers

i Involved because of

i technical expertise or

i asrepresentatives of

i stakeholder organizations

i Have no formal role in the i No
i process but may provide i

i specific input, when requested

i todo so by the chair(s)

Additional resource

Chapter 3.2 on the guideline development group in WHO Handbook for Guideline Development (46)

Organizational aspects, main principles and resources for guideline contextualization



Public consultation and stakeholder engagement

Stakeholder engagement is a necessary component of guideline development and implementation and
can help to ensure a guideline’s feasibility and acceptability by the end-users. Engagement of appropriate
stakeholders will also facilitate considerations about equity and human rights issues and will support the
incorporation of guideline recommendations into broader policy and practice. However, while there are
many stakeholder groups that can be affected by recommendations in guidelines (e.g. patients, consumers,
providers, general public, researchers and policy-makers) there is as yet no global consensus on how best
to involve all groups. An extension of the GIN-McMaster Guideline Development Checklist describing best
practice and approaches to stakeholder involvement is being developed (55). The broad principle is that there
is little to be lost by including a wide range of stakeholders in the consultation process but a great deal to be
lost by failing to consult an important stakeholder (56).

Based on experience in national systems of guideline development, the following issues need to be
considered and, ideally, documented in a handbook of methods so that they are available before a guideline
effort starts (34):

how to select individual representatives of stakeholder groups
what their input will be and how their COIs will be managed, and

how the process will be transparently documented.

Another factor that needs to be considered is the availability and acceptability of different methods for
stakeholder engagement, for example electronic or written input or face-to-face meetings, as well as the
resources required and available to ensure meaningful input. It needs to be recognized that some stakeholders,
such as patient groups, may not have the relevant resources or experience to provide input. Values about and
preferences for available resources from patient groups from verbal, written and online or in-person input
should be clarified, especially if a number of guidelines are being developed simultaneously in their area of
interest (56). Support may need to be provided by the government to allow poorly resourced stakeholders to
have an effective voice while avoiding the risk of their resorting to funding from sources that raise issues of
COl, such as the pharmaceutical or food industry.

Petkovic et al. described four levels of engagement (55).

Level 1: communication. The stakeholders receive information; they may be present but have no role in
contributing to the development of the guideline.

Level 2: consultation. Stakeholders provide their views, thoughts, feedback, opinions or experiences but
without receiving any commitment that these will be acted upon.

Level 3: collaboration. Stakeholders are engaged to influence the production of guidelines (e.g. commenting,
advising, ranking, voting, prioritizing, reaching consensus). Stakeholders provide information that directly
influences the guideline process but without direct control over decisions.

Level 4: coproduction. Stakeholders are equal members of the guideline development team and participate
in all steps of the guideline development process. Stakeholders work together in various roles throughout
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the guideline development process and are involved in collaborative decisions to shape the guideline
recommendations.

There are a number of different ways to define different relevant stakeholders (e.g. Petkovic et al. (55)); here
they are considered as the 10Ps (Table 2).

Table 2. Examples of potential stakeholders: the 10P groups

Stakeholder group Possible non-state Description

actor group

Patients - Individuals and their family/carers who have experience with
: ¢ the condition/disease of interest

Payers of health research Philanthropic foundations : Organizations or entities that fund research projects or
¢ programmes

Payers/purchasers of health Private sector entities Private entities responsible for reimbursing the costs of

services : ¢ health care

Peer-review editors Academic institutions Editors of peer-reviewed journals and those involved in peer
i oreview

Policy-makers State actors Individuals, organizations and entities that craft public or

i private policy (on health) at any level of government (national,
provincial or state politicians, scientific advisers)

¢ Product makers i Private sector entities i Entities that produce products such as pharmaceuticals,

H i i vaccines, diagnostic equipment, medical devices, assistive
i devices and medical procedures, and the international
business associations that represent them

Programme managers ¢ Nongovernmental ¢ Entities that deliver health-care programmes/interventions to
i organizations i patients or communities

Providers i Nongovernmental i Professional medical staff (nurses, physicians, counsellors,
i organizations i pharmacists, midwives, community health workers); health-

i care organizations (hospitals, clinics, community health
i centres, community-based health organizations, pharmacies,
i emergency medical service agencies, nursing facilities,

i schools)
Principal investigators and Academic institutions Researchers, research networks
researcher teams : :
Public - Members of the general population within a defined

i geographical area, excluding patients, caregivers and health
: professionals, living or working with the condition of interest

