3

V.

For the best experience, open this PDF portfolio in
Acrobat 9 or Adobe Reader 9, or later.

Get Adobe Reader Now!



http://www.adobe.com/go/reader


The guidelines manual

Appendices

Page 148 of 266





The guidelines manual (appendices)

The guidelines manual: appendices

Contents

Appendix A: Agreements and advice for Guideline Development Group
TS 0 o= = 150
Appendix B: Study design checklist .............ccoooriiiiiiiiiei e 158
Appendix C: Methodology checklist: systematic reviews and meta-analyses
..................................................................................................................... 160
Appendix D: Methodology checklist: randomised controlled trials................ 164
Appendix E: Methodology checklist: cohort studies ............ccccooovviiiinnnnnnnn. 172
Appendix F: Methodology checklist: case—control studies............................ 180
Appendix G: Methodology checklist: the QUADAS tool for studies of
diagnoSstic teSt @CCUIaCY ......ccooeeeeeeeeeee e 186
Appendix H: Methodology checklist: economic evaluations......................... 194
Appendix I: Methodology checklist: qualitative studies ...........ccccccccceeeeiee. 208
Appendix J: Methodology checklist: prognostic studies ..............ccccceeeeeeen. 218
Appendix K: Evidence tables ... 223
Appendix L: Modified GRADE profile.........cccooovieeiiiiieeeeeceeeeeeeee e 228
Appendix M: Abbreviations and glossary ............ccccoii 231
Appendix N: Guide to the short clinical guideline process ............ccccceeee..... 255
Appendix O: How NICE clinical guidelines are developed: an overview for
stakeholders, the publicandthe NHS...............coiii i, 266

Appendices contents
© National Institute for Health and Clinical Excellence (January 2009) Page 149 of 266





The guidelines manual (appendices)

Appendix A: Agreements and advice for Guideline
Development Group members

Al Code of conduct for Guideline Development
Group (GDG) members and others who attend GDG
meetings

Al.1 Key principles of development
NICE’s clinical guideline development process:

¢ involves national patient and professional organisations (such as GDG
members and stakeholders)

¢ involves companies that manufacture relevant medicines or devices, and
the Department of Health and the Welsh Assembly Government (as
stakeholders)

e uses sound and transparent methodologies

e produces guidance that is based on the clinical and economic evidence,
and is clearly explained.

GDGs should incorporate into clinical guidelines recommendations that
emerge from NICE’s technology appraisal, interventional procedures and
public health programmes, and should also take into account
recommendations from appropriate national service frameworks (NSFs). In
general, NICE clinical guidelines are concerned with the delivery of clinical
care but not the configuration of services.

Each GDG should ensure that its guideline is developed in line with these
requirements. It should also follow the principles set out in ‘Social value
judgements: principles for the development of NICE guidance (second
edition)! and adhere to the NICE equality scheme and action plan®.

A1l.2 Status of GDG members

Members are appointed to a GDG either by virtue of their relevant experience
(as in the case of patient and carer members and healthcare professional
members) or because they have specific technical skills (as in the case of
systematic reviewers and health economists). If members are from
stakeholder organisations, NICE and the GDG assume that these members
bring this perspective to the group, but they do not represent their
organisations. GDG members are appointed for the duration of the
development process for a clinical guideline.

People appointed to the GDG are co-authors of the guideline. They will
respect the rights of NICE both to publish the final guideline documents and to

' Available from:
www.nice.org.uk/aboutnice/howwework/socialvaluejudgements/socialvaluejudgements.jsp
2 Available from: www.nice.org.uk/aboutnice/howwework/NICEEqualityScheme.jsp

A Agreements and advice for GDG members
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receive notification of associated publications, as described in contracts with
the National Collaborating Centres (NCCs).

A1.3 Mutual undertaking
NICE, usually through one of its NCCs, undertakes to:

e ensure that the GDG is properly resourced to produce the guideline

e provide all members of the GDG with equal access to available resources
and to the evidence used in the development of the guideline

o offer appropriate training to GDG members to enable them to play a full
part in the development of the guideline

e provide technical support during the development of the guideline.

GDG members undertake to:

¢ make sufficient time available to attend meetings and properly inform the
development of the guideline through their personal and professional
knowledge and, where appropriate, their organisation’s perspective

e provide the GDG, and subsequently (and only after failure to resolve the
issue within the GDG) the NCC and NICE, with the opportunity to consider
and resolve concerns or disagreements about either the process or the
detail of the emerging guideline

e contribute positively to the work of the group and the development of the
guideline.

Al.4 Transparency

NICE believes that its guidance will be enhanced if those who are intended to
benefit from it and those who have the responsibility for implementing it have
been had the opportunity to be involved in its development.

For GDGs to operate successfully, they need to be able to develop and
debate issues within the group before exposing them to wider comment.
There is therefore a need for arrangements that protect the confidentiality of
documents and discussions.

In order to provide the environment described above, NICE expects GDG
members:

¢ to be aware that the Guidance Executive and Senior Management Team at
NICE will not comment on the development of a guideline in progress,
other than in the context of the formal consultation exercises

¢ toregard the views expressed by individual members of the GDG as
confidential

¢ toregard the documents and discussions used by the GDG as confidential
to the group until public consultation, as stipulated in the Confidentiality
acknowledgement and undertaking agreement (see appendix A2)

¢ not to discuss commercial-in-confidence data outside the GDG if a
technology appraisal is updated within a guideline

A Agreements and advice for GDG members
© National Institute for Health and Clinical Excellence (January 2009) Page 151 of 266





The guidelines manual (appendices)

¢ to respect the confidentiality of documents supporting a published or
unpublished technology appraisal and guidelines in development if such
documents are received by the GDG

¢ to respect the confidentiality of documents relating to other unpublished
NICE guidance (interventional procedures, public health guidance) if such
documents are received by the GDG.

GDG members are also expected to adhere to NICE'’s policy for declaring
conflicts of interests® (see also section A4.4).

3

See:

www.nice.org.uk/aboutnice/whoweare/policiesandprocedures/policies and procedures.jsp?d
omedia=1&mid=EEF24FBA-19B9-E0B5-D4ED345FBCECFBA1

A Agreements and advice for GDG members
© National Institute for Health and Clinical Excellence (January 2009) Page 152 of 266



http://www.nice.org.uk/aboutnice/whoweare/policiesandprocedures/policies_and_procedures.jsp?domedia=1&mid=EEF24FBA-19B9-E0B5-D4ED345FBCECFBA1

http://www.nice.org.uk/aboutnice/whoweare/policiesandprocedures/policies_and_procedures.jsp?domedia=1&mid=EEF24FBA-19B9-E0B5-D4ED345FBCECFBA1



The guidelines manual (appendices)

NATIONAL INSTITUTE FOR HEALTH AND
CLINICAL EXCELLENCE

Participation in NICE guidelines

A2 Confidentiality acknowledgement and
undertaking

Please complete the sections below and return by email to: [insert NCC email]
If email is not possible, please return by fax to: [insert NCC fax no.]

This agreement covers all those who have sight of documents, or are party to
discussions, relating to a guideline before public consultation. This includes
members of the Guideline Development Group (GDG), invited external
experts, observers and participants in consensus exercises. Staff of national
collaborating centres (NCCs) are covered by the contracts between NICE and
the NCCs.

1) | undertake to NICE that | shall:

(a) keep all confidential information strictly confidential

(b) not use any confidential information for any purpose other than
participating in the deliberations of the GDG (for GDG members
and external experts)

(c) not disclose any confidential information to any third party without
the prior written consent of NICE

(d) not disclose the deliberations of a GDG to any other person without
the explicit consent of the Chair of the GDG and the Director of the
NCC.

2) The undertakings set out in paragraph 1 above (‘the undertakings’)
shall not apply to the use or disclosure of information that:

(a) at or after the time of disclosure or acquisition is in the public
domain in the form supplied otherwise than through a breach of any
of the undertakings; or

(b) was lawfully within my possession before its disclosure to me by
NICE, provided that the source of such information was not bound
by, or subject to, a confidentiality agreement with NICE; or

(c) 1 am required to disclose by any court of competent jurisdiction or
any government agency lawfully requesting the same, provided that
I notify NICE in advance of such disclosure; or

(d) is approved for release by prior written authorisation from NICE.

Data Protection. The personal data submitted on this form will be used by the National
Institute for Health and Clinical Excellence for work on its Guidelines Programme and will be
held on the Institute’s databases for future reference and in accordance with the Data
Protection Act 1998.
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A3 Dealing with enquiries on GDG work

A3.1 Introduction

As a member of a GDG you will be considered by some to be a source of
information, to have important influence or to be a lobbying target. This
guidance will help you to deal with any enquiries you receive from individuals
or organisations about your work on the GDG.

Although NICE will not publish your contact details anywhere, your name and
the organisation that supported your application (if appropriate) will be
published on the NICE website. Thus it may be easy for those who want to
contact you to do so.

Just like the guideline you are developing, this document is guidance, not
‘must do’, and has been developed to support you in handling enquiries so
that you do not feel obliged to deal with them yourself.

A3.2 Golden rules

Some things to remember when talking to anyone about the guideline you are
developing:

e Don’t feel that you have to talk to anyone about the guideline: you can
handle requests for information by offering to pass them on to someone
who is able to deal with them (such as your lead contact at the NCC, the
NICE Guidelines Commissioning Manager or the NICE communications
lead).

e Don’t speculate on the content of the guideline before it is finally published.

e Draft versions are just that: draft, not final; the content may change after
consultation.

¢ Individuals and organisations can influence the outcome of the guideline
only by submitting evidence that supports their point of view as part of the
formal consultation process.

e You have not been selected to sit on the GDG to represent all patients,
clinicians, nurses or other healthcare professionals. You are there to
provide your own expert opinion to the group.

¢ In the unlikely event that you are contacted by telephone by an unpleasant
or demanding caller, offer to pass the enquiry on to your NCC or NICE
contact. Then tell the caller politely but firmly that you wish to end the call. If
the caller persists, put the phone down.

A Agreements and advice for GDG members
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A3.3 Flow chart for dealing with enquiries

REMEMBER: If contact is by telep hone, always find out who you are spe aking to!

Journalist or member of thepress
MP or member of political p arty

Explain that you can’t discuss the
guideline with them andthat all pre ss
calls should be referredto the NICE
press office in the firstinstance. If
contactis in writing, acknowledge and
explainyouhawve forwarded
corresponde nce tothe press office.

‘ Individu al or represe ntative of an organisation

}

Tryingto find out

e how to submit evidence

e how to register as a stakeholder
e imescales forthe guideline

|

Give NICE pre ss office number or
forward corre spo ndence to press office
08450037782

nice @nice.oy.uk

Referto the NICE we bsite

(www.nice .org.uk), the NCC or
the Guide lines Commissioning
Manage r

NICE com municationslead:
PPIP contact

Natio nal Collaborating Centre contact:
Guidelines Commissioning Manag er:

Useful c ontacts

A Agreements and advice for GDG members
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Tryingto find o ut

e info rmation on the content of the
guide line

e info rmation on the dynamics o f

the GDG

e info rmation on what evide nce is

being considered by the GDG

v

Lobbying activity:

e teling you what the guide line
should say

e repe atedly contacting you (inany
fo rmat) with informa tio n they think
should be considered by the GDG
e trying to influence youina way
that ma kes you fee luncomfo rtable

v

Explain that you can’t discuss the
guide line with the mw hile it is under
development Referto the NCC, the
Guidelines Commissioning

Manager or PPIP (if you area
patie nt re p)

Give NICE press office number
or forward correspondence to
press o ffice

0845003 7782

nice@nice.org .uk

Following any contactwith GDG member, NICE willinfom the
NCC if he GDG member has not already done so
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NATIONAL INSTITUTE FOR HEALTH AND
CLINICAL EXCELLENCE

A4 Guidance for Guideline Development Group
(GDG) members on attendance at NICE Appraisal
Committee meetings

A4.1 Introduction

Before invitations to participate in a NICE technology appraisal are sent out,
the Guideline Commissioning Managers are contacted to establish whether a
related clinical guideline is on the work programme, and if so, who should act
as representative(s) of the guideline. Members of the GDG — usually the GDG
Chair (or the expert with the most relevant experience) and one other member
(usually the NCC Director, the Clinical Adviser or another senior clinician) —
are invited to attend the appraisal consultation document (ACD) and final
appraisal determination (FAD) meetings of the Appraisal Committee
considering any appraisal that is relevant to the development of the guideline.

When the topic of the appraisal relates to a guideline on the work programme
for which development has not yet begun (that is, there is no GDG in place),
the NCC Director should be invited to attend on behalf of the future GDG.

Project managers from the appraisals and guidelines programmes at NICE
will liaise at an early stage in each appraisal to determine appropriate links
between the relevant committees and GDGs, and to provide operational
support.

A4.2 Purpose of attendance and role

The attendance of GDG members at the Appraisal Committee meeting allows
them to participate fully in discussions about the technology. They can remain
for the concluding discussions of the Appraisal Committee after the patient
experts and clinical specialists have left the meeting.

The GDG members attending the Appraisal Committee meeting will also, in
conjunction with their GDG as a whole, act as commentators on the
documents produced. They will receive the ACD and FAD, and the GDG
comments fed back via the NCC will be included in the review of the
documents by the technical lead and the Appraisal Committee Chair, and be
brought to the attention of the Appraisal Committee.

As is the case for other commentators, GDG members do not have the right of
appeal.

A4.3 Voting

In the event of a decision of the Appraisal Committee being taken by a vote,
the GDG members attending the meeting will not have the right to vote.

A Agreements and advice for GDG members
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A4.4 Conflicts of interest

GDG members who attend the Appraisal Committee meetings will be
expected to declare conflicts of interest* and to abide by the current rulings on
these for full committee members if they wish to take part in all of the
Committee’s discussions.

GDG representatives who attend Appraisal Committee meetings do so as
committee members (except for voting; see section A4.3). Therefore a GDG
representative with a personal pecuniary interest will not be able to attend the
Appraisal Committee discussion.

GDG members who have conflicts of interest that would have excluded
Appraisal Committee members can be present at meetings only for the same
period as the clinical specialists and patient experts, and must leave the room
with them before the concluding discussions. This would require their
nomination as clinical specialists by the Appraisals’ consultees and
commentators. Such specialists are only usually present at the first Appraisal
Committee meeting (that is, the meeting to develop the ACD).

A4.5 GDG members as clinical specialists or patient experts

GDG members may occasionally also be nominated as clinical specialists or
patient experts for an appraisal. They may then act in both capacities, but
must leave the meeting with the other specialists and experts if they have a
conflict of interest (see section A4.4). GDG members may wish to avoid this
dual role in order to maximise their attendance at Appraisal Committee
meetings. Exclusion from the second half of the meeting because of conflicts
of interest does not preclude GDG members who have attended from
providing written comments during consultation.

A4.6 GDG comments on the ACD and FAD

It is expected that the GDG comments on the ACD and FAD will represent a
consensus view, expressed in a single document, preferably submitted via the
GDG Chair and coordinated by the NCC.

4

See:

www.nice.org.uk/aboutnice/whoweare/policiesandprocedures/policies and procedures.jsp?d
omedia=1&mid=EEF24FBA-19B9-E0B5-D4ED345FBCECFBA1
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Appendix B: Study design checklist

Study identification
Include author, title, reference, year of publication

Guideline topic:

Review question no:

Checklist completed by:

Was there a comparison:

Between two or more groups of participants? Yes No Unsure | N/A
Within the same group over time? Yes No Unsure | N/A
How were groups formed?
Randomisation Yes No Unsure | N/A
Quasi-randomisation Yes No Unsure | N/A
Other action of researchers Yes No Unsure | N/A
Time differences Yes No Unsure | N/A
Location differences Yes No Unsure | N/A
Treatment decision-makers Yes No Unsure | N/A
Participant preferences Yes No Unsure | N/A
On the basis of outcome Yes No Unsure | N/A
Which parts of the study were prospective?
Identification of participants Yes No Unsure | N/A
Assessment of baseline and intervention allocation Yes No Unsure | N/A
Assessment of outcomes Yes No Unsure | N/A
Generation of hypotheses Yes No Unsure | N/A
Which variables were used for comparing the groups assessed?
Potential confounders Yes No Unsure | N/A
Baseline assessment of outcome variables Yes No Unsure | N/A

B Study design checklist
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Notes on the use of Study design checklist
This checklist is taken from:

Higgins JPT, Green S, editors (2008) Cochrane handbook for
systematic reviews of interventions, version 5.0.1 [updated
September 2008], chapter 13. The Cochrane Collaboration.
Available from: www.cochrane-handbook.org

Tables 13.2.a and 13.2.b in the Cochrane handbook are lists of study design
features for studies with allocation to interventions at the individual and group
level respectively. Box 13.4.a provides useful notes for completing the
checklist.

B Study design checklist
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Appendix C: Methodology checklist: systematic

reviews and meta-analyses

Study identification
Include author, title, reference, year of publication

Guideline topic:

Review question no:

Checklist completed by:

SCREENING QUESTIONS

In a well-conducted, relevant systematic review:

Circle one option for each question

The review addresses an appropriate and clearly

focused question that is relevant to the guideline review Yes No Unclear
question
The review collects the type of studies you consider
relevant to the guideline review question Yes No Unclear
The literature search is sufficiently rigorous to identify
all the relevant studies Yes No Unclear
Study quality is assessed and reported

Yes No Unclear
An adequate description of the methodology used is
included, and the methods used are appropriate to the Yes No Unclear

question

If the review does not meet some or all of these criteria, it may still be useful
as a source of references, but should not be relied upon on its own to address
a review question.

If you have insufficient information on the design or quality of individual
studies, you should use the checklists for studies on interventions (see
appendices D, E and F) to appraise each study. Each study should appear as
a separate entry in the evidence table (see appendix K); the review should not
appear in the evidence table.

If you plan to use the review as a whole, you will need to complete a row in an
evidence table for the systematic review and input the results into an evidence
profile as appropriate.

C Methodology checklist: systematic reviews and meta-analyses
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Notes on use of Methodology checklist: systematic reviews
and meta-analyses

A systematic review uses explicit and systematic methods to identify, appraise
and summarise the literature according to predetermined criteria. If the
methods and criteria used to do this are not described or are not sufficiently
detailed, it is not possible to make a thorough evaluation of the quality of the
review.

The terms ‘systematic review’ and ‘meta-analysis’ are often used
interchangeably. The term ‘meta-analysis’ is often used incorrectly to describe
a systematic review that has used quantitative methods to summarise the
results. However, it should be noted that meta-analysis refers only to the
statistical techniques used to combine studies; thus not all meta-analyses are
systematic reviews.

This checklist is intended for use with systematic reviews of questions about
interventions and questions about diagnosis. It can potentially be used for any
other types of question, although it has been designed primarily for the first
two.

The aim of this checklist is to consider the suitability of the systematic review
to answer a guideline review question. This assessment has two aspects:
firstly, whether the question addressed by the review (in terms of the
populations, interventions, comparisons and outcomes considered) is
appropriate to answer the review question addressed by the guideline, and
secondly, whether the methodology used for the review is sufficiently robust to
permit a valid conclusion.

For each question in this section, you should indicate whether or not it has
been addressed in the review. Choose ‘unclear’ if this aspect of the review
process was ignored, or is not described in the report.

The review addresses an appropriate and clearly focused question that
is relevant to the guideline review question

If the question addressed by the systematic review is not clearly stated, it will
be difficult to determine whether the review is adequate to answer the
guideline review question. If the question is not clear, the systematic review is
unlikely to be a good one because it difficult to be systematic in addressing an
unclear question. The review report should give a clear description of the
population considered, the interventions, exposures or tests evaluated,
comparators, and outcomes evaluated. Inclusion and exclusion criteria should
be clearly described. Outcomes considered should be clearly described within
the methodology, including a precise definition and acceptable methods of
measuring. The appropriateness of the question addressed in the systematic
review for answering the guideline review question can be determined by
comparing these components. If the review does not consider all of the
outcomes that are judged to be important to your guideline review question,
you may still be able to use the outcome data but may need to review the
individual studies to obtain other outcome data.

C Methodology checklist: systematic reviews and meta-analyses
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The review collects the type of studies you consider relevant to the
guideline review question

You should be clear about the characteristics of studies that you consider will
adequately address your guideline review question. These may relate to
minimum design or quality characteristics (for example, randomised trials
only). Systematic reviews should report the types of studies they sought,
including any inclusion/exclusion criteria used. You can use this information to
quickly assess the review’s suitability for your purpose.

The literature search is sufficiently rigorous to identify all the relevant
studies

Systematic and rigorous searches can help to minimise publication biases and
identify as many relevant data as possible. Exact search terms depend on the
review question, but there are core databases that should have been
searched for every question. As a minimum, a well-conducted review should
look at EMBASE and MEDLINE. For questions about interventions in
particular, the Cochrane Database of Systematic Reviews (CDSR), the
Database of Abstracts of Reviews of Effects (DARE) and the Cochrane
Central Register of Controlled Trials (CENTRAL) should also be searched.
The dates on which the searches were carried out should be given in the
review. Good-quality reviews will also attempt to identify relevant studies by
handsearching of key journals and examining reference lists of retrieved
studies for further references.

If the methods used to locate studies are not clearly reported, it will be difficult
to determine whether the review is likely to have missed important relevant
studies. Ideally, the search strategy used should be reported in sufficient
detail that the process could be replicated.

Any restrictions applied to the search (such as language or year of
publication) should also be reported. You should consider how these might
have influenced the findings of the review.

Advice from the information specialist (and/or other members of the Guideline
Development Group) working on the guideline may be useful to determine
whether any important search terms have been omitted.

If the search described in the review is judged to be inadequate to identify all
relevant studies, it may be possible to expand the search by including
additional databases or extra search terms within the search strategy, or by
updating the search to identify more recently published studies. Any additional
studies identified by this expanded search should be appraised for quality
using the appropriate NICE checklist (see appendices D-J). They should
appear individually in separate rows in an evidence table.

Study quality is assessed and reported

The inclusion of poor-quality studies within a review can result in biased
estimates of effect. A well-conducted systematic review should have used
clear criteria to assess whether individual studies had been appropriately
designed and conducted, before deciding whether to include or exclude them.

C Methodology checklist: systematic reviews and meta-analyses
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These criteria should be clearly described and should be reported for each
study included. The quality appraisal checklists in appendices D—-J, as
appropriate for the type of question and study design, can be used as a guide
to the types of quality criteria that should be considered.

If there is no indication of such a quality assessment, the review is unlikely to
be reliable enough to be used in formulating guideline recommendations. It
may be necessary to obtain and quality appraise the individual studies as part
of your review.

An adequate description of the methodology used is included, and the
methods used are appropriate to the question

In common with primary research, the approach used to analyse the data
should be described and justified where appropriate. This may include the
choice of statistical test used to analyse the outcome data, meta-analytical
techniques and approaches to dealing with heterogeneity, including the
specification of any subgroup analyses and sensitivity analyses.

C Methodology checklist: systematic reviews and meta-analyses
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Appendix D: Methodology checklist: randomised
controlled trials

Study identification
Include author, title, reference, year of publication

Guideline topic: Review question no:

Checklist completed by:

Circle one option for each
question

A. Selection bias (systematic differences between the comparison groups)

A1 An appropriate method of randomisation was used to
allocate participants to treatment groups (which would| Yes No Unclear N/A
have balanced any confounding factors equally
across groups)

A2 There was adequate concealment of allocation (such
that investigators, clinicians and participants cannot Yes No  Unclear N/A
influence enrolment or treatment allocation)

A3 The groups were comparable at baseline, including all
major confounding and prognostic factors Yes No  Unclear N/A

Based on your answers to the above, in your opinion was selection bias present? If so, what is the
likely direction of its effect?

Low risk of bias Unclear/unknown risk High risk of bias

Likely direction of effect:

B. Performance bias (systematic differences between groups in the care provided, apart
from the intervention under investigation)

B1 The comparison groups received the same care apart
from the intervention(s) studied Yes No Unclear N/A

B2 Participants receiving care were kept ‘blind’ to
treatment allocation Yes No  Unclear N/A

B3 Individuals administering care were kept ‘blind’ to
treatment allocation Yes No  Unclear N/A

Based on your answers to the above, in your opinion was performance bias present? If so, what is
the likely direction of its effect?

Low risk of bias Unclear/unknown risk High risk of bias

Likely direction of effect:

D Methodology checklist: randomised controlled trials
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C. Attrition bias (systematic differences between the comparison groups with respect to
loss of participants)

C1 All groups were followed up for an equal length of
time (or analysis was adjusted to allow for differences| Yes No Unclear N/A
in length of follow-up)

C2 a. How many participants did not complete treatment in each group?

b. The groups were comparable for treatment
completion (that is, there were no important or Yes No Unclear N/A
systematic differences between groups in terms of
those who did not complete treatment)

C3 a. For how many participants in each group were no outcome data available?

b. The groups were comparable with respect to the
availability of outcome data (that is, there were no
important or systematic differences between groups in
terms of those for whom outcome data were not
available).

Yes No Unclear N/A

Based on your answers to the above, in your opinion was attrition bias present? If so, what is the
likely direction of its effect?

Low risk of bias Unclear/unknown risk High risk of bias

Likely direction of effect:

D. Detection bias (bias in how outcomes are ascertained, diagnosed or verified)

D1 The study had an appropriate length of follow-up Yes No Unclear N/A
D2 The study used a precise definition of outcome Yes No Unclear N/A
D3 A valid and reliable method was used to determine Yes No Unclear N/A

the outcome

D4 Investigators were kept ‘blind’ to participants’

exposure to the intervention Yes No  Unclear  N/A

D5 Investigators were kept ‘blind’ to other important

confounding and prognostic factors Yes No  Unclear  N/A

Based on your answers to the above, in your opinion was detection bias present? If so, what is the
likely direction of its effect?

Low risk of bias Unclear/unknown risk High risk of bias

Likely direction of effect:

D Methodology checklist: randomised controlled trials
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Notes on use of Methodology checklist: randomised
controlled trials

The studies covered by this checklist are designed to answer questions about
the relative effects of interventions such as drugs, psychological therapies,
operations or placebos. Such studies can include comparisons of ‘test and
treat strategies’ involving a diagnostic test and subsequent management. The
checklist does not cover comparisons of diagnostic test accuracy or questions
about prognosis.

This checklist replaces the methodology checklist for randomised controlled
trials from ‘The guidelines manual’ 2007 (appendix C).

Some of the items on this checklist may need to be filled in individually for
different outcomes reported by the study. It is therefore important that the
systematic reviewer has a clear idea of what the important outcomes are
before appraising a study. You are likely to need input from the Guideline
Development Group in defining the important outcomes.

Checklist items are worded so that a ‘yes’ response always indicates that the
study has been designed/conducted in such a way as to minimise the risk of
bias for that item. An ‘unclear’ response to a question may arise when the
item is not reported or not clearly reported. ‘N/A’ should be used when a
randomised controlled trial cannot give an answer of ‘yes’ no matter how well
it has been done.

This checklist is designed to assess the internal validity of the study; that is,
whether the study provides an unbiased estimate of what it claims to show.
Internal validity implies that the differences observed between groups of
participants allocated to different interventions may (apart from the possibility
of random error) be attributed to the intervention under investigation. Biases
are characteristics that are likely to make estimates of effect differ
systematically from the truth.

Recording the presence and direction of bias

The checklist contains four sections (A—D), each of which addresses a
potential source of bias relating to internal validity. At the end of each section
you are asked to give your opinion on whether bias is present and to estimate
the likely direction of this bias — that is, whether you think it will have
increased or decreased the effect size reported by the study. It will not always
be possible to determine the direction of bias, but thinking this through can
help greatly in interpreting results.

A: Selection bias

Selection bias may be introduced into a study when there are systematic
differences between the participants in the different treatment groups. As a
result, the differences in the outcome observed may be explained by pre-
existing differences between the groups rather than because of the treatment
itself. For example, if the people in one group are in poorer health, then they
are more likely to have a bad outcome than those in the other group,
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regardless of the effect of the treatment. The treatment groups should be
similar at the start of the study — the only difference between the groups
should be the intervention received.

Randomisation
There are two aspects to randomisation:

e generation of the random allocation sequence that results in groups that
differ only randomly

¢ allocation concealment, so that both the participant and the investigator are
unaware of which group the next participant will be allocated to when
entering the study.

Al. An appropriate method of randomisation was used to allocate
participants to treatment groups

If an appropriate method of randomisation has been used, each participant
should have an equal chance of ending up in any of the treatment groups.
Examples of random allocation sequences include random numbers
generated by computer, tables of random numbers, and drawing of lots or
envelopes. The allocation sequence should not be related to outcome or
prognosis, or be predictable, such as date of birth or admission date.

There are some more complicated ways of allocating people to treatment
groups that minimise the differences between groups, such as block
randomisation and minimisation. Although these are not truly random, they
are usually considered to be adequate for the purpose. If a study does not
report the method of randomisation used, this should be scored as ‘unclear’.

A2. There was adequate concealment of allocation

If investigators are aware of the allocation group for the next participant being
enrolled in the study, there is potential for participants to be enrolled in an
order that results in imbalances in important characteristics. For example, a
clinician might feel that participants who are more unwell are likely to do better
on a new, experimental, treatment and be tempted to enrol such participants
when they know they will be allocated to that group. This would result in the
participants in the intervention group being, on average, more unwell.
Concealment of treatment group may not always be feasible (as in, for
example, a comparison of a surgical with a medical intervention), but
concealment of allocation up until the point of enrolment in the study should
always be possible.

The information presented within the paper should provide some assurance
that allocations were not known until at least the point of enrolment.
Centralised allocation, computerised allocation systems and the use of coded
identical containers are all regarded as adequate methods of concealment.
Sealed envelopes can be considered as adequate concealment if the
envelopes are serially numbered, sealed and opaque, and allocation is
performed by a third party. Poor methods of allocation concealment include
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alternation, or the use of case record numbers, date of birth or day of the
week.

If the method of allocation concealment used is regarded as poor, or relatively
easy to subvert, the study must be given a lower quality rating. If a study does
not report any concealment approach, this should be scored as ‘unclear’.

