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Complying with international standards

Complying with international standards

SIGN seeks to ensure that its methodology complies with international standards as far as possible within its
resources. Although there are now a number of published standards for guideline development methodology,
SIGN regards AGREE Il (Appraisal of Guidelines for Research and Evaluation; www.agreetrust.org) as the most
evidence based of these. The sections in SIGN 50 that address each criterion are identified below.

The overall objective(s) of the guideline should be specifically described.

SIGN 50
Section

SCOPE AND PURPOSE

The health question(s) covered by the guideline should be specifically described.

4.3

The population (patients, public, etc.) to whom the guideline is meant to apply should be
specifically described.

The guideline development group should include individuals from all relevant professional
groups.

TAKEHOLDER INVOLVEMENT

The views and preferences of the target population (patients, public, etc.) should be sought.

10.2

The target users of the guideline should be clearly defined.

Systematic methods should be used to search for evidence.

GOUR OF DEVELOPMENT

8. | The criteria for selecting the evidence should be clearly described. 43,44
The strengths and limitations of the body of evidence should be clearly described. 5
10. | The methods for formulating the recommendations should be clearly described. 6
11 The health benefits, side effects and risks should be considered in formulating the 6.2
" | recommendations. )
12 There should be an explicit link between the recommendations and the supporting 6.3
" |evidence. )
13. | The guideline should be externally reviewed by experts prior to publication. 7.2

A procedure for updating the guideline should be provided.

ARITY OF PRESENTATION

The guideline should describe facilitators and barriers to its application.

The recommendations should be specific and unambiguous. 6.3,8.2

16 The different options for management of the condition or health issue should be clearly 6.3.8.2
" | presented. RS

. | Key recommendations should be easily identifiable. 6.5,8.2

APPLICABILITY

The guideline should provide advice and/or tools on how the recommendations can be

The views of the funding body should not influence the content of the guideline.

9. . 9
put into practice.

20. | The potential cost implications of applying the recommendations should be considered. 6.2
The guideline should present monitoring and/or auditing criteria. 8.2,94

DITORIAL INDEPENDENCE

23.

Competing interests of guideline development group members should be recorded and
addressed.

-


http://www.agreetrust.org

SIGN 50: a guideline developer’s handbook

1.1

1.1.1

1.2

1.3

Introduction

AIM AND STRUCTURE OF THIS MANUAL

The principal aim of this manual is to provide a reference tool that may be used by individual members of
guideline development groups as they work through the development process. SIGN 50 outlines the key
elements of the development process common to all SIGN guidelines. Only where aspects of the topic
under consideration require a variation from the standard process will these be reported in the guidelines
themselves.

A secondary aim of this manual is to be transparent about the methods used to develop SIGN guidelines,
and to instil confidence that the potential biases of guideline development have been addressed adequately,
and that the recommendations are both internally and externally valid, and feasible for practice.

REVIEW AND UPDATING OF THIS MANUAL

Itis intended that SIGN 50 should be a’living’ publication, continually revised to reflect future developments
in SIGN methodology. For this reason the definitive version of this handbook is that published on the SIGN
website. Comments on either content or presentation of this document are welcome and should be sent to
the SIGN Executive, Gyle Square, 1 South Gyle Crescent, Edinburgh, EH12 9EB, email: sign@sign.ac.uk

CLINICAL GUIDELINES AND SIGN

The Scottish Intercollegiate Guidelines Network (SIGN) was established in 1993 by the Academy of Royal
Colleges and their Faculties in Scotland, to develop evidence based clinical guidelines for the National Health
Servicein Scotland.™? Since January 2005 SIGN has been part of NHSScotland, although SIGN retains editorial
independence in relation to the guidelines it produces.

The role of guidelines has been described variously over the past two decades. A recent definition of clinical
practice guidelines (CPGs) states “CPGs are able to enhance clinician and patient decision making by clearly
describing and appraising the scientific evidence and reasoning (the likely benefits and harms) behind clinical
recommendations, making them relevant to the individual patient encounter”?

4

The accepted criteria for validity of guidelines were first set out as the “essential elements of good guidelines”
by the US Institute of Medicine in 1990.* These recommended “attributes of good guidelines” including
validity, reliability, clinical applicability, clinical flexibility, clarity, multidisciplinary process, scheduled
review, and documentation. The recommendations were underpinned by the twin themes of credibility and
accountability: “The link between a set of guidelines and the scientific evidence must be explicit, and scientific
and clinical evidence should take precedence over expert judgement."* These attributes have formed the basis
of SIGN methodology.

The AGREE (Appraisal of Guidelines for Research and Evaluation) guideline appraisal instrument identifies
criteria by which the quality of guideline development may be judged. The AGREE |l criteria are reproduced in
the introductory material to this manual, with links to those manual sections that explain how SIGN addresses
each criterion. The full appraisal instrument can be downloaded from the AGREE website: www.agreetrust.org

GUIDELINES IN CONTEXT

Guideline development, implementation and review should be seen not as a linear process, but as a cycle of
interdependent activities. These in turn are part of a range of complementary activities to translate evidence
into practice, set and monitor standards, and promote clinical excellence in NHSScotland, as illustrated in
Figure 1-1.
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Figure 1-1: The cycle of improvement
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Guidelines can achieve better treatment outcomes and care for patients, but local ownership of the
implementation process is crucial to success in changing practice. For this reason, SIGN is responsible for the
development of national guidelines and theirimplementability, but not directly for theirimplementation into
practice. This is a responsibility of each individual NHS board. However, there is a role for national facilitation
of local guideline implementation activities, and this is discussed in section 9.

MEDICO-LEGAL IMPLICATIONS OF SIGN GUIDELINES

Although there has been ongoing discussion about the legal status of clinical guidelines, SIGN guidelines
areintended as an aid to clinical judgement not to replace it. Guidelines do not provide the answers to every
clinical question, nor guarantee a successful outcome in every case. The ultimate decision about a particular
clinical procedure or treatment will always depend on each individual patient’s condition, circumstances
and wishes, and the clinical judgement of the healthcare team.

To clarify the legal position, all SIGN guidelines carry the following statement of intent:

This guideline is not intended to be construed or to serve as a standard of care. Standards of care are determined
on the basis of all clinical data available for an individual case and are subject to change as scientific knowledge
and technology advance and patterns of care evolve. Adherence to guideline recommendations will not ensure a
successful outcome in every case, nor should they be construed as including all proper methods of care or excluding
other acceptable methods of care aimed at the same results. The ultimate judgement must be made by the
appropriate healthcare professional(s) responsible for clinical decisions regarding a particular clinical procedure
or treatment plan. This judgement should only be arrived at following discussion of the options with the patient,
covering the diagnostic and treatment choices available. It is advised, however, that significant departures from
the national guideline or any local guidelines derived from it should be fully documented in the patient’s case
notes at the time the relevant decision is taken.
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1.5.1

1.5.2

ORGANISATION OF THE SCOTTISH INTERCOLLEGIATE GUIDELINES NETWORK

Since its establishment in 1993, SIGN has been a collaborative initiative; a network of clinicians and other
healthcare professionals, and currently includes all the medical specialties, nursing, pharmacy, dentistry,
allied health professions, public partners and Healthcare Improvement Scotland (HIS).

The overall structure of the organisation is shown in Figure 1-2.

Figure 1-2: The structure of SIGN

SIGN Council

37 representatives of member organisations

Healthcare Professionals in Training Group Strategy Group

Patient Network Guideline Programme Advisory Group

Programme Team Information Team

Programme management
Support and coordination of Systematic reviewing
guideline development and Systematic literature reviews
review programme

I

Guideline Development Groups

Administration and networking
Guideline dissemination
Implementation support

SIGN COUNCIL

SIGN Council is the policymaking body for SIGN with overall responsibility for methodology and editorial
policy. Although SIGN forms part of the Evidence and Technologies Unit at HIS, SIGN is editorially independent
from HIS and the Scottish Government which ultimately funds HIS.

Members of SIGN Council are nominated by a particular Royal College or other professional organisation or
committee, but also represent their specialty or discipline in a wider sense and consult widely with other
specialist societies in their field. Public partners are identified from an open call for interested individuals.

Members of SIGN Council determine the overall direction of SIGN's development and play a key role in shaping
the SIGN guideline programme. Some are also actively involved in aspects of the guideline development
process and all provide input into the selection of topics for guideline development and the composition
of guideline development groups. The current membership of SIGN Council is noted on the SIGN website.

SIGN EXECUTIVE

The SIGN Executive is made up of a Programme Team working closely with the HIS Knowledge and Information
Unit. Together they are responsible for the implementation of decisions taken by SIGN Council and its
subgroups, and for delivering the guideline programme to time and on budget. All staff are employees of
Healthcare Improvement Scotland.
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FUNDING

Core funding from Healthcare Improvement Scotland supports the SIGN Executive, expenses associated
with individual guideline development projects (meeting and literature costs) and the costs of printing and
distributing published SIGN guidelines.

Members of SIGN guideline development groups do not receive any payment for their participation, although
independent practitioners are entitled to claim locum payments and travel expenses. Patient representatives
can also claim travel, subsistence, child care/carer expenses and any other reasonable out of pocket expenses
to enable them to attend guideline development group meetings. The expenses of other members of SIGN
guideline development groups are met by their employing NHS boards, under an agreement with the
Scottish Government Health Directorate.

INFLUENCE OF FINANCIAL AND OTHER INTERESTS

All individuals involved in the SIGN guideline development process must declare any competing interests
(financial and non-financial) on at least an annual basis. This includes all of the following:

* SIGN Council and subcommittee members and deputies
* SIGN Executive staff

* speakers at SIGN events

* guideline development group members

* peerreviewers

* all who submit proposals to SIGN.

Signed copies are retained by the SIGN Executive and are available on the SIGN website.

Full details of the declarations of interest policy are available on the SIGN website.

REFERENCES

1. Scottish Office. Clinical Resources and Audit Group. Clinical guidelines: report by a working group.
Edinburgh: Scottish Office; 1993.

2. Petrie J, Grimshaw J, Bryson A.The Scottish Intercollegiate Guidelines Network Initiative: getting validated
guidelines into local practice. Health Bull (Edin) 1995;53:354-8.

3. Institute of Medicine. Standards for developing trustworthy clinical practice guidelines (CPGs). Washington:
loM; 2011.

4. Field M, Lohr K. Institute of Medicine Committee to Advise the Public Health Service on Clinical Practice
Guidelines. Clinical practice guidelines: directions for a new program. Washington (DC): National Academy
Press; 1990.
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The guideline development group

COMPOSITION OF THE GUIDELINE DEVELOPMENT GROUP

There is international agreement that guideline development groups should be multidisciplinary in their
composition, with representation from all relevant professional groups, and participation of patients, carers
and appropriate voluntary organisations.'? This facilitates ownership of both the guideline development
process and the resulting recommendations.

Atthe outset of a new guideline development project the SIGN Executive, in discussion with all relevant bodies,
aims to bring together a group which will fulfil the following parameters:

* multidisciplinary, with all relevant clinical specialties represented alongside lay input

* relevant to current care practice, with a balance between members actively involved in day-to-day
delivery of health care with topic experts and academics where appropriate. Ideally membership should
represent the range of care or treatment settings related to the clinical condition (eg primary, secondary
and tertiary care centres)

* encompasses the range of skills and expertise required for the specific project. Specialists other than
clinicians may be recruited when necessary, for example health economists (see section 6.2.6), social
workers

* geographically representative, including participants from across Scotland both from urban centres and
rural locations.

Meeting this aim requires an iterative process of seeking nominations, issuing invitations and refining
membership depending on the interests and availability of individuals whose participation is sought.

In putting together a guideline development group, SIGN is aware of the many psychosocial factors, including
the problems of overcoming professional hierarchies that can affect small group processes. Grimshaw states:
“To ensure that guidelines achieve their full potential...requires a programme of research and development that
accords at least as much thought to the psychology of group dynamics as the science of systematic reviews"> Research
into the progress and functioning of SIGN’s own guideline development groups has shown the impact of
professional or status differences on members’contributions to group discussions.** A clear relationship between
the perceived status of a group member and their level of contribution to group discussions was identified.

SIGN guideline development groups vary in size depending on the scope of the topic under consideration,
but generally comprise between 15 and 25 members. There is necessarily a trade-off between the number of
organisations or specialties that should be represented on the guideline development group, and achieving
a manageable group size for effective decision making. An example of the mix of skills present in a typical
guideline group is shown in Figure 2-1. Although their areas of expertise will vary, members of the guideline
development group have equal status on the group.
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Figure 2-1: Membership of the guideline development group for SIGN 127 Management of perinatal mood disorders

Chair:
Consultant Perinatal Psychiatrist, Glasgow

Group members:

Consultant Liaison Psychiatrist, Kilmarnock

Consultant in Community Psychiatry, Stirling

Consultant Perinatal Psychiatrist, Livingston

Consultant Psychiatrist, Aberdeen

Consultant in Obstetrics and Gynaecology, Dundee

General Practitioner, Dundee

Lay Representative, Edinburgh

Manager, Postnatal Depression Voluntary Service, Edinburgh
Mental Health Nurse Practitioner, Larbert

Midwife with Specialist interest in Perinatal Mental Health, Perth
Nurse Consultant, Perinatal Mental Health, Glasgow

Public Health Nurse, Bothwell

Quality and Audit Development Advisor, Royal College of Midwives, London
Senior Lecturer, Edinburgh

Senior Worker, Postnatal Depression Services, Edinburgh
Service Manager, Primary Care Mental Health Team, Glasgow
Senior Pharmacist, Edinburgh

Pharmacist, Inverness

Evidence and Information Scientist, SIGN

Programme Manager, SIGN

2.2 RESPONSIBILITES OF GUIDELINE DEVELOPMENT GROUP MEMBERS

221 GUIDELINE DEVELOPMENT GROUP CHAIR

Therole of the guideline development group Chair is crucial to ensure that the group functions effectively and
achievesits aims.® Chairs of guideline development groups must be sensitive to pre-existing interprofessional
tensions and hierarchies and ensure that all members of the group feel able to contribute fully to the guideline
development process.

A guideline development group Chair needs to be aware of, and constantly attentive to, small group processes
(eg how the group interacts and communicates, decision-making processes and chairing strategies). The
Chair must be prepared to overcome potentially serious difficulties by careful negotiation.*>’

222 SIGN TEAM

The SIGN Programme Manager assigned to each guideline helps the Chair to identify potential barriers to
successful group work, to plan and progress the guideline development project, and acts as facilitator at
group meetings. Some SIGN guideline development groups are co-chaired by the SIGN Programme Manager
and the group Chair in order to help reduce potential conflicts.

The SIGN team supporting each guideline development must ensure that clinical knowledge and expertise
is appropriately applied to the interpretation of the evidence base and that all group members have the
opportunity to actively contribute when the drafting of guideline recommendations is being undertaken.

223 GUIDELINE DEVELOPMENT GROUP MEMBERS

Guideline development group members in turn must make a full commitment to the group and the tasks
involved in guideline development, and are responsible for indicating areas of concern to the Chair. Guideline

|7
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development group members should also bear in mind that they represent both a geographical region and
a specialty or professional group, and must be prepared to consult with colleagues to ensure that the widest
possible range of views are considered, whilst maintaining confidentiality around the content of discussions
undertaken within the group.

The approximate life span of each guideline development group varies depending on whether it is a new
project (around 29 months), an update (around 15 months) or a minor revision (3-6 months). For a full
guideline project, groups meet on average once every two to three months, although groups may form
subgroups which meet more frequently.

REFERENCES

1.

Brouwers MC, Kho ME, Browman GP, Burgers JS, Cluzeau F, Feder G, et al. AGREE II: advancing guideline
development, reporting and evaluation in health care. Cmaj 2010;182(18):E839-42.

Qaseem A, Forland F, Macbeth F, Ollenschlager G, Phillips S, van der Wees P. Guidelines International
Network: toward international standards for clinical practice guidelines. Ann Intern Med 2012;156(7):525-
31.

Grimshaw J, Eccles M, Russell I. Developing clinically valid practice guidelines. J Eval Clin Pract 1995;1(1):37-
48.

Pagliari C, Grimshaw J. Impact of group structure and process on multidisciplinary evidence-based
guideline development: an observational study. J Eval Clin Pract 2002;8(2):145-53.

Pagliari C, Grimshaw J, Eccles M. The potential influence of small group processes on guideline
development. J Eval Clin Pract 2001;7(2):165-73.

Shekelle PG, Woolf SH, Eccles M, Grimshaw J. Clinical guidelines: developing guidelines. BMJ
1999;318(7183):593-6.