Additional resource

Factors to consider during identification and invitation of individuals in a multistakeholder research
partnership (57)
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Introduction to the adolopment process

First,itisimportant to note that if at the end of the adolopment process a recommmendation is adopted, adapted
or de novo created this does not indicate a ranking of its importance or value. An adopted recommendation
is not of less value than one that has undergone context-specific changes (adapted). This is because if
a recommendation is relevant for the context without changes, it is as important as one that required
extensive contextualization. Fig. 3 provides an overview of the general steps in the GRADE-ADOLOPMENT
approach to contextualization of guidelines. These 15 steps are then outlined below.

Fig. 3. The GRADE-ADOLOPMENT approach
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Generally, guideline developers should use the GIN-McMaster Guideline Development Checklist to plan and
conduct the guideline effort (an extension specifically referring to adaptation is being developed (55)). The
comprehensive checklist serves those creating guidelines to ensure that no steps are omitted.
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Steps for the adolopment process

Step 1: selection of guideline topic
Step 1 can be considered in three stages.

Identify guideline topics. Several avenues exist to identify topics. Stakeholders can make requests for
guidelines based on needs assessments or priority-setting exercises. Topics can also be identified
by evaluating existing guidelines or evidence syntheses to understand the landscape of what is
available before or after priorities are set by a guideline developer (e.g. a ministry of health), involving
relevant stakeholders. This requires establishment of an oversight committee that can oversee the
process (see Table 1).

Carry out scoping exercise. Such an exercise will identify what guidelines exist on the topic of interest
and will involve conducting or contracting out the conduct of the exercise. It is helpful to keep in mind
that a doable topic should be chosen that has a limited number of questions to ensure that those
involved and asking for the guideline see products in a timely fashion. Therefore, in this step the topic
can be narrowed down, for example from tuberculosis to screening for and diagnosis of tuberculosis
but not treatment.

Create the organizational aspects required. This involves selecting a guideline group (see the previous
section) that will be responsible for developing the recommendations (be they adopted, adapted or de
novo). The selection of guideline group members follows established guideline processes (see above),
such as identifying a multidisciplinary guideline panel with relevant representation.

Box 1 summarizes some useful sources and websites of specialist medical societies that are relevant to
the choice of guideline topics (step 1). Databases such as PubMed can also be searched to identify existing
information.

Step 2: prioritization of questions

Guideline questions should be identified and prioritized based onlocal needs and priorities. Generally, guideline
questions should focus on areas of controversy that need to be answered by the guideline or on areas where
changes in policy or practice are needed. For example, a formal process to prioritize key health questions can
involve reviewing what questions are addressed in the preliminary search for guidelines, existing evidence
syntheses, surveys of stakeholders or prospective guideline panel members.

In the original GRADE-ADOLOPMENT process, guideline panel members completed online surveys to rate
the relative importance of health questions for a country health-care setting that were identified based on
scoped guidelines (from step 1) using a 9-point Likert-type scale (1, least important; 9, most important),
and through input of key health-care actors, such as the ministry of health (24). Panellists were asked to
consider the patient’s perspective and the availability of the interventions but not to exclude questions for
resource considerations (e.g. potential financial barriers for implementation of the proposed interventions).
Mean and median importance ratings of questions across those who participated in the process decided
inclusion in the guideline. To ensure that guidelines comprehensively addressed the topic with a complete
set of recommendations, questions deemed complementary to those rated as important (e.g. questions
that together addressed a complete diagnostic strategy; see Recommendations and small informative
recommendation units in the Key definitions section) were also included. The selected questions were then
sent to panellists for approval, with opportunity for further input before finalization. Similar approaches are
used in other guideline adolopment processes (20,58).
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Box 1. Useful internet resources

The following selected sources and websites of specialist medical societies relevant to the topic, in
addition to PubMed, can be searched to understand what information exists.

Sources of guidelines (databases)

+ Database of WHO guidelines: WHO guidelines [website]. In: World Health Organization/Publications.
Geneva: World Health Organization; 2023 (http://www.who.int/publications/guidelines/en/).