A3. The groups were comparable at baseline, including all major
confounding and prognostic factors

Studies may report the distributions of potential prognostic and confounding
factors in the comparison groups, or important differences in the distribution of
these factors may be noted.

Formal tests comparing the groups are problematic — failure to detect a
difference does not mean that a difference does not exist, and multiple
comparisons of factors may falsely detect some differences that are not real.

Clinical input may be required to determine whether all likely confounders
have been considered. Confounding factors may differ according to outcome,
so you will need to consider potential confounding factors for all of the
outcomes that are of interest to your review.

B: Performance bias

Performance bias refers to systematic differences between the comparison
groups in the care provided to the participants, other than the intervention
under investigation.

This may consist of additional treatment, advice or counselling, rather than a
physical intervention, or even simply a belief about the effects of an
intervention. If performance bias is present, it can be difficult to attribute any
observed effect to the experimental treatment rather than to the other factors.

B1. The comparison groups received the same care apart from the
intervention(s) studied

There should be no differences between the treatment groups apart from the
intervention received. If some participants received additional treatment
(known as ‘co-intervention’), this treatment is a potential confounding factor
that may compromise the results.

Blinding

Blinding (also known as masking) refers to the process of withholding
information about treatment allocation or exposure status from those involved
in the study who could potentially be influenced by this information. This can
include participants, investigators, those administering care and those
involved in data collection and analysis. If people are aware of the treatment
allocation or exposure status (‘unblinded’), this can bias the results of studies,
either intentionally or unintentionally, through the use of other effective co-
interventions, decisions about withdrawal, differential reporting of symptoms
or influencing concordance with treatment. Blinding of those assessing
outcomes is covered in section D on detection bias.
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Blinding of participants and carers is not always possible, particularly in
studies of non-drug interventions, and so performance bias may be a
particular issue in these studies. It is important to think about the likely size
and direction of bias caused by failure to blind.

The terms ‘single blind’, ‘double blind’ and even ‘triple blind’ are sometimes
used in studies. Unfortunately, they are not always used consistently.
Commonly, when a study is described as ‘single blind’, only the participants
are blind to their group allocation. When both participants and investigators
are blind to group allocation, the study is often described as ‘double blind’. It is
preferable to record exactly who was blinded, if reported, to avoid
misunderstanding.

B2. Participants receiving care were kept ‘blind’ to treatment allocation

The knowledge of assignment to a particular treatment group may affect
outcomes, such as a study participant’s reporting of symptoms, self-use of
other known interventions or even dropping out of the study.

B3. Individuals administering care were kept ‘blind’ to treatment
allocation

If individuals who are administering the intervention and/or other care to the
participant are aware of treatment allocation, they may treat participants
receiving one treatment differently from those receiving the comparison
treatment; for example, by offering additional co-interventions.

C: Attrition bias

Attrition refers to the loss of participants during the course of a study. Attrition
bias occurs when there are systematic differences between the comparison
groups with respect to participants lost, or differences between participants
lost to the study and those who remain. Attrition can occur at any point after
participants have been allocated to their treatment groups. As such, it includes
participants who are excluded after allocation (and may indicate a violation of
eligibility criteria), those who do not complete treatment (whether or not they
continue measurement) and those who do not complete outcome
measurement (regardless of whether or not treatment was completed).
Consideration should be given to why participants dropped out, as well as
how many. Participants who dropped out of a study may differ in some
significant way from those who remained as part of the study throughout.
Drop-out rates and reasons for dropping out should be similar across all
treatment groups. The proportion of participants excluded after allocation
should be stated in the study report, and the possibility of attrition bias
considered within the analysis; however, these are not always reported.

C1. All groups were followed up for an equal length of time (or analysis
was adjusted to allow for differences in length of follow-up)

If the comparison groups are followed for different lengths of time, then more
events are likely to occur in the group followed up for longer, distorting the
comparison. This may be overcome by adjusting the denominator to take the
time into account; for example by using person-years.
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C2a. How many participants did not complete treatment in each group?

A very high number of participants dropping out of a study should give
concern. The drop-out rate may be expected to be higher in studies
conducted over a longer period of time. The drop-out rate includes people
who did not even start treatment; that is, they were excluded from the study
after allocation to treatment groups.

C2b. The groups were comparable for treatment completion (that is,
there were no important or systematic differences between groups in
terms of those who did not complete treatment)

If there are systematic differences between groups in terms of those who did
not complete treatment, consider both why participants dropped out and
whether any systematic differences in those who dropped out may be related
to the outcome under study, such as potential confounders. Systematic
differences between groups in terms of those who dropped out may also
result in treatment groups that are no longer comparable with respect to
potential confounding factors.

C3a. For how many participants in each group were no outcome data
available?

A very high number of participants for whom no outcome data were available
should give concern.

C3b. The groups were comparable with respect to the availability of
outcome data (that is, there were no important or systematic differences
between groups in terms of those for whom outcome data were not
available)

If there are systematic differences between groups in terms of those for whom
no outcome data were available, consider both why the outcome data were
not available and whether there are any systematic differences between
participants for whom outcome data were and were not available.

D: Detection bias (this section should be completed individually for each
important relevant outcome)

The way outcomes are assessed needs to be standardised for the
comparison groups; failure to ‘blind’ people who are assessing outcomes can
also lead to bias, particularly with subjective outcomes. Most studies report
results for more than one outcome, and it is possible that detection bias may
be present in a study for some, but not all, outcomes. It is therefore
recommended that this section is completed individually for each important
outcome that is relevant to the guideline review question under study. To
avoid biasing your review, you should identify the relevant outcomes before
considering the results of the study. Clinical input may be required to identify
the most important outcomes for a review.

D1. The study had an appropriate length of follow-up

The follow-up of participants after treatment should be of an adequate length
to identify the outcome of interest. This is particularly important when different
outcomes of interest occur early and late after an intervention. For example,
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after surgical interventions there is usually an early harm because of side
effects, with benefits apparent later on. A study that is too short will give an
unbalanced assessment of the intervention.

For events occurring later, a short study will give an imprecise estimate of the
effect, which may or may not also be biased. For example, a late-occurring
side effect will not be detected in the treatment arm if the study is too short.

D2. The study used a precise definition of outcome
D3. A valid and reliable method was used to determine the outcome

The outcome under study should be well defined. It should be clear how the
investigators determined whether participants experienced, or did not
experience, the outcome. The same methods for defining and measuring
outcomes should be used for all participants in the study. Often there may be
more than one way of measuring an outcome (for example, physical or
laboratory tests, questionnaire, reporting of symptoms). The method of
measurement should be valid (that is, it measures what it claims to measure)
and reliable (that is, it measures something consistently).

D4. Investigators were kept ‘blind’ to participants’ exposure to the
intervention

D5. Investigators were kept ‘blind’ to other important confounding and
prognostic factors

In this context the ‘investigators’ are the individuals who are involved in
making the decision about whether a participant has experienced the outcome
under study. This can include those responsible for taking physical
measurements and recording symptoms, even if they are not ultimately
responsible for determining the outcome. Investigators can introduce bias
through differences in measurement and recording of outcomes, and making
biased assessments of a participant’s outcome based on the collected data.
The degree to which lack of blinding can introduce bias will vary depending on
the method of measuring an outcome, but will be greater for more subjective
outcomes, such as reporting of pain.

Physical separation of the assessment from the participant (for example,
sending samples off to a laboratory) can often be considered as blind if it can
be assumed that the laboratory staff are unaware of the treatment
assignment.
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Appendix E: Methodology checklist: cohort studies

Study identification

Include author, title, reference, year of publication

Guideline topic: Review question no:

Checklist completed by:

Circle one option for each
question:

A. Selection bias (systematic differences between the comparison groups)

A1 The method of allocation to treatment groups was
unrelated to potential confounding factors (that is, the | Yes No Unclear NJ/A
reason for participant allocation to treatment groups is
not expected to affect the outcome(s) under study)

A2 Were any attempts made within the design or analysis
to balance the comparison groups for potential Yes No  Unclear  N/A
confounders?

A3 The groups were comparable at baseline, including all
major confounding and prognostic factors Yes No  Unclear N/A

Based on your answers to the above, in your opinion was selection bias present? If so, what is the
likely direction of its effect?

Low risk of bias Unclear/unknown risk High risk of bias

Likely direction of effect:

B. Performance bias (systematic differences between groups in the care provided, apart
from the intervention under investigation)

B1 The comparison groups received the same care apart
from the intervention(s) studied Yes No Unclear N/A

B2 Participants receiving care were kept ‘blind’ to
treatment allocation Yes No  Unclear N/A

B3 Individuals administering care were kept ‘blind’ to
treatment allocation Yes No  Unclear N/A

Based on your answers to the above, in your opinion was performance bias present? If so, what is
the likely direction of its effect?

Low risk of bias Unclear/unknown risk High risk of bias

Likely direction of effect:
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C. Attrition bias (systematic differences between the comparison groups with respect to
loss of participants)

C1 All groups were followed up for an equal length of
time (or analysis was adjusted to allow for differences| Yes No Unclear N/A
in length of follow-up)

C2 a. How many participants did not complete treatment in each group?

b. The groups were comparable for treatment
completion (that is, there were no important or
systematic differences between groups in terms of
those who did not complete treatment)

Yes No Unclear N/A

C3 a. For how many participants in each group were no outcome data available?

b. The groups were comparable with respect to the
availability of outcome data (that is, there were no
important or systematic differences between groups in
terms of those for whom outcome data were not
available)

Yes No Unclear N/A

Based on your answers to the above, in your opinion was attrition bias present? If so, what is the
likely direction of its effect?

Low risk of bias Unclear/unknown risk High risk of bias

Likely direction of effect:

D. Detection bias (bias in how outcomes are ascertained, diagnosed or verified)

D1 The study had an appropriate length of follow-up Yes No Unclear N/A

D2 The study used a precise definition of outcome Yes No Unclear N/A

D3 A valid and reliable method was used to determine Yes No Unclear N/A
the outcome

D4 Investigators were kept ‘blind’ to participants’ Yes No Unclear N/A
exposure to the intervention

D5 Investigators were kept ‘blind’ to other important Yes No Unclear N/A
confounding/prognostic factors

Based on your answers to the above, in your opinion was detection bias present? If so, what is the
likely direction of its effect?

Low risk of bias Unclear/unknown risk High risk of bias

Likely direction of effect:
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Notes on use of Methodology checklist: cohort studies

Cohort studies are designed to answer questions about the relative effects of
interventions, such as drugs, psychological therapies, operations or placebos.
Such studies can include comparisons of ‘test and treat strategies’ involving a
diagnostic test and subsequent management. This checklist does not cover
comparisons of diagnostic test accuracy or questions about prognosis.

This checklist replaces the methodology checklist for cohort studies from ‘The
guidelines manual 2007’ (appendix D).

Some of the items on this checklist may need to be filled in individually for
different outcomes reported by the study. It is therefore important that the
systematic reviewer has a clear idea of what the important outcomes are
before appraising a study. You are likely to need input from the Guideline
Development Group in defining the important outcomes.

Checklist items are worded so that a ‘yes’ response always indicates that the
study has been designed/conducted in such a way as to minimise the risk of
bias for that item. An ‘unclear’ response to a question may arise when the
item is not reported or is not reported clearly. ‘N/A’ should be used when a
cohort study cannot give an answer of ‘yes’ no matter how well it has been
done.

This checklist is designed to assess the internal validity of the study; that is,
whether the study provides an unbiased estimate of what it claims to show.
Internal validity implies that the differences observed between groups of
participants allocated to different interventions may (apart from the possibility
of random error) be attributed to the intervention under investigation. Biases
are characteristics that are likely to make estimates of effect differ
systematically from the truth.

Recording the presence and direction of bias

This checklist contains four sections (A-D), each of which addresses a
potential source of bias relating to internal validity. At the end of each section
you are asked to give your opinion on whether bias is present, and to estimate
the likely direction of this bias — whether you think it will have increased or
decreased the effect size reported by the study. It will not always be possible
to determine the direction of bias, but thinking this through can help greatly in
interpreting results.

A: Selection bhias

Selection bias can be introduced into a study when there are systematic
differences between the participants in the different treatment groups. As a
result, the differences in the outcome observed may be explained by pre-
existing differences between the groups rather than because of the treatment
itself. For example, if the people in one group are in poorer health, then they
are more likely to have a bad outcome than those in the other group,
regardless of the effect of the treatment. The treatment groups should be
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similar at the start of the study — the only difference between the groups
should be in terms of the intervention received.

The main difference between randomised trials and non-randomised studies
is the potential susceptibility of the latter to selection bias. Randomisation
should ensure that, apart from the intervention received, the treatment groups
differ only because of random variation. However, care needs to be taken in
the design and analysis of non-randomised studies to take account of
potential confounding factors. There are two main ways of accounting for
potential confounding factors within non-randomised studies. Firstly,
participants can be allocated to treatment groups to ensure that the groups
are equal with respect to the known confounders. Secondly, statistical
techniques can be used within the analysis to take into account known
differences between groups. Neither of these approaches is able to address
unknown or unmeasurable confounding factors, and it is important to
remember that measurement of known confounders is subject to error. It can
rarely, if ever, be assumed that all important factors relevant to prognosis and
responsiveness to treatment are known. Hence, considerable judgement is
needed to assess the internal validity of non-randomised studies; clinical input
may be needed to identify potential confounding factors that should be taken
into consideration.

Al. The method of allocation to treatment groups was unrelated to
potential confounding factors

In non-randomised studies, there will usually be a reason why participants are
allocated to the treatment groups (often as a result of clinician and/or patient
choice). If this reason is linked to the outcome under study, this can result in
confounding by indication (where the decision to treat is influenced by some
factor that is related in turn to the treatment outcome). For example, if the
participants who are the most ill are selected for the treatment, then the
treatment group may experience worse outcomes because of this difference
between the groups at baseline. It will not always be possible to determine
from the report of a study which factors influenced the allocation of
participants to treatment groups.

A2. Were any attempts made within the design or analysis to balance the
comparison groups for potential confounders?

This represents an attempt when designing the study to ensure that the
groups are similar in terms of known confounding or prognostic factors, in
order to optimise comparability between the treatment groups. For example, in
a matched design, the controls are deliberately chosen to be equivalent to the
treatment group for any potential confounding variables, such as age and sex.

An alternative approach is to use statistical techniques to adjust for known
confounding factors in the analysis.
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A3. The groups were comparable at baseline, including all major
confounding and prognostic factors

Studies may report the distributions of potential prognostic and confounding
factors in the comparison groups, or important differences in these factors
may be noted.

Formal tests comparing the groups are problematic — failure to detect a
difference does not that mean a difference does not exist, and multiple
comparisons of factors may falsely detect some differences that are not real.

Clinical input may be needed to determine whether all likely confounders have
been considered. Confounding factors may differ according to outcome, so
you will need to consider potential confounding factors for each of the
outcomes that are of interest to your review.

B: Performance bias

Performance bias refers to systematic differences in the care provided to the
participants in the comparison groups, other than the intervention under
investigation.

This may consist of additional treatment, advice or counselling, rather than a
physical intervention, or even simply a belief about the effects of an
intervention. If performance bias is present, it can be difficult to attribute any
observed effect to the experimental treatment rather than to the other factors.

Performance bias can be more difficult to determine within non-randomised
than within randomised studies, because the latter are likely to have been
better planned and executed according to strict treatment protocols that
specify standardised interventions and care. It may be particularly difficult to
determine performance bias for retrospective studies, where there is usually
no control over standardisation.

B1. The comparison groups received the same care apart from the
intervention(s) studied

There should be no differences between the treatment groups apart from the
intervention received. If some participants received additional treatment
(known as ‘co-intervention’), this treatment is a potential confounding factor
that may compromise the results.

Blinding

Blinding (also known as masking) refers to the process of withholding
information about treatment allocation or exposure status from those involved
in the study who could potentially be influenced by this information. This can
include participants, investigators, those administering care and those
involved in data collection and analysis. If people are aware of the treatment
allocation or exposure status (‘unblinded’), this can bias the results of studies,
either intentionally or unintentionally, through the use of other effective co-
interventions, decisions about withdrawal, differential reporting of symptoms
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or influencing concordance with treatment. Blinding of those assessing
outcomes is covered in section D on detection bias.

Blinding of participants and carers is not always possible, particularly in
studies of non-drug interventions, and so performance bias may be a
particular issue in these studies. It is important to think about the likely size
and direction of bias caused by failure to blind.

The terms ‘single blind’, ‘double blind’ and even ‘triple blind’ are sometimes
used in studies. Unfortunately, they are not always used consistently.
Commonly, when a study is described as ‘single blind’, only the participants
are blind to their group allocation. When both participants and investigators
are blind to group allocation the study is often described as ‘double blind’. It is
preferable to record exactly who was blinded, if reported, to avoid
misunderstanding.

B2. Participants receiving care were kept ‘blind’ to treatment allocation

The knowledge of assignment to a particular treatment group may affect
outcomes such as a study participant’s reporting of symptoms, self-use of
other known interventions or even dropping out of the study.

B3. Individuals administering care were kept ‘blind’ to treatment
allocation

If individuals who are administering the intervention and/or other care to the
participant are aware of treatment allocation, they may treat participants
receiving one treatment differently from those receiving the comparison
treatment; for example, by offering additional co-interventions.

C: Attrition bias

Attrition refers to the loss of participants during the course of a study. Attrition
bias occurs when there are systematic differences between the comparison
groups with respect to participants lost, or differences between the
participants lost to the study and those who remain. Attrition can occur at any
point after participants have been allocated to their treatment groups. As such,
it includes participants who are excluded after allocation (and may indicate a
violation of eligibility criteria), those who do not complete treatment (whether
or not they continue measurement) and those who do not complete outcome
measurement (regardless of whether or not treatment was completed).
Consideration should be given to why participants dropped out, as well as
how many. Participants who dropped out of a study may differ in some
significant way from those who remained as part of the study throughout.
Drop-out rates and reasons for dropping out should be similar across all
treatment groups. The proportion of participants excluded after allocation
should be stated in the study report and the possibility of attrition bias
considered within the analysis; however, these are not always reported.

C1. All groups were followed up for an equal length of time (or analysis
was adjusted to allow for differences in length of follow-up)

If the comparison groups are followed for different lengths of time, then more
events are likely to occur in the group followed up for longer, distorting the
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comparison. This may be overcome by adjusting the denominator to take the
time into account; for example by using person-years.

C2a. How many participants did not complete treatment in each group?

A very high number of participants dropping out of a study should give
concern. The drop-out rate may be expected to be higher in studies
conducted over a longer period of time. The drop-out rate includes people
who did not even start treatment; that is, they were excluded from the study
after allocation to treatment groups.

C2b. The groups were comparable for treatment completion (that is,
there were no important or systematic differences between groups in
terms of those who did not complete treatment)

If there are systematic differences between groups in terms of those who did
not complete treatment, consider both why participants dropped out and
whether any systematic differences in those who dropped out may be related
to the outcome under study, such as potential confounders. Systematic
differences between groups in terms of those who dropped out may also
result in treatment groups that are no longer comparable with respect to
potential confounding factors.

C3a. For how many participants in each group were no outcome data
available?

A very high number of participants for whom no outcome data were available
should give concern.

C3b. The groups were comparable with respect to the availability of
outcome data (that is, there were no important or systematic differences
between groups in terms of those for whom outcome data were not
available)

If there are systematic differences between groups in terms of those for whom
no outcome data were available, consider both why the outcome data were
not available and whether there are any systematic differences between
participants for whom outcome data were and were not available.

D: Detection bias (this section should be completed individually for each
important relevant outcome)

The way outcomes are assessed needs to be standardised for the
comparison groups; failure to ‘blind’ people who are assessing the outcomes
can also lead to bias, particularly with subjective outcomes. Most studies
report results for more than one outcome, and it is possible that detection bias
may be present for some, but not all, outcomes. It is therefore recommended
that this section is completed individually for each important outcome that is
relevant to the guideline review question under study. To avoid biasing your
review, you should identify the relevant outcomes before considering the
results of the study. Clinical input may be required to identify the most
important outcomes for a review.
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D1. The study had an appropriate length of follow-up

The follow-up of participants after treatment should be of an adequate length
to identify the outcome of interest. This is particularly important when different
outcomes of interest occur early and late after an intervention. For example,
after surgical interventions there is usually early harm because of side effects,
with benefits apparent later on. A study that is too short will give an
unbalanced assessment of the intervention.

For events occurring later, a short study will give an imprecise estimate of the
effect, which may or may not also be biased. For example, a late-occurring
side effect will not be detected in the treatment arm if the study is too short.

D2. The study used a precise definition of outcome
D3. A valid and reliable method was used to determine the outcome

The outcome under study should be well defined and it should be clear how
the investigators determined whether participants experienced, or did not
experience, the outcome. The same methods for defining and measuring
outcomes should be used for all participants in the study. Often there may be
more than one way of measuring an outcome (for example, physical or
laboratory tests, questionnaire, reporting of symptoms). The method of
measurement should be valid (that is, it measures what it claims to measure)
and reliable (that is, it measures something consistently).

D4. Investigators were kept ‘blind’ to participants’ exposure to the
intervention

D5. Investigators were kept ‘blind’ to other important confounding and
prognostic factors

In this context the ‘investigators’ are the individuals who are involved in
making the decision about whether a participant has experienced the outcome
under study. This can include those responsible for taking physical
measurements and recording symptoms, even if they are not ultimately
responsible for determining the outcome. Investigators can introduce bias
through differences in measurement and recording of outcomes, and making
biased assessments of a participant’s outcome based on the collected data.
The degree to which lack of blinding can introduce bias will vary depending on
the method of measuring an outcome, but will be greater for more subjective
outcomes, such as reporting of pain.

Physical separation of the assessment from the participant (for example,
sending samples off to a laboratory) can often be considered as blind if it can
be assumed that the laboratory staff are unaware of the treatment
assignment.
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Appendix F: Methodology checklist: case—control

studies

Study identification

Include a

uthor, title, reference, year of publication

Guideline topic:

Review question no:

Checklis

t completed by:

Section 1: Internal validity

Circle one option for each question

1.1 The study addresses an appropriate and Well covered Not addressed

clearly focused question. Adequately addressed  Not reported
Poorly addressed Not applicable

Selection of participants

1.2 The cases and controls are taken from Well covered Not addressed
comparable populations Adequately addressed  Not reported

Poorly addressed Not applicable

1.3 The same exclusion criteria are used for Well covered Not addressed

both cases and controls Adequately addressed  Not reported
Poorly addressed Not applicable

14 What was the participation rate for each Cases:
group (cases and controls)?

Controls:

1.5 Participants and non-participants are Well covered Not addressed
cgmpared to establish their similarities or Adequately addressed  Not reported
differences

Poorly addressed Not applicable

1.6 Cases are clearly defined and differentiated | Well covered Not addressed

from controls Adequately addressed  Not reported
Poorly addressed Not applicable
1.7 It is clearly established that controls are not | Well covered Not addressed
cases Adequately addressed  Not reported
Poorly addressed Not applicable
Assessment
1.8 Measures were taken to prevent knowledge | Well covered Not addressed

of primary exposure influencing case
ascertainment

Adequately addressed

Poorly addressed

Not reported
Not applicable
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1.9 Exposure status is measured in a standard, | Well covered Not addressed

valid and reliable way Adequately addressed  Not reported

Poorly addressed Not applicable

Confounding factors

1.10 The main potential confounders are Well covered Not addressed
identified and taken into account in the

design and analysis Adequately addressed  Not reported

Poorly addressed Not applicable

Statistical analysis

1.1 Have confidence intervals been provided?
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Section 2: Description of the study

(This information is required for evidence tables to facilitate cross-study comparisons. Please
complete all sections for which information is available).

Please print clearly

2.1

How many people participated in the study?
List the numbers of cases and controls
separately.

2.2

What are the main characteristics of the
study population?

Include all characteristics used to identify
both cases and controls — for example, age,
sex, social class, disease status.

2.3

What environmental or prognostic factor is
being investigated?

2.4

What comparisons are made?

Normally only one factor will be compared,
but in some cases the extent of exposure
may be stratified — for example, non-
smokers vs light, moderate or heavy
smokers. Note all comparisons here.

2.5

For how long are participants followed up?

This is the length of time over which
participant histories are tracked in the study.

2.6

What outcome measure(s) is/are used?

List all outcomes that are used to assess the
impact of the chosen environmental or
prognostic factor.

2.7

What size of effect is identified?

Effect size should be expressed as an odds
ratio. If any other measures are included,
note them as well. Include p-values and any
confidence intervals that are provided.

2.8

How was the study funded?

List all sources of funding quoted in the
article, whether government, voluntary
sector or industry.

2.9

Does this study help to answer your
guideline review question?

Summarise the main conclusions of the
study and indicate how it relates to the
review question.
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Notes on use of the Methodology checklist: case—control
studies

Case—control studies are designed to answer questions of the type ‘What are
the factors that caused this event?’. They involve comparison of individuals
who have an outcome with other individuals from the same population who do
not have the outcome. These studies start after the outcome of an event, and
can be used to assess multiple causes of a single event. They are generally
used to assess the causes of a new problem but they may also be useful for
the evaluation of population-based interventions such as screening.

The questions in section 1 are aimed at establishing the internal validity of
the study under review — that is, making sure that it has been carried out
carefully, and that any link between events and outcomes is clearly
established. Each question covers an aspect of methodology that has been
shown to make a significant difference to the conclusions of a study.

Case—control studies need to be designed very carefully,— the complexity of
their design is often not appreciated by investigators, and so many poor-
quality studies are conducted. The questions in this checklist are designed to
identify the main features that should be present in a well-designed study.
There are few criteria that should, alone and unsupported, lead to rejection of
a study. However, a study that fails to address or report on more than one or
two of the questions in the checklist should almost certainly be rejected.

For each question in this section you should choose one of the following
categories to indicate how well it has been addressed in the study:

e well covered

adequately addressed

poorly addressed

not addressed (not mentioned, or this aspect of study design was ignored)
not reported (mentioned, but with insufficient detail to allow assessment to
be made)

e not applicable.

1.1 The study addresses an appropriate and clearly focused question

Unless a clear and well-defined question is specified, it will be difficult to
assess how well the study has met its objectives or how relevant it is to the
question you are trying to answer.

Selection of participants

1.2 The cases and controls are taken from comparable populations

Study participants may be selected from the target population (all individuals
to which the results of the study could be applied), from the source population
(a defined subset of the target population from which participants are
selected) or from a pool of eligible people (a clearly defined and counted
group selected from the source population). A study that does not include
clear definitions of the source population should be rejected.
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1.3 The same exclusion criteria are used for both cases and controls

All selection and exclusion criteria should be applied equally to cases and
controls. Failure to do so may introduce a significant degree of bias into the
results of the study.

1.4 What was the participation rate for each group (cases and
controls)?

Differences between the eligible population and the study participants are
important because they may influence the validity of the study. A participation
rate can be calculated by dividing the number of study participants by the
number of people who are eligible to participate. It is more useful if it is
calculated separately for cases and controls. If the participation rate is low, or
there is a large difference in rate between cases and controls, the study
results may be invalid because of differences between participants and non-
participants. In these circumstances the study should be downgraded, and
rejected if the differences are very large.

1.5 Participants and non-participants are compared to establish their
similarities or differences

Even if participation rates are comparable and acceptable, it is still possible
that the participants selected to act as cases or controls may differ from other
members of the source population in some significant way. A well-conducted
case—control study will look at samples of those not participating among the
source population to ensure that the participants are a truly representative
sample.

1.6 Cases are clearly defined and differentiated from controls

The method of selection of cases is of critical importance to the validity of the
study. Investigators have to be certain that cases are truly cases, but must
balance this with the need to ensure that the cases admitted into the study are
representative of the eligible population. The issues involved in case selection
are complex, and should ideally be evaluated by someone with a good
understanding of the design of case—control studies. If there is no information
on how cases were selected it is probably safest to reject the study as a
source of evidence.

1.7 ltis clearly established that controls are not cases

Just as it is important to be sure that cases are true cases, it is important to be
sure that controls do not have the outcome under investigation. Controls
should be chosen so that information on exposure status can be obtained or
assessed in a similar way to that used for the selection of cases. If the
methods of control selection are not described, the study should be rejected. If
different methods of selection are used for cases and controls, the study
should be evaluated by someone with a good understanding of the design of
case—control studies.
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Assessment

1.8 Measures were taken to prevent knowledge of primary exposure
from influencing case ascertainment

If there is a possibility that case ascertainment was influenced by knowledge
of exposure status, assessment of any association is likely to be biased. A
well-conducted study should take this into account in the design of the study.

1.9 Exposure status is measured in a standard, valid and reliable way

The inclusion of evidence from other sources or previous studies that
demonstrate the validity and reliability of the assessment methods, or that the
measurement method is a recognised procedure, should increase confidence
in study quality.

Confounding factors

1.10 The main potential confounders are identified and taken into
account in the design and analysis

Confounding is the distortion of a link between exposure and outcome by
another factor that is associated with both exposure and outcome. The
possible presence of confounding factors is one of the principal reasons why
observational studies are not more highly rated as a source of evidence. The
report of the study should indicate which potential confounders have been
considered, and how they have been assessed or accounted for in the
analysis. Clinical judgement should be used to consider whether all likely
confounders have been taken into account. If the measures used to address
the potential effects of confounders are considered inadequate, the study
should be downgraded or rejected, depending on how serious the risk of
confounding is considered to be. A study that does not address the possibility
of confounding should be rejected.

Statistical analysis

1.11 Have confidence intervals been provided?

Confidence intervals are the preferred method for indicating the precision of
statistical results, and can be used to differentiate between an inconclusive
study and a study that shows no effect. Studies that report a single value with
no assessment of precision should be treated with caution.