Atkins L, Smith JA, Kelly MP, Michie S. The process of developing evidence-based guidance in medicine
and public health: a qualitative study of views from the inside. Implement Sci 2013;8:101.
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Selection of guideline topics

PROPOSING ATOPIC

Producing evidence based clinical practice guidelines is a time and resource intensive process. To make
best use of these resources, guidelines should address a specific healthcare need and there should be an
expectation that change is possible and desirable and that, if the guidelines are followed, there is potential
to improve the quality of care and/or patient outcomes.'? There must also be robust evidence of effective
practice on which to base guideline recommendations.

Any group or individual may propose a guideline topic to SIGN. Application is a two-stage procedure and
the procedure for application and selection of new topics is illustrated in Figure 3-1.

The application form to request consideration by SIGN of a specific guideline topic and the full guideline
proposal form are available from the SIGN Executive or can be downloaded from the SIGN website.

INITIAL APPLICATION

The initial application is made using a short, single page application form. When a group or individual
proposes a guideline topic to SIGN, their suggestion is discussed initially by the SIGN Senior Management
Team (SMT). SMT uses the following criteria to assess the topic:

* s this an appropriate clinical topic for a SIGN guideline? (considering whether the topic is clinical, its
breadth and the need for the guideline as identified in the proposal)

* Is there a suitable alternative product which would address this topic? (considering whether other
Healthcare Improvement Scotland products could better address the topic)

* Has this topic been considered before and rejected? (reasons for rejection would be reviewed and
assessed for current applicability).

If the proposed topic has the potential to meet the selection criteria the proposer is asked to complete a
second, more detailed, application form.

FULL PROPOSAL
SIGN's standard guideline application form requests the following information:

* Details of the group(s) or institution(s) supporting the proposal.

* A brief background to the clinical topic which will be addressed by the proposed guideline.

* Evidence of variation in practice in the management of the condition.

* Anindication of the benefits likely to arise from the development and successful implementation of the
guideline.

* Key areas of concern for patients, carers and/or the organisations that represent them.

* Adefinition of the patient group to which the guideline will apply. This should include consideration of
whether any specific social groups or minorities are likely to be particularly affected, either favourably
or adversely, by changes in healthcare provision in the topic area under consideration.

* A definition of the aspects of management of the clinical condition which the proposed guideline will
address and an indication as to whether the guideline will apply to primary or secondary care, or both.

* Anindication of the healthcare professionals potentially involved in developing the guideline.

* Anindication of the size and strength of the evidence base which is available to support recommendations
on effective practice, citing key supporting papers.

* Details of any existing guidelines or systematic reviews in the field.
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Figure 3-1: Selection of new topics for sign guideline development

Outline proposal form completed by groups or
individuals interested in submitting a topic to

SIGN. €---
Feedback to proposer

v

SIGN Senior Management Team (SMT) use a
selection tool to exclude proposals that are not
clinical, multiprofessional, or appropriate for the
SIGN process. This is ratified by SIGN Council.

v

Accepted outline proposals are worked up into
more detailed proposals, including:

- completing a scoping search
- addressing public health issues
- obtaining information on morbidity/mortality “---
- consultation with policy leads at Scottish
Government Health Department

v

Full proposals are passed to the Guideline
Programme Advisory Board (GPAG) who consider all
proposals using the prioritisation tool, but must

Feedback to proposer

v

Work programmes of also take into account the current work plan and
Healthcare Improvement predicted capacity of the SIGN Executive.
Scotland and NICE taken
into account v '

4 GPAG decision ratified by SIGN Council '

v

FORMATION OF GUIDELINE DEVELOPMENT
GROUP

As part of the preparatory work done before the full guideline proposal is considered by the Guideline
Programme Advisory Group (see section 3.2), a scoping search is carried out. This is a very broad search of
the literature relevant to the condition that is to be the topic of the guideline. No attempt is made to focus
on specific questions at this stage. The intention is only to establish the general extent of the literature in
the clinical area to see if there is likely to be sufficient good quality evidence to make an evidence based
guideline feasible.

10|
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Firstly, a check is made to see if any other good quality guidelines have been produced on the subject by
searching the following websites:

Guidelines International Network (www.g-i-n.net)

National Guideline Clearinghouse (www.guideline.gov)

National Institute for Health and Care Excellence guidance (www.nice.org.uk)

National Institute for Health and Care Excellence Evidence Search (www.evidence.nhs.uk)

In addition, a search for existing systematic reviews is carried out in the Cochrane Library. This covers the
reviews produced by the Cochrane Collaboration and the Database of Abstracts of Reviews of Effectiveness
(DARE).

From this scoping search a report is prepared summarising the available evidence, emphasising the outcomes
from systematic reviews and whether these have been positive or have identified significant work that
remains to be done.

TOPIC SELECTION PROCESS

SIGN has limited resources for guideline development. As a result it is important to identify and prioritise
topics which make best use of those resources. Likewise, when a published guideline is due for review (see
section 3.3) it must be judged against potential new topics for inclusion in the SIGN programme.

For information on the current SIGN programme, see the SIGN website.

The Guideline Programme Advisory Group (GPAG) is a subgroup of SIGN Council and oversees development of
proposals for new guidelines or for reviewing existing guidelines. GPAG also considers the work programmes
of other parts of Healthcare Improvement Scotland, for example, development of standards and health
technology assessments (HTAs) as well as other guideline developers, in particular NICE (the National Institute
for Health and Care Excellence) in England and Wales, to avoid potential duplication of effort.

GPAG considers all new proposals and prioritises them using a suitability screening and scoring tool. The
suitability screening tool identifies the extent to which the proposal fulfils the criteria listed in section 3.2.1,
makes an assessment of the extent of evidence on which to base the guideline and considers whether the
benefits that were likely to accrue from successful implementation of the guideline recommendations would
outweigh the efforts required to develop it.

Using this information and taking into account SIGN’s work capacity, GPAG makes recommendations to SIGN
Council about which proposals should be accepted onto the work programme and which should be rejected.
Topics ranked highest are included in SIGN’s proposed programme, depending on capacity. Proposals which
are not ranked sufficiently highly to be accepted on to the programme are reconsidered at the next topic
prioritisation meeting alongside new and review topics. If the proposal still receives a low ranking on its
second reading it is returned to the proposer for reconsideration or revision.

SIGN Council dedicates one meeting each year to approving guideline topic proposals that have been
recommended by GPAG as suitable candidates for the SIGN guideline development programme. Council is
presented with the guideline proposals, a summary of the suitability screening results and the subsequent
discussions of the Guideline Programme Advisory Group before making a decision on which topics should
be included in the SIGN programme.


http://www.g-i-n.net
http://www.guideline.gov
http://www.nice.org.uk
file:///C:/stuart%20neville%20work%20folder/SIGN%2050%202014/www.evidence.nhs.uk
http://www.thecochranelibrary.com/view/0/index.html
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3.3.1

CRITERIA FOR SELECTION OF TOPICS

Thereis a lack of evidence to guide choice of criteria and methods for prioritising topics, although the criteria
used by guideline development organisations are broadly similar.2 Guideline topics selected for inclusion
in the SIGN programme are chosen on the basis of the burden of disease, the existence of variation in
practice, and the potential to improve outcome. The following criteria are considered by SIGN in selecting
and prioritising topics for guideline development:

* Areas of clinical uncertainty as evidenced by wide variation in practice or outcomes.

* Conditions where effective treatment is proven and where mortality or morbidity can be reduced.
* latrogenic diseases or interventions carrying significant risks.

* Clinical priority areas for NHSScotland.

* The perceived need for the guideline, as indicated by a network of relevant stakeholders.

UPDATING PUBLISHED GUIDELINES

As medical practice continues to develop and new options for treatment become available, guidelines
inevitably fall behind current best practice. They must therefore be kept under constant review and updated
when necessary.>*

The currency of guidelines is categorised in a traffic light system on the SIGN website in the following way:

e current (less than three years old)

* three to seven years old (some recommendations may be out of date)
* over seven years old (use with caution)

* under review

e over 10 years old (withdrawn)

* superseded (withdrawn).

SELECTING AND PRIORITISING GUIDELINES FOR UPDATING

SIGN considers whether or not published guidelines need to be reviewed after a period of three years and
all SIGN guidelines carry a statement indicating that they will be considered for review three years after
publication. A full review of a guideline after a fixed time period is not always appropriate as new evidence
is published at different rates in different fields. It also imposes a workload for future years that may not
be achievable in practice. A further factor that will influence the decision on whether and how to review
a guideline is the emergence of any evidence of inequality in access to services between different social
groups that can be addressed through guideline recommendations.

All comments received on published SIGN guidelines, or information on important new evidence in the field,
or evidence of impacts on equality groups is considered, either forimmediate response or for more detailed
consideration on review of the guideline.

Individuals commenting on published guidelines are invited to complete a small change proposal form,
which can be downloaded from the SIGN website. Once received small change proposals are processed
in the same way as full proposals (see section 3.2). To allow SIGN to be reactive to the needs of healthcare
professionals in NHSScotland, small changes to published guidelines are agreed by GPAG rather than SIGN
Council and slotted into the programme according to current capacity and workload. GPAG considers small
change requests on a rolling basis and guidelines will be refreshed'’if a proposal meets the following criteria:

* new evidence substantially changes a small number of recommendations in the guideline (corresponding
to no more than two related key questions) OR

* aspecificissue such as a new drug therapy or national issue such as a new government policy will give
rise to a new key question AND

* the nature of the update may not warrant assembling a multidisciplinary group.
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The process for refreshing a guideline is essentially the same as a selective update (see section 3.3.2) although
the scope of the update is much narrower and the timescales shorter. The level of involvement of a guideline
development group and extent of consultation will depend on the nature of the changes to the guideline.

If, scoping suggests that the request does not meet the criteria for a refresh, GPAG will consider whether
the body of new evidence warrants a full review or selective update. If this is the case GPAG will request a
full proposal from the proposer, which is then processed alongside new topics as described in section 3.2.

Any updates to the guideline which might be required in the interim period prior to review are recorded an
a review report for the guideline which is accessed from the guideline landing page or guideline list on the
SIGN website. The review report provides details of any requests from stakeholders to update the guideline
(or other triggers, such as a change in drug marketing authorisation), the decision from GPAG on whether
or not the update is warranted, when the update was published and the nature of the update.

SELECTIVE UPDATE PROCEDURE

Itis not always desirable or necessary to completely update a guideline. Updates can apply either to sections
of guidelines, or in some circumstances to individual recommendations. Processes have to be in place to
address all these possible options.®

When a guideline has been accepted for a selective update, the process for carrying out the update will be
largely the same as that described elsewhere in this manual. The principal difference is that the update will
focus on those sections of the original guideline that have been identified as being in need of updating. The
same methodological principles apply, though the nature of the sections being reviewed may necessitate
a slightly different composition from the original guideline group. If a section on surgical interventions is
a major part of an update, for example, the guideline group is likely to include more surgeons and theatre
staff than (say) pharmacists or homecare workers.

Another possible exception is the need for a national meeting. Here the guideline group may decide whether
or not the proposed changes are sufficiently far reaching as to justify such wide consultation. If a national
meeting is not held, the first draft of the guideline is published on the SIGN website for a fixed period, during
which time potentially interested parties will be alerted to its presence and invited to submit comments.

LIVING GUIDELINES

As with a selective update, the process for updating a living guideline is largely the same as that described
elsewhere in this manual. The main difference is that a living guideline is developed on a rolling programme
of regular updates. The frequency of updating will depend on the rate at which new evidence is emerging,
but will normally be annual or biennial. Guideline development group membership will be relatively constant,
but only subgroups of the guideline development group with an interest in the topics under review will
be actively involved in the development process at any time. A steering group consisting of the Chairs of
the subgroups and other relevant individuals oversees guideline development and ensures consistency of
approach across the subgroups year on year.

Each update focuses on those areas of the original guideline where new evidence has been identified. The
same methodological principles apply and literature searches are based on a series of existing key questions.
They seek to update and build on the evidence base used in the original guideline and subsequent updates.
The only new questions that may be addressed are any arising from the patient issues search, or that arose
from new developments identified during the process of scoping the update.

Once searches are completed, considered judgements are reviewed against the updated evidence base. The
text and recommendations of the guideline are revised to take account of any new evidence and flagged
as being revised. The other processes used will be the same as those used for a new guideline. A possible
exception is, as with a selective update, the need for a national meeting.

SIGN currently develops only one living guideline, the British guideline on the management of asthma in
collaboration with the British Thoracic Society (BTS). Updated drafts of this guideline are presented at one
of the BTS biannual meetings, as well as being published on the SIGN and BTS websites for a fixed period,
during which time comments are invited.
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MONITORING AND INTERIM UPDATES

All comments received on published SIGN guidelines, or information on important new evidence in thefield,
or evidence of impacts on equality groups is considered, either forimmediate response or for more detailed
consideration on review of the guideline.

Individuals commenting on published guidelines are invited to complete a small change proposal form,
which can be downloaded from the SIGN website. Once received small change proposals are processed in
the same way as full proposals (see section 3.2).

GPAG considers small change requests on a rolling basis and guidelines will berefreshed’if a proposal meets
the following criteria:

* new evidence substantially changes a small number of recommendations in the guideline (corresponding
to no more than two related key questions) OR

* aspecificissue such as a new drug therapy or national issue such as a new government policy will give
rise to a new key question AND

* the nature of the update may not warrant assembling a multidisciplinary group.

To allow SIGN to be reactive to the needs of healthcare professionals in NHSScotland, small changes to
published guidelines are agreed by GPAG rather than SIGN Council and slotted into the programme according
to current capacity and workload.

The process for refreshing a guideline is essentially the same as a selective update although the scope of the
update is much narrower and the timescales shorter. The level of involvement of a guideline development
group and extent of consultation will depend on the nature of the changes to the guideline.

Any updates to the guideline which might be required in the interim period prior to review are noted on
the SIGN website.

WITHDRAWING GUIDELINES

From time to time it is necessary to consider withdrawing guidelines which are outdated or no longer relevant.
Proposals to withdraw guidelines are submitted initially to the Guideline Programme Advisory Group and
if it agrees with the proposal it is submitted to SIGN Council for final approval.

Once it has been agreed to withdraw a guideline, all versions of the text and any associated material will
be removed from the SIGN website. The list of published guidelines will be amended to show the guideline
as withdrawn, with a note of the reason for withdrawal and reference to any alternative sources of advice.

Guidelines may be withdrawn for any of the following reasons.

* superseded by a more recent or more comprehensive guideline
* evidence that the guideline is fully complied with by NHSScotland, and has become accepted practice
* emergence of new treatments or preventive measures that render the guideline irrelevant.
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Systematic literature review

Guidelines based on a consensus of expert opinion or on unsystematic literature surveys have been criticised
as not reflecting current medical knowledge and being liable to bias."? SIGN guidelines are therefore
produced using a considered judgement process informed by systematic reviews of evidence. Systematic
review is defined as “an efficient scientific technique to identify and summarise evidence on the effectiveness
of interventions and to allow the generalisability and consistency of research findings to be assessed and data
inconsistencies to be explored”?

The SIGN approach is to produce a systematic review of the evidence for each key question (KQ) to be
addressed in the guideline. Evidence tables are produced as supporting documents and the essential
elements of systematic review are met in that the literature is:

* identified according to an explicit search strategy
* selected according to defined inclusion and exclusion criteria
* evaluated against consistent methodological standards.

All the stages of the review process are thoroughly documented (see below).

The benefits of the SIGN approach derive from the close involvement of the guideline development group
with the synthesis of the evidence base, allowing them to apply their ‘considered judgment’ when deriving
recommendations (see sections 5 and 6), and from encouraging a sense of ownership of the guideline amongst
all those involved in the process.

ADDRESSING PATIENT ISSUES IN THE LITERATURE SEARCH

Incorporating the patient’s perspective from the beginning of the development process is essential if it is
to influence the coverage of the final guideline. One of the measures used to achieve this is to conduct a
specific search on patient issues in advance of the first meeting of the guideline development group.

This search is designed to cover both quantitative and qualitative evidence, and is not limited to specific study
designs. Itis carried out over the same range of databases and sources as the main literature review, but will
normally include both nursing and psychological literature even where these are not seen as particularly
relevant to the later searches of the medical literature. Whereas other literature searches carried out for the
guideline attempt to answer focused key questions by filtering out the volume of irrelevant evidence, the
patient search is deliberately as broad and inclusive as possible. It focuses entirely on the health condition
that is being considered, and makes no attempt to concentrate on any social group or class. As the reviewer
develops themes from the literature, (s)he will pay particular attention to anything that suggests there are
population groups that are disadvantaged and ensure their interests are specifically considered by the
guideline development group.

The use of this literature search is discussed in more detail in SIGN 100: A handbook for patient and carer
representatives.*

USING EXISTING GUIDELINES

As more good quality guidelines are being produced by other agencies, SIGN is making use of the evidence
base underlying guidelines produced elsewhere for use in NHSScotland.

The guidelines identified in the scoping search carried out for the original guideline proposal will be presented
to an early meeting of the guideline development group to allow it to consider what has been done already.