« International database of GRADE guidelines (BIGG): BIGG [website]. Washington: Pan American Health
Organization; 2023 (http://sites.bvsalud.org/bigg/en/biblio/).

+ National Guideline Clearinghouse: Guidelines and Measure [website]. In: Agency of Healthcare
Research and Quality (AHRQ)/Programs. Rockville: Agency for Healthcare Research and Quality; 2023
(http://www.guideline.gov/).

+ The GIN database: Resource [website]. In: Guidelines International Network (GIN). Pitlochry: Guidelines
International Network; 2023 (http://www.g-i-n.net/get-involved/resources).

+ ECRI Guideline Development Support: Guideline Development Support [website]. In: Emergency
Care Research Institute/Solutions. Plymouth Meeting: ECRI; 2023 (https://www.ecri.org/solutions/
guideline-development-support/).

Sources of general recommendations and EtD frameworks
+ Database of GRADE EtDs and guidelines: Database of GRADE EtD's and Guidelines [website]. In:
GRADEproGTD; Hamilton: McMaster University; 2023 (http://dbep.gradepro.org/).

Organizations producing guidelines and health technology assessments

+ United Kingdom National Institute for Health and Care Excellence: NICE: National Institute for Health
and Care Excellence [website]; 2023 (http://www.nice.org.uk).

+ Canadian Medical Association: CPG Infobase: Clinical Practice Guidelines [website]. In: CMAjoule/
Clinical tools; 2023 (https://joulecma.ca/cpg/homepage).

+ United States Agency for Healthcare Research and Quality: Agency of Healthcare Research and Quality
(AHRQ) [website]. Rockville: Agency for Healthcare Research and Quality; 2023 (http://www.ahrg.gov).

+ Scottish Intercollegiate Guidelines Network: SIGN — Healthcare Improvement Scotland [website]; 2023
(http://www.sign.ac.uk/).

+ GuiaSalud Spain http://www.guiasalud.es

+ Canadian Agency for Drugs and Technologies in Health (CADTH): Canada’s Drug and Health
Technology Agency [website]. Ottawa: Canadian Agency for Drugs and Technologies in Health; 2023
(http://www.cadth.ca).

+ EUnetHTA (restricted to members): Advancing cooperation on health technology assessment (HTA)
and supporting the implementation of the new EU legal framework on HTA [website]. EUnetHTA; 2021
(https://www.eunethta.eu/). International Network of Agencies for Health Technology Assessment:
International HTA database [website]. INHATA; 2023 (https://www.inahta.org/hta-database/).

+ Regional Base of Health Technology Assessment Reports of the Americas: COVID-19 [website]. In:
RedETSA/ BRISA; 2023 (https://sites.bvsalud.org/redetsa/en/brisa/).

The prioritization process for questions does not differ significantly between original guideline development
and guideline adaptation projects (24,59,60). However, what distinguishes GRADE-ADOLOPMENT from
simple guideline adaptation is the fact that the former focuses on priorities for the context as opposed to
being constrained by what is in one source guideline. In other words, in GRADE-ADOLOPMENT the selection
of questions is driven by priorities of the local stakeholders (i.e. here are our questions, let us answer them
through existing guidelines or evidence syntheses).

Alternatively, to adapt a single guideline into a country context the starting point should be the questions in
the source guideline, and priority setting then takes place within those questions (59). However, guideline
panels can decide on whether there are other priority questions that need answering (from the PICO domains)
and, therefore, require the scope to be broadened from the source guideline by adding additional questions,
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which will be followed through the next steps (59,60). On occasions, guideline panels may identify priorities
not covered by the original guideline and, therefore, not available for adoption or adaptation. It is important
for teams conducting GRADE-ADOLOPMENT to avoid dismissing such questions, not only to foster the local
ownership in the guidelines but also to make them relevant. Rather, such questions can follow a traditional
de novo development process (see step 15), within the same guideline development or as a follow-up update
of the guideline.