Section 2 of the checklist asks you to summarise key points about the study
that will be added to an evidence table (see appendix K) in the next stage of
the process.
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Appendix G: Methodology checklist: the QUADAS tool

for studies of diagnostic test accuracy”

Study identification
Including author, title, reference, year of publication

Guideline topic:

Review guestion

no:

Checklist completed by:

Circle one option for
each question

Was the spectrum of participants representative of the patients who

will receive the test in practice? Yes No Unclear N/A
Were selection criteria clearly described? Yes No Unclear N/A
Was the reference standard likely to classify the target condition Yes No Unclear N/A
correctly?
Was the period between performance of the reference standard and
the index test short enough to be reasonably sure that the target Yes No Unclear N/A
condition did not change between the two tests?
Dld. t.he yvhole_sample or a random selection of the sample receive Yes No Unclear NJ/A
verification using the reference standard?
Did .part|C|pants receive the same reference standard regardless of Yes No Unclear N/A
the index test result?
Was the reference standard independent of the index test? (that is, Yes No Unclear N/A
the index test did not form part of the reference standard)
Was the execution of the index test described in sufficient detail to

o oo Yes No Unclear N/A
permit its replication?
Was the execution of the reference standard described in sufficient

: - . Yes No Unclear N/A
detail to permit its replication?
Were the index test results interpreted without knowledge of the Yes No Unclear N/A
results of the reference standard?
Were the referen(?e standard results interpreted without knowledge of Yes No Unclear NJ/A
the results of the index test?
Were the same clinical data available when the test results were Yes No Unclear N/A
interpreted as would be available when the test is used in practice?
Were uninterpretable, indeterminate or intermediate test results Yes No Unclear N/A
reported?
Were withdrawals from the study explained? Yes No Unclear N/A

° Adapted from: Whiting P, Rutjes AW, Dinnes J et al. (2004) Development and validation of
methods for assessing the quality of diagnostic accuracy studies. Health Technology

Assessment 8: 1-234
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Notes on use of Methodology checklist: studies of diagnostic
test accuracy

This checklist is designed for the evaluation of studies assessing the accuracy
of specific diagnostic tests. It does not address questions of the usefulness of
the test in practice, or how the test compares with alternatives. Such
questions should be assessed using the checklists for studies on interventions
(see appendices D, E and F).

The questions in this checklist are aimed at establishing the validity of the
study under review — that is, making sure that it has been carried out carefully,
and that the conclusions represent an unbiased assessment of the accuracy
and reliability of the test being evaluated. Each question covers an aspect of
methodology that is thought to make a difference to the reliability of a study.

Checklist items are worded so that a ‘yes’ response always indicates that the
study has been designed and conducted in such a way as to minimise the risk
of bias for that item. An ‘unclear’ response to a question may arise when the
answer to an item is not reported, or not reported clearly. ‘N/A’ should be used
when a study of diagnostic test accuracy cannot give an answer of ‘yes’ no
matter how well it has been done.

Was the spectrum of participants representative of the patients who will
receive the test in practice?

What is meant by this item

Differences between populations in demographic and clinical features may
produce measures of diagnostic accuracy that vary considerably; this is
known as spectrum bias. Reported estimates of diagnostic test accuracy may
have limited clinical applicability (generalisability) if the spectrum of
participants tested is not representative of the patients on whom the test will
be used in practice. The spectrum of participants takes into account not only
the severity of the underlying target condition but also demographic features
and the presence of differential diagnoses and/or comorbidities.

How to score this item

Studies should score ‘yes’ for this item if you believe, based on the
information reported, that the spectrum of participants included in the study
was representative of those in whom the test will be used in practice. This
judgement should be based on both the method for recruitment and the
characteristics of those recruited. Studies that recruited a group of healthy
controls and a group known to have the target disorder will be coded as ‘no’
on this item in nearly all circumstances. Reviewers should pre-specify what
spectrum of participants would be acceptable, taking into account factors such
as disease prevalence and severity, age and sex. Clinical input may be
required from the Guideline Development Group (GDG). If you think that the
population studied does not fit into what you specified as acceptable, the
study should be scored as ‘no’. If there is insufficient information available to
make a judgement, this item should be scored as ‘unclear’.
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Were selection criteria clearly described?

What is meant by this item
This refers to whether studies have reported criteria for entry into the study.

How to score this item

If you think that all relevant information regarding how participants were
selected for inclusion in the study has been provided, then this item should be
scored as ‘yes’. If study selection criteria are not clearly reported, then this
item should be scored as ‘no’. In situations where selection criteria are
partially reported and you feel that you do not have enough information to
score this item as ‘yes’, then it should be scored as ‘unclear’.

Was the reference standard likely to classify the target condition
correctly?

What is meant by this item

The reference standard is the method used to determine the presence or
absence of the target condition. Indicators of diagnostic test accuracy are
calculated by comparing the results of the index test with the results of the
reference standard. Estimates of test performance are based on the
assumption that the index test is being compared with a reference standard
that is 100% sensitive and specific. If there are any disagreements between
the reference standard and the index test, it is assumed that the index test is
incorrect. Thus the use of an inappropriate reference standard can bias
estimation of the diagnostic accuracy of the index test.

How to score this item

Making a judgement about the accuracy of the reference standard may not be
straightforward. You may need to consult a member of the GDG to determine
whether a test is an appropriate reference standard. If a combination of tests
is used, you may have to consider carefully whether these were appropriate.

If you believe that the reference standard is likely to classify the target
condition correctly, then this item should be scored as ‘yes’. If you do not think
that the reference standard is likely to have classified the target condition
correctly, then this item should be scored as ‘no’. If there is insufficient
information to make a judgement, then it should be scored as ‘unclear’.

Was the period between performance of the reference standard and the
index test short enough to be reasonably sure that the target condition
did not change between the two tests?

What is meant by this item

Ideally, the results of the index test and the reference standard are collected
on the same participants at the same time. If this is not possible and there is a
delay, misclassification may occur because of either spontaneous recovery or
progression of the disease. This is known as disease progression bias. The
length of the period that may cause such bias will vary between conditions.
For example, a delay of a few days is unlikely to be a problem for chronic
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conditions. However, for infectious diseases a delay of only a few days
between performance of the index test and the reference standard may be
important. This type of bias may also occur in chronic conditions in which the
reference standard involves clinical follow-up of several years.

You will have to make judgements about what is considered ‘short enough’.
You should think about this before beginning your review, and define what
you consider to be short enough for the specific topic area that you are
reviewing. You may need clinical input to decide this.

How to score this item

When to score this item as ‘yes’ is related to the target condition. For
conditions that progress rapidly, a delay of a even few days may be important.
For such conditions this item should be scored as ‘yes’ if the delay between
the performance of the index test and the reference standard is very short — a
matter of hours or days. However, for chronic conditions, disease status is
unlikely to change in a week, a month or even longer. For such conditions,
longer delays between performance of the index test and reference standard
may be scored as ‘yes’. If you think that the period between the performance
of the index test and the reference standard was sufficiently long that disease
status may have changed between the performance of the two tests, then this
item should be scored as ‘no’. If insufficient information is provided, it should
be scored as ‘unclear’.

Did the whole sample or a random selection of the sample receive
verification using the reference standard?

What is meant by this item

Partial verification bias (also known as work-up bias, [primary] selection bias
or sequential ordering bias) occurs when not all of the study group receive
confirmation of the diagnosis by a reference standard. If the results of the
index test influence the decision to perform the reference standard, then
biased estimates of test performance may arise. If participants are randomly
selected to receive the reference standard, the overall diagnostic performance
of the test is, in theory, unchanged. However, in most cases this selection is
not random, possibly leading to biased estimates of the overall diagnostic
accuracy. Partial verification bias generally only occurs in diagnostic cohort
studies in which participants are tested using the index test before the
reference standard.

How to score this item

If it is clear from the study that all participants (or a random selection) who
received the index test went on to receive verification of their disease status
using a reference standard, even if this reference standard was not the same
for all participants, then this item should be scored as ‘yes’. If some of the
participants who received the index test did not receive verification of their
true disease state (or the selection was not random), then this item should be
scored as ‘no’. If this information is not reported, this item should be scored as
‘unclear’.
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Did participants receive the same reference standard regardless of the
index test result?

What is meant by this item

Differential verification bias occurs when some of the index test results are
verified by a different reference standard. This is a particular problem if these
reference standards differ in their definition of the target condition; for
example, histopathology of the appendix and natural history for the detection
of appendicitis. This usually occurs when participants who test positive on the
index test undergo a more accurate, often invasive, reference standard test
than those with negative results on the index test. The link (correlation)
between a particular (negative) test result and being verified by a less
accurate reference standard can lead to biased estimates of test accuracy.
Differential verification bias generally only occurs in diagnostic cohort studies
in which all participants are tested using the index test before the reference
standard is performed.

How to score this item

If it is clear that participants received verification of their true disease status
using the same reference standard, then this item should be scored as ‘yes’. If
some participants received verification using a different reference standard,
then this item should be scored as ‘no’. If this information is not reported, this
item should be scored as ‘unclear’.

Was the reference standard independent of the index test? (that is, the
index test did not form part of the reference standard)

What is meant by this item

When the result of the index test is used in establishing the final diagnosis,
incorporation bias may occur. This incorporation will probably increase the
amount of agreement between index test results and the outcome of the
reference standard, and hence result in overestimation of the various
measures of diagnostic accuracy. For example, a study investigating magnetic
resonance imaging (MRI) for the diagnosis of multiple sclerosis could have a
reference standard composed of clinical follow-up, cerebrospinal fluid analysis
and MRI. In this case, the index test forms part of the reference standard. It is
important to note that knowledge of the results of the index test does not
automatically mean that these results are incorporated in the reference
standard. This item will only apply when a composite reference standard is
used to verify disease status. In such cases it is essential that a full definition
of how disease status is verified and which tests form part of the reference
standard is provided.

How to score this item

For studies in which a single reference standard is used, this item will not be
relevant and should be scored as ‘N/A'. If it is clear that the index test did not
form part of the reference standard, then this item should be scored as ‘yes’. If
it appears that the index test formed part of the reference standard, then this
item should be scored as ‘no’. If this information is not reported, this item
should be scored as ‘unclear’.
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Was the execution of the index test described in sufficient detail to
permit its replication?

Was the execution of the reference standard described in sufficient
detail to permit its replication?

What is meant by these items

A sufficiently detailed description of the execution of the index test and the
reference standard is important for two reasons. Firstly, variation in measures
of diagnostic accuracy can sometimes be traced back to differences in the
execution of index tests and reference standards. Secondly, a clear and
detailed description (or references) is needed to implement a certain test in
another setting. If tests are executed in different ways then this would be
expected to have an impact on test performance. The extent to which this
would be expected to affect results depends on the type of test being
investigated.

How to score these items

If the study reports sufficient details to permit replication of the index test and
the reference standard, then these items should be scored as ‘yes’. In other
cases these items should be scored as ‘no’. In situations where details of test
performance are partially reported and you consider that you do not have
enough information to score these items as ‘yes’, then they should be scored
as ‘unclear’.

Were the index test results interpreted without knowledge of the results
of the reference standard?

Were the reference standard results interpreted without knowledge of
the results of the index test?

What is meant by these items

This issue is similar to the blinding of the people who assess outcomes in
intervention studies. Interpretation of the results of the index test may be
influenced by knowledge of the results of the reference standard, and vice
versa. This is known as review bias, and may lead to inflated measures of
diagnostic test accuracy. The extent to which this can affect test results will be
related to the degree of subjectivity in the interpretation of the test result — the
more subjective the interpretation, the more likely that the interpreter can be
influenced by the results of the index test in interpreting the results of the
reference standard, and vice versa. It is therefore important to consider the
topic area that you are reviewing and to determine whether interpretation of
the results of the index test or the reference standard could be influenced by
knowledge of the results of the other test.

How to score these items

If the study clearly states that the test results (index test or reference
standard) were interpreted blind to the results of the other test, then these
items should be scored as ‘yes’. If this does not appear to be the case, then
they should be scored as ‘no’. If this information is not reported, these items
should be scored as ‘unclear’. If in the topic area that you are reviewing the
index test is always performed first, then interpretation of the results of the
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index test will usually be done without knowledge of the results of the
reference standard. Similarly, if the reference standard is always performed
first, then the results will be interpreted without knowledge of the results of the
index test. In situations where one form of review bias does not apply, the
item should be scored as ‘N/A'. If interpretation of test results is entirely
objective, then test interpretation is not susceptible to review bias and the item
should be scored as ‘N/A’. Another situation in which this form of bias may not
apply is when test results are interpreted in an independent laboratory. In
such situations it is unlikely that the person interpreting the test results will
have knowledge of the results of the other test (either index test or reference
standard).

Were the same clinical data available when the test results were
interpreted as would be available when the test is used in practice?

What is meant by this item

The availability of information on clinical data during the interpretation of test
results may affect estimates of test performance. In this context, clinical data
are defined broadly to include any information relating to the participant that is
obtained by direct observation, such as age, sex and symptoms. The
knowledge of such factors can influence the diagnostic test result if the test
involves an interpretative component. If clinical data will be available when the
test is interpreted in practice, then these should also be available when the
test is evaluated. However, if the index test is intended to replace other clinical
tests, then clinical data should not be available. Thus, before assessing
studies for this item it is important to determine what information will be
available when test results are interpreted in practice. You should consult the
GDG to identify this information.

How to score this item

If clinical data would normally be available when the test results are
interpreted in practice and similar data were available when interpreting the
index test results in the study, then this item should be scored as ‘yes’.
Similarly, if clinical data would not be available in practice and these data
were not available when the index test results were interpreted, then this item
should be scored as ‘yes’. If this is not the case, then this item should be
scored as ‘no’. If this information is not reported, this item should be scored as
‘unclear’. If interpretation of the index test is fully automated, this item may not
be relevant and can be scored ‘N/A’.

Were uninterpretable, indeterminate or intermediate test results
reported?

What is meant by this item

A diagnostic test can produce an uninterpretable, indeterminate or
intermediate result with varying frequency, depending on the test. These
problems are often not reported in studies on diagnostic test accuracy, the
uninterpretable results simply being removed from the analysis. This may lead
to the biased assessment of the test characteristics. Whether bias will arise
depends on the possible correlation between uninterpretable test results and
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the true disease status. If uninterpretable results occur randomly and are not
related to the true disease status of the individual then, in theory, these should
not have any effect on test performance. It is important that uninterpretable
results are reported so that the impact on test performance can be
considered; however, poor quality of reporting means that this is not always
the case.

How to score this item

If it is clear that all test results, including uninterpretable, indeterminate or
intermediate results, are reported, then this item should be scored as ‘yes’. If
the authors do not report any uninterpretable, indeterminate or intermediate
results, and if the results are reported for all participants who were described
as having been entered into the study, then this item should also be scored as
‘yes’. If you think that such results occurred but have not been reported, then
this item should be scored as ‘no’. If it is not clear whether all study results
have been reported, then this item should be scored as ‘unclear’.

Were withdrawals from the study explained?

What is meant by this item

This occurs when participants withdraw from the study before the results of
both the index test and the reference standard are known. If participants lost
to follow-up differ systematically from those who remain, for whatever reason,
then estimates of test performance may be biased. Poor quality of reporting of
withdrawals may make the impact on estimates of test performance difficult to
determine.

How to score this item

If it is clear what happened to all participants who entered the study, for
example if a flow diagram of study participants is reported, then this item
should be scored as ‘yes’. If the authors do not report any withdrawals and if
results are available for all participants who were reported to have been
entered into the study, then this item should also be scored as ‘yes’. If it
appears that some of the participants who entered the study did not complete
the study (that is, did not receive both the index test and the reference
standard), and these participants were not accounted for, then this item
should be scored as ‘no’. If it is not clear whether all participants who entered
the study were accounted for, then this item should be scored as ‘unclear’.
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Appendix H: Methodology checklist: economic

evaluations

This checklist is designed to determine whether an economic evaluation
provides evidence that is useful to inform the decision-making of the Guideline
Development Group (GDG) (see chapter 7). It is not intended to judge the

quality of the study per se or the quality of reporting.

Study identification
Including author, title, reference, year of publication

Guideline topic:

‘ Question no:

Checklist completed by:

Section 1: Applicability (relevance to specific guideline
review question(s) and the NICE reference case®)
This checklist should be used first to filter out irrelevant studies.

Yes/ Partly/
No /Unclear
INA

Comments

1.1

Is the study population appropriate for the guideline?

1.2

Are the interventions appropriate for the guideline?

1.3

Is the healthcare system in which the study was conducted
sufficiently similar to the current UK NHS context?

1.4

Are costs measured from the NHS and personal social
services (PSS) perspective?

1.5

Are all direct health effects on individuals included?

1.6

Are both costs and health effects discounted at an annual
rate of 3.5%7?

1.7

Is the value of health effects expressed in terms of quality-
adjusted life years (QALYs)?

1.8

Are changes in health-related quality of life (HRQoL)
reported directly from patients and/or carers?

1.9

Is the valuation of changes in HRQoL (utilities) obtained
from a representative sample of the general public?

1.100verall judgement: Directly applicable/Partially applicable/Not applicable

There is no need to use section 2 of the checklist if the study is considered ‘not applicable’.

Other comments:

® As detailed in the ‘Guide to the methods of technology appraisal’ (June 2008), box 5.1
(page 30). Section 5.2.3 of the guide states: ‘There may be important barriers to applying
reference-case methods. In these cases, the reasons for a failure to meet the reference case
should be clearly specified and justified, and the likely implications should, as far as possible,

be quantified.’
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Section 2: Study limitations (the level of methodological Yes/ Comments
quality) Partly

This checklist should be used once it has been decided that Ur:l(;ll(z:/ar/

the study is sufficiently applicable to the context of the clinical NA

guideline’.

2.1 Does the model structure adequately reflect the nature of

the health condition under evaluation?

2.2

Is the time horizon sufficiently long to reflect all important
differences in costs and outcomes?

23

Are all important and relevant health outcomes included?

24

Are the estimates of baseline health outcomes from the
best available source?

2.5

Are the estimates of relative treatment effects from the
best available source?

2.6

Are all important and relevant costs included?

2.7

Are the estimates of resource use from the best available
source?

2.8

Are the unit costs of resources from the best available
source?

2.9

Is an appropriate incremental analysis presented or can it
be calculated from the data?

2.10 Are all important parameters whose values are uncertain

subjected to appropriate sensitivity analysis?

2.111s there no potential conflict of interest?

2.120verall assessment: Minor limitations/Potentially serious limitations/Very serious

limitations

Other comments:

” The items and notes in this checklist have been developed from guidance in the NICE
‘Guide to the methods of technology assessment’ (June 2008), Evers S, Goossens M, de Vet
H et al. (2005) Criteria list for assessment of methodological quality of economic evaluations —
CHEC. International Journal of Technology Assessment in Health Care 21:240-5 and Philips
Z, Ginnelly L, Sculpher M et al. (2004) Review of guidelines for good practice in decision-
analytic modelling in health technology assessment. Health Technology Assessment 8.

Available from: www.hta.ac.uk/fullmono/mon836.pdf .
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Notes on use of Methodology checklist: economic evaluations
For all questions:

e answer ‘yes’ if the study fully meets the criterion

e answer ‘partly’ if the study largely meets the criterion but differs in some
important respect

e answer ‘no’ if the study deviates substantively from the criterion

e answer ‘unclear’ if the report provides insufficient information to judge
whether the study complies with the criterion

o answer ‘NA (not applicable)’ if the criterion is not relevant in a particular
instance.

For ‘partly’ or ‘no’ responses, use the comments column to explain how the
study deviates from the criterion.

Section 1: applicability

1.1 Is the study population appropriate for the guideline?

The study population should be defined as precisely as possible and should
be in line with that specified in the guideline scope and any related review
protocols.

This includes consideration of appropriate subgroups that require special
attention. For many interventions, the capacity to benefit will differ for
participants with differing characteristics. This should be explored separately
for each relevant subgroup as part of the base-case analysis by the provision
of estimates of clinical and cost effectiveness. The characteristics of
participants in each subgroup should be clearly defined and, ideally, should be
identified on the basis of an a priori expectation of differential clinical or cost
effectiveness as a result of biologically plausible known mechanisms, social
characteristics or other clearly justified factors.

Answer ‘yes’ if the study population is fully in line with that in the guideline
question(s) and if the study differentiates appropriately between important
subgroups. Answer ‘partly’ if the study population is similar to that in the
guideline question(s) but: (i) it differs in some important respects; or (ii) the
study fails to differentiate between important subgroups. Answer ‘no’ if the
study population is substantively different from that in the guideline
question(s).

1.2 Aretheinterventions appropriate for the guideline?

All relevant alternatives should be included, as specified in the guideline
scope and any related review protocols. These should include routine and
best practice in the NHS, existing NICE guidance and other feasible options.

Answer ‘yes’ if the analysis includes all options considered relevant for the
guideline, even if it also includes other options that are not relevant. Answer
‘partly’ if the analysis omits one or more relevant options but still contains
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comparisons likely to be useful for the guideline. Answer ‘no’ if the analysis
does not contain any relevant comparisons.

1.3 Is the healthcare system in which the study was conducted
sufficiently similar to the current UK NHS context?

This relates to the overall structure of the healthcare system within which the
interventions were delivered. For example, an intervention might be delivered
on an inpatient basis in one country whereas in the UK it would be provided in
the community. This might significantly influence the use of healthcare
resources and costs, thus limiting the applicability of the results to a UK
setting. In addition, old UK studies may be severely limited in terms of their
relevance to current NHS practice.

Answer ‘yes’ if the study was conducted within the UK and is sufficiently
recent to reflect current NHS practice. For non-UK or older UK studies,
answer ‘partly’ if differences in the healthcare setting are unlikely to
substantively change the cost-effectiveness estimates. Answer ‘no’ if the
healthcare setting is so different that the results are unlikely to be applicable in
the current NHS.

1.4  Are costs measured from the NHS and personal social services
(PSS) perspective?

The decision-making perspective of an economic evaluation determines the
range of costs that should be included in the analysis. NICE works in a
specific context; in particular, it does not set the budget for the NHS. The
objective of NICE is to offer guidance that represents an efficient use of
available NHS and PSS resources. For these reasons, the perspective on
costs used in the NICE reference case is that of the NHS and PSS.
Productivity costs and costs borne by patients and carers that are not
reimbursed by the NHS or PSS are not included in the reference case. The
reference case also excludes costs to other government bodies, although
these may sometimes be presented in additional analyses alongside the
reference case.

Answer ‘yes’ if the study only includes costs for resource items that would be
paid for by the NHS and PSS. Also answer ‘yes’ if other costs have been
included in the study, but the results are presented in such a way that the cost
effectiveness can be calculated from an NHS and PSS perspective. Answer
‘partly’ if the study has taken a wider perspective but the other non-NHS/PSS
costs are small in relation to the total expected costs and are unlikely to
change the cost-effectiveness results. Answer ‘no’ if non-NHS/PSS costs are
significant and are likely to change the cost-effectiveness results.

Some interventions may have a substantial impact on non-health outcomes or
costs to other government bodies (for example, treatments to reduce illicit
drug misuse may have the effect of reducing drug-related crime). In such
situations, if the economic study includes non-health costs in such a way that
they cannot be separated out from NHS/PSS costs, answer ‘no’ but consider
retaining the study for critical appraisal. If studies containing non-reference-
case costs are retained, use the comments column to note why.
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1.5 Are all direct health effects on individuals included?

In the NICE reference case, the perspective on outcomes should be all direct
health effects, whether for patients or, when relevant, other people (principally
carers). This is consistent with an objective of maximising health gain from
available healthcare resources. Some features of healthcare delivery that are
often referred to as ‘process characteristics’ may ultimately have health
consequences; for example, the mode of treatment delivery may have health
consequences through its impact on concordance with treatment. Any
significant characteristics of healthcare technologies that have a value to
people that is independent of any direct effect on health should be noted.
These characteristics include the convenience with which healthcare is
provided and the level of information available for patients.

This question should be viewed in terms of what is excluded in relation to the
NICE reference case; that is, non-health effects.

Answer ‘yes’ if the measure of health outcome used in the analysis excludes
non-health effects (or if such effects can be excluded from the results).
Answer ‘partly’ if the analysis includes some non-health effects but these are
small and unlikely to change the cost-effectiveness results. Answer ‘no’ if the
analysis includes significant non-health effects that are likely to change the
cost-effectiveness results.

1.6 Are both costs and health effects discounted at an annual rate of
3.5%7?

The need to discount to a present value is widely accepted in economic
evaluation, although the specific rate varies across jurisdictions and over time.
NICE considers it appropriate to discount costs and health effects at the same
rate. The annual rate of 3.5%, based on the recommendations of the UK
Treasury for the discounting of costs, applies to both costs and health effects.

Answer ‘yes’ if both costs and health effects (for example, quality-adjusted life
years [QALYSs]) are discounted at 3.5% per year. Answer ‘partly’ if costs and
effects are discounted at a rate similar to 3.5% (for example, costs and effects
are both discounted at 3% per year). Answer ‘no’ if costs and/or health effects
are not discounted, or if they are discounted at a rate (or rates) different from
3.5% (for example, 5% for both costs and effects, or 6% for costs and 1.5%
for effects). Note in the comments column what discount rates have been
used. If all costs and health effects accrue within a short time (roughly a year),
answer ‘NA’.

1.7 s the value of health effects expressed in terms of quality-
adjusted life years (QALYS)?

The QALY is a measure of a person’s length of life weighted by a valuation of
their health-related quality of life (HRQoL) over that period.

Given its widespread use, the QALY is considered by NICE to be the most
appropriate generic measure of health benefit that reflects both mortality and
effects on HRQoL. It is recognised that alternative measures exist (such as
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the healthy-year equivalent), but few economic evaluations have used these
methods and their strengths and weaknesses are not fully established.

NICE’s position is that an additional QALY should be given the same weight
regardless of the other characteristics of the patients receiving the health
benefit.

Answer ‘yes’ if the effectiveness of the intervention is measured using QALYS;
answer ‘no’ if not. There may be circumstances when a QALY cannot be
obtained or where the assumptions underlying QALY's are considered
inappropriate. In such situations answer ‘no’, but consider retaining the study
for appraisal. Similarly, answer ‘no’ but retain the study for appraisal if it does
not include QALYs but it is still thought to be useful for GDG decision-making:
for example, if the clinical evidence indicates that an intervention might be
dominant, and estimates of the relative costs of the interventions from a cost-
minimisation study are likely to be useful. When economic evaluations not
using QALYs are retained for full critical appraisal, use the comments column
to note why.

1.8 Are changes in health-related quality of life (HRQoL) reported
directly from patients and/or carers?

In the NICE reference case, information on changes in HRQoL as a result of
treatment should be reported directly by patients (and directly by carers when
the impact of treatment on the carer’s health is also important). When it is not
possible to obtain information on changes in patients’ HRQoL directly from
them, data should be obtained from carers (not from healthcare
professionals).

For consistency, the EQ-5D is NICE’s preferred measure of HRQoL in adults.
However, when EQ-5D data are not available or are inappropriate for the
condition or the effects of treatment, other multi-attribute utility questionnaires
(for example, SF6D, QWB or HUI) or mapping methods from disease-specific
questionnaires may be used to estimate QALYs. For studies not reporting
QALYs, a variety of generic or disease-specific methods may be used to
measure HRQoL.

Answer ‘yes’ if changes in patients’ HRQoL are estimated by the patients
themselves. Answer ‘partly’ if estimates of patients’ HRQoL are provided by
carers. Answer ‘no’ if estimates come from healthcare professionals or
researchers. Note in the comments column how HRQoL was measured (EQ-
5D, QWB, HUI and so on). Answer ‘NA'’ if the cost-effectiveness study does
not include estimates of HRQoL (for example, studies reporting ‘cost per life
year gained’ or cost-minimisation studies).

1.9 Is the valuation of changes in HRQoL (utilities) obtained from a
representative sample of the general public?

The NICE reference case specifies that the valuation of changes in HRQoL
(utilities) reported by patients should be based on public preferences elicited
using a choice-based method (such as the time trade-off or standard gamble)
in a representative sample of the UK population.
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Answer ‘yes’ if HRQoL valuations were obtained using the EQ-5D UK tariff.
Answer ‘partly’ if the valuation methods were comparable to those used for
the EQ-5D. Answer ‘no’ if other valuation methods were used. Answer ‘NA’ if
the study does not apply valuations to HRQoL (for studies not reporting
QALYs). In the comments column note the valuation method used (such as
time trade-off or standard gamble) and the source of the preferences (such as
patients or healthcare professionals).

1.10 Overall judgement

Classify the applicability of the economic evaluation to the clinical guideline,
the current NHS situation and the context for NICE guidance as one of the
following:

e Directly applicable — the study meets all applicability criteria, or fails to
meet one or more applicability criteria but this is unlikely to change the
conclusions about cost effectiveness.

e Partially applicable — the study fails to meet one or more applicability
criteria, and this could change the conclusions about cost effectiveness.

e Not applicable — the study fails to meet one or more applicability criteria,
and this is likely to change the conclusions about cost effectiveness. Such
studies would be excluded from further consideration and there is no need
to continue with the rest of the checklist.

Section 2: study limitations

2.1 Does the model structure adequately reflect the nature of the
health condition under evaluation?

This relates to the choice of model and its structural elements (including cycle
length in discrete time models, if appropriate). Model type and its structural
aspects should be consistent with a coherent theory of the health condition
under evaluation. The selection of treatment pathways, whether health states
or branches in a decision tree, should be based on the underlying biological
processes of the health issue under study and the potential impact (benefits
and adverse consequences) of the intervention(s) of interest.

Answer ‘yes’ if the model design and assumptions appropriately reflect the
health condition and intervention(s) of interest. Answer ‘partly’ if there are
aspects of the model design or assumptions that do not fully reflect the health
condition or intervention(s) but that are unlikely to change the cost-
effectiveness results. Answer ‘no’ if the model omits some important aspect of
the health condition or intervention(s) and this is likely to change the cost-
effectiveness results. Answer ‘NA’ for economic evaluations based on data
from a clinical study which do not extrapolate treatment outcomes or costs
beyond the study context or follow-up period.