All guidelines must be evaluated using the AGREE Il instrument and be shown to have followed an acceptable
methodology before they can be considered for use by SIGN guideline developers.


http://www.agreetrust.org/
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There is a range of possible ways in which existing guidelines can be used in relation to SIGN guidelines.

* Thereis an existing guideline that addresses some of the questions in a new guideline, or there is a well
produced guideline that is now out of date. If the guideline development group can access the original
evidence tables used to develop that guideline, these can be updated and reviewed before being used
to form the basis for new recommendations. For example, NICE evidence tables were used by the group
developing the SIGN obesity guideline.

* Thereisan existing guideline that addresses some of the questions in a new guideline, but it is not possible
to obtain the evidence tables. In this case the guideline can be included in the body of evidence, as low
quality evidence, supporting new recommendations.

* There are existing guidelines addressing a very specialist area where expertise or resources are limited,
and the specialist topic has general applicability. For example, reference in SIGN 88 on management of
bacterial urinary tract infections to prescribing guidance produced by the Health Protection Agency or
the Infectious Diseases Society of America.

* Thereis an existing guideline that addresses some aspect of the guideline topic and which can be referred
to as an alternative. For example, SIGN 111 on management of hip fracture of the elderly refers to British
Orthopaedic Society guidelines for secondary prevention of fragility fractures rather than tackling the
topic anew.

In all cases the guideline development group must decide on the best way forward that will address clinical
need while avoiding duplication and waste of resources.

DEFINING KEY QUESTIONS

SIGN guideline development groups are encouraged to break down the guideline remit into a series of
structured key questions using the PICO format as shown below.>¢

Patients or population to which the question applies
Intervention (or diagnostic test, exposure, risk factor, etc) being considered in relation to these patients

Comparison(s) to be made between those receiving the intervention and another group who do not receive
the intervention

Outcome(s) to be used to establish the size of any effect caused by the intervention

The patients or population to be covered by the literature searches is largely defined by the presence of
the particular condition that the guideline will cover. It should, however, be made clear which age groups
are to be included.

Consideration should also be given to issues of equity, ensuring that any particular subgroup of the patient
population that has particular needs in relation to the topic under review has those needs specifically
addressed. This should take account not just of the needs of that population, but any evidence of differences
in effectiveness of interventions between equality groups.

It is worth emphasising here that, where clinically important, questions should be addressed even if it is
not thought there will be any good evidence. If there is in fact no good evidence, then highlighting it as an
area for research is a useful outcome in itself. Dealing with uncertainties of this kind will be addressed in the
section of this manual covering the later stages of the considered judgment process.

The interventions (which in this context includes diagnostic tests, risk factors, risk exposure) must be specified
clearly and precisely. The only exception is in drug therapy where drug classes should be used in preference
to specific agents unless there is a clear reason for focusing on a named agent.

The decision on comparisons is mostly between placebo/no treatment, or comparison with other therapies. It
should be borne in mind that, where there is an existing treatment, comparison with placebo or no treatment
is not ethically acceptable.
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Outcomes must be clearly specified, ideally at the stage of setting the key questions but certainly before
making judgments about the quality of evidence. For some questions there will be a wide range of outcomes
used in the literature, and, if useful comparisons are to be made across studies, it must be made clear which
of these outcomes are expected to influence decisions about healthcare.

Outcomes should be discussed by the guideline development group and rated in terms of theirimportance.’
Where existing reviews have been identified in the scoping search, the outcomes used in those reviews
should be presented to the guideline development group as an aid to completing this part of the process.

Critical outcomes are those on which the overall quality of evidence for a KQ is based. These are the key
outcomes on which a healthcare professional would be expected to base a treatment decision. In osteoporosis,
for example, prevention of fracture is likely to be seen as a critical outcome. The number of critical outcomes
should be kept low, preferably less than seven per KQ.

Important outcomes are those that a healthcare professional is likely to take into account when making
treatment decisions, but which are not the ultimate aim of the intervention under consideration. Often, these
will be surrogates for the critical outcome. In the osteoporosis example, improved bone mineral density may
be seen as an important outcome as it is a widely accepted surrogate for reduced fracture risk.

In some areas there are a large number of reported outcomes. Some of these are likely to be peripheral to
treatment decisions and can be largely ignored in the process of developing guideline recommendations.

As far as possible outcomes should be objective and directly related to patient outcomes (eg length of
time to next cardiovascular incident or survival time, rather than just reductions in blood pressure). Patient
important outcomes should be explicitly considered along with more narrowly defined clinically important
outcomes. It is particularly important to include any potential harm associated with the intervention under
review so that a balanced view can be taken at the considered judgment stage.

As part of the question setting process, a set of inclusion and exclusion criteria should be drawn up and
saved as part of the record of the review. This will provide guidance at a later stage when studies are being
selected for review.

Inclusion criteria will include definition of the topic and may include such factors as duration of therapy,
drug dosage, and frequency of treatment. Other factors include any geographic or language limits, the types
of trials that will be accepted, and date range to be covered. Any equality groups that are expected to have
specific needs in relation to the question being addressed should be specified.

Exclusion criteria are likely to be more variable. They are, however, essential in that they help sift out irrelevant
studies from the (often very large) initial search result.

Equality groups should never be specifically excluded from searches unless a clear justification is provided
(eg issues for specific equality groups addressed in a separate question).

Once the questions have been agreed they form the basis of the literature searches to be undertaken by an
Evidence and Information Scientist. These searches will focus on the patients, interventions, and (sometimes)
comparison parts of the question. Additional references provided by group members or other interested
parties may be included for consideration in the evidence base but must be evaluated on the same basis as
all other studies (see section 4.5).

Definition of a set of clear and focused clinical questions is fundamental to the successful completion of a
guideline development project. It is also important to be realistic about the number of questions that can
be addressed in a single guideline if the final product is not to be too large to be useable. A large number of
key questions will incur a very high workload for the developers. Care must be taken to ensure this is kept
within limits that will allow the guideline to be completed within the agreed timescale. Keeping the number
of questions to a minimum is particularly important in areas that are particularly rich in literature, as each
question will require review of a large number of studies.

Deciding the key questions is entirely the responsibility of the guideline development group which must
apply its knowledge and experience to ensuring the questions address the key issues in the area to be covered
by the guideline. The Evidence and Information Scientist working with the group will provide guidance on
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question formatting, and ensure they are likely to produce useable results. They will also work with the Patient
Involvement Officer to ensure that the key questions address appropriately the issues identified through
the patient consultation exercise.®

IDENTIFYING AND SELECTING THE EVIDENCE

The literature search must focus on the best available evidence to address each key question. SIGN uses a
set of standard search filters that identify:

* systematic reviews

* randomised controlled trials
* observational studies

* diagnostic studies

* economic studies.

In order to minimise bias and to ensure adequate coverage of the relevant literature, the literature search
must cover a range of sources. As a minimum, SIGN requires searches to cover the following sources:

e Cochrane Library
o forreviews: Cochrane reviews, Database of Abstracts of Reviews of Effects (DARE)
o for RCTs: Cochrane Controlled Trials register (CCTR)

* Medline

* NHS Economic Evaluations Database (NEED)

* Internet sites relevant to the topic (including patient organisations)

*  WHO International Clinical Trials Registry Platform.

For questions covering drug treatments, searches will also cover:

* Scottish Medicines Consortium (SMC) advice

* NICE Multiple Technology Assessments

*  Toxbase

* US Food and Drug Administration (FDA) Register.

Specialised databases such as CINAHL or Psychinfo will only be searched for questions specific to their area
of coverage.

Following a review in 2012 SIGN decided not to include Embase in the standard set of databases covered.
Evidence suggests that the benefit of searching both Embase and Medline is variable between topics,®'°
but can be very low. Inclusion of CCTR in the main search picks up those unique Embase records added by
Cochrane and reduces duplication of effort.'"?

SIGN does not undertake hand searching of key journals as part of the literature review. It is accepted that
this means some relevant trials may be missed, and introduces the possibility of a degree of bias in the
process. However, given time and resource constraints, it is not feasible for this to form part of the process.

The period that the search should cover will depend on the nature of the clinical topic under consideration,
and will be discussed with the guideline group. For a rapidly developing field a five year limit to the search
may be appropriate, whereas in other areas a much longer time frame might be necessary.

All the main search strategies are available to members of guideline development groups if they want to
review them.

A listing of the Medline search strategies used for the guideline, plus notes of any significant variation on
other databases, is published on the SIGN website at the time of publication of the guideline.

Before any studies are acquired for evaluation, the search output is sifted to eliminate irrelevant material.
Results are sifted in two stages. A preliminary sift of each search result is carried out by the Evidence and
Information Scientist, normally by the individual that carried out the search. Studies that are clearly not
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relevant to the key questions or not the type of study being considered (eg observational studies when the
focus is on controlled trials) are eliminated. Abstracts of remaining studies are then examined and any that
clearly do not meet the agreed inclusion and exclusion criteria will also be eliminated at this stage. In cases
of doubt, the Evidence and Information Scientist will leave abstracts in the output file at this stage.

Afinal siftis carried out by at least one member of the guideline development group, who will apply clinical
judgment to reject any other studies that do not meet the pre-agreed criteria. These will include clinical
criteria, but may also consider issues such as size of the study, relevance to practice in the UK, etc. Only when
all stages of search result sifting have been completed will the remaining studies be acquired for evaluation.

EVALUATING THE LITERATURE

Once studies have been selected as potential sources of evidence, the methodology used in each study is
assessed to ensure its validity.

The methodological assessment is based on a number of criteria that focus on those aspects of the study
design that research has shown to have a significant effect on the risk of bias in the results reported and
conclusions drawn. These criteria differ between study types, and a range of checklists is used to bring a degree
of consistency to the assessment process. The SIGN checklist for systematic reviews has been updated based
on the AMSTAR tool,>'* while that for RCTs is based on an internal project carried out in 1997."> Checklists
for observational studies are based on the MERGE (Method for Evaluating Research and Guideline Evidence)
checklists developed by the New South Wales Department of Health,'® which have been subjected to wide
consultation and evaluation. The checklist for diagnostic accuracy studies is based on the QUADAS (Quiality
Assessment of Diagnostic Accuracy Studies) programme.'”

These checklists were subjected to detailed evaluation and adaptation to meet SIGN’s requirements for a
balance between methodological rigour and practicality of use. Copies of these checklists and accompanying
notes on their use are available on the SIGN website.

The assessment process inevitably involves a degree of subjectivity. The extent to which a study meets a
particular criterion, for example an acceptable level of loss to follow-up and, more importantly, the likely
impact of this on the reported results from the study will depend on the clinical context and inevitably the
judgment of the individual reviewers.

The methodology of studies selected for full consideration will be appraised by at least two people with
experience in carrying out such appraisals. The subjective nature of critical appraisal makes double checking
essential to minimise the chance of bias and to ensure consistency. Where reviewers cannot agree on the
overall quality of a study the Programme Manager will arbitrate before a study goes forward for inclusion
in the evidence base. This only applies to studies being actively considered as evidence. There is no need to
seek agreement for studies that are not to be included. Any study that has not been included in this process
cannot be used as evidence to support a recommendation in the guideline.
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Assessing the quality of evidence

INTRODUCTION

The previous section of this handbook sets out how individual studies are identified and assessed for
methodological rigour. The next step in the guideline development process is to examine the body of
evidence associated with each specific key question.

One of the factors likely to influence a practitioner’s decision to implement a recommendation is the degree
of confidence that they have in it; that is how certain they are that following the recommendation will
produce the expected improvement in outcome for their patients. Not only does this certainty relate to the
degree of confidence in the size of effect of an intervention in relation to specific important outcomes, but
it also encompasses other issues such as patient preferences and the availability of resources to support
introduction of a new intervention. For this reason the guideline development group has to consider both
the overall quality of the supporting evidence and the other factors that might influence the strength of
the recommendation.

If a reviewer evaluates a guideline using the AGREE instrument they will expect both of these aspects to be
clearly addressed. These aspects also need to be addressed properly to comply with the standards set out
by the Institute of Medicine.! As from June 2014, this is also a requirement for all guidelines included in the
National Guidelines Clearinghouse database.

PRESENTING THE EVIDENCE

This section of the manual considers the practical issues involved in presenting the evidence to the guideline
development group. It relates to the SIGN solution, although there are a number of ways of doing this.?

EXISTING SYSTEMATIC REVIEW

It is a fundamental principle that each recommendation should be based on systematic review of the
literature. For many questions systematic reviews will already exist, and in these cases the guideline
development groups are provided with a complete systematic review plus an evidence table summarising
more recent studies. Where there are multiple existing reviews, an evidence table summarising the findings
of all existing reviews, is provided.

In these circumstances the quality of the studies included in the systematic review has already been
established by the systematic reviewers, and, the guideline development group can move on to consider
its conclusions (see section 6).

Consideration of the evidence in relation to different outcomes is considerably simplified if a summary of
findings (SoF) table is available.* Any SoF produced as part of a systematic review should be included in the
material submitted to the guideline group. If they are not included in a systematic review, the authors may
be contacted to see if SoF tables are available.

INTERNALLY CONDUCTED REVIEWS

A completed evidence table based on an internally conducted systematic review of the literature will be
provided for all questions. These will either update existing reviews or provide a review of all relevant literature.
Each evidence table will include methodological evaluation of and data from each individual study relevant
to a specific key question. Study results will be reported on a per outcome basis wherever possible.

An example of a completed evidence table records appears in Figure 5-1.


http://www.guideline.gov/about/inclusion-criteria.aspx

5.3

5.3.1

5.3.2

533

5« Assessing the quality of evidence

CONSIDERING THE QUALITY OF EVIDENCE

SIGN is committed to following the principles of the GRADE methodology which complies with the standards
covered in section 5.1. The process for assessing the overall quality of evidence using GRADE, is described in the
Journal of Clinical Epidemiology (JCE) series on GRADE.? This chapter will be updated periodically in the light of
experience of applying these principles in SIGN guidelines.

From this point in the process the guideline development group is looking at a body of evidence for each
question; the collection of studies that help answer the question. This raises a number of issues beyond the
methodological quality of the individual studies.

The evaluation of a body of evidence should be completed before deciding what to recommend in the
guideline. The focus here is on the quality of the available evidence, not what conclusions may be drawn
from it.2

The evidence identified in a systematic review of the published literature is first summarised in an evidence
table (see Figure 5-1) The features described in the following sections are then reviewed and commented
on in part A of the considered judgment form (see Figure 5-2).

In summary, at the end of this stage of the process, the guideline development group will have agreed on
the overall quality of the evidence for all critical outcomes for the key questions being addressed.

HOW RELIABLE ARE THE STUDIES IN THE BODY OF EVIDENCE?

The first issue to be considered is the risk of bias in the studies that make up the body of evidence related to
a particular question. The methods used for the assessment of risk of bias in individual studies are outlined
in section 4 of this manual.

ARE THE STUDIES CONSISTENT IN THEIR FINDINGS?

Also known as heterogeneity, this aspect looks at all the studies relating to a particular outcome to see if
they all pointin the same direction (ie all support or reject the course of action being considered). Sometimes
it is very clear that evidence is consistent, but at other times this is far from the case. Sometimes there are
clinical reasons to explain this and these will be discussed by the guideline development group. The issue
that is of concern here, however, is statistical heterogeneity.

Statistical heterogeneity can only be established through meta-analysis. Often these analyses will provide
statistics to indicate the degree of heterogeneity The most commonly quoted is the %? (chi squared)
statistic.® If this is below 40, inconsistency is not likely to be a problem. Over 90 and it is a very serious issue
for consideration. In between these values, you need to consider possible explanations for the variation in
results and how they might influence the size of effect in the Scottish population.”

In the context of SIGN guideline development, such calculations will normally only be available through
published meta-analyses.
ARE THE STUDIES RELEVANT TO OUR TARGET POPULATION?

This is often referred to as directness of evidence, but can also be referred to as applicability or external
validity. In this context it relates to how directly applicable the evidence is to NHSScotland.® Guidelines should
indicate where the studies used as evidence were conducted, if not by listing all the countries involved, at
least indicating which parts of the world the evidence came from. For example:

“The main work on this topic has been carried out in Europe and the UK.”

“Most of the evidence in this area comes from the US-based Framingham study"”.
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Studies carried out in the UK are likely to be directly applicable to the target population for a SIGN guideline.
For studies carried out elsewhere some thought has to be given to what factors, if any, might influence
relevance of the results in our target population.? Studies of diagnosis of heart disease, for example, may be
seen as directly relevant no matter where they are conducted as the underlying biology of the condition
should be the same. If the studies relate to the risk of heart disease however, applicability may be more
problematic.