Additional resources

Section 2.3 in Strengthening National Evidence-informed Guideline Programs (26)

Prioritization approaches in the development of health practice guidelines: a systematic review (59)
Methodology for the American Society of Hematology VTE guidelines: current best practice, innovations,
and experience (67)

The implementation of prioritization exercises in the development and update of health practice
guidelines: a scoping review (62)

Step 3: identification of appropriate source guidelines or systematic reviews

To ensure that all potential source guidelines are identified, a systematic search for existing guidelines needs
to be conducted. This search should be carried out in consultation with an expert in information retrieval
(e.g. a librarian, or information scientist) to ensure the use of a sound search strategy. The initial search
should be broad and without limitation, as guidelines can be difficult to find through electronic databases.
Guidelines, as identified in step 1 in the scoping exercise and through additional systematic searches, are
evaluated with the AGREE tool to identify if they address the priority questions, defined in step 2 (63).

Before a guideline can be used, it should be assessed to understand if it is relevant (i.e. addresses the topic of
interest), credible (i.e. achieves high enough (>60%) AGREE Il instrument scores on the key domains of editorial
independence and rigour of development), recent (i.e. an update would be unreasonable or the guideline is up
to date) and whether it is, ideally, based on GRADE. When relevant recommendations were developed using
GRADE with freely accessible SoFs and EtDs, ideally in compatible electronic format, then it greatly reduces
the effort and time required. All WHO guidelines are developed using GRADE and are publicly available.

In the assessment of credibility, for example, a source guideline should specify the methods used to conduct
the systematic reviews supporting the recommendations. Research evidence to support the relative effects (as
opposed to absolute effects) of interventions related to a particular recommendation is often globally applicable,
whereas costs, values and preferences, and the equity, acceptability and feasibility aspects of recommendations
are local considerations. Consequently, reviewing how these factors were considered in the source guideline
should be the basis of adopting or adapting recommendations developed by others. Systematic reviews that
have been carried out to support a recommendation in a source guideline can be assessed for risk of bias using
the ROBIS (risk of bias in systematic reviews) checklist or AMSTAR 2 tool for methodological quality, which is
sometimes required to complete the AGREE scoring of a source guideline (64,65).

If no guideline is identified, groups conducting GRADE-ADOLOPMENT may decide to search for systematic
reviews about the health effects of the interventions of interest. From the systematic reviews, teams can
build the EtD framework by adding local evidence about costs, values and preferences, and the equity,
acceptability and feasibility considerations.
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If more than one systematic review is identified for a particular question, teams may decide to combine
the data from the reviews by conducting their own meta-analysis. If there is limited time or expertise for
conducting a new meta-analysis, teams may decide to use the results from the more comprehensive
systematic review (i.e. the most current or the one which includes the greatest body of evidence).

It is important to emphasize that no trustworthy formal recommendation can be produced if the original
guideline is not based on a systematic review or there is no independent systematic review available; if that
is the case teams may be better off starting their own development process (step 15).

Additional resources

AGREE II: advancing guideline development, reporting and evaluation in health care (63)

AMSTAR 2: a critical appraisal tool for systematic reviews that include randomized or non-randomized
studies of health care interventions, or both (64)

ROBIS checklist (65)

Step 4: matching source guideline recommendations to each prioritized question

Recommendations matching the prioritized questions are searched for within one or more guidelines; that is,
the process follows a single recommendation as the unit of work.

To accomplish optimal adaptation, the PICO domains in the source guideline should be matched with the
prioritized question. It is possible that more than one guideline will need to be used to match the prioritized
questions or that a new recommendation is required because none of the identified source guidelines
includes a matching recommmendation; for example, two recommendations are from a guideline by WHO, two
from a guideline by the United Kingdom’s National Institute for Health and Care Excellence and one is created
de novo. This approach maximizes usefulness for the context and distinguishes GRADE-ADOLOPMENT
from other adaptation approaches that suggest using existing recommendations in a guideline and their
adaption, as opposed to focusing on the priorities of the new recommendation, which may be contained in
several guidelines or not be covered at all. However, it is possible that a guideline developer will choose one
guideline to be adoloped based on an identified need (e.g. a WHO HIV guideline may be contextualized to
maximize the uptake of a guideline developed at WHO headquarters). It is also possible that some published
guidelines do not report on the prioritization or decision process for their questions. It is then advisable to
contact the source guideline developer to see if source material (such as evidence profiles and EtDs) can be
shared or if there are relevant proprietary issues that should be observed, such as a WHO technical unit. For
some organizations, asking for permission to use material (including paying fees) may be required to use
copyrighted material. Ideally, one or more informed individual(s) involved in developing the source guideline
should be also involved in the adolopment process, even if just for checking information (66).