2.2 Isthetime horizon sufficiently long to reflect all important
differences in costs and outcomes?

The time horizon is the period of analysis of the study: the length of follow-up
for participants in a trial-based evaluation, or the period of time over which the
costs and outcomes for a cohort are tracked in a modelling study. This time
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horizon should always be the same for costs and outcomes, and should be
long enough to include all relevant costs and outcomes relating to the
intervention. A time horizon shorter than lifetime could be justified if there is no
differential mortality effect between options, and the differences in costs and
HRQoL relate to a relatively short period (for example, in the case of an acute
infection).

Answer ‘yes’ if the time horizon is sufficient to include all relevant costs and
outcomes. Answer ‘partly’ if the time horizon may omit some relevant costs
and outcomes but these are unlikely to change the cost-effectiveness results.
Answer ‘no’ if the time horizon omits important costs and outcomes and this is
likely to change the cost-effectiveness results.

2.3 Areall important and relevant health outcomes included?

All relevant health outcomes should include direct health effects relating to
harms from the intervention (adverse effects) as well as any potential benefits.

Answer ‘yes’ if the analysis includes all relevant and important harms and
benefits. Answer ‘partly’ if the analysis omits some harms or benefits but
these would be unlikely to change the cost-effectiveness results. Answer ‘no’
if the analysis omits important harms and/or benefits that would be likely to
change the cost-effectiveness results.

2.4 Arethe estimates of baseline health outcomes from the best
available source?

The estimate of the overall net treatment effect of an intervention is
determined by the baseline risk of a particular condition or event and/or the
relative effects of the intervention compared with the relevant comparator
treatment. The overall net treatment effect may also be determined by other
features of the people comprising the population of interest.

The process of assembling evidence for economic evaluations should be
systematic — evidence must be identified, quality assessed and, when
appropriate, pooled, using explicit criteria and justifiable and reproducible
methods. These principles apply to all categories of evidence that are used to
estimate clinical and cost effectiveness, evidence for which will typically be
drawn from a number of different sources.

The sources and methods for eliciting baseline probabilities should be
described clearly. These data can be based on ‘natural history’ (patient
outcomes in the absence of treatment or with routine care), sourced from
cohort studies. Baseline probabilities may also be derived from the control
arms of experimental studies. Sometimes it may be necessary to rely on
expert opinion for particular parameters.

Answer ‘yes’ if the estimates of baseline health outcomes reflect the best
available evidence as identified from a recent well-conducted systematic
review of the literature. Answer ‘partly’ if the estimates are not derived from a
systematic review but are likely to reflect outcomes for the relevant group of
patients in routine NHS practice (for example, if they are derived from a large
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UK-relevant cohort study). Answer ‘no’ if the estimates are unlikely to reflect
outcomes for the relevant group in routine NHS practice.

2.5 Arethe estimates of relative treatment effects from the best
available source?

The objective of the analysis of clinical effectiveness is to produce an
unbiased estimate of the mean clinical effectiveness of the interventions being
compared.

The NICE reference case indicates that evidence on outcomes should be
obtained from a systematic review, defined as the systematic location,
inclusion, appraisal and synthesis of evidence to obtain a reliable and valid
overview of the data relating to a clearly formulated question.

Synthesis of outcome data through meta-analysis is appropriate provided that
there are sufficient relevant and valid data obtained using comparable
measures of outcome.

Head-to-head randomised controlled trials (RCTs) provide the most valid
evidence of relative treatment effect. However, such evidence may not always
be available. Therefore, data from non-randomised studies may be required to
supplement RCT data. Any potential bias arising from the design of the
studies used in the assessment should be explored and documented.

Data from head-to-head RCTs should be presented in the base-case analysis,
if available. When head-to-head RCTs exist, evidence from indirect or mixed
treatment comparison analyses may be presented if it is considered to add
information that is not available from the head-to-head comparison. This
indirect or mixed treatment comparison must be fully described and presented
as additional to the base-case analysis. (A ‘mixed treatment comparison’
estimates effect sizes using both head-to-head and indirect comparisons.)

If data from head-to-head RCTs are not available, indirect treatment
comparison methods should be used. (An ‘indirect comparison’ is a synthesis
of data from a network of trials that compare the interventions of interest with
other comparators.)

When multiple interventions are being assessed that have not been compared
within a single RCT, data from a series of pairwise head-to-head RCTs should
be presented. Consideration should also be given to presenting a combined
analysis using a mixed treatment comparison framework if it is considered to
add information that is not available from the head-to-head comparison.

Only indirect or mixed treatment comparison methods that preserve
randomisation should be used. The principles of good practice for standard
meta-analyses should also be followed in mixed and indirect treatment
comparisons.

The methods and assumptions that are used to extrapolate short-term results
to final outcomes should be clearly presented and there should be
documentation of the reasoning underpinning the choice of survival function.
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Evidence for the evaluation of diagnostic technologies should normally
incorporate evidence on diagnostic accuracy. It is also important to
incorporate the predicted changes in health outcomes and costs resulting
from treatment decisions based on the test result. The general principles
guiding the assessment of the clinical and cost effectiveness of diagnostic
interventions should be the same as for other technologies. However,
particular consideration of the methods of analysis may be required,
particularly in relation to evidence synthesis. Evidence for the effectiveness of
diagnostic technologies should include the costs and outcomes for people
whose test results lead to an incorrect diagnosis, as well as for those who are
diagnosed correctly.

As for other technologies, RCTs have the potential to capture the pathway of
care involving diagnostic technologies, but their feasibility and availability may
be limited. Other study designs should be assessed on the basis of their
fitness for purpose, taking into consideration the aim of the study (for
example, to evaluate outcomes, or to evaluate sensitivity and specificity) and
the purpose of the diagnostic technology.

Answer ‘yes’ if the estimates of treatment effect appropriately reflect all
relevant studies of the best available quality, as identified through a recent
well-conducted systematic review of the literature. Answer ‘partly’ if the
estimates of treatment effect are not derived from a systematic review but are
similar in magnitude to the best available estimates (for example, if the
economic evaluation is based on a single large study with treatment effects
similar to pooled estimates from all relevant studies). Answer ‘no’ if the
estimates of treatment effect are likely to differ substantively from the best
available estimates.

2.6  Areall important and relevant costs included?

Costs related to the condition of interest and incurred in additional years of life
gained as a result of treatment should be included in the base-case analysis.
This should include the costs of handling non-adherence to treatment and
treating side effects. Costs that are considered to be unrelated to the condition
or intervention of interest should be excluded. If introduction of the
intervention requires additional infrastructure to be put in place, consideration
should be given to including such costs in the analysis.

Answer ‘yes’ if all important and relevant resource use and costs are included
given the perspective and the research question under consideration. Answer
‘partly’ if some relevant resource items are omitted but these are unlikely to
affect the cost-effectiveness results. Answer ‘no’ if important resource items
are omitted and these are likely to affect the cost-effectiveness results.

2.7 Arethe estimates of resource use from the best available source?

It is important to quantify the effect of the interventions on resource use in
terms of physical units (for example, days in hospital or visits to a GP) and
valuing those effects in monetary terms using appropriate prices and unit
costs. Evidence on resource use should be identified systematically. When
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expert opinion is used as a source of information, any formal methods used to
elicit these data should be clearly reported.

Answer ‘yes’ if the estimates of resource use appropriately reflect all relevant
evidence sources of the best available quality, as identified through a recent
well-conducted systematic review of the literature. Answer ‘partly’ if the
estimates of resource use are not derived from a systematic review but are
similar in magnitude to the best available estimates. Answer ‘no’ if the
estimates of resource use are likely to differ substantively from the best
available estimates.

2.8 Arethe unit costs of resources from the best available source?

Resources should be valued using the prices relevant to the NHS and PSS.
Given the perspective of the NICE reference case, it is appropriate for the
financial costs relevant to the NHS/PSS to be used as the basis of costing,
although these may not always reflect the full social opportunity cost of a
given resource. A first point of reference in identifying costs and prices should
be any current official listing published by the Department of Health and/or the
Welsh Assembly Government.

When the acquisition price paid for a resource differs from the public list price
(for example, pharmaceuticals and medical devices sold at reduced prices to
NHS institutions), the public list price should be used in the base-case
analysis. Sensitivity analysis should assess the implications of variations from
this price. Analyses based on price reductions for the NHS will only be
considered when the reduced prices are transparent and can be consistently
available across the NHS, and if the period for which the specified price is
available is guaranteed.

National data based on healthcare resource groups (HRGs) such as the
Payment by Results tariff can be used when they are appropriate and
available. However, data based on HRGs may not be appropriate in all
circumstances (for example, when the definition of the HRG is broad, or the
mean cost probably does not reflect resource use in relation to the
intervention(s) under consideration). In such cases, other sources of
evidence, such as micro-costing studies, may be more appropriate. When
cost data are taken from the literature, the methods used to identify the
sources should be defined. When several alternative sources are available, a
justification for the costs chosen should be provided and discrepancies
between the sources explained. When appropriate, sensitivity analysis should
have been undertaken to assess the implications for results of using
alternative data sources.

Answer ‘yes’ if resources are valued using up-to-date prices relevant to the
NHS and PSS. Answer ‘partly’ if the valuations of some resource items differ
from current NHS/PSS unit costs but this is unlikely to change the cost-
effectiveness results. Answer ‘no’ if the valuations of some resource items
differ substantively from current NHS/PSS unit costs and this is likely to
change the cost-effectiveness results.
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2.9 Is an appropriate incremental analysis presented or can it be
calculated from the data?

An appropriate incremental analysis is one that compares the expected costs
and health outcomes of one intervention with the expected costs and health
outcomes of the next-best non-dominated alternative.

Standard decision rules should be followed when combining costs and effects,
and should reflect any situation where there is dominance or extended
dominance. When there is a trade-off between costs and effects, the results
should be presented as an incremental cost-effectiveness ratio (ICER): the
ratio of the difference in mean costs to the difference in mean outcomes of a
technology compared with the next best alternative. In addition to ICERS,
expected net monetary or health benefits can be presented using values
placed on a QALY gained of £20,000 and £30,000.

For cost-consequence analyses, appropriate incremental analysis can only be
done by selecting one of the consequences as the primary measure of
effectiveness.

Answer ‘yes’ if appropriate incremental results are presented, or if data are

presented that allow the reader to calculate the incremental results. Answer
‘no’ if: (i) simple ratios of costs to effects are presented for each alternative

compared with a standard intervention; or (ii) if options subject to simple or

extended dominance are not excluded from the incremental analyses.

2.10 Are all important parameters whose values are uncertain
subjected to appropriate sensitivity analysis?

There are a number of potential selection biases and uncertainties in any
evaluation (trial- or model-based) and these should be identified and
quantified where possible. There are three types of bias or uncertainty to
consider:

e Structural uncertainty — for example in relation to the categorisation of
different states of health and the representation of different pathways of
care. These structural assumptions should be clearly documented and the
evidence and rationale to support them provided. The impact of structural
uncertainty on estimates of cost effectiveness should be explored by
separate analyses of a representative range of plausible scenarios.

e Source of values to inform parameter estimates — the implications of
different estimates of key parameters (such as estimates of relative
effectiveness) must be reflected in sensitivity analyses (for example,
through the inclusion of alternative scenarios). Inputs must be fully justified,
and uncertainty explored by sensitivity analysis using alternative input
values.

e Parameter precision — uncertainty around the mean health and cost inputs
in the model. Distributions should be assigned to characterise the
uncertainty associated with the (precision of) mean parameter values.
Probabilistic sensitivity analysis is preferred, as this enables the uncertainty
associated with parameters to be simultaneously reflected in the results of
the model. In non-linear decision models — when there is not a straight-line
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relationship between inputs and outputs of a model (such as Markov
models) — probabilistic methods provide the best estimates of mean costs
and outcomes. Simple decision trees are usually linear.

The mean value, distribution around the mean, and the source and
rationale for the supporting evidence should be clearly described for each
parameter included in the model.

Evidence about the extent of correlation between individual parameters
should be considered carefully and reflected in the probabilistic analysis.
Assumptions made about the correlations should be clearly presented.

Answer ‘yes’ if an extensive sensitivity analysis was undertaken that explored
all key uncertainties in the economic evaluation. Answer ‘partly’ if the
sensitivity analysis failed to explore some important uncertainties in the
economic evaluation. Answer ‘no’ if the sensitivity analysis was very limited
and omitted consideration of a number of important uncertainties, or if the
range of values or distributions around parameters considered in the
sensitivity analysis were not reported.

2.11 Is there no potential conflict of interest?

The BMJ defines competing interests for its authors as follows: “A competing
interest exists when professional judgment concerning a primary interest
(such as patients' welfare or the validity of research) may be influenced by a
secondary interest (such as financial gain or personal rivalry). It may arise for
the authors of a BMJ article when they have a financial interest that may
influence, probably without their knowing, their interpretation of their results or
those of others.”

Whenever a potential financial conflict of interest is possible, this should be
declared.

Answer ‘yes’ if the authors declare that they have no financial conflicts of
interest. Answer ‘no’ if clear financial conflicts of interest are declared or

apparent (for example, from the stated affiliation of the authors). Answer

‘unclear’ if the article does not indicate whether or not there are financial

conflicts of interest.

2.12 Overall assessment

The overall methodological study quality of the economic evaluation should be
classified as one of the following:

e Minor limitations — the study meets all quality criteria, or the study fails to
meet one or more quality criteria but this is unlikely to change the
conclusions about cost effectiveness.

e Potentially serious limitations — the study fails to meet one or more
quality criteria and this could change the conclusions about cost
effectiveness.

e Very serious limitations — the study fails to meet one or more quality
criteria and this is highly likely to change the conclusions about cost
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effectiveness. Such studies should usually be excluded from further
consideration.

Supporting references

Guide to the methods of technology appraisal (June 2008). Available from:
www.nice.org.uk/media/B52/A7/TAMethodsGuideUpdatedJune2008.pdf

Social value judgements: principles for the development of NICE guidance
(July 2008). Second edition. Available from:
www.nice.org.uk/aboutnice/howwework/socialvaluejudgements/socialvaluejud

gements.jsp

Philips Z, Ginnelly L, Sculpher M et al. (2004) Review of guidelines for good
practice in decision-analytic modelling in health technology assessment.
Health Technology Assessment 8 (36). Available from:
www.ncchta.org/project/1342.asp

Evers, S, Goossens M, de Vet H et al. (2005) Criteria list for assessment of
methodological quality of economic evaluations: Consensus on Health
Economic Criteria. International Journal of Technology Assessment in Health
Care 21: 240-5. Available from:
http://journals.cambridge.org/production/action/cjoGetFulltext?fulltextid=29267
5

Six workshops were held to enable NICE to explore and capture different
perspectives on specific questions as part of the 2007 review of the ‘Guide to
the methods of technology appraisal’. Documents listed below include briefing
papers that were produced to facilitate discussion at each of the workshops
and working party meetings:

costs

diagnostic technologies

evidence synthesis (indirect and mixed treatment comparisons)
identifying subgroups and exploring heterogeneity

threshold

exploring uncertainty

health-related utility measurement.

These documents are available from:
www.nice.org.uk/aboutnice/howwework/devnicetech/technologyappraisalproc
essquides/selectedfurtherreadingguidetothemethodsoftechnologyappraisal.jsp
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Appendix I: Methodology checklist: qualitative
studies®

Study identification
Include author, title, reference, year of
publication

Guidance topic: Key research question/aim:

Checklist completed by:

Section 1: theoretical approach

1.1 Is a qualitative approach appropriate? (] Appropriate
For example:

Comments:

Does the research question seek to .
understand processes or structures, or [] Inappropriate
illuminate subjective experiences or
meanings?

Could a quantitative approach better have [] Not sure
addressed the research question?

1.2 Is the study clear in what it seeks to do? | [ ]| Clear
For example:

Comments:

Is the purpose of the study discussed —
aims/objectives/research question(s)? [ Unclear
Is there adequate/appropriate reference to
the literature?

Are underpinning values/assumptions/theory
discussed?

[ ] Mixed

® This checklist is based on checklists in:

Spencer L. Ritchie J, Lewis J, Dillon L (2003) Quality in qualitative evaluation: a framework for
assessing research evidence. London: Government Chief Social Researcher’s Office. Available from:
www.strategy.gov.uk/downloads/su/qual/downloads/qge rep.pdf

Public Health Resource Unit England (2006) Critical Appraisal Skills Programme (CASP) — making
sense of evidence: 10 questions to help you make sense of qualitative research . Available from:
www.phru.nhs.uk/Doc_Links/Qualitative%20Appraisal%20Tool.pdf

National Training and Research Appraisal Group (NTRAG); contact: www.ntrag.co.uk

British Sociological Association (BSA); contact: www.britsoc.co.uk
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Section 2: study design

Comments:

2.1 How defensible/rigorous is the research | [_] Defensible
design/methodology?
For example: .
e s the design appropriate to the research [] Not defensible

question?
¢ Is a rationale given for using a qualitative

approach? [ ] Not sure
¢ Are there clear accounts of the

rationale/justification for the sampling, data

collection and data analysis techniques

used?
¢ [s the selection of cases/sampling strategy

theoretically justified?
Section 3: data collection

Comments:

3.1 How well was the data collection carried | [_] Appropriate
out?
For example: _
e Are the data collection methods clearly [] Inappropriate

described?
o Were the appropriate data collected to

address the research question? D Not sure/
« Was the data collection and record keeping | in@dequately

systematic? reported
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Section 4. validity

4.1 Is the role of the researcher clearly [ ] Clear

described?
For example:

Has the relationship between the researcher [] Unclear
and the participants been adequately
considered? _
Does the paper describe how the research [] Not described
was explained and presented to the
participants?

Comments:

4.2 Is the context clearly described? [ ] Clear

For example:

Are the characteristics of the participants
and settings clearly defined? [ Unclear
Were observations made in a sufficient
variety of circumstances?

Was context bias considered? [J Not sure

Comments:

4.3 Were the methods reliable? [ ] Reliable

For example:

Were data collected by more than one _
method? [_] Unreliable
Is there justification for triangulation, or for
not triangulating?

Do the methods investigate what they claim
to?

[ ] Not sure

Comments:
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Section 5: analysis

Comments:
5.1 Is the data analysis sufficiently [ ] Rigorous
rigorous?
For example:
e |s the procedure explicit — is it clear how the [ Not rigorous
data were analysed to arrive at the results?
o How systematic is the analysis — is the
procedure reliable/dependable? [ Not sure/not
e s it clear how the themes and concepts reported
were derived from the data?
Comments:
5.2 Are the data ‘rich’? [ ] Rich
For example:
e How well are the contexts of the data
described? [ Poor
¢ Has the diversity of perspective and content
been explored?
e How well have the detail and depth been [1 Not sure/not
demonstrated? reported
o Are responses compared and contrasted
across groups/sites?
Comments:
5.3 Is the analysis reliable? [ ] Reliable
For example:
¢ Did more than one researcher theme and
code transcripts/data? [] Unreliable
¢ If so, how were differences resolved?
¢ Did participants feed back on the
transcripts/data? (if possible and relevant) [1 Not sure/not
¢ Were negative/discrepant results addressed reported
or ignored?
Comments:
5.4 Are the findings convincing? ] Convincing
For example:
e Are the findings clearly presented? o
e Are the findings internally coherent? [] Not convincing
¢ Are extracts from the original data included?
¢ Are the data appropriately referenced?
¢ Is the reporting clear and coherent? L] Not sure
Comments:
5.5 Are the findings relevant to the aims of [ ] Relevant
the study?
[ ] Irrelevant
[ ] Partially relevant
Comments:

5.6 Are the conclusions adequate?

[ ] Adequate
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For example:

e How clear are the links between data,
interpretation and conclusions?

¢ Are the conclusions plausible and coherent?

e Have alternative explanations been explored
and discounted?

e Does this study enhance understanding of
the research subject?

¢ Are the implications of the research clearly
defined?

e |[s there adequate discussion of any
limitations encountered?

[ ] Inadequate

[ ] Not sure

Section 6: ethics

6.1 How clear and coherent is the reporting

of ethical considerations?

For example,

e Have ethical issues been taken into
consideration?

o Are ethical issues discussed adequately —
do they address consent and anonymity?

e Have the consequences of the research
been considered; for example, raising
expectations, changing behaviour?

o Was the study approved by an ethics
committee?

[ ] Clear

[ ] Not clear

[ ] Not sure/not
reported

Comments:
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Notes on use of Methodology checklist: qualitative studies

There is considerable debate over which quality criteria should be used to
assess qualitative studies. Quality in qualitative research can be assessed
using the same broad concepts of validity (or trustworthiness) used for
quantitative research, but these need to be put in a different contextual
framework to take into account the aims of qualitative research.

This checklist is designed for people with a basic understanding of qualitative
research methodology, and is based on the broadly accepted principles that
characterise qualitative research and that may affect its validity. The following
notes provide suggestions for completing the checklist. A list of publications
on qualitative research is provided at the end of these notes for further
reading on this topic.

The studies covered by this checklist are those that collect and analyse
qualitative data — usually (but not exclusively) textual (written), spoken or
observational data. Qualitative data are occasionally collected using
structured questionnaires (for example, as thematically organised free-text
comments), but such research needs to be scrutinised carefully, as it may not
meet acceptable quality criteria for consideration as a qualitative study.

The questions in the checklist are framed to encompass the variety of ways in
which qualitative research is conducted. Care must be taken to apply the
checklist in a way that matches the research methodology.

Note that the sub-questions given as examples under each question in the
checkilist are intended to highlight some of the key issues to be considered for
that question — they are not intended to be exhaustive. Please add any
additional considerations in the comments box.

Section 1: theoretical approach

This section deals with the underlying theory and principles applied to the
research.

1.1 Is aqualitative approach appropriate?

A qualitative approach can be judged to be appropriate when the research
sets out to investigate phenomena that are not easy to quantify or measure
accurately, or where such measurement would be arbitrary and inexact. If
clear numerical measures could reasonably have been put in place, then
consider whether a quantitative approach may have been more appropriate.

Qualitative research in public health commonly measures:

e personal experiences (for example, of a condition, treatment or situation)

e processes (for example, action research, practitioner or patient views on
the acceptability of using new technology)

e personal values and beliefs (for example, about death, birth, disability)

¢ interactions and relationships (for example, the quality of the GP—patient
relationship, the openness of a psychotherapeutic relationship)
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e service evaluations (for example, what was good or bad about patients’
experiences of a smoking cessation group).

1.2 Is the study clear in what it seeks to do?

The design of qualitative research tends to be ‘theory generative’ rather than
‘theory testing’; it is therefore unlikely that a research question will be found in
the form of a hypothesis or null hypothesis in the way that you would expect in
traditional quantitative research. Nevertheless, the paper should still set out
early and clearly what the study is investigating and what the parameters are.
The research question should be set in context by the provision of an
adequate summary of the background literature and the study’s underpinning
values and assumptions.

Section 2: study design
This section considers the robustness of the design of the research project.

2.1 How defensible/rigorous is the research design/methodology?

There are a large number of qualitative methodologies, and a tendency in
healthcare studies to ‘mix’ aspects of different methodologies or to use a
generic qualitative method. From a qualitative perspective, none of this
compromises the quality of the study as long as the following criteria are
fulfilled:

e The research design should capture appropriate data and have an
appropriate plan of analysis for the subject under investigation. There
should be a clear and reasonable justification for the methods chosen.

e The choice of sample and sampling method should be clearly set out
(ideally including any shortcomings of the sample) and should be
reasonable. It is important to remember that sampling in qualitative
research can be purposive and should not be random. Qualitative research
is not experimental and does not purport to be generalisable, and therefore
does not require a large or random sample. People are usually ‘chosen’ for
qualitative research based on being key informers.

Section 3: data collection

3.1 How well was the data collection carried out?

Were the methods of data collection used the most appropriate, given the
aims of the research? Was the data collection robust, and are there details of:

how the data were collected?

how the data were recorded and transcribed? (if verbal data)
how the data were stored?

what records were kept of the data collection?

Section 4: validity

Assessing the validity of qualitative research is very different from assessing
that of quantitative research. Qualitative research is much more focused on

demonstrating the causes of bias rather than eliminating them. It is therefore
good practice to include sections in the report about the reflexive position of
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the researcher (their ‘role’ in the research), the context in which the research
was conducted and the reliability of the actual data.

4.1 Istherole of the researcher clearly described?

The researcher should have considered their role in the research; for
example, as a reader, interviewer or observer. This is often referred to as
‘reflexivity’. The ‘status’ of the researcher can profoundly affect the data. For
example, a middle-aged woman and an 18-year-old man are likely to get
different responses to questions about sexual activity when interviewing a
group of teenage boys. It is important to consider age, sex, ethnicity and
‘insider’ status (such as where the interviewer or researcher is part of the
group being researched or has the same condition or iliness). The researcher
can also profoundly influence the data by use of questions, opinions,
judgements and so on, so it is important to know what the researcher’s
position is in this regard, and how the researcher introduced and talked about
the research with the participants.

4.2 Is the context clearly described?

It is important when gauging the validity of qualitative data to engage with the
data in a meaningful way, and to consider whether the data are plausible and
realistic. To make an accurate assessment of this, it is important to have a
good feeling for the context of the research in terms of the physical context
(for example, youth club, GP surgery, gang headquarters) and who else was
there (for example, participants are likely to position themselves very
differently, and thus to respond very differently, in a discussion with parents
present compared with a discussion with peers present). You should also feel
that the participants are described in enough detail that the reader can have
some sort of insight into their life and situation. Any potential context bias
should be considered.

4.3 Were the methods reliable?

It is important that the method used to collect the data is appropriate for the
research question, and that the data generated map well to the aims of the
study. Ideally, more than one method should have been used to collect data,
or there should be some other kind of system of comparison that allows the
data to be compared. This is referred to as ‘triangulation’.

Section 5: analysis

Qualitative data analysis is very different from quantitative analysis. This does
not mean that it should not be systematic and rigorous; however,
systematisation and rigour require different methods of assessment.

5.1 Isthe data analysis sufficiently rigorous?

The main way to assess this is by how clearly the analysis is reported and
whether the analysis is approached systematically. There should be a clear
and consistent method for coding and analysing data, and it should be clear
how the coding and analytical strategies were derived. Above all, these must
be reasonable in light of the evidence and the aims of the study.
Transparency is the key to addressing the rigour of the analysis.
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5.2 Arethe data ‘rich’?

Qualitative researchers use the adjective ‘rich’ to describe data that are in-
depth, convincing, compelling and detailed enough that the reader feels that
they have achieved some level of insight into the research participants’
experience. It is also important to know the ‘context’ of the data — where they
came from, what prompted them, what they pertains to, and so on.

5.3 Isthe analysis reliable?

The analysis of data can be made more reliable by setting checks in place. It
is good practice to have sections of data coded by another researcher, or at
least to have a second researcher check the coding for consistency.
Participants may also be allowed to verify the transcripts of their interview (or
other data collection, if appropriate). Negative or discrepant results should
always be highlighted and discussed.

5.4  Arethefindings convincing?

In qualitative research, the reader should find the results of the research
convincing or credible. This means that the findings should be presented
clearly and organised logically, they should not contradict themselves without
explanation or consideration, and they should be clear and coherent.

Extracts from original data should be included where possible to give a fuller
sense of the findings. These data should be appropriately referenced —
although you would expect data to be anonymised, they still need to be
referenced in relevant ways (for example, if gender differences were
important, then you would expect extracts to be marked male/female).

5.5 Are the findings relevant to the aims of the study?
5.6 Are the conclusions adequate?

These sections are self explanatory.
Section 6: ethics

6.1 How clear and coherent is the reporting of ethical considerations?

All qualitative research involves ethical considerations, and these should be
considered within any research report. Ideally there should be a full discussion
of ethics, although this is rare because of space constraints in peer-reviewed
journals. Important ethical issues that are raised by a particularly sensitive
piece of research should be discussed in enough detail that the reader is
convinced that every care was taken to protect research participants.

Any qualitative research should be approved by a research ethics committee,
and this should be stated in the report.

Further reading

Barbour RS (2001) Checklists for improving rigour in qualitative research: a
case of the tail wagging the dog? British Medical Journal 322: 1115-7.

Daly J, Willis K, Small R et al. (2007) A hierarchy of evidence for assessing
qualitative health research. Journal of Clinical Epidemiology 60: 43-9.
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Mays N, Pope C (2000) Assessing quality in qualitative research. British
Medical Journal 320: 50-2.

Miller G, Dingwall R, editors (1997) Context and method in qualitative
research. London: Sage.
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Appendix J: Methodology checklist: prognostic
studies
The criteria used in this checklist are adapted from: Hayden JA, Cote P,

Bombardier C (2006) Evaluation of the quality of prognosis studies in
systematic reviews. Annals of Internal Medicine 144: 427-37.

Study identification
Include author, title, reference, year of publication

Guideline topic: Review question no:

Checklist completed by:

Circle one option for each gquestion

1.1 The study sample represents the population
of interest with regard to key characteristics, Yes No Unclear
sufficient to limit potential bias to the results

1.2 Loss to follow-up is unrelated to key
characteristics (that is, the study data Yes No Unclear

adequately represent the sample), sufficient
to limit potential bias

1.3 The prognostic factor of interest is
adequately measured in study participants, Yes No Unclear
sufficient to limit potential bias

1.4 The outcome of interest is adequately
measured in study participants, sufficient to Yes No Unclear
limit bias

1.5 Important potential confounders are
appropriately accounted for, limiting potential Yes No Unclear
bias with respect to the prognostic factor of
interest

1.6 The statistical analysis is appropriate for the
design of the study, limiting potential for the Yes No Unclear
presentation of invalid results
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Notes on use of Methodology checklist: prognostic studies

The studies covered by this checklist are designed to answer questions about
prognosis. Such questions address the likelihood of an outcome for patients
from a population at risk for that outcome, based on the presence of a
proposed prognostic factor. Prognostic factors may be disease-specific (for
example, presence or absence of particular disease feature), demographic
(for example, age, sex), or relate to the likely response to treatment or the
presence of comorbidities.

This checklist is based on a checklist for the quality appraisal of studies about
prognosis developed by Hayden and co-workers (2006).