Examples of factors that can influence the applicability of evidence include:

* variations in baseline risk

» differences in genetic makeup of the population

 differences in culture or lifestyle between populations

 differences in how care is delivered, or availability of technologies or resources

» different outcomes measured in studies to those that the guideline development group see as being of
critical importance

» differences in how the intervention(s) studied is/are administered to patients in Scotland

* use of indirect (surrogate) outcomes

* indirect rather than direct comparison of outcomes.

It is worth highlighting that the last two points above relate to different forms of indirectness. Surrogate
outcomes reflect a situation where it is difficult or impossible to accurately measure the effect of an
intervention on the final patientimportant outcome. In that case an alternative outcome that can be shown
to be related to the important outcome may be measured instead. An example of this is in osteoporosis
where studies often report the impact of interventions on bone mineral density, when in fact the outcome
of interest is the degree of fracture risk. Increased bone density is associated with a reduced risk of fracture,
hence its use as a measure of treatment effect.

The second issue arises where there are no head-to-head comparisons of different options for treatment. It
may be, for example, that there is no comparison of A versus B, but there are trials of A versus C and B versus
C.Inthis situation evidence may be addressed through a process referred to variously as indirect comparison
reviews, mixed treatment comparisons, or network meta-analyses.'® These analyses are always indirect, and
given their nature are unlikely to give a precise result.

Situations where there is a mix of direct and indirect evidence are the most difficult to judge. The guideline
development group has to look at the body of evidence and see where most of the data comes from. If it is
clearly from direct evidence there should not be a problem.

In some cases it may be that the group has to consider different sub-populations within the overall body of
evidence. People of Asian origin living in the UK, for example, are known to have an increased risk of Type 2
diabetes at an earlier age than the white population. Any evidence in this area would need to take account
of the risk difference when considering whether or not it was direct. It may be preferable to ask the question
independently for different groups where situations like this are suspected to see if there is direct evidence
for any specific group of patients.

HOW SURE ARE WE THAT ESTIMATES OF THE SIZE OF EFFECT ARE RELIABLE?

This is often referred to as precision of the estimate of effect. It relates to how confident the user can be in
any estimate of the size of the effect to be expected from an intervention or exposure. Precision around an
effect estimate is usually presented as 95% confidence intervals."

Trial results are commonly reported in terms of relative effect or relative risk. Wherever possible, estimates
of absolute risk or benefit should also be used along with the appropriate confidence intervals.
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ARE WE SURE WE HAVE ALL THE RELEVANT EVIDENCE?

This question relates to publication bias, where only some study results (usually the positive ones) have
been reported. Unfortunately it is not usually possible to establish the presence or absence of publication
bias, and reviewers can only indicate if it is likely or unlikely.

Published reviews should include an assessment by the authors of the likelihood of publication bias.

For internal reviews carried out by SIGN staff, it may be assumed that the literature searches coupled with
the knowledge of the guideline development group members have covered the majority of the available
literature. Some papers may have been missed, but there will not be any systematic bias in the search
results. SIGN searches do not cover unpublished material, and it is a matter of judgment for the guideline
development group to decide if there is likely to be a substantial body of unpublished literature that might
influence the results.

Note: Data and comments in the following figures have been adapted from documents used in an actual
guideline. They have, however, been amended for illustrative purposes and should not be taken as accurate
and complete summaries of the evidence in this area.
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Figure 5-1: Example pages from an evidence table

Guideline topic: Breast cancer

Question:

KQO3: In patients with BC (men, pre-menopausal women, postmenopausal women) with
an inoperable tumour/unsuitable for breast-conserving surgery, what is the evidence that
neoadjuvant chemotherapy is effective and what is the optimal regimen?

Cuppone, F, Bria, E, Carlini, P, Milella, M, Felici, A, Sperduti, |, et al.
Taxanes as primary chemotherapy for early breast cancer: Meta-analysis of randomized trials (Cancer: 2008 113 238-46)

Stt,jdy type/ Study details/limitations Patient characteristics Interventions
evidence level
Meta-analysis/ Countries: Total no. patients: 2,455 Combination
RCT Centres: Patient characteristics: taxane and
Setting: ‘Operable’breast cancer | anthrycycline
Evidence level: + | Funding sources: Not stated stage Il and Il - otherwise
Dropout rates: not well defined
Study limitations: Inclusion criteria: Searched
till October 2007
Exclusion criteria:

Notes:

The primary endpoint is pCR.The included trials use different definitions of pCR (unlisted). A similar
criticism exists for other endpoints such as response rate although breast conservation rate should
be robust.

Thorough search of the literature. Poor reporting of populations characteristics of the included
studies. No quality appraisal carried out. Sensitivity analysis carried out for sequential taxane
schedule showing higher probability of acheiving a pCR. Author's comment on the heterogeneity of
the studies, including populations, sample size and treatment duration.

Author’s conclusions: The combination of taxanes and anthracyclines as neoadjuvant
chemotherapy for early breast cancer improved the chance of achieving higher breast-conserving
surgery rates and pathologic complete response rates. This main conclusion followed from the
evidence presented, but did not clearly acknowledge limitations of the evidence discussed by the
review authors, so it may not be entirely reliable.

26|
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Outcome
Measures/results

Primary: pathological complete response (any
definition), rate of breast-conserving surgery
Secondary: clinical complete and partial response,

rate of node-negative disease after treatment, rate

of grade 3/4 neutropenia, DFS, OS

Data for primary endpoints were available
for 7 RCTs. The rate of BCS was significantly
higher for patients receiving taxanes, with
an AD of 3.4% (P=5.012), which translates
into 29 patients NNT, without significant
heterogeneity.

The rate of pCR was higher for patients
receiving taxanes (not statistically significant).
In the sensitivity analysis, patients receiving
taxanes as a sequential schedule had a
significant higher probability to achieve pCR,
with an AD of 2.4% (P=5.013), which translates
into 41 patients NNT, without significant
heterogeneity.

Patients receiving taxanes as a concomitant
schedule had a significantly higher probability
to achieve BCS, with an AD of 5.3% (P=5.027),
which translates into 19 patients NNT, without
significant heterogeneity. The complete
response rate was significantly higher in

the taxane arms, regardless of the adopted
strategy, with an AD ranging from 6.7% to
15.5%.

Gianni, L, Baselga, J, Eiermann, W, Guillem Porta, V, Semiglazov, V, Lluch, A, et al.
Feasibility and tolerability of sequential doxorubicin/paclitaxel followed by cyclophosphamide, methotrexate, and
fluorouracil and its effects on tumor response as preoperative therapy (Clinical Cancer Research: 2005 11 8715-21)

Study type/
evidence level

Study details/limitations

Patient characteristics Interventions

Randomised
controlled trial

Evidence level:+

Countries: Spain, Italy, Russia, Poland, Estonia,
Hungary, Austria, Czech Rep

Centres:

Setting:

Funding sources: Healthcare Industry, Bristol
Meyers Squibb

Dropout rates:

Study limitations:

Total no. patients: 1,355 Primary systemic

Patient characteristics: 20% | therapy v CMF/
had tumours > 4cm, more | doxorubicin
than half were aged over | followed by

50. CMF or CMF/
Inclusion criteria: Women doxorubicin/
with primary operable paclitaxel

breast tumour >2cm (T2-
T3, NO-N1, M0)
Exclusion criteria:

followed by CMF

Notes:

In multivariate analysis only estrogen receptor (ER) status was significantly associated with
pathologic complete response (odds ratio for ER negative, 5.77; 95% confidence interval, 3.49-9.52;
P<0.0001). Neoadjuvant chemotherapy induced a significant axillary downstaging (P <0.001), and
breast-sparing surgery was feasible in 65% versus 34% (P<0.001). Not a blinded trial. No ITT.
Author’s conclusions: Doxorubicin/paclitaxel followed by CMF is feasible, safe, and well tolerated.
Given as PST, it is markedly active, allowing for breast-sparing surgery in a large fraction of patients.
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Outcome
measures/results

Toxicity, adverse events

Grade 3 or 4 National Cancer Institute toxicities
were low (<5%) in all arms. Neuropathy was
more frequent in the paclitaxel-containing
arms (grade 2, 20.5% versus 5.0%; grade 3, 1.3%
versus 0.2%).

At 31 months of follow-up, asymptomatic drop
of left ventricular ejection fraction was similar
in all arms, whereas symptomatic cardiotoxicity
was recorded in three patients (0.5%) in A and
in three patients (0.3%) in B plus C. PST induced
clinical complete plus partial remission in
78%,with an in-breast pathologic complete
response rate of 23% and an in-breast plus
axilla pathologic complete response rate of
20%.

In the multivariate analysis, only estrogen
receptor (ER) status was significantly associated
with pathologic complete response (odds ratio
for ER negative, 5.77; 95% confidence interval,
3.49-9.52; P < 0.0001). PTS induced a significant
axillary downstaging (P<0.001), and breast
sparing surgery was feasible in 65% versus 34%
(P<0.001).

Huober, J, von Minckwitz, G, Denkert, C, Tesch, H, Weiss, E, Zahm, DM, et al.
Effect of neoadjuvant anthracycline-taxane-based chemotherapy in different biological breast cancer phenotypes:
Overall results from the gepartrio study (Breast Cancer Research & Treatment: 2010 124 133-40)

Study type/
evidence level

Cohort study

Evidence level: +

Study details/limitations Patient I Interventions
characteristics
Countries: Total no. patients: | TAC
Centres: 2,090
Setting: Patient
Funding sources: Not stated characteristics:
Dropout rates: Operable or
Study limitations: LABC
Inclusion criteria:
Women with
Operable or
LABC
Exclusion criteria:

Notes:

Exploring association of clinico-pathological variables with response - all patients received the
same chemotherapy for the first part of the trial. Independent factors for mid-course response
and pCR were: young age, non-T4 tumors, high grade, and hormone receptor status, the
strongest single predictive factor. Grading and age can identify subgroups within the luminal
and triple negative patients who have an increased benefit from NACT.

These are useful data to answer question of benefit in different populations (ER+ v ER —; HER2+
v HER2-; PR+ v PR-)

Evaluated as a cohort; evaluation of pre-randomised cohort from Gepartrio trial. No control
group. Large number lost to follow-up.

Author’s Conclusion: Grading and age can identify subgroups within the luminal and triple
negative patients who have an increased benefit from NACT.
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Outcome measures/
results

pathological clinical response

The overall pCR rate, defined as no invasive
residuals in breast and axilla, was 20.5%.

The highest pCR rate of 57% was observed
in patients below 40 years of age with triple
negative or grade 3 tumors. Independent
factors for mid-course response and pCR
were: young age, non-T4 tumors, high
grade, and hormone receptor status, the
strongest single predictive factor.

Within the biological subtypes, grading
was an independent factor to predict pCR
for luminal tumors, clinical tumor stage for
the HER2 like tumors and age for the triple
negative ones.

Grading gave independent information
for mid-course response within the triple
negative group.

No factor predicted mid-course response
within the other groups.
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Example of considered judgment

Figure 5-2

$3WO02]N0 JO UOSLIDAWIOI 1241p UDY] JaYIDJ 1231pul asn e

$aW021N0 (2)pb0.1INs) 1241pul SN«

;uonpjndod 12610} 3y} 01 JUDA3a. S31IPIQIOWI0I AUD UO 110dal o

£U01IDIaPISU0D Japun uoi3sanb A3y ay) 03 sawi01n0 4o $101pipdw0d ‘suoijuaAiaiul ‘suonpindod 126ip} JpjiLs apnjaul o
:salpnjs ay} op ‘ajdwixa 104

(£°€°G U0123s ‘0§ NDJS 93s) ¢uoizejndod 126.e) INO 0} JURAI|DA SBIPNIS BY} AIY °E

'S[el4} 9Y3 UdaMIag AdUS3sIsuodUl Juedubls Aue ag 03 Jeadde Jou s90p 319y} [|eISAQ

"22U3PIA3 3} JO UOIIDAIIP |[DIIAO 3y} O} SD Juawiabpn( b pauiioy dnoib ayy moy aibo1pui ‘s)nsai buidijuod aip 3iay} 213y “a2UapIAd ay3 Aq paipiisuowap AoUajsisuod Jo 3216ap ay3 UO 31aYy JUdUIWO)D)

(Z'€°G UOIII3S ‘0 NDJS 995) {SUOISN|PUOD A1dY] Ul JUISISUOD SIIPNIS BY} dIY T

e 4Dd 01 adAigns |ea160j0i1q Jo diysuolie|as oyl buiriodal (L LOZ ZHMMIUIA UOA) ‘S| DY UewudD) 8 Jo siskjeue
ol pajood e sj a1ay] *adAiqns [es160j01g uo buipuadap (Jaxew d3ebo.ins e se Yod buisn) SwodIno Uo odal Yd1ym ‘(010 429OoNnH 18 SO0T IUURID) S| DY PIIINPUOD [|]9M Z dJe Iy L
il sadAiqns

'(110Z Aoze|Biwas) A|93eiedas payiodal A[3uadas uaaq aAey [el} YRON Y} JO SSWODINO

oL jes16ans pue (1 10Z SIydejep) siskjeue-elaw |'sjens Juean(pe yum pasedwod Ay1auabolalay ou ‘Jendiied ul ‘pue A1auaboialay ou BUImoys ‘(Z10Z efo|) MaIASI SURIYDOY) | SI Iy L

L
o aanisod ziaH uil undasisHy
-l (£00T 'unozep) uoinnsul
+l 91buls e Ul PaIONPUOD S|} £ JO SISAjeue-e1aw e pue (S00Z NespnJ] 00T YEMON) SMIIASI d13ewd1sAs 7 /(800 suoddn)) Alauabouslay Juediyiubis ou yum sisAjeue-elaw | si auay |
+l SdueXe}-UoU SA sduexe]

(600Z UeH) $31242 ¢ A 539|242 9 40 (£00T 196915
+l 'S00Z JoWesydY) s9|PAd € A S3IAD 9 104 SO PAseaIdU] SpJemo) pudil e pue yHd pasealdoul Moys AJUisisuod s DY suoleinp Adessyiowayd Juaiayip bunedwod s|Hy € aJe sy
Adesayrowaypd jo uoneing

's|els} Y3 ssoide
l 44140 SO ul A313US601319Y OU SMOYS YdIym ‘siskjeue-eiaw Aijenb ybiH “Uswom QOS’s pasiopuel Ydiym ‘saipnis 4| Buisudwod ‘(6007 ‘96eH ap UBA) M3IASI SURIYD0D e S| ISy |
Adessyjowayd yueanfpe/A1ab6ins sa Adesayjowayd yueanfpeoan

S|9A9)
35U3PINT 'S|aA3] dDUBPIAS pUD SUOIIDIID 3PpN|dul 3sbald ‘Aujpnb [po1bojopoylaw sy pup 31doy siy3 UO 3|GDJIDAD 33U3PIA3 JO Auaupnb ay) buiuiaouod sanssi AUD Uo a3y JUBLLILWO
P! 2A3] pIAd p pn| Id ‘A[oND | Jopoy. p Y 190! PIAS § Y. Y D

8 U01323s 0} 0b Uoi3sanb A3y ay3 1dMsUD 03 2IUBPIAS JUBIDIYNSUI S| 24aY) J]
(1'€'S ‘I"E°S UOI3S 0§ NDJS 235) {32UBPIAS J0 Apoq 3Y) Ul S31pNIs Y3 348 3|qelf31 MOH °L

3IDN3AIAT 40 ALITYNO Y

;uswibal [lewndo sy} St Jeym pue A13d243 sI Adessyjowayd
JueAN[pEO3U JRY3 SDUSPIAS 3Y3 S| 3eyMm ‘A1961ns BHUIAISSUOD-}sealq 10y S|geHnsun/inowny ajqesadoul ue yum (uswom [esnedousw-}sod ‘uswom [esnedousw-aid ‘Usw) Dg yum syuaijed uj

€00 :uonsanb Aay

1NIW3IDANr a3d3daisSNod

30|



5« Assessing the quality of evidence

(%€ SA %ET)