Therefore, the main difference between typical guideline adaptation and guideline adolopment is that
adolopment focuses on the questions that are relevant or important for a stakeholder, who is wanting to
adapt and implement a guideline, whereas classic guideline adaptation focuses on a source guideline and
how it can be applied in a particular new setting. Consequently, adolopment starts with identifying individual
questions for which a recommendation is necessary and then moves on to look for source guidelines
and evidence synthesis. Classic guideline adaptation looks for a source guideline for a topic and uses the
recommendations therein without any prioritization of questions that are relevant for the implementer or the
opportunity to search across guidelines and evidence syntheses.
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Step 5: does a matching recommendation exist?

In this step, the question “is there a recommendation in the source guideline(s) that matches the prioritized
question?” is asked. If a matching recommendation exists, it needs to be decided whether new or updated
systematic reviews are required (see step 6). If a matching recommendation exists, the creators of the
original guideline should be contacted with a request for adolopment of the source guideline, assuming that
the AGREE scores and evaluation of the systematic reviews in the source guidelines are appropriate (see
step 3). If no matching recommendation exists and this is still the case after checking or considering whether
the prioritized recommendation could be slightly modified, the new recommendation will require a de novo
development, which can, however, be based on existing evidence syntheses, such as a Cochrane review, if
available (see steps 3 and 15).

Step 6: update systematic review(s) (as needed)

An existing systematic review may require updating or a new systematic review or other evidence synthesis
may be required, particularly considering local contextual evidence.

Criteria for updating, expanding or conducting an evidence synthesis include:

the reviews available are outdated (e.g. it is evident that research evidence exists that informs
a criterion on the EtD but has not been included in the source guideline);

the existing recommendation does not include all outcomes of interest for a prioritized question
(e.g. the local guideline panel determines that quality of life is a critical outcome but the source
guideline does not consider this outcome in its recommendation); or

there is no evidence synthesis that includes evidence about the context of interest for important EtD
criteria such as values, benefits and harms, feasibility, acceptability, equity and resource use.

Updated systematic reviews will require that SoFs and EtDs be updated. If SoFs or EtDs were not developed
in the source guideline they should be developed with the systematic review update.

Contextualization requires focusing on relevant contextual evidence, including context-specific baseline
risks, feasibility, acceptability, resource use and equity. This information may or may not have been included
in the source guideline, but even if included will also be local in nature. For example, a search for evidence
about how people with the condition of interest value the outcomes in the target setting may be needed, or
a search for local cost information may be required. This can also include eliciting expert evidence to inform
the context (28). This step is usually the responsibility of the working group.

Additional resources

Section 2.14 in Strengthening National Evidence-informed Guideline Programs (26)

Step 7: EtD from source guideline

In this step, the question is asked, “Does the source guideline include a complete EtD framework?”. If not, then
an EtD should be developed (step 8). If there is one then the EtD will require a review of the judgements made
in the source guideline (outlined in step 9) and integration of the contextual evidence. This step also includes
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checking what EtD criteria are more important for the new setting (e.g. it may not be necessary to obtain
information about cost—effectiveness if this criterion is not relevant for the destination setting).

Step 8: develop an EtD

If no EtD exists, one needs to be developed based on extracting information that explains the rationale for
the recommendation in the source guideline (if a guideline is judged credible, this information should be
available in the source guideline). For example, sections referring to equity or acceptability of an intervention
may be included in the source guideline as narrative but not formally structured in an EtD. However, if not all
information that is required for an EtD is available in the source guideline, it will lead to an incomplete EtD. In
that case, a search for evidence supporting judgements of the guideline group on the missing EtD criteria is
required (as opposed to using the contextual evidence if it was included in an evidence review informing the
source guideline) (67). It may also be necessary to use expert evidence to complete an EtD. See also step 6.

It should be recognized that local evidence must often be identified (possibly for updates) in order to
contextualize and inform the recommendation best. Here, it must also be recognized that contextualization
should be based on (local, regional, etc.) evidence and not on how things currently are being done; the latter
is not contextualization and it would not allow for accepting new practice or policy (i.e. the direction and
strength of a recommendation should be based on evidence from existing circumstances that may modify
an existing recommendation).