Checklist items are worded so that a ‘yes’ response always indicates that the
study has been designed and conducted in such a way as to minimise the risk
of bias for that item. An ‘unclear’ response to a question may arise when the
answer to an item is not reported or is not reported clearly.

1.1 The study sample represents the population of interest with
regard to key characteristics, sufficient to limit potential bias to the
results

Measures of prognosis can vary substantially when obtained from populations
with different clinical or demographic features. Estimates of prognosis are not
useful without information about the population from which they were
obtained.

To minimise bias, the study population should be clearly defined and
described and should represent the source population of interest. Points to
consider include the following:

¢ Are the source population or the population of interest adequately
described with respect to key characteristics?

e Are the sampling frame and recruitment adequately described, possibly
including methods to identify the sample (number and type used; for
example, referral patterns in healthcare), period of recruitment and place
of recruitment (setting and geographical location)?

e Are inclusion and exclusion criteria adequately described (for example,
including explicit diagnostic criteria or a description of participants at the
start of the follow-up period)?

e |s participation in the study by eligible individuals adequate?

¢ |s the baseline study sample (that is, individuals entering the study)
adequately described with respect to key characteristics?

1.2 Lossto follow-up is unrelated to key characteristics (that is, the
study data adequately represent the sample), sufficient to limit potential
bias

Attrition refers to the loss of participants during the course of a study.
Consideration should be given to why participants dropped out, as well as
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how many dropped out. Attrition bias occurs when there are systematic
differences between participants lost to the study and those who remain.

To minimise bias, completeness of follow-up should be described and
adequate. Points to consider include the following:

¢ |s the response rate (that is, proportion of study sample completing the
study and providing outcome data) adequate?

¢ Are attempts to collect information on participants who dropped out of the
study described?

e Are reasons for loss to follow-up provided?

¢ Are the key characteristics of participants lost to follow-up adequately
described?

¢ Are there any important differences in key characteristics and outcomes
between participants who completed the study and those who did not?

If your review addresses more than one outcome, you should score this item
for each outcome individually.

1.3 The prognostic factor of interest is adequately measured in study
participants, sufficient to limit potential bias

The prognostic factor under study should be well defined. It should be clear
how the investigators determined whether participants were exposed or not to
the factor. The same definition and measurement should be used for all
participants in the study. Often there may be more than one way of
determining the presence or absence of the factor (for example, physical or
laboratory tests, questionnaire, reporting of symptoms). The method of
measurement should be valid (that is, it measures what it is claimed to
measure) and reliable (that is, it measures something consistently).

To minimise bias, prognostic factors should have been defined and measured
appropriately. Points to consider include the following:

e |s a clear definition or description of the prognostic factor(s) measured
provided (including dose, level, duration of exposure, and clear
specification of the method of measurement)?

¢ Are continuous variables reported, or appropriate cut-off points (that is, not
data-dependent) used?

e Are the prognostic factor measured and the method of measurement valid
and reliable enough to limit misclassification bias? (This may include
relevant outside sources of information on measurement properties, as
well as characteristics such as blind measurement and limited reliance on
recall.)

e Are complete data for prognostic factors available for an adequate
proportion of the study sample?

e Are the method and setting of measurement the same for all study
participants?

e Are appropriate methods employed if imputation is used for missing data
on prognostic factors?
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1.4 The outcome of interest is adequately measured in study
participants, sufficient to limit potential bias

The outcome under study should be well defined. It should be clear how the
investigators determined whether participants experienced, or did not
experience, the outcome. The same methods for defining and measuring
outcome should be used for all participants in the study. Often there may be
more than one way of measuring an outcome (for example, physical or
laboratory tests, questionnaire, reporting of symptoms). The method of
measurement used should be valid and reliable.

To minimise bias, the outcome(s) of interest should be defined and measured
appropriately. Points to consider include the following:

e |s a clear definition of the outcome of interest provided, including duration
of follow-up?

e Are the outcome that was measured and the method of measurement valid
and reliable enough to limit misclassification bias? (This may include
relevant outside sources of information on measurement properties, as
well as characteristics such as ‘blind’ measurement and limited reliance on
recall.)

e Are the method and setting of measurement the same for all study
participants?

If your review addresses more than one outcome, you should score this item
for each outcome individually.

1.5 Important potential confounders are appropriately accounted for,
limiting potential bias with respect to the prognostic factor of interest

Confounding can occur when there are differences between participants,
apart from the presence or absence of the prognostic factor, that are related
to both the outcome and the prognostic factor. An example of this is if the
participants are recruited at different stages of disease progression. The
design and analysis of prognostic studies are usually based on some
conceptual model about how factors interact to lead to the outcome.

This question is not relevant where the study is being reviewed for the
purposes of identifying the absolute risk of the outcome in the group with the
prognostic factor.

To minimise bias, important confounders should be defined and measured,
and confounding should be accounted for in the design or analysis. Points to
consider include the following:

¢ Are all important confounders, including treatments (key variables in the
conceptual model), measured? Are clear definitions of the important
confounders measured (including dose, level and duration of exposures)
provided?

¢ |s measurement of all important confounders valid and reliable? (This may
include relevant outside sources of information on measurement
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properties, as well as characteristics such as ‘blind’ measurement and
limited reliance on recall.)

Are the method and setting of measurement of confounders the same for
all study participants?

Are appropriate methods employed if imputation is used for missing data
on confounders?

Are important potential confounders accounted for in the study design (for
example, matching for key variables, stratification or initial assembly of
comparable groups)?

Are important potential confounders accounted for in the analysis (that is,
appropriate adjustment)?

If your review addresses more than one outcome, you should score this item
for each outcome individually.

1.6. The statistical analysis is appropriate for the design of the study,
limiting potential for the presentation of invalid results

Analysis undertaken within the study that is incorrect or inappropriate for the
study design may result in false conclusions being drawn from the data.

To minimise bias, the statistical analysis undertaken should be clearly
described and appropriate for the design of the study. Points to consider
include the following:

Is the presentation of data sufficient to assess the adequacy of the
analysis?

Where several prognostic factors are investigated, is the strategy for
model building (that is, the inclusion of variables) appropriate and based
on a conceptual framework or model?

Is the selected model adequate for the design of the study?

Is there any selective reporting of results?

Are only pre-specified hypotheses investigated in the analyses?

In some circumstances it may be possible to reanalyse the data using the
information supplied in the study report, in order to remove the bias.

J Methodology checklist: prognostic studies
© National Institute for Health and Clinical Excellence (January 2009) Page 222 of 266





The guidelines manual (appendices)

Appendix K: Evidence tables

K1: Evidence table for intervention studies

This table is also suitable for diagnostic studies that compare the effectiveness of two or more tests. This only applies if the test is
included as part of a test-and-treat strategy — otherwise the evidence table for studies of diagnostic test accuracy (K2) should be

used.
Bibliographic Study Study Number | Patient Intervention Comparison | Length of Outcome Source of Additional comments
reference type quality of characteristics follow-up measures | funding

patients and effect

size

(1] [2] (3] [4] (8] (6] [7] (8] [9] [10] [11]
[1 Bibliographic reference: author(s), year, title, journal, volume, pages.
[2] Study type: for example, observational, cohort or case studies.
[3] Study quality: note particular strengths and weaknesses.
[4] Number of patients: total number of patients included in the study, including number of patients in each arm, with inclusion and exclusion criteria. Also

[3]
[6]
[7]
[8]

[9]

record the numbers of patients who started and completed the study.

Patient characteristics: characteristics relevant to the area of interest: age, sex, ethnic origin, comorbidity, disease status, community- or hospital-
based.

Intervention: treatment, procedure or test studied. If important for the study, specify duration of treatment. For diagnostic studies the intervention is the
diagnostic test studied.

Comparison: placebo or alternative treatment. For diagnostic studies, comparison of the test is with another test.

Length of follow-up: the length of time that patients take part in the study, from first staging treatment until either a pre-specified end-point (for
example, death, specified length of disease-free remission) or the end of the data-gathering phase is reached. If the study is halted earlier than
originally planned for any reason, this should be noted here.

Outcome measures: list all outcome measures, including associated harms. For studies with a diagnostic component there will be two interventions to
consider — the diagnostic test used and the associated treatment. Use a separate line for each outcome.

Effect size: for example, absolute risk reduction and relative risk (reduction), number needed to treat, number needed to harm, odds ratios, as
required. Give p-values and confidence intervals whenever possible.
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[10] Source of funding: government funding (for example, NHS), voluntary charity (for example, Wellcome Trust), pharmaceutical company; and the role of

funding organisations.
[11] Additional comments: additional characteristics and/or interpretations of the studies that the reviewer wishes to record. These might include important

flaws in the study not identifiable from other data in the table, and additional questions or issues that will need to be considered but do not figure in
the results tables in the study.
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K2: Evidence table for studies of diagnostic test accuracy

Bibliographic Study Study Number | Prevalence Patient Type Reference | Sensitivity Positive and Source Additional comments
reference type quality of characteristics | oftest | standard and negative of
patients specificity predictive funding
values
[ [2] [3] [4] [5] [6] [7] [8l [l [10] (111 2]

(1]
(2]
3]
[4]
[5]
(6]

[7]
(8]
(9]
[10]
(1]

[12]

Bibliographic reference: author(s), year, article title, journal, volume, pages.

Study type: for example, observational, cohort or case studies.

Study quality: note particular strengths and weaknesses.

Number of patients: total number of patients included in the study, with inclusion and exclusion criteria.

Prevalence: proportion of people with the disease in the population at risk.

Patient characteristics: characteristics relevant to the area of interest: age, sex, ethnic origin, comorbidity, disease status, community- or hospital-
based.

Type of test: description of the diagnostic test used in the study. Specify the test threshold where applicable.

Reference standard: used as a measure of outcome. Specify if it is a ‘gold standard’ or ‘current best practice’.

Sensitivity: proportion of individuals classified as positive by the gold (or reference) standard who are correctly identified by the study test.

Specificity: proportion of individuals classified as negative by the gold (or reference) standard who are correctly identified by the study test.

Positive predictive value: proportion of individuals with a positive test result who actually have the disease.

Negative predictive value: proportion of individuals with a negative test result who do not have the disease.

Source of funding: government funding (for example, NHS), voluntary/charity (for example, Wellcome Trust), pharmaceutical company; and the role of
funding organisations.

Additional comments: additional characteristics and/or interpretations of the studies that the reviewer wishes to record. These might include important
flaws in the study not identifiable from other data in the table, and additional questions or issues that will need to be considered but do not figure in
the results tables in the study (for example, if a test is one of a sequence of tests; if its utility was determined).
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K3: Evidence table for prognostic studies

Bibliographic Study Study Number Patient Prognostic Length of Outcome Results Source of Additional comments
reference type quality of characteristics factor(s) follow-up measures funding

patients
(1] [2] (3] [4] (8] [6] [7] (8l [9] [10] (1]

[1]
[2]
[3]
[4]

[5]
[6]
[7]

[8]
[9]
[10]

[11]

Bibliographic reference: author(s), year, article title, journal, volume, pages.

Study type: for example, cohort, nested cohort, case series.

Study quality: note particular strengths and weaknesses.

Number of patients: total number of patients included in the study, including number of patients in each arm, with inclusion and exclusion criteria. Also
record numbers of patients who started and completed the study.

Patient characteristics: characteristics relevant to the area of interest: age, sex, ethnic origin, comorbidity, disease status, community- or hospital-
based. Include method used to select participants.

Prognostic factor(s): include details of method of measurement.

Length of follow-up: the length of time that patients take part in the study, from entry until either a pre-specified end-point (for example, death,
specified length of disease-free remission) or the end of the data-gathering phase is reached. If the study is halted earlier than originally planned for
any reason, this should be noted here.

Outcome measures: all outcome measures should be listed, with each on a separate line.

Results: relative risk or hazard associated with the prognostic factor of interest; absolute risk of event in baseline group.

Source of funding: government funding (for example, NHS), voluntary charity (for example, Wellcome Trust), pharmaceutical company; and the role of
funding organisations.

Additional comments: additional characteristics and/or interpretations of the studies that the reviewer wishes to record. These might include important
flaws in the study not identifiable from other data in the table, and additional questions or issues that will need to be considered but do not figure in
the results tables in the study.
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K4: Evidence table for qualitative studies

Title: (review question)

Reference Research parameters Population Qutcomes Funding Additional comments
Bibliographic Research Theoretical | Data Method and process Population and Key themes Source of funding Limitations Evidence gap
reference question approach collection of analysis sample collection
11 [2] [3] [4] (8] [6] [7] [8] [0 [10]

[1] Bibliographic reference: author(s), year, article title, journal, volume, pages.
[2] Research question: what was/were the research question(s)?
[3] What theoretical approach (for example, grounded theory, interpretive phenomenological analysis) does the study take (if specified)?
[4] How were the data collected? Give details of:
— method(s)
— by whom
- setting(s)
- when.
[5] Method and process of analysis: what methods were used to analyse the data (for example, constant comparative method)?
[6] Population and sample collection: what population was the sample recruited from? Include the following information:
— how they were recruited (for example, specify the type of purposive sampling)
— how many participants were recruited
— specific exclusion criteria
— specific inclusion criteria.
[7 Key themes: list all relevant to this review (with illustrative quotes if available).
[8] Source of funding: government funding (for example, NHS), voluntary charity (for example, Wellcome Trust), pharmaceutical company; and the role of

funding organisations.
[9] Limitations: both those identified by the author(s) and those identified by the reviewer.
[10] Evidence gap and/or recommendations for future research.
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L1

Example of evidence profile

Review: Omega-3 acid ethyl ester supplements vs control in people within 3 months of an acute myocardial infarction

Quality assessment

| Summary of findings

Clinical evidence

No. of studies | Design | Limitations | Inconsistency Directness Imprecision Other Intervention Control Relative Risk Quality
considerations risks difference
All-cause mortalit
3 RCT Serious ® No important Some No serious None 581/6830 755/6830 0.83 -0.02 Low
inconsistency uncertainty imprecision (0.751t00.93) | (-0.03 to —0.01)
Combined cardiovascular events
3 RCT Serious No important Some No serious None 755/6830 839/6826 0.90 -0.01 Low
inconsistency uncertainty imprecision (0.82 to 0.99) (-0.02 to 0.00)
Cancers
3 RCT Serious ® No important Some No serious None 150/6830 138/6826 1.09 0.00 Low
inconsistency uncertainty imprecision (0.86 to 1.36) (0.00 to 0.01)
Economic evidence
Study Limitations Applicability Other comments Incremental Incremental ICER Uncertainty
cost (2006 £) effects
Franzosi 2001 Potentially Partially Based only on measured resource use and survival in 3.5 years £871° 0.0332 LYs £26,243 per £16,769 to £56,025
serious applicable ° follow-up in GISSI-P. LY gained per LY gained
limitations ° (best/worst case)
Lamotte 2006 Very serious Partially Based on measured resource use and survival over 3.5 years in £1090" 0.282 LYs £3860 per LY >98% probability ICER less
limitations ’ applicable ° GISSI-P, plus longer-term survival benefits attributed to non-fatal gained than €20,000 per QALY
events using Canadian database. Belgian results presented. gained
NCC analysis Minor ‘ Directly Based on morbidity and mortality estimated from Markov model £1073 0.09 QALYs £12,480 per £3912 to £130,705 per QALY
limitations' applicable’ using pooled effectiveness data from GISSI-P and DART. QALY gained gained (range in one-way
Results were sensitive to the size of treatment effects and over sensitivity analyses)
their assumed duration.

% Increase in statin use over follow-up in GISSI-P differed between the groups (from 4.4% to 46.0% in the omega-3 group and from 5.1% to 44.4% in the control group).

® High baseline rate of fish consumption in GISSI (more than 70%).

° This study is relatively conservative, as it does not impute any quality—of-life or longer-term survival benefit to supplements. Conversely, it omits gastrointestinal side effects.
¢ Some uncertainty over the applicability of Italian trial data to the UK. May be differences in population risk and diet as well as healthcare use and unit costs.
¢ Converted from 1999 Italian Euros using a PPP exchange rate of 0.797 (www.oecd.org/std/ppp) then uprated by inflation factor of 133.8% (www.pssru.ac.uk/pdf/uc/uc2006/uc2006.pdf).
fMethods and data used to estimate life expectancy are questionable, and were not subjected to sensitivity analysis. This is likely to have biased the results.
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9 Some uncertainty over the applicability of Italian trial data to the UK. May be differences in population risk and diet as well as healthcare use. Unit costs may also differ for UK.

" Converted from 2004 Belgian Euros using a PPP conversion rate of 0.706 (www.oecd.org/std/ppp) then uprated by inflation factor of 107.3% (www.pssru.ac.uk/pdf/uc/uc2006/uc2006.pdf).

' Some limitations in reporting (for example, for inputs taken from NICE statins appraisal). However, analysis is based on best-available effectiveness estimates and follows NICE methodological

~ guidance. The robustness of results is also well tested through sensitivity analysis and comparison with other study results.

! Some uncertainty over applicability of trial data to UK because of differences in population risk and diet. However, resource use and unit costs are UK-specific and the perspective and discount
rates follow the NICE reference case.
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L2 Blank evidence profile

Quality assessment

| Summary of findings

Clinical evidence

No. of studies | Design | Limitations | Inconsistency Directness Imprecision Other Intervention Control Relative Absolute Quality
considerations effect effect

Outcome

I | | | | | | | |
Outcome

I | | | | | | | |
Outcome

| | | | | | | | |
Economic evidence

Study Limitations Applicability Other comments Incremental Incremental ICER Uncertainty
cost (£) effects
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Appendix M: Abbreviations and glossary

M1 Abbreviations

CPHE
DH
GDG
GRADE

GRP
HTA
ICER
P
MeSH
MTA
NCC
NIHR
PDG
PHIAC
PICO
QALY
QUADAS

PPIP
RCT
STA

Centre for Public Health Excellence
Department of Health

Guideline Development Group

Grading of recommendations assessment, development and
evaluation

Guideline Review Panel

Health technology assessment

Incremental cost-effectiveness ratio
Interventional procedure

Medical subject headings

Multiple technology appraisal

National Collaborating Centre

National Institute for Health Research
Programme Development Group

Public Health Interventions Advisory Committee
Patient, intervention, comparison and outcome
Quality-adjusted life year

Quality assessment of studies of diagnostic accuracy included in

systematic reviews

Patient and Public Involvement Programme
Randomised controlled trial

Single technology appraisal
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M2 Glossary

Absolute risk reduction
(risk difference)

The difference in risk between two groups (one
subtracted from the other) in a comparative study.

Abstract

Summary of a study, which may be published alone
or as an introduction to a full scientific paper.

Adverse event

An undesirable effect of an intervention.

AGREE (appraisal of
guidelines research and
evaluation)

An international collaboration of researchers and
policy makers whose aim is to improve the quality
and effectiveness of clinical practice guidelines
(www.agreecollaboration.org). The AGREE
instrument, developed by the group, is designed to
assess the quality of clinical guidelines.

Algorithm (in guidelines)

A flow chart of the clinical decision pathway
described in the guideline, where decision points are
represented by boxes, linked with arrows.

Allocation concealment

The process used to prevent advance knowledge of
group assignment in a randomised controlled trial.
The allocation process should be uninfluenced by
the person making the allocation, by being
administrated by someone who is not responsible for
recruiting participants.

Applicability

The degree to which the results of an observation,
study or review are likely to hold true in a particular
clinical practice setting.

Appraisal Committee

A standing advisory committee of NICE. Ilts members
are drawn from the NHS, patient and carer
organisations, relevant academic disciplines and the
healthcare industries.

Arm (of a clinical study)

Subsection of participants within a study who receive
one particular intervention (for example, the placebo
arm).

Assessment Group

An independent group of researchers commissioned
by NICE, as part of the technology appraisal
process, to review the evidence on a group of
treatments.

Assessment report

A review of the evidence about how well a group of
similar treatments work, and whether they offer value
for money. Assessment reports are produced for
treatments being assessed using the multiple
technology appraisal process.

Association

Statistical relationship between two or more events,
characteristics or other variables. The relationship
may or may not be causal.
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Audit support

The provision of ready-to-use criteria, including
exceptions, definitions and data source suggestions,
in order to make the process of developing clinical
audit projects easier. NICE provides audit support for
all clinical guidelines.

Audit trail Records of action to assess practice against
standards. Also a record of actions (for example,
changes to a draft guideline) so that the reasons are
apparent to a third party.

Baseline The initial set of measurements at the beginning of a

study (after the period before the study starts when
no treatment is given [the ‘run-in’ period], where
applicable), with which subsequent results are
compared.

Bespoke implementation

tools

Tools produced in addition to the implementation
support tools that are produced routinely. Bespoke
implementation tools are tailored to needs that are
identified in the implementation planning meeting or
in other discussions with stakeholders. Examples
include: implementation advice, templates for referral
letters, flow charts, fact sheets and checklists.

Bias

Systematic (as opposed to random) deviation of the
results of a study from the ‘true’ results, which is
caused by the way the study is designed or
conducted.

Blinding (masking)

The practice of keeping the investigators or
participants of a study unaware of the group to which
a participant has been assigned.

‘Burden of disease’ study

A study investigating the overall impact of diseases
and injuries at the individual level, at the societal
level or on the economic costs of diseases.

Carer

Someone other than a healthcare professional who
is involved in caring for a person with a medical
condition.

Case—control study

Comparative observational study in which the
investigator selects people who have experienced an
event (for example, developed a disease) and others
who have not (controls), and then collects data to
determine previous exposure to a possible cause.

Case series

Report of a number of cases of a given disease,
usually covering the course of the disease and the
response to treatment. There is no comparison
(control) group of patients.

Centre for Clinical Practice

The department at NICE that manages the
development of clinical guidelines. It commissions
one of the National Collaborating Centres to develop
each clinical guideline.
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Centre for Health
Technology Evaluation

The department at NICE that is responsible for
producing technology appraisals and interventional
procedures guidance. The guidance is developed by
independent committees — the Appraisal Committee
and the Interventional Procedures Advisory
Committee.

Centre for Public Health
Excellence

The department at NICE that is responsible for
producing public health guidance.

Class (of drugs)

A group of drugs with the same or similar
mechanism of action; these drugs may or may not
have the same basic chemical structure. However,
there may be differences between drugs within a
class (for example, in side-effect profile).

Clinical Adviser

A member of the Guideline Development Group who
works closely with the National Collaborating Centre
technical team to provide expert topic-specific
support. Responsibilities of the clinical adviser may
include working with the systematic reviewer on the
detail of the evidence reviews or checking clinical
and technical terminology in the full guideline.

Clinical audit

A quality-improvement process that seeks to
improve patient care and outcomes through
systematic review of care against explicit criteria and
the implementation of change.

Clinical effectiveness

The extent to which an intervention produces an
overall health benefit in routine clinical practice.

Clinician

A healthcare professional providing healthcare (for
example, a doctor, nurse or physiotherapist).

Cochrane Library

A regularly updated electronic collection of evidence-
based medicine databases, including the Cochrane
Database of Systematic Reviews.

Cochrane Review

A systematic review of the evidence from
randomised controlled trials relating to a particular
health problem or healthcare intervention, produced
by the Cochrane Collaboration. Available
electronically as part of the Cochrane Library.

Code of conduct (of the
GDG)

A code of conduct developed by NICE for Guideline
Development Group (GDG) members and other
people who attend GDG meetings. This code sets
out the responsibilities of NICE and the GDG, and
the principles of transparency and confidentiality.
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Cohort study

A retrospective or prospective follow-up study.
People to be followed up are grouped on the basis of
whether or not they have been exposed to a
suspected risk factor or intervention. A cohort study
can be comparative, in which case two or more
groups are selected on the basis of differences in
their exposure to the intervention of interest.

Commentator

Organisations that engage in the technology
appraisal process but that are not asked to prepare a
submission dossier, and that receive the final
appraisal determination for information only, without
right of appeal.

Commercial in confidence

See ‘In confidence material’

Commissioning guide

An implementation tool available on NICE’s website
to help senior healthcare professionals and health
service managers with decisions when they are
commissioning services in clinical areas for which
NICE has issued guidance.

Comorbidity

Co-existence of a disease or condition, or more than
one disease or condition, in a person in addition to
the disease or condition being studied or treated.

Comparability

Similarity of groups in terms of characteristics likely
to affect study results (such as health status or age).

Comparator

The standard intervention against which an
intervention is compared in a study. The comparator
can be no intervention (for example, best supportive
care).

Complementary therapy

Practices not generally recognised by the medical
community as standard or conventional medical
approaches, which are used to enhance or
complement standard treatments.

Conceptual framework

A theoretical structure of assumptions, principles,
and rules that holds together the ideas comprising a
broad concept.

Conceptual model

A descriptive model of a system based on qualitative
assumptions about its elements, their
interrelationships, and system boundaries.

Confidence interval (Cl)

A measure of uncertainty around the result of a
statistical analysis. The ‘confidence’ interval means
that if the method used to calculate the interval is
repeated many times on different samples, then that
proportion of intervals will actually contain the true
value in the population.

Conflict of interest

An interest that might conflict, or be perceived to
conflict, with duties and responsibilities to an
organisation.
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Confounding

In a study, confounding occurs when the effect of an
intervention on an outcome is distorted as a result of
an association between the population or
intervention or outcome and another factor (the
‘confounding variable’ or ‘confounder’) that can
influence the outcome independently of the
intervention under investigation.

Consensus methods

Techniques that aim to reach an agreement on a
particular issue. Formal consensus methods include
Delphi and nominal group techniques, and
consensus development conferences. In the
development of clinical guidelines, consensus
methods may be used where there is a lack of strong
research evidence on a particular topic. Expert
consensus methods aim to reach agreement
between experts in a particular field.

Consultation

A stage during clinical guideline development when
organisations can comment on the draft guideline.
These organisations must be registered with NICE
as stakeholders. There is also a consultation on the
draft scope.

Consultee

An organisation that accepts an invitation to
participate in a technology appraisal. Consultees can
comment on the draft scope, the assessment report
or Evidence Review Group report, and the appraisal
consultation document during the consultation
process. All consultees are given the opportunity to
appeal against the final appraisal determination.

Control

An explicitly defined comparator against which the
effects of an intervention are compared in a clinical
study.

Cost—consequence
analysis

A form of economic evaluation where the costs and
consequences of two or more interventions are
compared, and the consequences are reported
separately from costs.

Cost-effectiveness
analysis

A form of economic evaluation in which
consequences of different interventions are
measured using a single outcome, usually in ‘natural
units (for example, life-years gained, deaths avoided,
heart attacks avoided, cases detected). Alternative
interventions are then compared in terms of cost per
unit of effectiveness.

Cost-minimisation analysis

A form of economic evaluation that compares the
costs of alternative interventions that have equal
effects.
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‘Cost of illness’ study

A study that measures the economic burden of a
disease or diseases and estimates the maximum
amount that could potentially be saved or gained if a
disease was eradicated.

Cost—utility analysis

A form of cost-effectiveness analysis in which the
units of effectiveness are quality-adjusted life years
(QALYSs).

Costing report and costing
template

Documents that help with analysing the overall costs
of putting NICE guidance into practice and any
savings. The costing report summarises the national
costs. The costing template helps primary care trusts
to work out how much it will cost to implement the
guidance in their area, and how much they could
save.

Costing statement

A short statement that is published if there are not
likely to be significant costs involved in implementing
a piece of NICE guidance.

Cross-sectional study

The observation of a defined set of people at a
single point in time or time period. This type of study
contrasts with a longitudinal study, which follows a
set of people over a period of time.

Decision(-analytic) model
(and/or technique)

A model of how decisions are or should be made.
This could be one of several models or techniques
used to help people to make better decisions (for
example, when considering the trade-off between
costs, benefits and harms of diagnostic tests or
interventions).

Decision tree

A method for helping people to make better
decisions in situations of uncertainty. It illustrates the
decision as a succession of possible actions and
outcomes. It consists of the probabilities, costs and
health consequences associated with each option.
The overall effectiveness or cost-effectiveness of
different actions can then be compared.

Delphi technique

A technique used for the purpose of reaching an
agreement on a particular issue, without the
participants meeting or interacting directly. It involves
sending participants a series of postal
questionnaires asking them to record their views.
After the first questionnaire, participants are asked to
give further views in the light of the group feedback.
The judgements of the participants are statistically
aggregated, sometimes after weighting for expertise.
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Discounting

Costs and perhaps benefits incurred today have a
higher value than costs and benefits occurring in the
future. Discounting health benefits reflects individual
preference for benefits to be experienced in the
present rather than the future. Discounting costs
reflects individual preference for costs to be
experienced in the future rather than the present.

Discrete event simulation

A method that can be used to model the course of a
disease (for example, to predict disease progression
for the purposes of cost-effectiveness analysis).

Dominate (in cost-
effectiveness analysis)

A term used in health economics when a treatment
option is both more clinically effective and less costly
than an alternative option. This treatment is said to
'dominate’ the less effective and more costly option.

Dosage

The prescribed amount of a drug to be taken,
including the size and timing of the doses.

Economic evaluation

Comparative analysis of alternative health strategies
(interventions or programmes) in terms of both their
costs and their consequences.

Effect (as in effect
measure, treatment effect,
estimate of effect, effect

The observed association between interventions and
outcomes or a statistic to summarise the strength of
the observed association.

size)

Effectiveness See ‘Clinical effectiveness’.

Efficacy The extent to which an intervention is active when
studied under controlled research conditions.

Epidemiology The study of a disease within a population, defining
its incidence (the number of instances of people
falling ill during a given time in a specified
population) and prevalence (the proportion of people
in a population with a particular characteristic) and
examining the roles of external influences (for
example, infection or diet) and interventions.

Equity Fair distribution of resources or benefits.

Evidence Information on which a decision or guidance is

based. Evidence is obtained from a range of
sources, including randomised controlled trials,
observational studies and expert opinion (of
healthcare professionals and/or patients).

Evidence profile

A table summarising, for each important clinical
outcome, the quality of the evidence and the
outcome data (part of the GRADE approach; see
definition below).