Adessylowsayd o3 uonippe ul uidadisH Juean(peosu BulAISd3I JSDURD 1seaIq padueApe K|[eD0| Yim sjusiied ul §Og Jo o1es usybiy e papiodal sey (| L0z Aoze|biwss) [el) HYON 9yl *(z8'0=d ‘61°L-08'0
1D %56 ‘86°0 HO) SD9 4O 334 U] UDIS SeM DUIYIP OU ‘sjusiied asay3 Jo4 “(syualied 087) S|ers 7 Ul d|ge|ieAe sem g 4O d3es uo e1ed “(L00'0>d ‘Ot"Z-6€°L 1D %56 ‘S8'L YY) so3ed Ydd 4aybiy pamoys
sjuaned G 1S Yim S|l G Jo (Siyde[ep) sisAjeue-elaw vy “ui3dadisH JO uoljelisiulpe JueAn{peoau pue JueAn(pe usamiad 109449 Jo Auausboislsy ou yum (L0000'0>d ‘1£°0-05°0 1D %S6 ‘090°0 HH) S4d
panoidwi pue (L0000°0>d ‘££0-£5°0 1D %S6 ‘990 YH) SO paAcidwil pamoys siy1 sjusiied L66°L L PAPN|IUL YdIYm (PRUIGuIod saipnis JueAn(pe/auean(peoau) saipnis 8 4O (ZLOT BIOIN) M3IAS) SueIYd0)
9L ‘SO pue s4a paroidwi 03 spea| uindadiay Jueanfpeoau Jo Juean(pe ‘9seasip aAlHsod ziaH Yim syuaiied u| ‘Adesayiowayd JueAn(peoau paseqg-auljdAdeiyiue-uou Yiim Jo Juswieal) Jueanfpe se
JBYMUD ‘unndaniaH aA19234 pinoys ‘Adesaylowayd Juean(peoau bulaidal 4adued ysealq (pauyljdwe HS|4 +¢ Z49H 10 +€ Z49H) aA1lsod z-J19H Yim sauaiied jeyl 91ed1pul 03 92USPIAS JUSIDIHYNS SI IBYL
aAnisod ziaH uil unndadiaH

*(L00°0>d ‘syuaized aA1sod 43 Ul %0° SA %8'8 pue L00"0>d ‘syudlied

9A11EOBRU YJ Ul 96| SA 967) Duexel e bulaiedal syuaned ul ¥od 1aybiy paredipul (jeyoy ui siuaned 6/0°L) UosIsSpuy QN 18 Pa1onpuod sjel) Adessyiowayd JueAn(peoau aAIINIISUOD / Jo siskjeue psjood
1unoze 3yl "(€£10°0=d ‘%'z Qy) sauexey/sauldAdeiyiue |eipuanbas buialddas syualed ul aduedIUBIS [B13SIIRYS PRYIRAI YdIYM ‘SDUBXe)} Yiim pajeas) syuaiied Joj ydd Jaybiy o) puasy e sem alsy
‘(z1°0=d ‘9%t 9ouaIIP INjOsqe) suexel e yum Jaybiy Ajpuediyiubis sHg ‘|e1ol ul syualled Sz ((snosusboislay 21nb ale sawibal Juswieal) ay3 31) Suexel ay) se pash |xell|ded JO [9Xe13d0p JaYUd
‘uoljelisiulwpe [eruanbas 1o Juelwoduod Bulpnpul ‘sisAjeue-e3aw 9y} Ul S| DY / — M3lAa4 auoddn) ‘Adessyjowayd paseq suexel-uou yym pasedwod ‘Adessyjowayd JueAn(peoau paseq-auexe)

pue auipAdeIYIUE JO UOIIRUIGUIOD B YIIM pajeall suaied ul 1aybiy aie (Ydd) ssuodsal a1s|dwod |edibojoyied Jo salel pue s33el UOIIRAIDSUOD 1Se1q 1BY3 91eDIpUl 0} 9DUSPIAS JUSIDIYNS S| 19y
souexel-uou sA sasuexej

"UOIIRAISSUOD 15831 PAseaIdul 0} puall  YUm (540'0=d) %9'81 SA %/ £ 4Dd pamoys syuaned g6z 40 (£00Z 19691S) [9xe1ad0p pue uigniida ss|pAd

9 SA € JO [el4} PISIWIOPUERI \/ "UOIIRAISSUOD }SBIC 95BAIDUI 0} PUIY B YUM (SH0°0=d) %9€ SA %01 ¥Dd pamoys sjuained Gf Jo (S00Z JSWesHaYy) [9Xe1a00p pue uigniids s9|24 9 SA € JO |el} pasiwopuel
VY ‘uolleAIasuOd 1sealq Jaybiy pue asuodsas [ediul)d 1aybiy 01 puaiy e Yyum (£+0°0=d) %z SA %1 L YDd pamoys sjuanied 9/ | JO (600 UBH) [9Xe1900p pue uigniida ss|2Ad 9 SA {7 JO |eL) pasiwopuel i
Adesayjowayd jo uoneing

(#01>d '69°0-£€°0

1D %56) 80 YH) 95e3sIp [enpisal yum sjuaijed yum pasedwod ‘lealalns panoidwi moys asuodsal 939|dwod |edibojoyied aaiyde oym syuaied “(Sz°0=d ‘€ 1-26°0 ID %S6) Z1°'L YH) JudjeAinba aiom
S9)eJ 9DUBLINIAI [UOIBI0D0] ‘Dsuodsal 939|dW 0D JO SISeD Ul USAS ‘Papn|dul sem A13BINS JI JSASMOH 'sa1eJ 9dUalindal [euo1H10D0| Pasealdul paleIdosse aJam a4ay3 Ing Adesayiowayd Juean(peoau
UM S33eJ UOIIRAJIISUOD }SBIQ Paseadul a1am a1yl *(£9:0=d ‘60" L-/8°0 ID %S6) 86°0 YH) Adeiayjowayd yueanfpe snsian Adesayjowayd anesadoald 10j Jusjeainba sem SO Jey3 papn|puod siskjeue
-B}3W 3y "PIPN|dUI 219M SYIUOW HZ -8 JO dN-MO||0} UBIPaW UM ‘S3IPNIS | Ul pajeaJ spualied 00S’S ‘2303 U] ‘Aemyied Juawieasy ay3 jo 1ed st K19bins Buipiroid ‘sayel 9dU1iNd34 [RUOIBI0D0|
10 [BAIAINS ||BISAO UL 9DUIDHIP OU Y3Im ‘Adeiayiowayd Juean(pe ueyl uoj3eAIasuod 3sealq Jo sajel Jaybiy yum pajeldosse si Adesayiowayd Juean(peosu 1ey3 93edipul 03 DUIPIAS JUSIDIYNS S| dISY L
Adesayjowsayp jJueanfpe/L1a6ins sa Adesayjowayd yueanfpeoan

"a)plidoiddp J1 sawod3no diy13ads 1ybiybiH ‘siyauaq ayl aqLsaqg
£9ARY UOIdR/UOIIURAIRIUI pasodoad By ||Im Jaudq 1.y

“JJaUdq puUD ¥SHi JO dIUD|DQ 133443 J0 dpNIUBDW B3 — UOIIdD/UCIIUBAIBIUI Y} JO 12DdW [DIIUILD [DIUBIOd DY) UO 213 JUBWIWOD
(£7°9 ‘7'Z°9 U035 05 NDJS 925) SWey pue syyauaq bupueleg g
SNOILYAN3IWIOD3d OLIDON3AINT ‘9

*‘M31AR1 duoddnd Ul UO PIJUSWWOD JON "M3IAJ B[O\ 3y} ul paiodai seiq uorediignd oN "9|qissod aq Aew seiq uofiedijgnd jey3 spuswwod abeH ap uep

232 Ai3snpui Aq papuny ‘dnoub y2103sa1 2WDS 3y} WO BUIWIOD S3IPN}S |[D INOQD SUIIIUOD UO 3I3Y JUSWILWOD)
(S°€° U013S ‘0§ NDJS 935) ¢selq uonedijqnd Jnoge suIddUO0d dI3Y} Ay

‘uoizeindod ysi130S ay3 03 s|qedijdde aie SUOIJUSAISIUI pUe S}NSDJ [ell} YL

|37



a guideline developer’s handbook

SIGN 50

£32U3PIA3 SIY3 U0 paspq aiplidoaddp a1 2316p dno.b Juawdojarap auljapinb ayl sa0p (S)UCIIDPUIWIWIOIA] IDY/

(£°9 U01123S ‘0G ND|S 235) UOIIRPUSWIWIOIY '8

suonepuUaWW0d31 IDIN/DWS YHm aulj U

"DA13D9449 350 ‘210421343 ‘SI Wie siy3 yum £dessyiowayd Jueanfpeoau pue a41| jo Ayjenb
panoidwi sia4o ‘Ajqenbie ‘pue Awo3dv3sew UeY) PIGIOW SSI| S| UOIIRAIDSUOD 1SERIG "DAIIIDYD 150D S| 9]qeind A|erzuaiod pue 3jgelado juaiied e yons siapuai 1y} JUSWIeas} 2104243y} pue d|qeindul
‘uoijuyap Aq ‘ale J9dued Jsealq a|qesadoul Yum sjualled ‘Adessyiowsyd Juean(pe o3 Jejiwis a1e pasn sawibal 9y} pue pajels|o} [[am A|[esausb si qewnznises) -/+ Adessyjowsayd Jueanfpeoan

*SUOIIPIIdW 321N0S31 13YI0 PUD UDWINY IDIDUDUL ‘SSIUIAIIIBYS 1SOD ‘DIIAPD DS BUIISIXD JaPISUOD) (1XSIUOD YSI}I0DS dY Ul 3]qpIUaWa|dW] UOIIDD/UOIIUSAIBIUI BY] S|
(9°7°9 U01123s ‘0§ NS 235) KWjiqisead *£

"S9}J UOIIBAIISUOD }Sealq pasealdul ‘syualied 9)gelns Ul ‘pue SaW0d3N0 [BAIAINS/3DUS1INd31 Uo anjeA ybiy ade|d sjeuoissajold a1edyijeay pue syualied
‘Adesayiowayd Juean(pe Jo JueAn(peoau Jo A}IDIX0) U9aMID] DUIAYIP JuedIubIs Aue Jo 9DUIPIAS OU S| 13y} ‘uonippe u] ‘Aemyied Juawiealy ay3 jo yed si K16ins buipiroid ‘sajel
95U311NJ31 [2UOIB3I00] 1O [BAIAINS [[RISAO Ul 3DUBIYHIP OU YuMm ‘Adeiayiowsyd jJueAn(pe ueyy UOIRAISSUOD Jseald JO salel J3yBiy Yim pajeidosse s| qewnznisesl -/+ Adessyiowayd ueanpeoanN

"SOWO0DIN0 353y} Uo anjeA ybiy ade|d syuaied pue sjeuoissajoid a1edyyjeaH ‘[eAInIns sanoidwi pue asdejas Jo ysi 3y} SaONPal Jadued 3sealq aAlsod z-49H Yyum syuajied
Ul gewnznjses} JueAn(pe Jo asn ay] [eAlains sanoidwil pue asdejal Jo ¥s1 Y3} SINPJ 9DUDLINDIDI ISEISIP JO sU YOIy /a1eiapow e Jadued jsealq Yim syuaijed ul Adessyiowayd jueanfpe jo asn ay|

£UOIIUBAIRIUI 3Y3 JO AODD1Y43 Y} UO 120dW] UD 2ADY PN0d 1DY] S1IPIGIOWI0D UOWWIOd AUD 243Y3 21y
‘(a3p1idoaddb 41 y2upas sanss| Jualipd 0} 4a4a.) saxua4ajaid Jualpd J1ay1o ‘a4lf Jo AUjpnb ‘SWLIDY SA S31JaUSQ JAPISUO) ;UOSIIDAWIO 0} papdwiod $I21 pUD S}UNDd 0} 3]qDIAaID UOIID/UOIIUIAIIUI Y] S|
(§°2°9 ‘¥"Z'9 UO1123s ‘0§ NDJIS 235) syudired uo edw ‘9

*S91}D1X0) |ed160[01RWDRY Ul 92UIdYIP OU sem 219y ‘Adelayiowayd 03 pappe si uindadisH uaym (8000°0=d ‘Z'Z-9€°L 1D %06 ‘€8°L YY) dul|23p uoldely

uol13123(a Je[NdLIIUSA Y3 pue (L0000'0>d ‘228-00°E 1D %06 ‘L L°S HY) 24njie) Heay aAisabuod Jo ysu pasealoul Ajpuediiubis e pariodail (efoly) s|eldl Juean(pe pue Juean(peoau Jo siskjeue pauiquiod
aAnisod ziaH ui undadisHy

*A11D1x03104n3U [e4aydiad Uyl JI9YIO0 ‘SJUDAS SSIDAPE JDYIO0 Ul SIUDISHIP JUBDLIUDIS JO SDUIPIAS OU SeM I3y “sowibal

Bujuiejuod-auexe) yum ‘eluadoinau 3|1gay pue ejuadosinau buipn|pul ‘AHD1x03 [ed1bojojewaey pasealdul payodal nespnd] "AHDIX03 310dai 30U pIp SMIIAI YeMON pue lunozep ‘duoddnd sy
sauexe}-uou sA sauexe|

*sdnoib 7 3y} USIMIS S31UDIX0} SNOLISS Y10 JO delpled ‘|esibojoinau ‘|o ‘|edibojolewaey

Ul S9DUBJ3Ip ou payodai 196335 *A}DIX0} UO 310dal JoU pIp JaWEeSHIY S3J2AD 9 SA € 10y (SIHsodNW pue ejuadonau 3)1igay ‘eluadoinau v apelb) A}1DIX0} JO Sa)el Je|iWis OU PIMOYS UeH
Adesayjowsayd jo uoneing

Adesayiowayd Jueanfpeoau yim samo| Apuediyiubis a1am (£000°0 =d ‘v8'0-950 1D %S6 ‘69°0 HY)

suol}da4ul pue ejuadodna| Jo s)UaAT “eldado|e Jo Buliwoa/easneu ‘suonjedldwod aanesado-jsod 1oy Adelayiowayd JueAN[pROSU pue JUBABN(PE UMD 9DUIBYIP JUBDIIUDIS OU punoy abeH ap uea
Adesayyowayd yueanfpe/K1ab.ns sa Adesayjowayd Jueanfpeosn

"a)plidoiddp J1 sawo23no d112ads JybijybiH ‘sijauaq ayl 3qLIsaqg
{Op uonoe/uonuaAIdul pasodoad ay3 Jybiw waey Jeym

(100°0>d ‘60H-ZET 1D %S6 ‘80°€ 0kl sppo) Alanebau yd pue Y3 sem ¥od 1oy Jo1oe) aA1dIpaid 9|buls 1s9buoils sy *(pasiwopuel Jou) paiojdxa sem asuodsal yum sajgeliea |edibojoyred-odiuld
JO uoneposse ‘(010 19qonH) Apnis O1Y1YYdID 341 Ul (L000°0>d ‘TG'6-65'€ 1D %S6 ‘££'S 9AneBaU Y3 o) onnel sppo) Yod yum pajerdosse Apuedyiubls sem Aannebau Y3 (S00Z uueID) [eLl OLD3 Y3 |
sadAigns

32|



5« Assessing the quality of evidence

‘pasinbal aie J2duURD JsEIIG YHUM USW J0) s3IdeIay) JO £dBD14a Y3 03Ul SAIPNIS

"Y2ID3saI 123Ny JO PadU UJ Daip U sb pajybijybiy aq 2104213y} pjNoYs pub paidamMsup uaaq Jou dADY 1by3 uolisanb ayj jo spradsp Aub isi7
Y>Jeasal 10 SUOIRPUSWIWOIRY *6

“wiey buiop jo pooyii|

3y} sybramino poob Hulop Jo pooyia3i| Y3 ‘sd3el UOIIRAISSUOD Isealq bulseasdul jo AHjigissod ay3 si 219y Jo abeys Jaybiy ‘a|qeladoul J9Y3Ia sI 9SeasIp 2I9YM I95Ued 3seaiq YHm sjualied uj

UoIIbpUBWILI03I 3y JO Y3buails ay3 Aasnl Aiaiig

"UOIIRIDPISUOD [NJD1eD IS} PIPUSWWOIAI A|UO PINOYS JUSWILaI} pue swiey [enualod ayy Aq paybiamino aq o3 A|3y1| 2Jow aJe qewnznises}

ONOYLS -/+ Adessyiowayp Jo syyauaq sy} ‘syuanied 11y sso| U] ‘ANPIGIOWOD DeIpIed YUM spuslied Ul UoiNed SWaIIXS YHUM Pash Jo PIPIOAR 3q PINOYs qewnznisel) pue saulpAdeiyiuy
DNOUYIS ‘Adesayiowayd JueAnfpeoau pased-aul|dAdeIYIULR-UOU YHM JO JULWIRJ) JueAN(pe Se JaY}Ia ‘4adued jsealq aAisod g-19H Yim syualjed 03 paiayo g pjnoys qewnznises)

‘Adesayjowayd Juean(peoau buialadai sjualjed ||e Joj paiayo
ONOULS 99 p|noys pue sawibai suoje-aulpAdeiyue yum pasedwod ‘sarel yod pue saes UoIIeAIaSUOD 1sealq JO d1.J 93 9Seadul suolieulquiod Adessyiowayd paseq suexe}-auldAdeiyuy
ONOULS *UOIIBAISSUOD )seaIq 404 ANuniioddo sy Juaied sy Jayo Jybiw Buibeisumop pue Awoldsisew si uondo [eaibins Ajuo sy a1aym Jo ‘sbeis N/L ybiy