Step 9: reassess EtD judgements

Steps 9 and 10 usually take place through a guideline panel meeting (in person but online is also possible)
convened by the guideline panel chair. The chairs may use the Checklist for Guideline Panel Chairs as a guide
for preparing, conducting and following up on the meeting (68). The conduct of the meeting, such as COI
management, documenting plans, necessary quorum, management of disagreements and voting, should be
developed and agreed before the meeting.

If EtDs exist for the prioritized recommendations, then they need to be checked for completeness on all
relevant EtD criteria. If EtDs are available, the judgements in the source recommendation should be reviewed
and either agreed with or not. Reasons for disagreement should be indicated and documented (e.g. if there
is new evidence). This process can be carried out in one of three ways.

1. The original guideline panel judgements are left in place, and the local panel decides whether they
agree or not. This approach has the advantage of saving time. However, it may limit the discussion,
especially if panellists are new to the process. Also, it may reduce the ownership of the final
recommendation. This option may be the most efficient option if the changes to the EtD framework
are minimal.

2. The original guideline panel judgements are hidden, and the local panel makes the judgements again.
This approach usually takes more time since panellists are required to discuss and reach agreement.
This is probably the best option if significant changes are made to the EtD framework.

3. A mixed approach combines options 1 and 2. For example, some judgements may be left in place
while others may be open for discussion. The latter can be done for domains where significant
changes were introduced to the EtD framework or for domains that are judged a priori very
content dependent.
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Whatever the approach used for one or for all the recommendations, the selection has to be reported explicitly
on the adapted guideline.

Step 10: develop recommendations
Step 10, like step 9, usually takes place through a guideline panel meeting.

Steps 8 and 9 will lead to completed and contextualized EtDs that allow formulating a recommendation for the
destination setting. During the panel meeting, the evidence presented in the EtDs will be discussed, judged and
recommendations agreed on by the panel. During the deliberations, the research gaps and implementation
considerations as well as the considerations for monitoring and evaluation may be documented. Monitoring
and evaluation aspects will inform the drafting of the implementation plan. A search for evidence about
existing decision thresholds that help to balance health benefits and harms may be helpful (69).

Step 11: adoloped recommendation similar to source

Iftherecommendationis the same as the source recommendation andthere are no changes tothe judgements
on the EtD, then the recommendation is an adopted recommendation (step 12). The recommendation is
adapted (step 13) if the evidence differs because of an update, the recommendation is altered (a judgement
is changed) or the recommendation is different (e.g. the population is narrower or broader).

Step 12: adopted recommendation

The recommendation is labelled as adopted from the source guideline (with reference) and left as is (of
course it may be translated or may include the name of the organization developing it rather than the name
of the original organization).

Step 13: adapted recommendation

The recommendation is labelled as adapted from the source guideline (with reference) and formulated to
express the changes.

Step 14: de novo development

If step 5 determined that there is no source recommendation, a new recommendation is required (step 15)
with a full recommendation development process to ensure the quality of the destination guideline. This can
be based on an existing evidence synthesis from systematic reviews or guidelines. This includes developing
an EtD for that recommendation if possible.

Step 15: new recommendation

By applying trustworthy recommendation development processes, a new recommendation can be developed.
The process should be documented and reported appropriately, for example by using the RIGHT-AD@PT
reporting tool (54).
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Feasibility of the 15-step approach

Following all steps explicitly will likely increase the credibility of the adoloped guideline. The approach has
been used successfully in many cases and, therefore, can be followed (35,37,70-73). However, it may not
always be feasible to follow all the steps as described above. The key issue is to transparently describe what
was done and what not.

Dissemination and implementation

To successfully implement guidelines, a systematic approach to dissemination and implementation is
required with responsibilities assigned to stakeholders. Moreover, awareness and approval of the guidelines
by relevant health professionals, people affected by the recommendations and other relevant stakeholders
must be achieved, and the activities in this regard must be thoroughly considered and detailed in an
implementation plan (57). The panel should consider certain actions for implementation simultaneously with
the development of the guideline.

Animplementation plan should be prepared by the guideline developer and those with skills inimplementation
and approved by the relevant stakeholders. It should be added to the guideline after ensuring that responsible
parties agree with the plan and the tasks assigned.