Evidence table

A table summarising the results of a collection of
studies which, taken together, represent the
evidence supporting a particular recommendation or
series of recommendations in a guideline.
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Evidence statement

A brief summary of one finding from a review of
evidence that a clinical guideline is based on.

Exceptional update

Review of existing guidance carried out sooner than
originally planned because new data have become
available.

Exclusion criteria (clinical
study)

Criteria that define who is not eligible to participate in
a clinical study.

Exclusion criteria
(literature review)

Explicit standards used to decide which studies
should be excluded from consideration as potential
sources of evidence.

Executive lead

The NICE executive director who is responsible for a
piece of guidance. Executive leads are not usually
involved day-to-day in the production of guidance.

Expert adviser

A person who has specialist knowledge in a
particular area related to a clinical guideline. The
expert adviser attends Guideline Development
Group meetings to give advice, but is not a full
member of the group.

Expert consensus

See ‘Consensus methods'.

Extrapolation

In data analysis, predicting the value of a parameter
outside the range of observed values.

Facilitator A person whose role is to promote the effective
functioning of a group.
Follow up Observation over a period of time of a person, group

or initially defined population whose characteristics
have been assessed in order to observe changes in
health status or health-related variables.

Free text terms

Data entered into a field without any formal or pre-
defined structure other than the normal use of
grammar and punctuation.

Full guideline

The version of a clinical guideline that contains the
recommendations, summaries of the evidence and
an explanation of how the recommendations were
developed. It is written by members of the National
Collaborating Centre (NCC) responsible for the
guideline, and a Guideline Development Group. It is
published by the NCC.

Generalisability

The extent to which the results of a study based on
measurement in a particular patient population
and/or a specific context hold true for another
population and/or in a different context. In this
instance, this is the degree to which a guideline
recommendation is applicable across both
geographical and contextual settings. For instance,
guidelines that recommend increases in numbers of
staff should acknowledge that associated costs
might vary across the country.

M Abbreviations and glossary

© National Institute for Health and Clinical Excellence (January 2009)

Page 239 of 266






The guidelines manual (appendices)

Generic name

The general non-proprietary name of a drug or
device.

GRADE (Grading of
recommendations
assessment, development
and evaluation)

A systematic and explicit approach to grading the
quality of evidence and the strength of
recommendations.

Grading (of evidence)

A code given to a study or other evidence, indicating
the quality and generalisability of the research. The
highest grade evidence will usually be obtained from
randomised controlled trials.

Grey literature

Reports that are unpublished or have limited
distribution, and are not included in the common
bibliographic retrieval systems.

Guidance Executive

NICE executive directors who approve all NICE
guidance for publication.

Guideline consultation
table

A table of all the comments received by NICE during
guideline consultation. The Guideline Development
Group considers the comments received, and the
National Collaborating Centre then responds to the
comments in the table.

Guideline Development
Group (GDG)

A group of healthcare professionals, patients and
carers, and technical staff who develop the
recommendations for a clinical guideline. The
National Collaborating Centre (NCC) responsible for
developing the guideline recruits a GDG to work on
the guideline. NCC staff review the evidence and
support the GDG. The group writes draft guidance,
and then revises it after a consultation with
stakeholders.

Guideline Review Panel

A panel of independent experts who comment on the
draft scope for a clinical guideline and check the full
guideline. The panel pays particular attention to how
the Guideline Development Group has responded to
comments received during consultation. The
members include healthcare professionals, and
representatives of the healthcare industry and
patients.

Guidelines Commissioning
Manager

The NICE staff member with responsibility for
managing the development of a particular clinical
guideline.

Handsearch/handsearching

The planned searching of a journal page-by-page
(by hand) to identify reports of studies to answer
review questions.

Harms

Adverse effects of an intervention.
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Health economist

A member of the Guideline Development Group with
skills in economic analysis whose role is to advise on
economic aspects of the clinical issues or questions,
review economic literature, prioritise topics for further
analysis and carry out additional cost-effectiveness
analyses.

Health inequalities

The gap in health status and in access to health
services, between different social classes and ethnic
groups, and between populations in different
geographical areas. For more information, see
Department of Health website:
www.dh.gov.uk/healthinequalities

Health-related quality of life

A combination of a person’s physical, mental and
social well-being; not merely the absence of disease.

Health technology

Any method used by those working in health
services to promote health, prevent and treat
disease, and improve rehabilitation and long-term
care. Technologies in this context are not confined to
new drugs or pieces of sophisticated equipment.

Health Technology
Assessment review

Independent research information about the
effectiveness, costs and broader impact of
healthcare treatments and tests for those who plan,
provide or receive care in the NHS. The Health
Technology Assessment (HTA) programme is part of
the National Institute for Health Research (NIHR).

Healthcare professional
member

A member of the Guideline Development Group with
appropriate knowledge and skills to represent the
perspective(s) of the healthcare professionals (and
social care professionals where relevant) involved in
the care of patients affected by the guideline topic.

Heterogeneity

Used in meta-analyses and systematic reviews when
the results or estimates of effects of a treatment from
separate studies seem to be very different (for
example, the size of treatment effects may vary
across studies, or some studies may indicate
beneficial treatment effects where others suggest
adverse treatment effects). Such results may occur
because of differences between studies in terms of
the patient populations, outcome measures or
definition of variables.

Hypothesis

An unproven theory that can be tested by research.

Implementation

The process of putting guidance into practice.

Implementation advice

Advice on how to put into practice a specific piece of
NICE guidance. This advice is for NHS staff whose
job includes ensuring this happens. The advice
includes an action plan that staff can use.
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Implementation tool

Various ‘tools’ are produced to help the NHS put
NICE guidance into practice. These include costing
reports, costing templates, implementation advice
and slide sets.

In confidence material

Information (for example, the findings of a research
project) defined as ‘confidential’ as its public
disclosure could have an impact on the commercial
interests of a particular company (‘commercial in
confidence’) or the academic interests of a research
or professional organisation (‘academic in
confidence’).

Inclusion criteria (literature
review)

Explicit criteria used to decide which studies should
be considered as potential sources of evidence.

Incremental analysis

The analysis of additional costs and additional
clinical outcomes with different interventions.

Incremental cost-
effectiveness ratio (ICER)

The difference in the mean costs in the population of
interest divided by the differences in the mean
outcomes in the population of interest.

Index

In epidemiology and related sciences, this word
usually means a rating scale (for example, a set of
numbers derived from a series of observations of
specified variables). Examples include the various
health status indices, and scoring systems for
severity or stage of cancer.

Index test

The test being evaluated in a study to compare it
with the best available test (the reference standard).

Indication (specific)

The defined use of a technology as licensed by the
Medicines and Healthcare products Regulatory
Agency.

Indirect comparison

An analysis that compares interventions that have
not been compared directly within a head-to-head,
randomised trial.

Information specialists

Specialists, based either at NICE or within a National
Collaborating Centre, who assess the suitability of
topic suggestions for consideration by NICE for the
standard and short clinical guideline programmes,
and provide information to support the decision-
making of the topic selection team and affiliated
groups.

Internal validity

The degree to which the results of a study are likely
to approximate the ‘truth’ for the participants
recruited in a study (that is, are the results free from
bias?).
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Interventional procedure

Any surgery, test or treatment that involves entering
the body through skin, muscle, a vein or artery, or a
body cavity, or using electromagnetic radiation
(which includes X-rays, lasers, gamma-rays and
ultraviolet light).

Interventional Procedures
(IP) Advisory Committee
(IPAC)

The independent committee that advises NICE on
whether an interventional procedure is safe enough
and works well enough to be used in the NHS.

Key clinical issues

The most important aspects of care that a clinical
guideline will cover in order to ensure that it focuses
on areas in which the NHS most needs advice. Key
clinical issues relate to the effectiveness and cost
effectiveness of interventions or tests that are being
considered for a given population.

Key priorities for
implementation

Up to 10 recommendations from a clinical guideline
that should be implemented first because they will
have the biggest impact. They are chosen by the
Guideline Development Group.

Licence

See ‘Marketing authorisation’.

Likelihood ratio

The ratio of the probability that a person with a
condition has a specified test result to the probability
that a person without the condition has the same
specified test result.

Marketing authorisation

An authorisation that covers all the main activities
associated with the marketing of a medicinal
product. Medicines that meet the standards of
safety, quality and efficacy set by the Medicines and
Healthcare products Regulatory Agency are granted
a marketing authorisation (previously a product
licence), which is normally necessary before they
can be prescribed or sold.

Markov modelling

A decision-analytic technique that characterises the
prognosis of a cohort of patients by assigning them
to a fixed number of health states and then models
transitions among health states.

Medical devices

All products, except medicines, used in healthcare
for the diagnosis, prevention, monitoring or treatment
of iliness or disability.

Medicines and Healthcare
products Regulatory
Agency (MHRA)

The Executive Agency of the Department of Health
responsible for protecting and promoting public
health and patient safety by ensuring that medicines,
healthcare products and medical equipment meet
appropriate standards of safety, quality, performance
and effectiveness, and are used safely.
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MeSH (medical subject
headings)

The US National Library of Medicine's controlled
vocabulary thesaurus used for indexing articles from
biomedical journals for databases such as
MEDLINE.

Meta-analysis

A statistical technique for combining (pooling) the
results of a number of studies that address the same
question and report on the same outcomes to
produce a summary result. The aim is to derive more
precise and clear information from a large data pool.
It is generally more likely to reliably confirm or refute
a hypothesis than the individual trials.

Meta-ethnography

A process of identifying relevant findings or other
statements from the literature and sorting them into a
pattern of evidence on the subject being studied.

Mixed treatment

An analysis that compares two or more interventions

comparison using a combination of direct evidence (from trials
that directly compare the interventions of interest)
and indirect evidence (trials that do not compare the
interventions of interest directly).

Model input Information required for economic modelling. For

clinical guidelines, this may include information
about prognosis, adverse effects, quality of life,
resource use or costs.

Multiple technology
appraisal

The name given to the NICE process in which
appraisals of more than one technology, or a single
technology for more than one indication, are
conducted.

Narrative summary

Summary of findings given as a written description.

National Collaborating
Centre (NCC)

A group set up by NICE to develop clinical guidelines
for a particular disease area. Each NCC is based at
one of the Royal Medical Colleges. Staff at the NCC
review the evidence for a guideline and appoint a
Guideline Development Group.

Negative predictive value

The proportion of people with a negative test result
who do not have the disease or characteristic.

Net benefit estimate

An estimate of the amount of money remaining after
all payments made are subtracted from all payments
received. This is a source of information used in the

economic evidence profile for a clinical guideline.

NICE guideline

The version of a clinical guideline that presents the
recommendations from the full guideline in a format
that focuses on implementation by healthcare
professionals and NHS organisations.
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Nominal-group technique

A technique used for the purpose of reaching an
agreement on a particular issue. It uses a variety of
postal and direct contact techniques, with individual
judgements being aggregated statistically to derive
the group judgement.

Number needed to harm

The average number of people from a defined
population that would need to be treated with a
specific intervention for a given period of time to
cause one additional adverse outcome.

Number needed to treat

The number of patients that on average must be
treated with a specific intervention for a given period
of time to prevent a single extra occurrence of the
outcome of interest.

Observational study

Retrospective or prospective study in which the
investigator observes the natural course of events
with or without control groups (for example, cohort
studies and case—control studies).

Odds ratio

A measure of treatment effectiveness. The odds of
an event happening in the treatment group,
expressed as a proportion of the odds of it
happening in the control group. The 'odds' is the
ratio of non-events to events.

Off-label

A situation where a drug is used to treat a condition
or disease for which it is not specifically licensed.

Opportunity cost

The opportunity cost of investing in a healthcare
intervention is the other healthcare programmes that
are displaced by its introduction. This may be best
measured by the health benefits that could have
been achieved had the money been spent on the
next best alternative healthcare intervention.

Outcome

Measure of the possible results that may stem from
exposure to a preventative or therapeutic
intervention. Outcome measures may be
intermediate or final endpoints. See ‘Intermediate
outcome’.

p-values

The probability that an observed, or more extreme,
difference could have occurred by chance, assuming
that there is in fact no true difference between the
measurements in the groups being compared. If the
probability is less than 1 in 20, the p-value is less
than 0.05. A result with a p-value of less than 0.05 is
conventionally considered to be ‘statistically
significant’.

Patient and carer member

A member of the Guideline Development Group with
knowledge of the issues that are important to
patients and carers.
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Patient and Public
Involvement Programme

A department at NICE that advises on involving
patients and carers in the guidance programmes. It
also supports patients and carers who are members
of committees or groups that produce guidance, and
patient and carer stakeholder organisations that are
commenting on draft guidance.

Peer review

A process where research is scrutinised by experts
who have not been involved in the design or
execution of the studies.

Personal social services

Personal services normally provided for people
related to their specific needs and circumstances, in
contrast to standardised services provided to people
as members of categories. People who are typically
users of personal social services include elderly
people and their carers, children and families, and
people with disabilities and their carers.

PICO (population,
intervention, comparison
and outcome) framework

A structured approach for developing questions
about interventions that divides each question into
four components: the patients (the population under
study); the interventions (what is being done); the
comparators (other main treatment options); and the
outcomes (measures of how effective the
interventions have been).

Placebo

An inactive and physically identical medication or
procedure used as a comparator in controlled clinical
trials.

Positive predictive value

The proportion of people with a positive test result
who actually have the disease or characteristic.

Pre-publication check

A new step (introduced in 2009) in the clinical
guideline development process that enables
registered stakeholders to raise concerns about
factual errors that may exist in a guideline after
consultation and before its publication.

Primary research

Study generating original data (see also ‘Secondary
research’).

Prognosis

A probable course or outcome of a disease.
Prognostic factors are patient or disease
characteristics that influence the course. Good
prognosis is associated with low rate of undesirable
outcomes; poor prognosis is associated with a high
rate of undesirable outcomes.
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Prognostic factor

Patient or disease characteristics (for example, age
or co-morbidity) that influence the course of the
disease under study. In a randomised trial to
compare two treatments, chance imbalances in
variables (prognostic factors) that influence patient
outcome are possible, especially if the size of the
study is fairly small. In terms of analysis, these
prognostic factors become confounding factors.

Programme Development
Group

A group of health and other professionals and
researchers, brought together to write a particular
piece of public health guidance that is being
developed using the public health programme
process.

Project manager

The National Collaborating Centre staff member who
oversees and facilitates the clinical guideline
development process, organising Guideline
Development Group (GDG) meetings and providing
administrative support to the GDG Chair and
members.

Proprietary name

The brand name given by the manufacturer to a drug
or device it produces.

Prospective cohort study

An observational study that takes a group (cohort) of
patients and follows their progress over time in order
to measure outcomes such as disease or mortality
rates and make comparisons according to the
treatments or interventions that patients received.
Prospective cohorts are assembled in the present
and followed into the future.

Public health guidance

Guidance on ways to help people reduce their risk of
illness and lead a healthier life.

Public Health Interventions
Advisory Committee
(PHIAC)

An independent standing committee set up by NICE
to write some of its public health guidance.

QUADAS (quality
assessment of diagnostic
accuracy studies)

A tool for the quality assessment of studies on the
accuracy of diagnostic technologies.

Qualitative research

Research using qualitative data collection
techniques and qualitative analysis.

Quality-adjusted life year
(QALY)

An index of survival that is adjusted to account for
the patient’s quality of life during this time. QALYs
have the advantage of incorporating changes in both
quantity (longevity/mortality) and quality (morbidity,
psychological, functional, social and other factors) of
life. Used to measure benefits in cost-utility analysis.

Quality of life

See ‘Health-related quality of life’.
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Quick reference guide

A short, printed version of a clinical guideline
designed for use by healthcare professionals and
other staff who will be following the guidance. It
contains the recommendations (or a summary of the
recommendations) but not the supporting evidence.

Quorum

The smallest number of group members that must
be present to constitute a valid meeting. The quorum
of a Guideline Development Group is 50% of
appointed members. No business relating to the
formulation of guideline recommendations may be
conducted unless the quorum is reached.

Randomisation

Allocation of participants in a research study to two
or more alternative groups using a chance
procedure, such as computer-generated random
numbers. This approach is used in an attempt to
ensure there is an even distribution of participants
with different characteristics between groups and
thus ensure that groups are comparable.

Randomised controlled
trial (RCT)

A comparative study in which participants are
randomly allocated to intervention and control
groups and followed up to examine differences in
outcomes between the groups.

Receiver operating
characteristic (ROC) curve

A plot of test sensitivity versus (1 — specificity), used
to summarise the results of studies of diagnostic test
accuracy.

Recommendations

Formal, numbered paragraphs in NICE clinical
guidelines that give specific advice on the
appropriate treatment and care of people with
specific diseases and conditions within the NHS.

Referral (from the
Department of Health)

A remit that identifies the broad areas to be covered
by a clinical guideline and is translated into the
scope for the guideline. Topics for clinical guidelines
are referred to NICE by the Department of Health,
based on recommendations from topic selection
consideration panels.

Reference case

When estimating clinical and cost effectiveness in a
technology appraisal, the reference case specifies
the methods that are considered by NICE to be the
most appropriate for the Appraisal Committee’s
purpose and are also consistent with an NHS
objective of maximising health gain from limited
resources.

Reference standard (or
gold standard)

An agreed standard (for example, for a test or
treatment) against which other interventions can be
compared.
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Relative risk (RR)

The number of times more likely or less likely an
event is to happen in one group compared with
another (calculated as the risk of the event in
group A divided by the risk of the event in group B).

Relative risk reduction

The proportional reduction in risk between
experimental and control participants in a trial.

Reliability

The degree of agreement exhibited when a
measurement is repeated under identical conditions.
Reliability refers to the degree to which the results
obtained by a measurement procedure can be
replicated.

Remit

The brief given by the Department of Health at the
beginning of the clinical guideline development
process. This defines core areas of care that the
guideline needs to address.

Research recommendation

Recommendations for future research covering
questions relating to an uncertainty or evidence gap
that has been identified during the guideline
development process.

Resource implication

The likely impact in terms of finance, workforce or
other NHS resources.

Review of the literature

An article that summarises the evidence contained in
a number of different individual studies and draws
conclusions about their findings. It may or may not
be systematically researched and developed.

Review protocol

A document that outlines the background, objectives
and planned methods for a systematic review.

Review question

A structured question about treatment and care that
is formulated by the Guideline Development Group
from a key clinical issue in the scope to guide the
systematic review. A review question has four
components:

e patients (the population under study)

¢ interventions (what is being done)

e comparisons (other main treatment options)

e outcomes.

Scope

Document created at the start of producing a piece
of guidance outlining what the guidance will and will
not cover. Organisations registered as stakeholders,
can comment on the draft scope during a
consultation period. The final version of the scope —
taking into account comments from the consultation
— is used as a starting point for developing the
guidance.

Scope consultation table

A table of all the comments received by NICE during
consultation on the guideline scope, which is
published on the NICE website with the final scope.
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Scope notes (databases)

Scope notes provide additional information about
database indexing terms (for example, when the

term was first used for indexing, how the term is

applied in the database, and ‘used-for’ terms and
‘see-related’ terms).

Scoping group

A group led by the National Collaborating Centre
with input from the Guideline Development Group
(GDG) Chair (and the GDG Clinical Adviser if
applicable), NICE, and patient and carer groups,
whose role is to:

¢ identify the key areas for inclusion in a piece of
guidance

e revise the key areas after the stakeholder scoping
meeting

e draft the scope for consultation

e respond to stakeholders’ comments

¢ finalise the scope after consultation.

Scoping search

A search of the literature undertaken at the scoping
stage to identify previous clinical guidelines, health
technology assessment reports, key systematic
reviews and economic evaluations relevant to the
guideline topic.

Search filter

A collection of search terms designed to retrieve
selections of records (for example, records of
research using a specific study design or on a
specific topic).

Secondary research

Research analysing data from existing studies (see
also ‘Primary research’).

Selection bias (also known
as allocation bias)

A systematic bias in selecting participants for study
groups, so that the groups have differences in
prognosis and/or therapeutic sensitivities at baseline.
Randomisation (with concealed allocation) of
patients protects against this bias.

Sensitivity (of a test)

The proportion of people classified as positive by the
gold (or reference) standard, who are correctly
identified by the study test.
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Sensitivity analysis

A means of representing uncertainty in the results of
economic evaluations. Uncertainty may arise from
missing data, imprecise estimates or methodological
controversy. Sensitivity analysis also allows for
exploring the generalisability of results to other
settings. The analysis is repeated using different
assumptions to examine the effect on the results.

Deterministic sensitivity analysis: tests the impact of
potential bias resulting from the selection of data
sources for key model parameters.

One-way sensitivity analysis (univariate analysis):
each parameter is varied individually in order to
isolate the consequences of each parameter on the
results of the study.

Probabilistic sensitivity analysis: probability
distributions are assigned to the uncertain
parameters and are incorporated into evaluation
models based on decision analytical techniques (for
example, Monte Carlo simulation).

Service delivery guidance

Recommendations on service delivery primarily
aimed at health service commissioners. Service
delivery guidance focuses on the broad configuration
and provision of clinical services and addresses only
those interventions that are likely to have
implications for the configuration of services.

Short clinical guideline

A NICE clinical guideline produced using a ‘fast
track’ process. Short clinical guidelines address only
part of a care pathway.

Sign-off

The approval or acknowledgement of something by
or as if by a signature.

Single technology

The name given to the NICE process in which

appraisal appraisals of single technologies for one indication
are conducted.
Slide set A set of slides that local NHS staff can use to raise

awareness of a piece of NICE guidance among
healthcare professionals and managers.

Specificity (of a test)

The proportion of people classified as negative by
the gold (or reference) standard, who are correctly
identified by the study test.
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Stakeholder

An organisation with an interest in a topic that NICE
is developing a clinical guideline or piece of public
health guidance on. Organisations that register as
stakeholders can comment on the draft scope and
the draft guidance. Stakeholders may be:

e manufacturers of drugs or equipment
e national patient and carer organisations
¢ NHS organisations

e organisations representing healthcare
professionals

e organisations that fund or carry out research.

Stakeholder scoping
workshop

Workshop attended by registered stakeholders
before consultation on the guideline scope, to
discuss the key clinical issues identified by the
scoping group.

Stochastic analysis

A cost-effectiveness analysis where both costs and
effects are determined from data sampled from the
same patients in a study.

Study quality

The extent to which a study has conformed to
recognised good practice in the design and
execution of its research methods.

Synthesis of evidence

A generic term to describe methods used for
summarising (comparing and contrasting) evidence
into a clinically meaningful conclusion in order to
answer a defined clinical question. This can include
systematic review (with or without meta-analysis),
and qualitative and narrative summaries.

Systematic review

Research that summarises the evidence on a clearly
formulated question according to a predefined
protocol using systematic and explicit methods to
identify, select and appraise relevant studies, and to
extract, collate and report their findings. It may or
may not use statistical meta-analysis.

Technical team

A core technical team from the National
Collaborating Centre (NCC) that supports Guideline
Development Group members with technical
experience and expertise. This team usually includes
the NCC Director, an information specialist, a lead
systematic reviewer (who can also be the project
manager) and a health economist.
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Technology appraisal
guidance

NICE technology appraisal guidance makes
recommendations on the use of new and existing
drugs and treatments in the NHS. If NICE
recommends a drug or treatment for a particular
condition, the NHS has to make it available for
patients with that condition if it is suitable for them.
Usually, this has to be done within 3 months of the
guidance being issued.

Technology assessment

The process of evaluating the clinical, economic and
other evidence relating to use of a technology in
order to formulate guidance on its most efficient use.

‘Test and treat’ study

Studies that compare outcomes of patients after a
diagnostic test (in combination with a management
strategy) with those of patients who receive the
usual diagnostic or management strategy.

Time horizon

The time span used in a NICE technology appraisal
that reflects the period over which the main
differences between interventions in health effects
and use of healthcare resources are expected to be
experienced, taking into account the limitations of
supportive evidence.

Treatment allocation

The process by which study participants are
allocated to a treatment group.

Treatment options

The choices of intervention available.

Understanding NICE
guidance

A summary of a clinical guideline in everyday
language for patients, carers and the general public.

Utility

A measure of the strength of a person’s preference
for a specific health state in relation to alternative
health states. The utility scale assigns numerical
values on a scale from 0 (death) to 1 (optimal or
‘perfect’ health). Health states can be considered
worse than death and thus have a negative value.

Utility weight

The utility weight of a certain health state is most
often expressed as a value on a scale of 0 to 1,
where 0 represents death and 1 represents perfect
health. To measure utility weights of a certain health
state (that is, the quality of life experienced when in
that health state), large patient surveys are
performed using questionnaires such as the EuroQol
instrument.

Value-of-information
methods

Formal methods that may be used as part of cost-
effectiveness analysis to estimate the ‘value for
money’ of additional research.
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Workplan

A document prepared by the National Collaborating
Centre (NCC) to set out the guideline development
process for each guideline. Its purpose is to specify
methods, timelines and costings. It is an internal
document that becomes a formal agreement
between the NCC and NICE, and constitutes the
reference from which the progress of the work can
be assessed.
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Appendix N: Guide to the short clinical guideline
process
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Foreword

This appendix describes the process by which short clinical guidelines are
developed. It should be read in conjunction with the rest of “The guidelines
manual’ (2009) and, where relevant, with the other NICE documents on
contributing to an individual clinical guideline:

¢ How NICE clinical guidelines are developed: an overview for stakeholders,
the public and the NHS
e A guide for patients and carers: contributing to a NICE clinical guideline
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1.2

1.3

1.4

2.1
2.1.1

Introduction

Short clinical guidelines are clinical guidelines that address only
part of a care pathway. They are intended to allow the rapid (11—
13-month timescale) development of guidance on aspects of care
for which the NHS requires urgent advice. This document sets out
the process, including timelines, that the National Institute for
Health and Clinical Excellence (NICE) follows when developing a
short clinical guideline. It describes an open and transparent
process designed to achieve robust guidance for the NHS. The
document provides guidance for organisations that are invited to
contribute to short clinical guidelines, and has been developed to
inform consultees and stakeholders and to facilitate their comments
on this work programme.

The document highlights the key differences in the development
process for short clinical guidelines compared with that for standard
clinical guidelines. The latter is outlined in the chapters of ‘The
guidelines manual’ and in ‘How NICE clinical guidelines are
developed: an overview for stakeholders, the public and the NHS’
(appendix O). Cross-referral is made to the relevant sections of
‘The guidelines manual’.

Each short clinical guideline is developed by an independent
Guideline Development Group (GDG) supported by a technical
team based within NICE (the Short Clinical Guidelines Team). This
technical team is constituted in the same way and undertakes the
same functions as the established National Collaborating Centre
(NCC) technical teams. The Short Clinical Guidelines Team does
not have voting rights on recommendations made by the GDG. The
development and quality assurance of short clinical guidelines is
overseen by a Guidelines Commissioning Manager, the Director of
the Centre for Clinical Practice and an Executive Lead at NICE.

Occasionally, a short clinical guideline may be externally
commissioned by NICE from one of the NCCs; this is decided on a
case-by-case basis.

The short clinical guideline process

Overview
The short clinical guideline process consists of four phases:

1. Referral of the topic to NICE by the Department of Health.
2. Scoping the short clinical guideline.

3. Development of the short clinical guideline. This begins with the
first meeting of the GDG and ends when the draft guideline is
submitted for stakeholder consultation.
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4. Consultation and publication. This consists of consultation with
stakeholders on the draft guideline, revising the guideline in the
light of comments received during consultation, receiving advice
from the Guideline Review Panel and expert reviewers,
preparation of the final draft, carrying out the pre-publication
check, sign off by NICE’s Guidance Executive and publication.

21.2 Each phase of the short guidelines process (topic selection,
drafting of and consultation on the scope, development of the short
clinical guideline, and consultation and publication) follows the
principles set out in ‘Social value judgements: principles for the
development of NICE guidance (2™ edition)’® and NICE’s ‘Equality
scheme and action plan 2007—2010’"°. These are taken into
account when developing the remit and scope and defining the
population and management areas to be covered by the guideline;
identifying stakeholders and GDG members; developing the review
questions; identifying, reviewing and appraising the evidence;
developing the recommendations; and producing the guideline
publications.

2.1.3 The total time from topic referral to publication is between 11 and
13 months, depending on the length of the development phase.
Figure N1 sets out the timeline in more detail.

° www.nice.org.uk/aboutnice/howwework/socialvaluejudgements/socialvaluejudgements.jsp
10 www.nice.org.uk/aboutnice/howwework/NICEEqualityScheme.jsp
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Figure N1 Short clinical guideline process timeline

Phase Action Time Elapsed
taken time from
(weeks) initiation of
process
(weeks)
1 Topic referral
2 Scoping Registration of stakeholders and 0 0
invitations to scoping workshop
Short Clinical Guidelines Team to draft | 5 5

scope and key clinical issues based on
scoping searches

Stakeholder scoping workshop 3 8
Scope revised after workshop 1 9
Advertisement and appointment of 13
GDG members
Public consultation on scope 4 13
Scope revised and signed off 2 15
Final scope available on web 1 16
3 Development | Development of guideline 16-26 3242
4 Consultation Public consultation on guideline 4+1 37-47
and publication | (including 1 week for editing)
Guideline revised 3 40-50
Review by Guideline Review Panel 1 41-51
Pre-publication check 2 42-53
Guidance Executive sign off 1 44-54
Total 11-13
months
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2.2
2.21

2.3

23.1
2.3.1.1

23.1.2

2.3.2
2.3.21

2322

Phase 1 — referral of topic

Topics are referred to NICE by the Department of Health (for more
details on the topic selection process, see the NICE website).
The criteria for the referral to NICE should include both suitability
for a short clinical guideline and a judgement about the urgency of
the requirement for the advice. The Department of Health is
responsible for identifying topics for the short clinical guideline
process; proposals for topics may be put forward by the topic
selection consideration panels.