Jo 'sdnoib apou ydwA| [euoibai-030|/3seaiq Y} 0} pPasi|ed0] Ing d|qesddoul JSYH S| 9SeasIP dSOYM JIdUERD Jseald YHm spualied |je 1oy paiayo aq pjnoys Adessayiowayd Juean(peosn

"BUIpIOM 3y} Ul ,palapisu0d 3q pinoys, apnjaul pinoys sUCLIDPUIWWIOI2 [DUOLIPUO)) SauaJajaid Juaiod

10 “a5Dq 22U3PIA3 3y} JO 3zis 10 A)jbnb 3y} uo ba s1paAbd apnjaul Abw 1nq ‘suaiipd 1soW 104 ‘WiDY UbY] POOH 210U Op [[IM UOIIID/UOIIUBAIAIUI Y] dIYM 3PP 3q PINOYS ‘SUOIIDPUIWIUIOISI ,[DUOIHPUO)D,

"BUIpIOM 3y} Ul JOU PINOYS /PINOYS, apN|aUl pub dAIIP A1ID3JD 3G PINOYs UOIIDPUIUIUIOI]
a3y “(poob uby3 wipy 2J0W J0) WDY UDY} pOOD 210U Op [{IM UOIIID/UOLIUBAIBIUI 3Y] 9jdoad Jo A)iolbw ISDA a3 J0J ‘1Y) dIUSPIUOI S 3IaY] dIdYM 3PP 3q PINOYS SUOIIDPUIWIWIOI2] 6U0I]S,

|33



a guideline developer’s handbook

SIGN 50

S3W023N0 (23p60.4INS) 12241pUi SN o

Juonpindod 12610} 3y} 01 JUDA3|31 S3131pIQIOW0I AUD UO Ji0dal o

£U0IIDI3PISUOI J3pUN UOI3Sanb A3y ay1 03 S3UI031NO JO SI0)DIDAWIOD ‘SUOIIUIAIA}UI ‘SUoIIDINdOd 1261D) ADJIWIS 3pNPUI o
:sa1pnis ayj op ‘ajdwbxa 104

(£°€°G U0IID3s ‘0§ NDJS 9a5) uonreindod 3964e} JNO 0} JURAS|A SIIPNIS Y} AIY '€

's|el} Y3 usamiaq Aduaisisuodul Juediyiubis Aue aq 03 Jeadde Jou saop a1ay} ||RISAQ

"9DUBPIAS 3 JO UOIIIIIP [|DIdA0 3Y} 0 SD JudWabpn( b paurioy dnoib ayy moy apdipul ‘s3nsal BuIUOD 1D 243y Y| "dIUBPIAS 3y} AQ paip1isuowap AIUajsisuod Jo 2a16ap ay} Uo 243y JUBWILIOD

(Z'£°G UOIID3S ‘0§ NDIS 935) §SUOISN|OUOD JIBY} U] JUSISISUOD SIIPNIS Y} Y T

.z 4od 03 adAigns |es160]o1q jo diysuoire|al ay3 bunodal (1 LOZ ZIMYDUIIA UOA) ‘s] DY UewIID g JO siskjeue
Ll pajood e s a1ay] "adAigns [ed1bojoiq uo buipuadap (Jaxiew a3ebouins e se YdHd Huisn) awod3IN0 Uo Jodal YdIym ‘(0 L0Z 1290NH 9 SO0Z IUURID) S| DY PAIINPUOD ||9M 7 ik dIdy |
el sadfigns

*(110Z Aoze|b1was) A|93eiedas pajiodal AjJuadas Usaq ey [eli} YeoN Y3 JO SSWOdIN0

oL |ea16ans pue (1 10T Siydejep) siskjeue-elaw | 's|el) Jueanfpe yym pasedwod Aysuabolalay ou ‘yejndinied ul ‘pue A)19usboialsy ou buimoys ‘(z 10z elop) MaIAaI sueIyd0)) | SI aIdy L

l
i aAnisod ziaH ul undaniay
-l (£00T unozey) uonnyisul
+l 9|6buls e ul pa3ONPUOD S|el} / JO SisA|eue-elaw e pue (5002 NeIPNIL ‘F00Z JeMON) SMIIASI d13eWw)SAS 7 /(8007 duoddn)) Ayisuaboialay Juedyiubls ou Yyum sisAjeue-e3aw | si aiayL
el sauexe)-uou sA sauexe|

(600T ueH) s3|2A2 ¢ A $3194> 9 10 (£00T 4196315
il 'S00¢ Jawesyy) 924D € A S32AD 9 104 S PAseaIdU] SPIeMO) PuL) B pue ¥Hd paseasdoul Moys AjJUaisisuod s| DY ‘suoneinp Adesayiowayd Jualayip buredwod s| )Y € aJe a1y
Adesayiowayd jo uoneing

's|el} 9y} ssoude
il HY4740 SO Ul A11auaboIa3Y OU SMOYS YdIYym ‘siskjeue-eraw Ayijenb YBiH "uswom QOs’s Pasiuopuel Yd1ym ‘saipnis | Buistidwod ‘(600¢ ‘©6eH ap UeA) MaIASL SUeIYD0) e S| 313y
Adesayjowsayp yueanfpe/A19b6.ns sa Adessyjowayd JueanfpeosN

S|aAd|
DUIPIA '$|aA3] 32U3PIA3 pUD SUOIIDIID 3pn|oul 3spald ‘Aijpnb [pa16ojopoyaw sy pub 31do] siyl UO 3jGDJIDAD 32U3PIA3 J0 Alaupnb ay) buILIaIUOD $3NSsSsI AUD UO 343y JUSLIWIO
pIAg [2A3] pIAd p 110312 3pn|oul Id ‘A3jbnb [bdibojopoy.  pup | 1Y. QD! pIA3 JO Al 4} bul ! Y D

8 U01123s 0 06 uo1sanb A3y ayl JamMsuD 0} dUBPIAS JUBIDIYNSUI SI 2I3Y] J]
(F°€°S “1"€°G UOIII3S ‘0§ NDIS 935) ¢IUBPIAS Jo APOoq dY3 Ul SAIPNIS Y3} dJe d|qelj2] MOH °|L
JDN3IAIAT 40 ALITVYNO 'V

fuswibal ewnndo ay3 s Jeym pue aA1d3Ys s Adessaylowayd
jueAN(pPEOSU 1eY] 9DUSPIAS BY] SI 1eym ‘A1abins Buiaiasuod-1sealq 1oy s|gernsun/inown) ajgesadoul ue yym (uswom jesnedousw-1sod ‘uswom |esnedousw-aid ‘usw) Dg yum syusied uj

€00 :uonsanb A3y

1N3IWIDANr d343AISNOD

34|



5.5

6 - Making recommendations
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Making recommendations

INTRODUCTION

The work covered in earlier sections of this manual covers the identification and evaluation of evidence relating
to specific key questions. By this point of the process the guideline development group knows how much
evidence there is (or is not) available to help answer their questions. Though there is clearly room for debate
about some issues, a framework of basic rules for identifying and appraising evidence has been in place.
The process now moves on to an area where there is more scope for opinion to guide the final conclusion.

A newcomer to the field of evidence based guidelines may wonder what place opinion has in applying
evidence. For an explanation, we need to go back to a basic definition of evidence based medicine (EBM).
In the introduction to their landmark book on EBM,' David Sackett and his co-authors defined it as:

“..the integration of best research evidence with clinical expertise and patient values”.

So far, we have dealt with gathering the research evidence. What now needs to happen is for clinical expertise
and patient values, among other things, to be applied to that evidence to arrive at a recommendation that
is in line with the evidence, is practical to deliver, and takes account of patient preferences. In other words
a recommendation that is likely to be implemented and to be acceptable to patients.

This section is based on the Evidence to Decision (EtD) tool developed as part of the DECIDE project,? which
is in turn based on the work of the GRADE group.3*

STRONG VERSUS WEAK

Before going further, itis worth focusing on the outcome of a GRADE decision-making process. Itis to produce
a recommendation that is rated as either strong or weak (which, in the SIGN implementation of GRADE, we
will refer to as‘conditional’ recommendations).

A strong recommendation is made where:

* the evidence is of high quality (see section 5)

* estimates of the effect of an intervention are precise (ie there is a high degree of certainty that effects
will be achieved in practice)

* there are few downsides of therapy

* thereis a high degree of acceptance among patients.

A conditional recommendation is made where:

* there are weaknesses in the evidence base

* thereis a degree of doubt about the size of the effect that can be expected in practice
* thereis a need to balance the upsides and downsides of therapy

* there are likely to be varying degrees of acceptance among patients.

EVIDENCE TO RECOMMENDATION

The following sections are based on DECIDE EtD frameworks. At the time of writing these were at an advanced
stage of development, but may be further refined. This chapter will be updated periodically in the light of further
developments in the DECIDE work and experience of applying these principles in SIGN guidelines.

It is worth keeping in mind at all times that fundamental to this approach to guideline development is the
issue of transparency. Different guideline developers will allocate greater or fewer resources to developing their
guidelines, and the detail of the work they do will vary accordingly. The important point in all that follows is to
be clear about what was actually done at each stage of the process. Justifications can be provided if thought
necessary, but the key point is to produce a structured summary of the complete process that reviewers or
guideline users can check when they are considering implementation of the guideline.
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6.2.2

6.2.3
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6 - Making recommendations

IS THIS QUESTION A PRIORITY?

Given that a question has survived through the processes of topic selection and key question setting, it might be
taken as read that it is a priority. The intention here, however, is to indicate why the question is being addressed.

*  What risks will be reduced?

* To what extent is there a need to improve on current treatments?

* How many patients are likely to be affected?

* Could improvement in this condition reduce the risk/impact of common comorbid conditions?

These are some of the types of issue to be addressed here.

Members of the guideline development group have a key role to play as they will be aware of the main issues
that make a question important, as well as some of the key information that will illustrate that importance.
Their knowledge may be supplemented by evidence from official data, published sources, or research studies.

HOW SURE ARE WE THAT ANY GIVEN OPTION WILL WORK?

At this point the guideline development group relies on the summarised evidence produced at the previous
stage in the process (see section 5). The factors described in the following sections are then considered in part B
of the considered judgment form (see Figure 5-2) to allow recommendations to be formed from the evidence.

Ideally this table can be taken from a summary of findings (SoF), but this is unlikely to be available in every
case. For those key questions where an SoF is not available, an alternative short format presenting non-pooled
results (for example, an evidence table) will suffice. The guideline development group should focus on (for
each outcome):

* outcome

* impact

* number of studies

* quality/certainty of the body of evidence.

BALANCING BENEFITS AND HARMS

Fundamental to making any recommendation is the need to ensure that any benefit to the patient outweighs,
preferably by a substantial margin, any risks or harms associated with the treatment.

In order to make such judgments, the guideline development group has to have a clear understanding of how
substantial the expected benefits of an intervention are likely to be in practice. They also need to consider how
substantial the downsides are. These may range from physical side effects to an increased risk of developing
additional health problems.

The evidence supporting benefits will often come from stronger study designs than that supporting harms.
This makes judgments more difficult, but it is nonetheless essential to explicitly consider the size of effect for
both sides of the balance. A detailed presentation of the evidence from a summary of findings or similar table
(see section 5.3) is essential when making such decisions.

Once the size of all effects has been established, a judgment must be made as to whether the benefits outweigh
the harms. This is not just a clinical judgment but must take into account patient values (see section 6.2.4) if a
realistic assessment is to be achieved.

HOW DO PATIENTS VALUE THE DIFFERENT OUTCOMES?

For a recommendation to be implemented effectively, it is important that the outcomes are sufficiently
valued by patients for them to be willing to adhere to the treatment. The science of assessing patient values
and preferences, however, remains largely undeveloped.* When developing guideline recommendations, the
focus should be on questions where the application of values is likely to affect outcomes and should rely on
practical and achievable methods.
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In the case of venous leg ulcers, for example, there is strong evidence that using compression stockings is an
effective treatment, and the higher the compression the better the results. Compression stockings have various
drawbacks, however, and some patients either cannot or will not tolerate the highest levels of compression.
It then becomes a question of balancing these preferences against the risk of larger or longer lasting ulcers. A
recommendation based entirely on trial evidence without taking into account patient preferences is unlikely
to be widely adhered to, and therefore ineffective.

Assessing patient values and preferences can focus on the extent to which they are likely to follow a
recommended course of action, though there is some evidence that wider social values can play a partin such
decisions.” A first step should be to consult patient representatives on the guideline development group, and
through them a wider body of patient opinion.

If time and resources allow, a literature search can be carried out looking specifically for information on patient
values in relation to the question being addressed. It is worth noting that there is an increasing literature on
patient values related to specific conditions.

If acceptability of a recommendation to patients is seen as critical to its effective implementation, and no clear
idea of patient views has been identified by the above methods, it may be necessary to run a series of focus
groups to establish patient values and preferences.

EQUITY

Under the Equality Act 2010 all public bodies in Scotland are required to take into account the needs of
equality groups. This applies to all guidelines and other publications produced by SIGN. The equality groups
identified in the Act are:

* age

e disability

* gender reassignment

* marriage and civil partnership
* race

* religion or belief

*  sex

* sexual orientation.

Guideline groups are therefore required by law, as well as good practice, to consider whether any
recommendations they make will have a differential impact on any of these groups.

Some aspects of equality issues have been addressed earlier in this manual (see sections 4.3 and 5.3.3). At this
later stage in the process, it may be necessary to analyse the evidence for specific subgroups of the population
to seeif and how it differs from the main results. If there are substantial differences it will be necessary to make
separate recommendations for these subgroups taking these differences into account.

Apart from issues of social equity, subgroups may need to be considered for clinical reasons such as specific
comorbidities, or issues around polypharmacy where separate recommendations may be required for these
groups.

COSTS AND BENEFITS

There are two aspects to the consideration of costs and benefits in relation to guideline recommendations.??

Thefirst relates to cost effectiveness of a single proposed intervention, and involves assessing the incremental
cost of applying the new intervention compared to current practice and relating it to the net benefit of the
intervention. In many cases this will not be a major issue, but where it is an assessment should be made to
ensure introduction of the new approach is worthwhile. This may be achieved through a review of the existing
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literature, or through economic modelling. For these issues to be addressed adequately a health economist
should be available to advise the group on which questions are likely to require an assessment, and if possible
to conduct that assessment and report the results to the group prior to their making a recommendation.

The second issue relates to the resources required to implement arecommendation across the NHS in Scotland.
Again, this may not be anissue in a lot of cases but where very expensive treatments or interventions requiring
substantial investment in equipment or changes to working practices are involved an assessment of the cost
impact is important if the guideline is to be implemented.

In this second case the cost assessment may not influence specific recommendations directly, but should be
produced along with the guideline to inform decision makers who need to allocate resources within individual
health boards. If the potential cost is very high and may not be achievable in the short term, a’next best’option
may be recommended in the guideline. The guideline should, however, always identify the most cost-effective
option, with the ‘next best’as an interim option only.

MAKING RECOMMENDATIONS

It is not possible for SIGN or any other guideline organisation to advise or direct a guideline group as to the
conclusions they should reach. All that can be asked is that the group considers all the issues and uses a
transparent process to reach their conclusion.

Usually the guideline development group forms recommendations through a process of informal consensus
facilitated by the SIGN Programme Manager. Since the recommendations are explicitly linked to the body of
consistent evidence, agreement is generally reached. When it is not possible to reach consensus in this way,
independent interpretation of the evidence may be sought. In addition the Programme Manager may seek
advice from the Editorial Group or SIGN senior management team (SMT) depending on the nature of the
disagreement. SMT will discuss how to progress the issues with the Programme Manager, Chair, members of
the guideline development group and external experts as appropriate. The outcomes of these discussions are
recorded in the supporting documentation for the guideline, for example in the considered judgement form
(see Figure 5-2) and meeting minutes, and in the guideline itself if necessary.

Balancing all the issues described above is a matter of considerable complexity, and presents a challenge to any
guideline group. High quality evidence from well conducted studies should lead to a strong recommendation,
but relating the trial populations to the target population of a guideline and taking into account issues of cost
and patient acceptability may lead to arecommendation that is much weaker than first thought. Equally, there
will be circumstances where the evidence is flawed but there are few or no downsides to treatment and the
clinical importance of the topic is such that a strong recommendation is justifiable.

Particularly where considerations of equity or comorbidity are involved, the guideline development group
may have to make more than one recommendation; one for each subgroup discussed.

In all situations, however, the overall judgment of the guideline development group can only lead to one of
the five possible conclusions shown in Table 6-1, each related to a particular form of recommendation.
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Table 6-1: Forms of recommendation

Judgment Recommendation

Undesirable consequences clearly outweigh Strong recommendation against
desirable consequences

Undesirable consequences probably outweigh Conditional recommendation against

desirable consequences

Balance between desirable and undesirable Recommendation for research and possibly

consequences is closely balanced or uncertain. conditional recommendation for use restricted to
trials

Desirable consequences probably outweigh Conditional recommendation for

undesirable consequences

Desirable consequences clearly outweigh Strong recommendation for
undesirable consequences

Whatever the conclusion, the published guideline and supporting documentation should contain a justification
for the recommendation highlighting the supporting evidence and the factors that have been taken into
account when arriving at a conclusion.