When developing an implementation plan, activities must be planned that take into consideration time
constraints and requirements, along with the availability of the measurement, an evaluation system and the
resources required for implementation. If necessary, the implementation process may be divided into several
stages to accommodate local circumstances or for other reasons. A specific checklist can be developed for
guideline implementation planning, and supporting literature exists to assist with the process (74).

To prepare the implementation plan, the following steps will be helpful.

Aims and target groups of the implementation activities should be determined with consideration
for the challenges of current practice, new recommendations for the target setting and target
groups with their characteristics/specifications, thus ensuring that the guideline is designed and
disseminated in a way that is appropriate for the end-user.

A dissemination strategy should be developed and followed to ensure the guidelines reach the target
audience.

Possible barriers for implementation should be identified and a plan prepared with strategies to
overcome them. Criteria for adherence and success should be defined, along with the indicators that
describe them.

Linkages with other levers in the health-care system that support behaviour change should be
identified and explored, including the benefits package (where such a system exists), the “positive
list” of essential medicines and health products, the procurement system and a monitoring/quality
improvement system aligned with the clinical guideline recommendations.

The need for resources should be assessed. The resources required for implementation should be
clearly indicated in the operational plan, including funding, staffing and time requirements.
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Milestones and a schedule should be set out for each implementation activity.
Training should be provided to support implementation so that end-users know what the guidelines

recommend. An education plan could be drafted.

Existing structures and networks should be used for implementation. Recommendations can be used to
measure performance, which should be planned in advance (75,76). The implementation process should be
monitored by setting up a system for regular evaluation (including the above-mentioned criteria) and feedback.

A forward-looking plan should also ensure that the guidelines are reviewed and updated in a timely manner.

Quality assurance of adolopment

Five approaches to quality assurance of the adoloped recommendations are suggested:
check the 15 steps of GRADE adolopment for completion
report the guidelines using the RIGHT-AD@PT reporting checklist (54)
check the group process and use of evidence in the adolopment using the PANELVIEW instrument (77)
evaluate if it is possible to have an independent assessment of the credibility of the guidelines, and

utilize external peer review.
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Conclusion



Contextualization of guidelines is resource saving across settings if existing evidence synthesis and
guidelines are credible. It avoids duplication but must be done rigorously. This handbook outlines the process
for achieving optimized contextualization of guidelines. This process starts by identifying recommendations
from source guidelines, using that information and complementing it with new or contextual evidence. It
is followed by the description of a process of making a recommendation, following EtD frameworks. It will
require training and capacity-building, some of which can take place during actual guideline development
projects where guideline development group members can be trained. Capacity for guideline development
projects may depend on how much capacity already exists in a country and on the extent of human and
financial resources available for further capacity-building.
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The WHO eTB guidelines platform is a digital platform to promote adolopment of WHO recommendations by
guideline development groups. Fig. A1.1 shows a conceptualization for how the adolopment process would
work with the WHO eTB guidelines platform. The process begins with the WHO source guideline, which
can be obtained from the database of evidence-based recommendations (7). These recommendations are
updated centrally and that facilitates data linkage to information at the country level to provide input on
contextualization implementation.

Fig. A1.1. An example for practical guideline adolopment using the WHO eTB platform
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WHO Member States or other entities adoloping recommendations would use the WHO source guideline
and conduct a prioritization process of questions that are relevant for the context. Recommendations that
are relevant are selected and assessed and the corresponding EtD framework created using tools such as
GRADEpro. The guideline development group would review the judgments and the evidence within, and
would update systematic reviews as needed to include contextual data such as data on values from the
country itself.

The guideline development group either adapts or adopts a recommendation by assessing the EtD framework
supporting a recommendation. A recommendation is adapted if judgments on the EtD change based on the
context or it could be altered if, for example, different judgments or a different population are considered.
If the new guideline development group agrees with all the judgments made by the guideline development
group for the source guideline, the new group would adopt the recommendation without modifications.

This process also enhances implementation by engaging patients, people involved with the condition of
interest and all other stakeholders relevant for a country setting in the guideline implementation process.
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This approach will make the process more efficient by avoiding repeating the evidence synthesis and by

enhancing the use of contextualized data while creating appropriate ownership of the recommendations that
are relevant for a country or similar setting.
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