Phase 2 — scoping the short clinical guideline

Drafting the scope

A draft scope, which defines the areas the guideline will and will not
cover, is prepared by the Short Clinical Guidelines Team. It is
based on the remit from the Department of Health, input from
relevant experts, patients and carers, and a preliminary search of
the literature to identify existing clinical practice guidelines, key
systematic reviews and other relevant publications. The literature
search facilitates an overview of the issues likely to be covered by
the guideline — the clinical need for the guideline and the clinical
management of the condition — and helps define key clinical issues.
It also informs the Short Clinical Guidelines Team of the volume of
literature likely to be available in the topic area, and therefore the
amount of work required. The draft scope is tightly focused,
covering a small number of key clinical issues.

Comparison with the standard clinical guideline process. The
process for drafting the scope broadly follows that outlined for
standard clinical guidelines (see chapter 2 of ‘The guidelines
manual’).

The scope consultation process

Stakeholders are invited to register at the time of formal referral of
the guideline topic by the Department of Health. Contact with
stakeholders is important to ensure that they are included in the
development of the guideline and support it.

The draft scope is presented at a stakeholder scoping workshop to
a relevant group of stakeholders and professional groups.
Attendees are identified in two ways: firstly, by inviting all registered
stakeholder organisations to offer suggestions of possible
workshop attendees; and secondly, by the Short Clinical Guidelines
Team identifying key individuals who are active in the topic area in
the UK. One person from each registered stakeholder organisation
may attend. The scoping search is used to identify UK-based
individuals who have led on recent national published guidelines

" www.nice.org.uk/aboutnice/howwework/howguidancetopicsarechosen
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2323

2324

2.4

241
2411

2412

and/or recent key reviews in the topic area. Workshop attendees,
including representatives of relevant patient and carer
organisations, should have specific knowledge or experience in the
topic area. The workshop consists of presentations and tightly
facilitated parallel-running working groups. The aim is to obtain
detailed feedback on the draft scope and agree core areas of care
to be covered in the guideline, to seek input about the composition
of the GDG and to raise awareness that NICE is publicly
advertising for applications for GDG membership.

The draft scope is amended to address and/or include issues
raised in the workshop. The scope is then subject to a 4-week
consultation with stakeholders. Stakeholder comments are
reviewed by the Short Clinical Guidelines Team, the GDG Chair
and the Clinical Adviser (if one is appointed; see section 2.4.1.1). A
revised scope is prepared, which is reviewed by the Guideline
Review Panel (GRP). The GRP considers whether stakeholders’
comments have been appropriately and adequately addressed by
the developers, and the GRP Chair then prepares a report. Subject
to any amendments agreed by NICE as a result of the Chair's
report, the revised scope is signed off by the Director of the Centre
for Clinical Practice at NICE. Stakeholders are notified once the
final version of the scope is available on the NICE website.

Comparison with the standard clinical guideline process. The
process for consulting on the scope follows that outlined for
standard clinical guidelines (see chapter 2 of ‘The guidelines
manual’).

Phase 3 — development of the short clinical guideline

Forming and running the short clinical guideline GDG

Each short clinical guideline is developed by a unique GDG
consisting of 10—-12 members, supported by the Short Clinical
Guidelines Team. Each GDG has a Chair, healthcare professional
members and a minimum of two patient and carer members. Co-
opted expert advisers are recruited, as appropriate. A Clinical
Adviser, who has specific content expertise and additional
responsibilities, may also be appointed depending on the topic.
Recruitment of the GDG Chair and members is carried out in
accordance with NICE’s policy ‘Appointments to guidance
producing bodies advisory to NICE’ (November 2006)"2.
Development of the guideline takes 4—6 months and the GDG
meets approximately every 4—6 weeks.

NICE reserves the option of selecting the GDG Chair and some
members for a short clinical guideline from a pool of suitable
members. This pool will be recruited through a formal

12 Available from: www.nice.org.uk/384476
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2413

2414

24.2
2421

2422

advertisement and recruitment process to act as standing members
for each guideline. They will be appointed on 3-year rolling
contracts. Healthcare professional members and patient and carer
members will be recruited using the standard process. The pool will
consist of the following: a) experienced Chairs and b)
methodological experts, such as epidemiologists, statisticians and
health economists. This option will help foster consistency between
the approaches taken with different topics, and will be a more
efficient way of setting up GDGs. The system of a unique GDG for
every guideline is resource intensive. There is also the risk of
ineffective group working, given that the short timeframe requires
the GDG to perform as a small group immediately.

The GDG makes its decisions using the best available evidence
presented to it at GDG meetings by the Short Clinical Guidelines
Team. The use of formal consensus methods within the GDG will
be considered on a case-by-case basis (see section 3.5 of ‘The
guidelines manual’). However, formal consensus methods that
seek the views of groups outside the GDG are unlikely to be used
in the short clinical guideline process because of the short
timeframe.

Comparison with the standard clinical guideline process. The
process of forming and running the GDG outlined in section 2.4.1.1
is consistent with that for the standard clinical guideline programme
(see chapter 3 of “The guidelines manual’). However, the guideline
development time is 4—6 months compared with up to 18 months in
the standard process. The process outlined in section 2.4.1.2 is an
adaptation of standard methods.

Developing review questions

A short clinical guideline has a narrow scope and covers only part
of a care pathway. It addresses a maximum of three subject areas
covering clinical management. This will result in a small number of
key clinical issues (listed in the scope). These are broken down into
a defined number of review questions — usually one or two per
clinical management area. The exact number will be dictated by the
size of the short clinical guideline remit and the amount of
development time available. As with the standard clinical guideline
programme, it is feasible to present a maximum of two systematic
reviews at any one GDG meeting. These review questions are
formulated and structured according to the process for standard
clinical guidelines (see chapter 4 of ‘The guidelines manual’).

Comparison with the standard clinical guideline process. The
tightly focused scope and short development phase (4—-6 months)
mean that between three and six review questions are considered,
compared with 15-20 review questions in the standard clinical
guideline process.
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243
2.4.3.1

244
24.4.1

245

24.5.1

2.4.6
2.4.6.1

24.6.2

24.6.3

2464

2.4.7
24.7.1

Identifying the evidence

The short clinical guideline process follows the standard process
for identifying evidence (see chapter 5 of ‘The guidelines manual’).

Reviewing the evidence

The short clinical guideline process follows the standard process
for assessing and summarising the evidence (see chapter 6 of “The
guidelines manual’).

Incorporating health economics in the guideline and
assessing health-economic impact

The short clinical guideline process in general follows the standard
process for incorporating health economics in the guideline and
assessing health-economic impact (see chapter 7 of “The
guidelines manual’). However, given the short overall timeframe, it
will be necessary to consider identifying relevant topics for health-
economic analysis during the scoping phase.

Creating guideline recommendations

Explicit methods of linking the evidence to recommendations are
used for short clinical guidelines if the topic is suitable. This
involves using the Grading of Recommendations Assessment,
Development and Evaluation (GRADE) approach, which is also
being implemented in the standard clinical guidelines programme
(see section 9.1 of ‘The guidelines manual’).

The smaller number of review questions results in a smaller
number of guideline recommendations. The number of
recommendations in each short clinical guideline is likely to be
between 5 and 20. In addition, because there are usually fewer
than 20 recommendations, short clinical guidelines do not generally
have key priorities for implementation.

Research recommendations are formulated for short clinical
guidelines. Their number is dependent on the size of the short
clinical guideline remit and the amount of development time
available.

Comparison with the standard clinical guideline process. The
short clinical guideline process broadly follows the standard
process for creating guideline recommendations (see chapter 9 of
‘The guidelines manual’).

Writing the guideline
There are usually three versions of short clinical guidelines:
¢ The full guideline — all the recommendations, details of how they

were developed and summaries of the evidence they are based
on.
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¢ The quick reference guide — a summary of the recommendations
for healthcare professionals.

¢ ‘Understanding NICE guidance’ — a summary for patients and
carers.

24.7.2  The full guideline is written by the Short Clinical Guidelines Team,
following the principles in chapters 9 and 10 of ‘The guidelines
manual’. The quick reference guide and ‘Understanding NICE
guidance’ are written by NICE editorial staff.

24.7.3 Incases where an NCC is commissioned by NICE to develop a
short clinical guideline, the full guideline is produced by the NCC.
NICE also produces a ‘NICE guideline’ that contains only the
recommendations from the full guideline, without the information on
methods and evidence.
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2.5
2.5.1

252

253

254

2.5.5

3.1.1

Phase 4 — consultation and publication

Following the development of the draft short clinical guideline, there
is a 4-week consultation period for registered stakeholders to
comment on the draft guideline.

The formal expert review process that has been established within
the Centre for Clinical Practice for standard clinical guidelines is
also used for short clinical guidelines (see section 11.2.2 of ‘The
guidelines manual’).

Following consultation with stakeholders, the guideline is revised by
the Short Clinical Guidelines Team working in collaboration with the
GDG.

The revised short clinical guideline is reviewed by one of the
existing GRPs, is subject to a pre-publication check of 10 working
days, and is then signed off by NICE’s Guidance Executive and
published.

Comparison with the standard clinical guideline process. The
consultation period for short clinical guidelines is 4 weeks,
compared with 8 weeks for standard clinical guidelines. For the pre-
publication check, the full guideline is posted on the NICE website
for a period of 10 working days for short guidelines, compared with
15 working days for standard guidelines. The Short Clinical
Guidelines Team works with the GDG in the same way that the
NCCs work with their GDGs (see chapter 11 of ‘The guidelines
manual’).

Linking short clinical guidelines to other NICE
guidance

Short clinical guidelines are linked to other NICE guidance in the
same way as standard clinical guidelines (see chapter 8 of ‘The
guidelines manual’).

Updating short clinical guidelines

Short clinical guidelines are reviewed for consideration of updating
by the Short Clinical Guidelines Team using the process for
standard clinical guidelines (see chapter 14 of ‘The guidelines
manual’).
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Appendix O: How NICE clinical guidelines are
developed: an overview for stakeholders, the public
and the NHS

This appendix is available as a separate file from the NICE website
(www.nice.org.uk). For a printed copy, phone NICE publications on 0845 003
7783 or email publications@nice.org.uk and quote reference number N1739.
This edition replaces the April 2007 edition of ‘The guideline development
process: an overview for stakeholders, the public and the NHS’ (reference
N1233).

Also available from the NICE website is ‘A guide for patients and carers:
contributing to a NICE clinical guideline’, which explains how individual
patients and carers, as well as patient organisations, can get involved
(www.nice.org.uk/nicemedia/pdf/quidelinecontribute _how to CG.pdf).
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About NICE guidance

About NICE guidance

The National Institute for Health and Clinical Excellence (NICE) is the independent organisation
responsible for providing national guidance on the promotion of good health and the prevention
and treatment of ill health. We produce the following types of guidance:

¢ Clinical guidelines — recommendations about the treatment and care of people with specific
diseases or conditions in the NHS in England and Wales'.

* Technology appraisal guidance and interventional procedures guidance — guidance on
the use of new and existing medicines, treatments and procedures in the NHS?.

* Public health guidance — guidance on ways of helping people improve their health and
reduce their risk of illness®.

Key point

We encourage stakeholders to get involved in the development of our guidance at all stages.
Stakeholders can include national organisations that represent patients and carers, local patient
and carer organisations when there is no relevant national organisation, healthcare professionals,
the NHS, organisations that fund or carry out research, and the healthcare industry.

' Clinical guidelines may also apply to Northern Ireland under special arrangements.

2Technology appraisal guidance applies to England and Wales; interventional procedures guidance applies to
England, Wales, Scotland and Northern Ireland.

3Public health guidance applies to England only.
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Key point

NICE clinical guidelines
What is a NICE clinical guideline?

NICE clinical guidelines give recommendations on how healthcare professionals should care for
people with specific conditions. The recommendations are based on the best available evidence.
Clinical guidelines are also important for health service managers and those who commission
NHS services.

Our clinical guidelines can cover any aspect of a condition. This may include recommendations
about:

* providing information, education and advice (for example, about self-care)
* prevention

* treatment in primary care (GPs and other community services)

* treatment in secondary care (provided by or in hospitals)

* treatment in specialised services.

The key principles underlying our clinical guidelines are given in box 1.
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Box 1 Key principles underlying NICE clinical guidelines

Our clinical guidelines:

+ aim to improve the quality of care for patients

- assess how well different treatments and ways of managing a specific condition work

« assess whether treatments and ways of managing a condition are good value for money
for the NHS

- set out the clinical care that is suitable for most patients with a specific condition using
the NHS in England and Wales

- take account of the views of those who might be affected by the guideline (including
healthcare professionals, patients and carers, health service managers, NHS trusts, the
public, government bodies and the healthcare industry)

+ are based on the best available research evidence and expert consensus

- are developed using a standard process, and standard ways of analysing the evidence,
which are respected by the NHS and other stakeholders, including patients

« make it clear how each recommendation was decided on

- are advisory rather than compulsory, but should be taken into account by healthcare
professionals when planning care for individual patients.

(& J

A clinical guideline applies to all patients with a particular condition, but there will be

times when the recommendations are not appropriate for a particular patient. Healthcare
professionals are expected to take our clinical guidelines fully into account when exercising their
clinical judgement. However, the guidance does not override the responsibility of healthcare
professionals to make decisions appropriate to the circumstances of each patient. These decisions
should be made in consultation with, and with the agreement of, the patient and/or their
guardian or carer. Healthcare professionals should record their reasons for not following clinical
guideline recommendations.

Our clinical guidelines are developed for the NHS, but they may also be relevant to professionals
working outside the NHS, such as those working in social care.
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What are short clinical guidelines?

Most published NICE clinical guidelines are standard clinical guidelines. A standard
guideline covers broad aspects of clinical care and the management of specific conditions.

NICE short clinical guidelines, the first of which was published in 2007, address a smaller
part of a care pathway. They are produced more quickly, and generally cover areas for
which the NHS requires urgent advice.

The details of how standard and short clinical guidelines are developed differ in a number
of ways. The development of a short clinical guideline is usually coordinated by the Short
Clinical Guidelines Team at NICE, and not by one of the National Collaborating Centres.

The methods and processes described in ‘The guidelines manual’ and in this overview are
those used for producing standard clinical guidelines. Any differences in the short clinical
guideline development process are highlighted throughout this overview in boxes like this
one. These differences are also described in more detail in the document ‘Guide to the
short clinical guideline process’, which forms appendix N of ‘The guidelines manual’.
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Different versions of NICE clinical guidelines

Four versions of each standard clinical guideline are published (see box 2). We also produce tools
to support implementation of the guideline in the NHS.

g )
Box 2 Versions of the clinical guideline and support for implementation

The full guideline contains all the background details and evidence for the guideline, as
well as the recommendations. This document is produced by the National Collaborating
Centre that is responsible for the guideline (see pages O-11 to O-12).

The ‘NICE guideline’ contains only the recommendations from the full guideline, without
the information on methods and evidence.

The quick reference guide summarises the recommendations in an easy-to-use format
for healthcare professionals.

‘Understanding NICE guidance’ summarises the recommendations in everyday language.
It is aimed at patients and their families and carers.

Implementation support tools (see page O-34) are produced by NICE to encourage and
promote the uptake of guideline recommendations by the NHS. These may include:

 a costing report and costing template

+ aslide set

+ audit support

« other tools as required.

We publish all versions of the guideline, and the implementation tools, on our website
(www.nice.org.uk). We also produce printed versions of the quick reference guide and
‘Understanding NICE guidance’, and anyone can get a copy.

Short clinical guidelines

There are usually three versions of short clinical guidelines: the full guideline, the quick
reference guide and ‘Understanding NICE guidance’.
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How are NICE clinical guidelines developed?

Developing a standard NICE clinical guideline takes 18-24 months from the time we are asked
to develop it by the Department of Health to its publication. Developing a short clinical guideline
takes 11-13 months.

Proposing and selecting topics for clinical guidelines

Anyone can suggest a guideline topic for consideration. Details of how to do this are on our
website (go to www.nice.org.uk/getinvolved and click on ‘Suggest a topic’).

We look at each suggestion we receive to make sure that it is appropriate and that we aren’t
already producing a clinical guideline in that area. The suggestions are then filtered using a
checklist based on selection criteria from the Department of Health. These criteria take into
account:

‘burden of disease’ (this includes the number of people affected, the impact of the disease on
them and the number of people dying because of it)

* resource impact of the proposed guideline (that is, the likely cost to the NHS, and to other
public sector organisations if relevant)

* importance in relation to government policy (that is, whether the topic falls within a
‘priority area’)

* whether there is variation in clinical practice in different places
* any other reasons why the guideline is needed urgently.

Next, the suggestions are reviewed by ‘topic selection consideration panels’ composed of experts
in the topic, other healthcare professionals with a good knowledge of the NHS, public health and
the public sector, and patient and carer members. The recommendations of the topic selection
panels go to the Department of Health. The Secretary of State for Health makes the final decision
on which topics are referred to NICE for the development of clinical guidelines.

More details about the topic selection process are available on our website.
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Key stages of clinical guideline development

Topic referred to NICE

A

Stakeholders register

Scope

Stakeholders comment

A

Y

Guideline development

Stakeholders respond
to call for evidence
(if applicable)

A

Y

[ Consultation draft

of guideline

Stakeholders comment

A

Y

Pre-publication check
of revised full guideline

Stakeholders check

A

Publication

- | |
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Who is involved in developing NICE clinical guidelines?

The development of NICE standard clinical guidelines involves:

* NICE

* National Collaborating Centres (NCCs)

* Guideline Development Groups (GDGs)

* the Patient and Public Involvement Programme (PPIP) at NICE
* Guideline Review Panels

* expert reviewers

* stakeholders.

The following sections explain the roles of these various groups.

NICE

When the Department of Health asks NICE to produce a clinical guideline on a particular topic,
we commission one of the NCCs to coordinate the guideline’s development. The guidelines
team in the Centre for Clinical Practice at NICE supports and advises the NCC throughout the
guideline’s development.

NICE's ‘Guidance Executive’ is responsible for giving final approval of (‘signing off’) the guideline.
The Guidance Executive confirms that the NCC has developed the guideline in accordance with
the remit from the Department of Health (see page O-24), and by following the correct process
and methods.

NICE publishes the ‘NICE guideline’, the quick reference guide and ‘Understanding NICE
guidance’, as well as the implementation support tools (see box 2).

The National Collaborating Centres (NCCs)

The NCCs were established by NICE to develop clinical guidelines. The NCCs bring together
the expertise of the medical and nursing royal colleges, NHS trusts, professional organisations,
and patient and carer organisations. They have the capacity, skills and expertise to produce
high-quality clinical guidelines, working closely with the GDGs.
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Each NCC has staff with:

¢ technical skills in:
— guideline development
— project management
— health economics
— reviewing evidence

— using formal methods to reach consensus in areas where there is a lack of good-quality
evidence

* experience in engaging with patients and with patient and carer groups.

Each NCC also has access to professional networks to support its activities.

Role of the NCC
For each clinical guideline, the NCC:

* prepares the draft scope and refines it in response to comments received during consultation
(see pages 0-24 to O-28)

* establishes and works with the GDG to develop the clinical guideline
 undertakes systematic reviews of the literature and health economics analyses

* ensures that the processes described in ‘The guidelines manual are followed, and
documents this

* together with the GDG, prepares the consultation draft of the guideline

 together with the GDG, makes changes to the guideline in response to comments received
during consultation

* publishes the final full clinical guideline
¢ advises NICE on the publication, implementation and updating of the guideline.

There is more information about the NCCs on our website.

4 www.nice.org.uk/aboutnice/howwework/developingniceclinicalguidelines/nationalcollaboratingcentres/national _
collaborating_centres.jsp
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NICE clinical guidelines?

Short clinical guidelines

The Short Clinical Guidelines Team at NICE is responsible for establishing and providing
technical support to the GDG for a short clinical guideline. NCCs are not usually involved
in the development of short clinical guidelines. NICE publishes all versions of short clinical
guidelines.

(& J

Guideline Development Groups (GDGs)

One of the NCCs or the Short Clinical Guidelines Team sets up an independent GDG for each
clinical guideline that is developed. GDG members include healthcare professionals, technical
experts, and patients and carers who have relevant expertise and experience.

The role of the GDG in developing the clinical guideline is described in detail on pages O-16 to
0-20 of this overview, and in chapter 3 of ‘The guidelines manual’.

The Patient and Public Involvement Programme (PPIP) at NICE

The PPIP is an integral part of NICE. Its main role is to work with our guidance-producing teams
and with the NCCs so that patients, carers and the public can be fully involved in developing our
guidance.

The PPIP team also works with patient and carer organisations, and provides training and support
for the individual patient and carer members of GDGs.

Advice and support to NICE

The PPIP team:

* advises the clinical guidelines team at NICE on patient and carer issues

* advises the Guideline Review Panels on patient and carer issues

* identifies potential patient and carer stakeholders for each clinical guideline topic

* helps in recruiting patient and carer GDG members by promoting vacancies and encouraging
applications

* comments from a patient and carer perspective on the clinical guideline development process

» for each guideline, comments from a patient and carer perspective on the draft scope and the
draft recommendations.
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Advice and support to the NCCs
The PPIP team:
* advises on ways of involving patients and carers in the work of the NCCs and the GDGs

* encourages and supports applications from patients and carers who want to get involved in
the NCCs' activities — such as membership of GDGs and NCC Partners’ Boards

* provides dedicated training for patients and carers who are involved in the NCCs' activities.

Advice and support to patients and carers
The PPIP team:

* advises and supports patient and carer organisations, and individual patients and carers, who
are interested in contributing to the development of NICE clinical guidelines

* advises and supports people who apply to become patient and carer GDG members during
the application and selection process

* advises, supports and trains appointed patient and carer GDG members
* supports the lay members of Guideline Review Panels.

For information on involving patients and carers in clinical guideline development, see Kelson
(2005)°.

Factsheets accompanying this document explain in more detail how patients and carers, and the
organisations that represent them, can get involved in developing our clinical guidelines®.

>Kelson M (2005) The NICE Patient Involvement Unit. Evidence-based Healthcare and Public Health 9: 304-307.

6 See www.nice.org.uk/getinvolved/patientandpublicinvolvement/patient_and_public_involvement.jsp
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NICE clinical guidelines?

The Guideline Review Panels

There are four independent Guideline Review Panels. Each has four or five members. The
healthcare professions, NHS commissioners and managers and the healthcare industry are
represented, and there is also a lay member on every panel.

Each clinical guideline is allocated to one of the Guideline Review Panels. The panel:
* comments on the draft scope and the draft guideline

* ensures that stakeholder comments on the draft scope and draft guideline have been
responded to appropriately

* makes sure that it will be feasible for the NHS to implement the final recommendations.

There is more information about Guideline Review Panels on our website’.

Expert peer reviewers

We commission expert peer reviewers to carry out a statistical and health economics review of
each clinical guideline. This takes place during the consultation period for the draft guideline
(see pages 0-30 to 0-32).

Stakeholders

Stakeholders play an integral part in the development of our clinical guidelines. This is described
in detail on pages 0-24 to O-35.

7www.nice.org.uk/aboutnice/howwework/developingniceclinicalguidelines/guidelinereviewpanels
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The Guideline Development Group (GDG)

The role of the GDG

The GDG is established by the NCC or the Short Clinical Guidelines Team, and is responsible for
developing the clinical guideline.

During development of the clinical guideline, the GDG:

* agrees the questions about treatment and management of the condition that will guide the
search for evidence

 considers the evidence and reaches conclusions based on the evidence
* uses expert consensus to make decisions if evidence is poor or lacking
* formulates the guideline recommendations

 considers comments made by stakeholders during consultation

* agrees the necessary changes to the guideline after consultation.

Key point

There is more information on the role of the GDG in chapter 3 of ‘The guidelines manual’
(www.nice.org.uk/guidelinesmanual).

GDG membership

All members of a GDG need to have:

an interest in and commitment to developing the clinical guideline

time to attend all meetings (usually 10-15 in total, held monthly)

time to do the background reading and help formulate the recommendations

good communication and team-working skills.
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Short clinical guidelines

There are usually three 2-day GDG meetings and one 1-day meeting; these are held at
approximately 6-week intervals.

Each GDG is made up of healthcare professionals, technical experts and patients and/or carers.
The membership reflects the range of stakeholders and groups whose professional activities
or care will be covered by the guideline. Every GDG includes at least two members with direct
personal experience or knowledge of patient and carer issues. As far as possible, the GDG will
have an appropriate balance with regard to the principles of NICE’s equality scheme®. Expert
advisers may also be invited to attend GDG meetings for specific discussions.

NICE is not represented on the GDG, but the Guidelines Commissioning Manager who is
responsible for overseeing the clinical guideline may attend meetings as an observer.

The healthcare industry is not represented on GDGs because of potential conflicts of interest.
However, manufacturers have input into the clinical guideline development process through the
Guideline Review Panels and as stakeholders.

All members of the GDG are expected to abide by the NICE code of conduct and the NICE
equality scheme® and to declare potential conflicts of interest. On appointment, all GDG
members are required to sign a confidentiality form.

GDG members are reimbursed for travel and subsistence. In addition, patient and carer members
are offered an attendance allowance, and GPs are offered an allowance to enable them to
provide locum cover at their surgeries.

Becoming a GDG member

Adverts for all GDG vacancies are posted on our website. A brief job description and person
specification are provided, together with additional information and details of how to apply. All
applicants must complete a declaration of interests form and an equality monitoring form. For
details of vacancies and application forms, visit www.nice.org.uk and click on ‘Get involved’ and
then ‘Join a NICE committee or working group’.

When selecting GDG members, both of the following are taken into account:
¢ the suitability of individual applicants, and

* the requirement for the best combination of people to maximise the range of skills and
experience of the GDG.

8 See www.nice.org.uk/aboutnice/howwework/NICEEqualityScheme.jsp
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Short clinical guidelines

We may select the GDG Chair and technical members of the GDG (for example,
epidemiologists, statisticians and health economists) from a pool of suitable members.
This pool will be recruited through a formal advertisement and recruitment process to act
as standing members for each guideline.

(& J

GDG Chair

The GDG Chair is appointed before work starts on the scope of the guideline (see page 0-24).
We inform registered stakeholder organisations about the vacancy. Applicants are required to
submit a CV and a covering letter.

The GDG Chair is selected after interview. The selection panel includes the Director of the
NCC, the Director of the Centre for Clinical Practice at NICE (or their representative) and a
Non-Executive Director of NICE.

- B
Short clinical guidelines

The selection panel for the GDG Chair includes the Director of the Centre for Clinical
Practice (or their representative), as well as an Executive Director and a Non-Executive
Director of NICE.

(& J

Clinical Adviser

Some GDGs have a Clinical Adviser who is an expert on the topic, and who provides extra
support to the GDG. The Clinical Adviser is appointed in the same way as the GDG Chair, before
work on the guideline scope begins.

Patient and carer members of the GDG

A key role of patient and carer members is to ensure that patient issues are considered in
everything that the GDG does.

The Patient and Public Involvement Programme (PPIP) team at NICE contacts patient and carer
organisations that have registered an interest in the guideline topic to notify them of vacancies.
Vacancies are also advertised on our website, and individual patients and carers who are not
associated with a particular organisation can also apply.
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Patients and carers do not need any formal qualifications to become GDG members, and they
are not required to act as a representative of a patient organisation. However, they should meet
the following criteria:

* Be familiar with the condition being covered by the guideline and the issues that are
important to people with it. For example, they might:

— have (or have had) the condition themselves
— be related to and/or care for someone with the condition

— be a member of a patient organisation.

* Understand the range of experiences of people with the condition. They should be willing
to reflect these different experiences, rather than basing their views only on their own
experience.

* Have some familiarity with medical and research language. For example, it is helpful if they
can understand an abstract from the ‘British Medical Journal’. However, training and help will
be available.

When considering whether to apply, anyone interested in becoming a patient and carer GDG
member should bear the following in mind.

* The clinical guideline will usually cover the entire ‘patient journey’, from the first time a person
contacts a healthcare professional to treatments and long-term care. An understanding of the
different stages of the condition is therefore useful. We encourage applications from people
with a broad knowledge of the condition. GDG members need the confidence to consider
and to discuss all findings from research studies.

* The guideline will cover many aspects of treatment and care. Anyone who is only interested
in a specific aspect of care should consider carefully whether they want to apply. The time
spent discussing any one issue may be limited, and issues discussed will be restricted to those
listed in the guideline’s scope. Ideally, applicants should have an interest in, and a willingness
to consider the evidence on, a wide range of possible treatments. It is useful for potential
applicants to look at the scope (which will be available on our website) to get a clear idea of
what the guideline will cover.

Selection of patient and carer members

Applicants should complete an application form describing how their skills and experience
meet the specified requirements. The NCC and the GDG Chair shortlist applicants. Those on
the shortlist are interviewed either in person or by telephone. The GDG Chair, with help from
the NCC, makes the final decision on which patient and carer members to appoint, and is
responsible for notifying both successful and unsuccessful applicants.
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Short clinical guidelines

The Short Clinical Guidelines Team usually carries out the tasks described in this section as
being the responsibility of the NCC.

Healthcare professional members of the GDG

Between six and eight members of the GDG should be healthcare professionals (‘healthcare
professional members’) who either treat people with the condition directly or manage services.
The NCC and NICE agree a list of professions that will be represented on the GDG to ensure
the widest possible range of viewpoints on the topic. If relevant, members from the social care
professions will be included.

Healthcare professional GDG members should:

* have an interest in and experience of the guideline topic, but this need not be as an “expert’
— GDGs need to include clinicians who treat patients on a day-to-day basis in the NHS

* be chosen based on their individual skills and experience — they should not be asked to act as
a representative of their profession or a professional organisation.

Selection of healthcare professional members

The NCC informs stakeholder organisations about vacancies for healthcare professional GDG
members. Applicants are required to submit a CV and a covering letter.

Healthcare professional members of the GDG are selected by the Director of the NCC and the
GDG Chair, subject to confirmation by the Director of the Centre for Clinical Practice at NICE.
Applicants may be interviewed.

Key point
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How to register as a stakeholder for a clinical guideline

Stakeholders play a vital role in the development of NICE clinical guidelines. Professional
and government organisations, patient and carer groups and companies can all register as
stakeholders for a clinical guideline.