Where decisions are particularly complex, such a justification may be quite lengthy. In these cases the full
justification can be included in supporting material with a shortened version included in the published guideline.

Recommendations are differentiated from other text in the published guideline by presenting as a single
paragraph in bold text. A capital‘R'is used alongside to emphasise that the associated text is a recommendation.

Patients with larger tumours may be considered for oncoplastic surgery instead of mastectomy.

GOOD PRACTICE POINTS AND CONSENSUS RECOMMENDATIONS

Good Practice Points (GPP) are intended to assist guideline users by providing short pieces of advice which
may not have an evidence base, but which are seen as essential to good clinical practice.

Examples of acceptable GPPs:

* Healthcare professionals should refer to the WHO medical eligibility criteria for contraceptive use prior
to offering contraceptive advice to women with diabetes.

* Healthcare professionals should signpost patients to self help resources, identified and recommended
by local pain services, at any point throughout the patient journey.

If the group feels strongly that they want to make a recommendation even though there is no significant
evidence, this should be done as a weak recommendation based on very low quality evidence. Note that there
must be some evidence of opinion supporting the recommendation from outside the guideline group. If no
such evidence exists, formal methods should be used to develop a consensus based recommendation which
will be clearly identified as such within the guideline by a statement accompanying the recommendation.

The methods used to reach consensus may vary between guideline groups. Whatever method is used, it is
essential that it is described either in an Annex to the guideline or as a supporting document linked to the
guideline on the SIGN website.
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KEY RECOMMENDATIONS

The guideline group will identify a small number of key recommendations to be listed in a separate section of
the guideline (see section 8). These key recommendations are identified by the guideline development group
as the recommendations that, in order to improve patient outcomes, should be prioritised forimplementation.
They appear in the main text as well as section 2 of the guideline, and will appear in the quick reference guide
and associated app.

A consensus based recommendation may be included as a key recommendation.
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Consultation and peer review

NATIONAL OPEN MEETING

As an early stimulus to testing the feasibility of implementation, SIGN holds a national open meeting to discuss
the draft recommendations of each guideline. This takes place whilst the guideline is still in development
and gives the guideline development group the opportunity to present its preliminary conclusions and draft
recommendations to a wider audience. The benefits of the national open meeting are twofold:

1.the guideline development group obtains valuable feedback and suggestions for additional evidence
which group members might consider, or alternative interpretation of that evidence

2. the participants are able to contribute to and influence the form of the final guideline, generating a sense
of ownership over the guideline across geographical and disciplinary boundaries.

SIGN national open meetings are widely publicised and are usually attended by between 100 and 300
healthcare professionals and others interested in the guideline topic, including patient representatives, from
across Scotland. Advertising of the meetings is targeted on those professional and patient representative
groups most likely to have an interest in the topic. Particular efforts are made to ensure that all equality
groups with a potential interest in the topic are represented.

The draft guideline is also available on the SIGN website for a month at this stage to allow those unable to
attend the meeting to submit comments on the guideline. Social media is also used as a forum for discussion
around the consultation meeting and content of the draft guideline.

The national open meeting is the main consultative phase of SIGN guideline development. Corporate
interests, whether commercial, professional, or societal, have an opportunity to make representations at the
national meeting or open consultation stage where they can send representatives to the meeting or provide
comment on the consultation draft.

For selective updates, national open meetings are only held if the content of the guideline has significantly
changed. Otherwise, the guideline is made available for open consultation on the SIGN website for one month.

No consultation meeting is held for guidelines that are only being refreshed. The revised section of the
guideline is sent directly to appropriate expert reviewers (see section 7.2).

PEER REVIEW

All SIGN guidelines are reviewed in draft form by independent referees who are selected for their expertise
and to reflect the multidisciplinary nature of the guideline. The draft is also sent to at least two lay reviewers
in order to obtain comments from the patient’s perspective. Reviewers are asked to comment primarily on the
comprehensiveness and accuracy of interpretation of the evidence base supporting the recommendations
in the guideline.

It should be noted that all reviewers are invited to comment as individuals, not as representatives of
any particular organisation or group. Comments from peer reviewers will not be considered unless an
accompanying declaration of interests form has also been submitted.

The comments received from peer reviewers and others are compiled in a report and discussed by the
guideline development group. Each point must be addressed and any changes to the guideline as a result
noted or, if no change is made, the reasons for this recorded.

The names and designations of all reviewers are published in the guideline and their comments, along with the
guideline development group response, and declaration of interest forms are available from SIGN on request.

As a final quality control check prior to publication, the guideline and the summary of peer reviewers'
comments are reviewed by the SIGN Editorial Group, consisting of the SIGN Chair, Director, Programme
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Lead and representatives of SIGN Council. The Editorial Group ensures that each point raised by the peer
reviewers has been addressed adequately and that any risk of bias in the guideline development process as
a whole has been minimised. Each member of the guideline development group is then asked formally to
approve the final guideline for publication.

The full editorial and consultation phase is illustrated in Figure 7-1. This process of extended consultation
greatly enhances the validity of the final SIGN guideline and increases the likelihood that the guideline will
be implemented successfully into local practice for the benefit of patients.

Figure 7-1: Consultation and peer review phases of guideline development

CONSULTATION AND PEER REVIEW

SYSTEMATIC LITERATURE REVIEW AND DRAFT
RECOMMENDATIONS

(see sections 5 and 6)

!

Draft guideline

o presented and discussed at national open meeting
(optional for selective update)

e available for comment on SIGN website for one month

l

Feedback discussed by guideline development group and
draft guideline revised

Revised draft sent to expert peer
reviewers

Draft circulated for information to
various health service organisations

!

Feedback discussed by guideline development group and
draft guideline revised

!

comments

SIGN Editorial Group reviews guideline and peer review

!

PUBLICATION
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Presentation and publication

PRESENTATION OF THE GUIDELINE

Thereis little information available on the effect that style and presentation have on the adoption and utility of
guidelines. Clarity of definitions, language, and format is likely to be important. Guidelines should, therefore,
be written in unambiguous language and should define all terms precisely. The most appropriate format for
presenting guidelines will vary depending on the target group(s), the subject matter, and the intended use
of the guideline. Ideally, end users should be consulted on methods of presentation. This is an additional
function of the extensive peer review process to which all SIGN guidelines are subject (see section 7).

Having a well developed and defined template for presentation of the final guideline can greatly facilitate
the development process, enabling guideline development groups to plan at the outset what type of
information will be required and also to envisage what format the content will take. By following the model
for systematic review and formation of guideline recommendations outlined in sections 4, 5 and 6, guideline
development groups will find that most of the required information will then be produced in a structured,
accessible format, ready to slot into the guideline template.

CONTENT OF THE GUIDELINE

INTRODUCTION

Each SIGN guideline has an introduction, outlining the need for the guideline, including evidence of variation
in practice and the potential for the guideline to improve patient care. The remit of the guideline is carefully
defined, detailing definitions, the patient population and target users of the guideline. The key clinical
questions covered in the guideline are detailed in an Annex with clear reference to the section to which the
question refers and where methodological limitations of the evidence base are discussed. A statement of
intent makes clear the purpose of the guideline.

EVIDENCE AND RECOMMENDATIONS

Within the main body of the guideline, the structure should as far as possible reflect the development process
that the guideline development group has followed, (ie for each section):

* Aclear statement of the issue under consideration

* An explanation of the treatment options available

* Asummary of the conclusions drawn from the critical appraisal of the evidence (the evidence statement,
annotated with the quality of evidence and key references). This should provide the justification for
the recommendation to follow; that is, the evidence for improved patient outcome resulting from the
recommended action or for harms or contraindications relating to treatment options (see section 5)

* The recommendations that the group has derived from this evidence (see section 6)

* Abrief discussion of any practical points (eg resource/geographical considerations to be taken up in the
discussion of local guidelines for implementation), or treatment options for which there is no evidence
(the last should be stated clearly)

* Finally, if the group feels it is important to give guidance in any of these latter areas, a ‘good practice
point’ may be presented alongside the recommendations.

KEY RECOMMENDATIONS

The guideline development group highlights a small number of recommendations, which may include good
practice points, as the key recommendations that should be prioritised for implementation. It is important
to note that the key recommendations will not necessarily be those with the strongest supporting evidence,
but those considered by the guideline development group as having the greatest potential impact on patient
care (see section 6).
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INFORMATION FOR PATIENTS

All SIGN guidelines include a ‘Provision of information’ section, which gives examples of the information
patients and carers may find helpful at the key stages of the patient journey. The information in this section
is provided for use by health professionals when interacting with patients and carers and for guiding the
production of locally produced information materials. The issues highlighted in this section are informed by:

* patient views gathered earlier in the development process (see section 4)
* discussion with patient representatives on the development group
* input from other guideline development group members.

In cases where there are strong and diverse views among patients, focus groups may be used to identify the
most widely needed information that patients require.

This section also includes details of appropriate help lines, support groups and reading materials.

IMPLEMENTATION RESOURCES

During the development of the guideline, the development group identifies or develops tools and activities
that will aid implementation of the guideline (see section 9). Resource implications of implementing the key
recommendations and key points for audit are also developed as part of an implementation strategy for
the guideline (see section 9).

GUIDELINE DEVELOPMENT

Brief details of the systematic review on which the guideline recommendations are based are also provided,
with full details of the main search strategy available on the SIGN website. Stakeholder involvement is
demonstrated through listing the guideline development group members, specialist peer reviewers and
others commenting at the consultations stage of guideline development, and the SIGN Editorial Group.

RECOMMENDATIONS FOR RESEARCH

SIGN guidelines themselves may act as a stimulus to research. An important subsidiary outcome of the
guideline development process s in highlighting gaps in the evidence base and guidelines contain a section
listing the guideline development group’s recommendations for research.

As each guideline is published, SIGN uses it as a basis for adding records to the Database of Uncertainties
about the Effects of Treatments (UKDUETS). Records are added for research recommendations and, in some
cases, for treatments the guideline group has recommended but where better evidence is still required.

The review of a guideline is an opportunity to discover whether any of the gaps in the evidence base have
been filled.

PUBLISHING THE GUIDELINE

AlISIGN guidelines are available free of charge on the SIGN website in PDF or HTML format. Updates including
any corrections are made to the web version of the guideline, which is the definitive version at all times.

The search strategy and register of interests declared by the guideline development group are published
alongside the guideline. Other supporting material may include:

* implementation resources, eg patient pathways, costing tools
* patient resources, eg sample leaflets
* learning resources, eg slide sets, online tutorials.

QUICK REFERENCE GUIDE

Each SIGN guideline is published with an accompanying Quick Reference Guide (QRG). This provides a
summary of the key recommendations and other information from the guideline, often following a loosely
algorithmic format illustrating the recommended care pathway.
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GUIDELINE APP

The SIGN guideline app for iPhone, iPad, iPod Touch and Android phones and tablets contains QRGs of
recently published SIGN guidelines. The QRG content is enhanced with material from the main guideline
and online resources, linked to the SIGN website. Each new SIGN QRG is available as an update through the
Apple App Store or Google Play as it is published.

The app features keyword search, bookmarking, and a function allowing the user to attach a PDF of the
guideline they are interested in to an email message.

PATIENT VERSION
SIGN patient versions of guidelines are lay translations of the clinical guidelines. They are intended to:

* help patients and carers understand what the latest evidence supports around diagnosis, treatment
and self care

* empower patients to participate fully in decisions around management of their condition in discussion
with healthcare professionals

* highlight for patients where there are areas of uncertainty.

The decision to develop a patient version will depend on the clinical topic, the availability of existing
good quality patient information, for example from the voluntary sector, and the capacity of the guideline
development group members to assist in the interpretation of the evidence based recommendations for a
lay audience.

As part of SIGN’s commitment to the equality agenda of NHSScotland, patient versions of guidelines can be
produced in languages other than English upon receipt of requests from users. Languages covered include
those community languages identified by the Scottish Government, Gaelic, or British Sign Language (BSL).
Large print versions can also be made available.

A small selection of patient versions has been published in alternative electronic formats such as Apple and
Android apps and ebooks.
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Implementation

GETTING GUIDELINES INTO PRACTICE

To achieve the objectives set out in section 1.2 it isimportant not only to develop valid guidelines by a sound
methodology, but also to ensure the implementation of the evidence based recommendations. As one of
a range of tools to help healthcare professionals and organisations to improve clinical effectiveness and
patient outcomes, guidelines provide an opportunity for practitioners to improve shared clinical decision
making, increase team working, expand their evidence based knowledge, and reduce variation in practice.
They can also enable professionals to keep up to date and to assess their own clinical performance against
the recommendations for best practice.

However, there is often a gap between the development of guidelines, as set out in the previous sections
of this handbook, and theirimplementation into practice. Just as guidelines help provide a bridge between
research and practice, this section outlines the strategies that can assist practitioners, and health services
to bridge the gap between guideline development and implementation.

DISSEMINATION

Guidelines must be made as widely available as possible in order to facilitate implementation. SIGN Quick
Reference Guides and patient booklets are distributed free of charge throughout NHSScotland. Our focus
is on electronic distribution and all SIGN guidelines can also be downloaded free of charge from the SIGN
website. The Quick Reference Guides are available on the SIGN guideline Smartphone app.

Dissemination of SIGN guidelines in NHSScotland is organised within each NHS board by local distribution
coordinators, who are responsible for disseminating guidelines across their board. The distribution
coordinators are notified of all new guidelines and updates to published guidelines and given an opportunity
to order Quick Reference Guides to distribute within their board. It is important to maintain a strong
relationship with the distribution coordinators and keeping contact details up to date is key to a robust
dissemination process. Notification of new guidelines is also sent to the Royal Colleges in Scotland, the chairs
of NHS boards, the chief executives of NHS boards, the chief scientist’s office, other guideline development
organisations, postgraduate college deans and voluntary organisations listed in the guideline.

Copies of all SIGN publications are deposited with the British Library and the Agency for Legal Deposit.

IDENTIFYING BARRIERS TO IMPLEMENTATION

There are two types of barriers to the implementation of guidelines: those internal to the guideline itself, and
the external barriers relating to the clinical environment and particular local circumstances. SIGN addresses
the internal barriers by developing guidelines according to a robust methodology, described in detail in the
earlier sections. Potential external barriers to guideline implementation include:

* Structural factors (eg budget constraints, significant service redesign required)

* Organisational factors (eg inappropriate skill mix, lack of facilities or equipment)

* Peer group (eg local standards of care not in line with desired practice)

* Individual factors (eg knowledge attitudes, skills)

* Patient perceptions and treatment preferences

* Professional-patient interaction (eg problems due to language or social origin, mental health issues)
* Disadvantaged patient populations (eg poverty, homelessness).

Disadvantaged populations are known to have poorer health and health care and external barriers to
implementation contribute to inequalities in health care. For successful implementation, and to achieve
the aim of reducing variation in practice, external barriers also need to be assessed and implementation
strategies developed to address them.’



SIGN 50: a guideline developer’s handbook

9.4

9.4.1

48|

IMPLEMENTATION SUPPORT STRATEGIES

Implementation of guidelines is a local responsibility and many local initiatives have already been successful
in overcoming these barriers to implementation. Most clinical governance support teams in NHS boards
now have audit and clinical effectiveness facilitators with some resources to help local implementation. This
is an opportunity to encourage team working and cooperation within primary and secondary care and at
the interface between them.

Initiatives both nationally and locally have taken into account evidence on the effectiveness of different
strategies to implementation: “evidence based medicine requires evidence based implementation”.?
Implementing guidelines is not simple or straightforward. Difficulties often centre on the need for personal,
organisational or cultural change.® However, such change is being carried through in many areas of clinical
practice and information to support a local evidence based strategy is available from a variety of sources.

The Cochrane Effective Practice and Organisation of Care (EPOC) group has published a summary of 44
systematic reviews of implementation interventions, giving an indication of the most effective approaches
as summarised in Figure 9-1.4The authors emphasised that there are“no magic bullets". Each implementation
strategy is effective under certain circumstances, and a multifaceted approach is most likely to achieve
change. The approach should be tailored to suit local circumstances taking into account any particular
potential barriers. Characteristics of the patient population and any potential health inequities also need to
be considered. It is important to build in support and incentives and to consider the resources needed for
successful implementation.

Figure 9-1: Effectiveness of interventions to promote implementation

Variable effectiveness Largely effective

Audit and feedback Reminders

Local consensus conferences Educational outreach (for prescribing)
Opinion leader Interactive educational workshops
Patient-mediated interventions Multifaceted interventions

A HealthTechnology Assessment (HTA) review of dissemination and implementation strategies suggests that
the evidence for educational outreach is equivocal and that dissemination of educational materials may have
greater impact than originally considered, and that multifaceted intervention comparison is problematic.’
The review makes it clear that there is an imperfect evidence base to support decisions about dissemination
and implementation and that any approach should always take account of local circumstances.

Stakeholder consultation showed what type of support healthcare professionals in NHSScotland would like
to aid implementation of SIGN guidelines.® Results of the survey fell into the following four key domains,
which form the basis for our implementation support; improving SIGN processes, awareness raising and
education, networking and implementation support resources.

IMPROVING PROCESSES
Robust dissemination

Implementation can only begin once the appropriate people are made aware of the guideline and receive
and read a copy. As discussed in section 9.2, SIGN works closely with local distribution coordinators to ensure
that all staff who need to know about a new guideline or an update, can access it easily.
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AWARENESS RAISING AND EDUCATION
Awareness raising activities

Animportant element of implementation is making people aware of the guideline and its recommendations.
SIGN staff, lay representatives, guideline development group members and SIGN Council members raise
awareness by presenting at conferences, workshops and educational events.

SIGN often publishes guideline summaries in medical journals, which allows a much wider audience to be
made aware of SIGN and its latest recommendations.

Local clinical champions

Having a powerful clinical champion can be an effective way to raise awareness of a guideline. Clinical
champions have a high profile, are widely respected, have a good understanding of policy and have local
contacts. SIGN supports clinical champions, usually guideline development group members, to take a leading
role in supporting implementation of specific guidelines in their area.

Patients as champions for change

Patients are a powerful agent for change in the health service. Many guidelines are published with an
accompanying patient and carer version of the guideline and by being aware of a clinical guideline, patients
can ask for their care to be in line with the latest recommendations. Making use of connections with patient
groups and voluntary organisations also affords more opportunities to raise awareness of guidelines.

Lay representatives on guideline development groups are supported to raise awareness at conferences and
other events.

Education and training modules

SIGN has worked with NHS Education for Scotland and the Royal College of Physicians and Surgeons of
Glasgow to develop training modules based on guidelines. By linking these to Continuous Professional
Development, healthcare professionals are encouraged to complete the training. The modules are available
on the SIGN website.

NETWORKING
Linking with existing networks and projects

In many areas of clinical practice, there are existing professional networks and/or national projects that aim to
improve the quality of care and to put evidence into practice. Examples include Managed Clinical Networks
(MCNs) for cancer, coronary heart disease (CHD) and epilepsy and the national Mental Health Collaborative.

Building relationships with the various professional networks, Scottish Government, NHS Education for
Scotland and others as part of a wider cohesive approach to improving patient care should facilitate
implementation. For example, the stroke guideline was developed in coordination with revision of the
clinical standards, the production of key performance indicators and the production of a resource calculator.

IMPLEMENTATION SUPPORT RESOURCES

Each guideline development group develops tools or signposts useful resources that will support
implementation. An implementation resource is any tool or activity that contributes towards putting the
recommendations into practice. They are generally targeted towards recommendations that will have the
maximum impact on patient care and can include:

Algorithms, care pathways and integrated care pathways

Algorithms and care pathways describe the typical journey of care and provide a visual representation of a
group of recommendations. They can be a useful tool for people wishing to implement a change in practice
and can be used for educational purposes. Similarly, integrated care pathways, by their design, can ensure
that specific recommendations are implemented in practice.
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Resource implication tools

Where a key recommendation is likely to result in significant resource changes a resource implications
calculator or costing tools can be developed to help NHS boards identify the potential costs and savings
of implementation. Resource tools for the CHD and stroke guidelines can be found on the SIGN website.

Datasets

Datasets that support the implementation of key recommendations are often included with guidelines.
Wherever possible SIGN works with other agencies to support the incorporation of recommendations in
national datasets and audit tools.

Electronic decision support tools

Incorporating recommendations into local electronic decision support systems is an efficient way to assist
implementation. For example, some referrals made via the Scottish Care Information (SCI) Gateway are based
on SIGN recommendations for referral, which are embedded in the system.

Other tools

Other simple tools such as posters highlighting key recommendations, audit proforma, easily accessible and
editable lists of the recommendations, slide sets and case studies may also be developed with each guideline
and made available on the SIGN website.

PRACTICAL STEPS

The first step in this process is to prioritise the topic for the team. This may be decided by the NHS board
through their Local Health Plan, or a local service or practice may identify a priority clinical area in which they
wish to examine care and identify areas forimprovement. It isimportant to recognise that clinical teams can
only tackle one guideline at a time for an active implementation strategy. In fact it may be that only certain
key recommendations within the guideline are prioritised for implementation. The clinical team, however,
should identify the strengths and weaknesses of present provision and not merely choose those areas that
are most easily implementable. It is encouraging to identify what is being done well but also important
to identify where services could be improved ensuring that any changes that are planned are achievable.

Figure 9-2 outlines the likely steps that a local implementation group might take, adapted from the Royal
College of Nursing Guidelines’” and the SPICEpc (Scottish Programme for Improving Clinical Effectiveness in
Primary Care) project (www.ceppc.org/spice/index.shtml).

Figure 9-2: Practical steps towards guideline implementation

Step 1

Decide who will lead and coordinate the team and identify stakeholder representatives for the
implementation group. It is often helpful to have a key facilitator for this process. The team should be
multidisciplinary in composition.

Step 2

Determine the current position. It is essential to be aware of current practice and to identify where
changes need to be made. It is helpful to audit current clinical practice. It is also important to review
the local environment considering people, systems, structures and internal and external influences.
Through this process it is possible to identify potential barriers and facilitators to implementation.
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http://www.sci.scot.nhs.uk/index.htm
http://www.ceppc.org/spice/index.shtml

9.6

9. Implementation

Step 3

Prepare the people and the environment for guideline implementation. It is important to ensure

that the professionals are receptive with a positive attitude to the initiative and have the skills and
knowledge to carry out the procedures. This requires time, enthusiasm and commitment with good
communication and offers of tangible help. It is important to also involve patient groups in planning
the initiative so they are involved from the outset and can influence the way that the guideline is
implemented into local services. Patient preferences and views eg Scottish Health Council publications,
local surveys should be taken into account. In preparing the environment it may be necessary to
acquire new equipment or change forms or access services in a different way. It may be possible to
consider the inclusion of reminder notes or computer-assisted reminders.

Step 4

Decide which implementation techniques to use to promote the use of the clinical guidelines in
practice. This should take into account the potential barriers already identified and use the research
evidence on effective strategies.

Step 5

Pulling it all together. This requires an action plan for the improvement process. It requires everyone
to agree the aims with a named person responsible for the action plan and a time scale identified with
contingency plans to deal with any problems along the way.

Step 6

Evaluate progress through regular audit and review with feedback to the team. Rewarding
achievements is important. Plans may be required to be modified in the light of difficulties or surprises
found during the implementation process. It is always important though to celebrate successes and aim
for small achievable steps along the way to improve the quality of patient care.
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Involving patients and their representatives

PATIENT INVOLVEMENT IN GUIDELINE DEVELOPMENT

The term patients is used throughout this section as a generic term to describe patients, carers, lay
representatives and those who represent and/or support patients in the voluntary sector.

Patient involvement is “the appropriate, active participation of patients, carers and patient representatives
as partners in their own care and in the planning, monitoring and development of health services”' The
potential contribution of patient representatives has been recognised for some time, as well as the difficulties
in making that contribution effective.?

Patients may have different perspectives on healthcare processes, priorities, and outcomes from those of
health professionals. The involvement of patients in guideline development is therefore important to ensure
that guidelines reflect their needs and concerns. The purpose of patient involvement is to ensure that the
guideline addresses issues that matter to them and that their perspectives are reflected in the guideline.
Patients can identify issues that may be overlooked by health professionals, can highlight areas where
the patient’s perspective differs from the views of health professionals, and can ensure that the guideline
addresses key issues of concern to patients.

A wide range of other issues can be drawn out by patient representatives to make sure a guideline addresses
the needs of all those affected by a condition. The influence of religion/belief on compliance with treatment, for
example, complying with arecommended diet or medication, or a different approach to sexually transmitted
infection (STI) screening being required for people in prison and those who are homeless.

Patient representatives can also assist the group on the use of clear and sensitive language in the guideline.

IDENTIFYING PATIENTS’ VIEWS

LITERATURE SEARCH

SIGN has developed a literature search strategy to identify both qualitative and quantitative studies that
reflect patients’ experiences and preferences in relation to the clinical topic (see section 4.1). This search is
performed at least three months prior to the first group meeting to ensure adequate time to obtain relevant
articles and summarise their findings for presentation at the first guideline group meeting.

The types of studies identified generally include patients’ views on:

* positive and negative experiences of the condition, including diagnosis, medication and other treatments,
follow-up care and quality of life

* unfulfilled needs

* information needs and preferences

* participation in decision making about treatment

* overall satisfaction with care received.

A copy of the Medline version of the patient search strategy is available on the SIGN website.
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PATIENT ORGANISATIONS AND THE SIGN PATIENT NETWORK

SIGN writes to the organisations and charities that aim to represent and/or lobby for patients at least four
months before the first meeting of the guideline development group, asking them to inform SIGN of the
issues they think the guideline should address. A form is supplied to enable them to structure their feedback
in a useful way and, importantly, to indicate the source(s) of their suggestions (eg telephone help line data,
surveys).

SIGN also writes to members of the Patient Network asking them which issues they think the guideline
should address. The Patient Network is a database of patient, carer and other service user representatives. The
Network includes contacts for both individuals and organisations, including NHS board Designated Directors
for patient and public involvement, equality and diversity group stakeholders (eg REACH community health
project), previous and current patient representatives on SIGN guideline development groups, representatives
from patient advocacy services, representatives from patient support organisations, and representatives
from relevant Scotland-wide groups.

OTHER NHS ORGANISATIONS

SIGN writes to various other NHS organisations at least four months before the first meeting of the guideline
development group to find out if any local research on patient views has been carried out. This might include,
for example, patient focus groups to help in the redesign of services, or questionnaire studies to gauge levels
of patient satisfaction with existing services. Reports such as this tend not to be published even though
they are in the public domain and can be very useful as a snapshot into current patient issues and concerns
regarding particular NHS services and treatments.

DIRECT FEEDBACK FROM USERS OF THE SERVICE

Where published evidence is scarce and inadequate feedback from patient organisations has been received,
patient and carer views may be sought through direct contact with users of the service. Techniques used to
date have included focus groups with patients in different regions of Scotland, attending patient support
group meetings, and SIGN organised meetings for patients and carers. All of these approaches have provided
valuable information that has been fed back directly to guideline groups to influence the remit and key
questions underpinning the guideline. Often the guideline development group identifies a need for further
input from patients and carers at a later stage of the guideline development process. Focus groups can be
carried out and the findings used to complement the scientific evidence.

Running focus groups requires expert facilitation. Views are sought from both men and women of different
age groups, in both rural and urban communities. Special efforts are made to include those who are socially
excluded and may be less likely to join a local or national organisation. SIGN does this by working with
healthcare professionals, local community groups and schools who can help identify people to take part.

PRESENTING THE FINDINGS

The Patient Involvement Officer reviews the results of the patient literature search, and seeks to identify
common themes that emerge from the literature. These themes are then integrated with the issues that
emerge from the other approaches described and presented at the first meeting of the guideline development
group by the Patient Involvement Officer.

The group is asked to take account of these issues when it drafts its key questions. Once a first draft of the
key questions has been prepared, the Evidence and Information Scientist working with the group along
with the Patient Involvement Officer compares the questions with the issues highlighted through the
consultative process and highlights any that have not been included in the key questions. At a subsequent
group meeting the results of this comparison are presented to the group, and they are asked to consider
whether the questions should be revised.

Guideline groups are not obliged to take on board all the issues raised through the patient consultative
process, but they are expected to give explicit reasons if they choose to omit particular topics that have
arisen from this source.
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RECRUITMENT OF PATIENTS TO GUIDELINE DEVELOPMENT GROUPS

SIGN recruits a minimum of two patient representatives to guideline development groups by inviting
nominations from the relevant ‘'umbrella; national and/or local patient focused organisations in Scotland.
Where organisations are unable to nominate, patient representatives are sought via other means, for
example from consultation with health board public involvement staff. Where patients have been consulted
directly (eg if a focus group has been held) this may also provide a source of possible future patient and
carer representatives.

Details of the role of the patient representatives, the support they will be given, the commitment required
and useful attributes for representatives are provided to allow informed nominations to be made.

ROLE OF PATIENT REPRESENTATIVES ON GUIDELINE DEVELOPMENT GROUPS

Although their areas of expertise will vary, members of the guideline development group have equal status
on the group. A key role for patient and carer representatives is to ensure that patient views and experiences
inform the group’s work. This includes:

* ensuring that key questions are informed by issues that matter to patients

* identifying outcome measures they think are important for each key question

* considering the extent to which the evidence presented by group members has measured and taken
into account these outcome measures

* identifying areas where patients’preferences and choices may need to be acknowledged in the guideline

* making sure that the degree to which the evidence addresses patients’ concerns is reflected in the
guideline

* helping to write the ‘Provision of information’ section of the guideline, including identifying sources of
further information

* raising awareness of patient issues at the National Open Meeting by preparing a presentation and
speaking at this meeting

* assisting SIGN with the identification of voluntary organisations and charities to invite to the National
Open Meeting

* helping to ensure that the guideline is sensitively worded (eg treating patients as people and not as
objects of tests or treatments)

* identifying individuals to take part in the peer review process

* assisting SIGN with the collection of patient views (eg by helping to prepare questions for focus groups)
* helping SIGN with consultation arrangements

e appraising literature (if the individual chooses to do so)

* raising awareness of the SIGN guideline among members of their support group and members of the
public.

No formal qualifications are needed but it may be helpful if patient representatives have some of the following:

* experience of the guideline condition (eg as someone who has, or has had the condition, or a carer or
relation of someone who has or has had the condition)

* an understanding of the experiences and needs of a wider network of patients (eg as a member of a
patient support group)

e time to commit to the work of the group (eg attending meetings, background reading, commenting on
drafts)

* some familiarity with medical and research language (although members of the guideline group should
help with specific technical terms)

* willingness to feed in the views of patient/carer groups not represented on the guideline group

* ability to be objective

* good communication and team working skills.
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SUPPORT FOR PATIENT REPRESENTATIVES ON GUIDELINE DEVELOPMENT GROUPS
SIGN supports patient representatives by:

* delivering ‘Introduction to SIGN’ training, based on SIGN 100: A handbook for patient and carer
representatives for patient representatives

* offering telephone and email support
* inviting new patient representatives to join the SIGN Patient Network
* providing clear guidance on their roles and responsibilities within the group

* ensuring opportunities to attend training events are open to all guideline development group members,
including patient representatives

* inviting patient representatives to informal events.
The Chair of each guideline development group is asked to support patient representatives by:

* ensuring patient representatives are fully engaged with the group
* addressing the group if contributions by patient representatives are not acknowledged appropriately
* welcoming and encouraging contributions from patient representatives.

WIDER CONSULTATION WITH PATIENTS AND CARERS

Further patient and public participation in guideline development is achieved by involving patients, carers
and voluntary organisation representatives at the National Open Meeting which is held to discuss each draft
guideline (see section 7.1). The meetings are advertised widely and are free of charge.

Patient representatives are invited to take part in the peer review stage of each guideline and specific
guidance for lay reviewers has been produced.

Members of the SIGN patient network are also invited to comment on draft documents such as patient
versions of guidelines, patient sections of guidelines and other literature aimed at patients.

REFERENCES

1. Kelson M. User involvement: a guide to developing effective user involvement strategies in the NHS.
London: College of Health; 1997.

2. van Wersch A, Eccles M. Involvement of consumers in the development of evidence based clinical
guidelines: practical experiences from the North of England evidence based guideline development
programme. Quality in Health Care 2001;10(1):10-6.

|55


http://www.sign.ac.uk/pdf/sign100.pdf
http://www.sign.ac.uk/pdf/sign100.pdf

SIGN 50: a guideline developer’s handbook

11

56|

Development of the manual

INTRODUCTION

SIGN is a collaborative network of clinicians, other healthcare professionals and patient organisations and
is part of Healthcare Improvement Scotland.

SIGN published its first methodology manual, “Clinical guidelines: criteria for appraisal for national use” in
1995, setting set out the draft criteria by which it would appraise clinical guidelines for recommendation
for national use in Scotland. “SIGN Guidelines: An introduction to SIGN methodology for the development of
evidence-based clinical guidelines” was published in 1999 to reflect developments in the SIGN methodology.
The current manual was first published in 2008 and has undergone minor revisions in 2011 and 2013, with
a major update in 2015.
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