Key point

How NICE alerts potential stakeholders

\We announce several new topics for clinical guidelines at the same time, after they are referred
by the Department of Health. This usually happens three times a year. We publicise these new
topics by:

* issuing a press release
* listing the topics on our website, with details of how to register as a stakeholder

* contacting organisations that registered as stakeholders for previous clinical guidelines to alert
them to the new topics

* writing to other patient and carer and professional organisations that may have an interest in
a new guideline topic

* writing to relevant consultees for a technology appraisal if the clinical guideline may update
the appraisal (for further details, see section 8.1.2 of ‘'The guidelines manual’).
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Organisations that can register as stakeholders

The following can register as stakeholders for NICE clinical guidelines:

* national patient and carer organisations that represent the interests of people whose care will
be covered by the guideline (‘patient and carer stakeholders’)

* local patient and carer organisations, but only if there is no relevant national organisation

* national organisations that represent the healthcare professionals who provide the services
described in the guideline (‘professional stakeholders’)

* companies that manufacture drugs or devices used in treatment of the condition covered by
the guideline and whose interests may be significantly affected by the guideline (‘commercial
stakeholders’)

* providers and commissioners of health services in England and Wales

* statutory organisations, including the Department of Health, the Welsh Assembly
Government, NHS Quality Improvement Scotland, the Healthcare Commission and the
National Patient Safety Agency

* research organisations that have carried out nationally recognised research in the area.

NICE clinical guidelines are produced for the NHS in England and Wales, so a ‘national’
organisation is defined as one that represents England and/or Wales, or has a commercial
interest in England and/or Wales.

Organisations that cannot register as stakeholders

For reasons of capacity, local patient and carer and professional groups cannot register as
stakeholders unless there is no national organisation representing the group’s specific interests.

Individuals cannot register as stakeholders. However, we encourage anyone with an interest
in the topic to participate by contacting a registered stakeholder and expressing their views to
them. The registered stakeholders for each guideline are listed on our website.
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How to register

To register an interest in a particular clinical guideline, you should complete the stakeholder
registration form. This can be done via our website®,or you can ask us for a printed copy of
the form.

The form asks potential stakeholders to:

* provide a brief description of their organisation

¢ indicate who the organisation represents

¢ describe the contribution that the organisation can make to the guideline

* provide contact details of the person who will be the stakeholder contact for the organisation.

If an organisation fits the definition of a stakeholder, we will confirm the registration. If you
have not received a confirmation within 28 days of submitting the form, contact the NICE
guidelines team (guidelines@nice.org.uk).

We cannot guarantee that all organisations that may have an interest in a particular clinical
guideline topic will be notified about new topics. We strongly encourage potential stakeholders
to visit our website regularly to check the list of guideline topics and register for appropriate
guidelines.

Once an organisation has registered as a stakeholder

We encourage registered stakeholder organisations to check the summary pages about the
guideline on our website regularly. You can also subscribe free of charge to our monthly
e-newsletter ‘NICE news’, which lists forthcoming guidance, consultations on guidance that
are in progress, and future events. The e-newsletter is also available on our website.

® www.nice.org.uk/ourguidance/niceguidancebytype/clinicalguidelines/shregistration/shregistration.jsp
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How stakeholders can get involved

Stakeholder organisations can contribute to and comment on the clinical guideline at various
stages during its development. A summary of the clinical guideline development process showing
the key points of stakeholder involvement is on page O-10.

Stakeholder involvement is managed by the Centre for Clinical Practice working with the PPIP
at NICE.

- B
Short clinical guidelines

All tasks in this section described as being the responsibility of an NCC will usually be
carried out by the Short Clinical Guidelines Team at NICE.
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The scope

What is the scope?

The Department of Health gives NICE a short ‘remit’ for each clinical guideline. The next stage is
to define exactly what the guideline will and will not cover. This process is called ‘scoping’, and
the document containing this information is the scope.

The scope is drafted by the staff at the NCC, with input from the GDG Chair, the Clinical Adviser
(if there is one), and the guidelines team and the PPIP team at NICE.

The scope gives an overview of what the clinical guideline will and will not include, and defines
the aspects of care that it will cover. It may describe:

 groups of patients whose care is to be included or excluded — for example, particular age
groups, or people with certain types of disease

* where treatment will be carried out — for example, by GPs (primary care), in hospital
(secondary care) or in specialist units (tertiary care)

* treatments to be included and excluded — for example, diagnostic tests, surgical, medical and
psychological treatments, rehabilitation.

The scope should also identify topics from other NICE guidance programmes (that is, technology
appraisal, interventional procedures and public health guidance) that are relevant to the clinical
guideline. For more information, see chapter 8 of ‘The guidelines manual’.
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The stakeholder scoping workshop

We arrange a workshop for all registered stakeholder organisations before public consultation on
the scope. Key staff from the Centre for Clinical Practice at NICE, the PPIP and the NCC attend,
as well as the GDG Chair and (if applicable) the Clinical Adviser. People attending the meeting
are sent a first draft of the scope, which is intended as a starting point for discussion. At the
workshop we:

* provide an overview of the NICE clinical guideline development process

 describe how stakeholders can contribute to the guideline by:
— commenting during the consultations on the draft scope and draft guideline

— informing their members and associates about GDG vacancies

* discuss the first draft of the scope and hear stakeholders’ views on the key clinical issues that
the guideline will cover.

What to do before the workshop

Each registered stakeholder can send one person to the workshop — please tell us who will be
attending from your organisation. The person who attends should have a good understanding of
the guideline topic. People attending from patient and carer organisations should have a good
understanding of issues relating to the scope from a patient or carer perspective.

Note that each person is attending the workshop from their own perspective, and not to
represent the views of their stakeholder organisation.

Key point
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Commenting on the draft scope

The NCC, GDG Chair, Clinical Adviser (if there is one) and NICE consider the issues raised at the
scoping workshop and refine the draft scope for consultation. The draft scope is then posted
on our website for a 4-week consultation period. We send a link to the document to registered
stakeholders. Consultation dates are given on the website and in our monthly e-newsletter.
Stakeholders should check the website regularly for any changes to timings.

We ask stakeholders to submit comments on the draft scope using the form provided. When
commenting, it is important to take account of what NICE clinical guidelines can realistically be
expected to cover (see box 3).

Some notes on how to comment during consultation are given in box 4 (these also apply to
commenting on the draft guideline — see pages 0-30 to O-31).

4 )
Box 3 Considerations when commenting on the draft scope

« NICE clinical guidelines apply to the NHS only, so they will not address the independent
sector specifically. However, whenever an independent hospital, clinic or care home,
social services or the voluntary sector is commissioned to provide NHS-funded care, it
will be expected to adhere to NICE guidelines.

+ Guidelines are generally published within 2 years of the development process starting
(1 year for short clinical guidelines), so that information is up to date at publication. If the
scope is very wide it will not be possible to complete the work in this time, so the scope
must be restricted to what can realistically be covered.

 Guidelines will, if appropriate, address what drugs to use. However, it is assumed that
prescribers will use the summaries of product characteristics* of medicines they are
considering prescribing for individual patients. Therefore guidelines do not usually
contain detailed information on contraindications and side effects.

+ The scope may specify or exclude certain groups of patients. It is helpful if stakeholders
can comment on whether such inclusions or exclusions may discriminate on the grounds
of race, disability, sex and gender, age, socioeconomic status, sexual orientation and
gender reassignment, or religion or belief.

« Clinical guidelines can cover any aspect of healthcare, but do not generally address
how services are organised, or the skills or staff required. The scope sometimes includes
aspects of service delivery, but only if the Department of Health has requested this.

*The summary of product characteristics for a drug includes information on uses for which the drug is licensed,
dosages and contraindications. Summaries of product characteristics can be found at www.emc.medicines.org.uk

(& J
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4 )
Box 4 A guide to commenting on drafts of the scope and the guideline

When the draft scope or guideline arrives, you should:

- circulate the draft within your organisation if appropriate, making it clear that it is for
consultation and asking recipients to respond to you as the organisation’s stakeholder
contact (rather than responding directly to NICE)

- prepare your response and return it to NICE, remembering to:

— collate the comments into one response from your organisation using the form
provided (do not make changes to the draft document)

— include the name of your organisation in the response

— return the response by the closing date

- send comments electronically to the dedicated email address provided, adding your
organisation’s name in the subject box.

Please keep in mind the following:

« We will accept only one response from each registered stakeholder organisation. If several
responses are received, it may be unclear which represents the view of the organisation.
We do not have the resources to acknowledge or respond to comments from several
individuals within a registered stakeholder organisation.

« All comments received from registered stakeholders will be made public on our website,
so do not include confidential information (such as information about individual patients).

« Make sure that comments are constructive and clearly worded.

« We will not consider comments that are not prepared according to these instructions, or
that arrive after the deadline.

« The Guidelines Coordinator (whose name is on the guideline page on our website) can
answer questions on submitting comments.

Please see the document ‘Protocol for managing guidance consultation comments'*
for further details about how we deal with stakeholder comments received during
consultation.

*www.nice.org.uk/media/307/97/Managingstakeholdercomments.pdf
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Key point

The final scope

We collect together the stakeholder comments on the scope into a ‘scope consultation table’.
The NCC then finalises the scope, taking into account the comments received. We ‘sign off’

the final version of the scope, with the approval of the Guideline Review Panel Chair. The final
scope is then posted on our website, along with the scope consultation table, which contains the
NCC's responses to stakeholder comments.

The clinical guideline

Evidence from stakeholders

The NCC and GDG draft ‘review questions’ for the guideline from the key clinical issues defined
in the final scope. Each review question takes account of issues that are important to patients,
such as acceptability of treatment and patients’ preferences for treatment options. There is more
information about review questions, including examples, in chapter 4 of ‘The guidelines manual’
(see www.nice.org.uk/guidelinesmanual). A search of the scientific literature is carried out to
answer the review questions.

For some of the review questions, the GDG and NCC may believe that their literature search has
not found all the relevant information. For example:

* the NCC may be aware that further research is being carried out
* adrug or medical device may be relatively new
¢ studies may have been published only as abstracts

» the NCC may be looking for data on side effects, economic models or studies of the
experiences of patients, carers or healthcare professionals.

In these situations, the NCC may call for evidence from stakeholders. They will specify the review
guestion and the type of evidence they are looking for. These calls for evidence will be sent

to all registered stakeholders, and may be made at any point during development of a clinical
guideline. Stakeholders are usually given 4 weeks to respond.
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As well as published studies, stakeholders may submit relevant unpublished data or studies. Any
confidential information should be clearly marked (for example, by using a highlighter pen, or
the highlighter function in an electronic version). The NCC also asks stakeholders to complete a
checklist that lists and identifies the location of all of the confidential information contained in
their submission.

Box 5 summarises what may, and may not, be considered confidential by NICE.

4 N
Box 5 A guide to submitting confidential information

- Data that may influence share price values (‘commercial in confidence’) or are ‘intellectual
property’ (that is, awaiting publication) may be considered as confidential.

+ Information marked as confidential should be kept to an absolute minimum, for example
just the relevant part of a sentence or a particular result from a table.

» NICE will not agree to a whole study being designated as confidential. As a minimum,
a structured abstract of the study or economic model will have to be made available for
public disclosure during consultation on the clinical guideline.

+ Results derived from calculations using confidential data will not be considered
confidential unless releasing those results would enable back-calculation to the original
confidential data.

(& J

It is important that the amount of confidential information in a submission is kept to a
minimum. At the least, a summary should be publicly available by the time the draft guideline
is consulted on. We need to be able to justify the recommendations in our clinical guidelines
on the basis of the evidence considered by the GDG, so the guidelines team and the NCC will
work with the data owners to find an agreed solution to the balance between confidentiality
and transparency’.

1°For further details see the document ‘Agreement between the Association of the British Pharmaceutical Industry
(ABPI) and the National Institute for Clinical Excellence (NICE) on guidelines for the release of company data into the
public domain during a health technology appraisal’ (www.nice.org.uk/page.aspx?0=229411).
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The types of information listed in box 6 will not be considered by the GDG.

- R
Box 6 Stakeholder material not eligible for consideration

« Studies with weak designs if better-designed studies are available.
« Promotional literature.
- Papers, commentaries and editorials that interpret the results of a published paper.

+ Representations and experiences of individuals (unless assessed as part of a well-designed
study or a survey).
\§ )

Consultation on the draft clinical guideline

The GDG takes 12-18 months to develop a draft of the clinical guideline once the scope has
been finalised. There is then an 8-week consultation period when registered stakeholders can
comment on the draft guideline.

- B
Short clinical guidelines

« Development of the draft guideline takes 4-6 months.

« The consultation period for the draft guideline is 4 weeks.
g J

We notify registered stakeholders by email when the consultation draft of the guideline is posted
on our website. Comments should be submitted using the form provided via the dedicated email
address for the guideline. When commenting on the guideline, stakeholders should consult the
final scope (on our website) to check what the guideline will and will not cover.

Stakeholders can comment on the full guideline (which includes the draft recommendations

as well as explanations of how the GDG has interpreted the evidence to make the
recommendations) and/or the ‘NICE guideline’ (which contains just the draft recommendations
and only brief supporting information).
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Issues that stakeholders may wish to comment on during consultation include:

* a general view (either positive or negative) of the quality and content of the draft guideline

* points or areas that appear to fall within the scope but are not covered in the draft guideline
* any gaps in the evidence that the recommendations are based on

* potential inconsistencies in the interpretation of the evidence

 disagreements with the interpretation of the evidence

* the practical value of the guideline

» wording (for example, could the recommendations be clearer, or the language more
patient-centred; could the wording be perceived as excluding patients or groups of patients?)

* whether the recommendations discriminate against some groups on the grounds of
race, disability, sex and gender, age, socioeconomic status, sexual orientation and gender
reassignment, or religion or belief

* how easy the recommendations will be to implement
* the potential cost of implementing the recommendations.

Some notes on how to comment on the draft guideline are given in box 4 (see page 0-27).

Key point

Finalising the clinical guideline

We collect together all the comments from registered stakeholders in a ‘guideline consultation
table’, and pass them to the NCC to consider. The NCC adds its responses to the consultation
table.

In very rare cases, we may decide to hold a second consultation on all or part of the guideline
(see section 11.4 of ‘'The guidelines manual’ for more details).
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The NCC makes changes to the guideline in the light of comments made during the
consultation by:

* registered stakeholders

* the Guideline Review Panel

* external reviewers (see section 11.2.2 of ‘The guidelines manual’)

 other teams at NICE (such as the PPIP, the editors and the implementation team).

Comments from the Guideline Review Panel and from NICE staff are entered into the guideline
consultation table and are responded to in the same way as comments from registered
stakeholders, but they are not posted on our website.

In response to advice from the Guideline Review Panel, and in consultation with the GDG, the
guideline is revised.

The pre-publication check

The pre-publication check enables registered stakeholders to point out any factual errors and
inaccuracies that exist in the revised full guideline after consultation. More details are given in
section 12.2 of ‘'The guidelines manual'.

A pre-publication check is not a second consultation or an opportunity to reopen arguments and
issues on which the GDG has made recommendations. Nor is it an opportunity for stakeholders
to ask why the guideline has not been amended in response to their comments. New evidence
will not be accepted.

Factual errors are instances where there is an error of fact in the proposed full final guideline that
should be corrected before publication. Factual errors do not include disagreements surrounding
scientific or clinical interpretation or judgement. Box 7 gives examples of what we may consider
to be a factual error.

4 R
Box 7 Examples of what may be considered as a factual error

« Incorrect referencing of studies, for example wrong year or wrong journal.

« Errors in the transcription of data, for example ‘4.9 months’ instead of ‘4.9 years’, '£100’
instead of ‘£1000'.

« Incorrect reference to the licensed indications of a drug.

L - Errors of fact in appraising a study, such as describing it as randomised when it wasn't.
)
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The pre-publication check happens after the NCC and the GDG have responded to stakeholder
comments from consultation on the draft guideline, after the Guideline Review Panel has
reviewed the stakeholder comments and responses, and before our Guidance Executive approves
the final version of the guideline. However, final editing of recommendation wording may take
place after the pre-publication check.

The full guideline is posted on our website for a period of 15 working days, along with the
guideline consultation table that lists comments received during consultation from stakeholders
and the responses from the NCC and GDG. Registered stakeholders are alerted by email.
Stakeholders are invited to report factual errors using a standard form. Reports of errors received
after the 15-working-day period, from non-registered stakeholders, or in a format other than
using the standard form are not considered.

Short clinical guidelines

The full guideline is posted on our website for the pre-publication check for a period of
10 working days.

NICE, the NCC and the GDG Chair consider the reports of errors received from registered
stakeholders and respond only to those related to factual errors as defined above. A decision is
made on whether corrections to the guideline are needed.

If corrections are not needed, the guideline is considered and submitted to NICE's Guidance
Executive for approval ('sign-off’). If corrections are needed, these are carried out and the full
guideline is revised by the NCC and resubmitted to NICE, together with a table of comments
about the factual errors and the NCC’s responses. The revised guideline is submitted to Guidance
Executive for approval.

After sign-off, the different versions of the guideline are published as described below.

Publication

Once Guidance Executive has given final approval of (‘signed off’) the clinical guideline, the
different versions are published (see box 2). Registered stakeholders are notified when the
guideline is published. If applicable, the comments and responses from the pre-publication check
are published on our website along with the final guideline.

Any stakeholder comments on the published guideline (other than those about errors that
require correction) are addressed when the guideline is updated (see page O-35).
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After publication

Implementation support

Stakeholders are encouraged to use their networks and influence to encourage implementation
of the clinical guideline at both national and local level.

We develop tools to help the NHS implement our clinical guidelines, and these are available on
our website. These routinely include the following:

* costing tools:

— a costing report that estimates the national savings and costs associated with
implementation

— a costing template that can be used to estimate the local costs and savings involved

* aslide set (in the form of a PowerPoint presentation) that highlights the key priorities and
provides a framework for local discussion

* clinical audit support to help monitor and review local practice.

Depending on the topic, we may also produce other tools. These can include implementation
advice to aid with action planning at an organisational level, referral letter templates, flow
charts, fact sheets and checklists. Tools may be produced jointly with other organisations such as
professional or patient groups.

Comments and correcting errors

Comments on published clinical guidelines should be sent to us at nice@nice.org.uk

Sometimes a comment after publication may highlight a potential error in a clinical guideline.
This might be in either the interpretation or the presentation of the evidence considered by the
GDG. In these cases the Director of the Centre for Clinical Practice and the NCC will consider
whether the potential error:

* may result in harm to patients
* undermines the conclusions on which the recommendations were based
¢ indicates serious problems with our quality-assurance procedures.

If one of these criteria is met, the comment will be referred to our Guidance Executive, which
decides what action to take. If the Guidance Executive does not accept that an error has been
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made, the individual or organisation that made the comment will be notified. If the Guidance
Executive accepts that an error has been made, a note will be put on our website, and the
versions of the document on the website will be amended. Depending on the nature and
significance of the error and the time since publication, registered stakeholders may also be
notified in writing.

Reviewing and updating clinical guidelines

There is a formal process for reviewing and updating clinical guidelines, which is managed by
NICE and the NCC. Chapter 14 of ‘The guidelines manual’ (www.nice.org.uk/guidelinesmanual)
gives details of this process.

Usually a guideline is considered for updating 3 years after publication. In order to be brought up
to date, a guideline may require:

 a full update (in exceptional circumstances)
* a partial update

* no update.

Other possible options are:

* transferring the guideline to a ‘static list’

* withdrawing the guideline.

A partial update may also be carried out before the usual 3 years if significant new evidence
emerges.

In cases where there is to be a full update, or a partial update where new key areas are to

be included in the guideline, the usual process for producing and consulting on the scope is
followed (see pages 0O-24 to 0-28). The time needed to conduct a partial update is agreed
between NICE and the NCC, but will be no more than 18 months. Stakeholders are informed.

A partial update of a guideline may also be carried out when some recommendations need
updating but no new areas need to be included. In these cases the original scope is used and is
not consulted on. NICE informs the stakeholders that it is conducting a partial update.

A guideline will be transferred to a ‘static list" if the recommendations are unlikely to change in
the foreseeable future, and so no further update is planned.

A guideline may be withdrawn if its recommendations no longer apply, but it is not a sufficient
priority for updating. This decision will be consulted on with stakeholders.
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General information about clinical guidelines on the NICE website
(www.nice.org.uk)

Our website contains the following general information about NICE and clinical guidelines:
- contact details for NICE

- lists of clinical guidelines that are published and in development

- stakeholder registration form

« information on NICE staff involved in producing clinical guidelines

- information on the NCCs

- information on the Guideline Review Panels

- information on topic selection

- general information about how clinical guidelines are developed

« 'The guidelines manual’, which gives more detailed information about the methods used
for developing NICE clinical guidelines

- advertisements for the positions of GDG Chair and GDG members for each clinical
guideline

« general information on the implementation of clinical guidelines:
— implementation tools

— examples of how organisations have successfully met the challenges of putting NICE
guidance into practice (the shared learning database)

- details of NICE commissioning guides, which provide support for the local implementation
of clinical guidelines through commissioning

« information on NICE’s Patient and Public Involvement Programme (PPIP)

- information on other NICE guidance.
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Information about individual clinical guidelines

The following details for each clinical guideline will be made available on our website
(www.nice.org.uk), and updated regularly:

+ the remit from the Department of Health

- alist of registered stakeholders

 contact details of the NCC coordinating development of the guideline

 aschedule for development of the guideline

- the consultation draft of the scope

« the final scope

- a table of stakeholder comments on the consultation draft of the scope and responses
- project history, and information on the progress of the guideline

- members of the GDG

» minutes of GDG meetings

- the consultation draft of the guideline

- atable of stakeholder comments on the consultation draft of the guideline and responses
 the ‘pre-publication’ version of the guideline

- alist of factual errors in the pre-publication version of the guideline reported by
stakeholders (if applicable) and responses

- details of related NICE technology appraisal, interventional procedure and public health
guidance

- all versions of the published guideline — full guideline, ‘NICE guideline’, quick reference
guide and ‘Understanding NICE guidance’

- tools to support implementation of the guideline.
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1 Introduction

The National Institute for Health and Clinical Excellence (NICE) is the
independent organisation responsible for providing national guidance on
promoting good health and preventing and treating ill health. NICE guidance is
developed using the expertise of the NHS and the wider healthcare
community, including healthcare professionals, patients and carers?, the
academic world and the healthcare industry.

1.1 NICE guidance
NICE produces the following types of guidance:

¢ Clinical guidelines — guidance on the treatment and care of people with
specific diseases and conditions.

e Technology appraisal guidance — guidance on the use of new and existing
health technologies (including drugs, medical devices, diagnostic
techniques and surgical procedures).

¢ Interventional procedures guidance — guidance on the efficacy and safety
of surgical, endoscopic and endovascular procedures and related
techniques.

¢ Public health guidance — guidance on the promotion and protection of good
health and the prevention of disease.

All types of NICE guidance are developed using the best available evidence
and involving stakeholders in a transparent and collaborative manner.
Stakeholders include national organisations that represent patients and
carers, healthcare professionals, the NHS, organisations that fund or carry out
research, and companies that have an interest in the guidance being
developed.

1.1.1 Equality and social value judgements

NICE is committed to promoting equality, eliminating unlawful discrimination
and actively considering the implications of its guidance for human rights. It
aims to comply fully with all legal obligations to:

e promote race and disability equality, and equality of opportunity between
men and women, and

¢ eliminate unlawful discrimination on grounds of race, disability, age, sex
and gender, sexual orientation, and religion or belief in the way it carries
out its functions and in its employment policies and practices.

NICE's equality scheme sets out how it is meeting these obligations on
equality and discrimination and what it still needs to do?.

! The term ‘patients and carers’ is used to cover all lay people involved in developing NICE
clinical guidelines, including organisations representing patient and carers. ‘Patients’ can
include service users, parents and healthy pregnant women.

> The equality scheme and action plan are available at
www.hice.org.uk/aboutnice/howwework/NICEEqualityScheme.jsp

1 Introduction
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All NICE guidance, and the procedures NICE uses to develop its guidance,
follow the principles set out in ‘Social value judgements: principles for the
development of NICE guidance (second edition)’®.

1.2 Who this manual is for

This guidelines manual explains how NICE develops clinical guidelines. It
provides advice on the technical aspects of clinical guideline development and
the methods used. It is aimed primarily at staff at the National Collaborating
Centres (NCCs) that are commissioned by NICE to develop NICE clinical
guidelines, and at members of the Guideline Development Groups (GDGS)
that develop the individual guidelines (see table 1.1). It is also likely to be
useful and of interest to a broader audience, including all guideline
developers.

The advice in this manual draws on international guideline development
methodology, the expertise of the clinical guidelines team in the Centre for
Clinical Practice (CCP) at NICE and the experience of the NCCs. It is based
on internationally acceptable criteria of quality, as detailed in the Appraisal of
Guidelines Research and Evaluation (AGREE) instrument®.

The structure of this manual follows the development of a NICE clinical
guideline from inception through to publication. The clinical guideline
development process is summarised in section 1.4.2, and an overview of the
process for stakeholders, the public and the NHS is provided in appendix O.

1.3 NICE clinical guidelines

NICE’s clinical guidelines are recommendations, based on the best available
evidence, for the care of people by healthcare professionals. They are
relevant to clinicians, health service managers and commissioners, as well as
to patients and their families and carers.

Good clinical guidelines change the process of healthcare, improve outcomes
for patients and ensure efficient use of healthcare resources. They can be
used to develop standards for assessing the clinical practice of healthcare
professionals, to educate and train healthcare professionals, to help patients
make informed decisions, and to improve communication and shared
decision-making between patients and healthcare professionals.

NICE clinical guidelines:

e set out the clinical care that is suitable for most patients with a specific
condition in the NHS in England and Wales®

e aim to improve the quality of clinical care

e assess the clinical and cost effectiveness of treatments and ways of
managing a particular condition

% www.nice.org.uk/aboutnice/howwework/socialvaluejudgements/socialvaluejudgements.jsp
4 www.agreetrust.org

® NICE clinical guidelines are reviewed locally for their applicability to Northern Ireland (see
www.dhsspsni.gov.uk).

1 Introduction
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e are developed using a process that takes account of the views of those
who might be affected by the guideline (including healthcare professionals,
patients and their carers, health service managers, NHS trusts, the public,
government bodies and the healthcare industry)

e are based on the best available research evidence and expert consensus

e are developed using recognised methods that are sound and transparent.

Healthcare professionals are expected to take NICE clinical guidelines fully
into account when exercising their clinical judgement. However, the guidance
does not override the responsibility of healthcare professionals to make
decisions appropriate to the circumstances of each patient, in consultation
with the patient and/or their guardian or carer.

1.3.1 Standard versus short clinical guidelines

Most NICE clinical guidelines are standard clinical guidelines, which cover
broad aspects of clinical care and the management of specific conditions.

NICE short clinical guidelines, the first of which was published in 2007,
address a smaller part of a care pathway. They allow the rapid development
of guidance on aspects of care for which the NHS requires urgent advice.

The development of short clinical guidelines differs in some ways from that of
standard clinical guidelines. Whereas an NCC oversees the development of
standard clinical guidelines, most short clinical guidelines are overseen by the
Short Clinical Guidelines Team within the Centre for Clinical Practice (CPP) at
NICE. Occasionally, NICE commissions an NCC to develop a short guideline.
In all cases, a GDG is responsible for formulating the recommendations.

This manual describes the methods and processes used for developing
standard clinical guidelines. Any differences between this and the process for
developing short clinical guidelines are described in the document 'Guide to
the short clinical guideline process’ (appendix N).

1.3.2 Service guidance

Sometimes the Department of Health asks NICE to develop service guidance
as part of the guidelines programme. This service guidance is developed
primarily for service commissioners rather than healthcare professionals, and
focuses on the broad configuration and provision of clinical services. It
addresses only interventions that are likely to have implications for the
configuration of services (for example, the ‘Cancer service guidance’ series®).

The development process for NICE service guidance is largely the same as
that for clinical guidelines, apart from a few differences in the composition of
the GDG and the evidence base (see sections 3.1.1 and 5.11 respectively).

Some NICE clinical guidelines include recommendations about service
guidance as well as about clinical management.

6 www.hice.org.uk/Guidance/CSG/Published
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1.4 The development process for clinical guidelines

The development time for a NICE clinical guideline is usually between 18 and
24 months for a standard guideline, and between 11 and 13 months for a
short guideline.

1.4.1 Who is involved?

The various groups and individuals involved in developing standard clinical
guidelines, and their key tasks during guideline development, are listed in
table 1.1.

Table 1.1 Groups involved in clinical guideline development

Key tasks

NICE The Centre for Clinical Practice (CCP) at NICE commissions one of
the NCCs to coordinate development of the clinical guideline

For short guidelines, the Short Clinical Guidelines Team within the
CCP develops the guideline with the GDG

The CCP lead for the guideline (Associate Director) signs off the
scope

The Guidelines Commissioning Manager, technical team and CCP
lead support and advise the NCC during guideline development

The CCP provides training for the GDG Chairs

NICE’s Guidance Executive approves (‘signs off’) the final guideline
and confirms that the correct process has been followed for its
development

NICE publishes the NICE version of the guideline, the quick reference
guide and ‘Understanding NICE guidance’ (see section 1.4.3)

The Implementation Directorate at NICE develops the implementation
support tools (see section 1.4.3 and chapter 13)

National Prepares the draft scope and revises the scope after consultation (see
Collaborating | chapter 2)

Centre Prepares the workplan’

(NCC)

Helps run the stakeholder scoping workshop with the CCP at NICE
(see chapter 2)

Appoints and works with the GDG to develop the guideline (see
chapter 3)

Provides full technical and managerial support for the GDG (see
chapter 3)

Develops the review questions with the GDG (see chapter 4)

Searches, assesses and synthesises the evidence (the NCC technical
team only; see chapters 3-7)

Prepares the first draft of the guideline for consultation.

Compiles the responses to consultation comments on the draft
guideline on behalf of the GDG

"The workplan sets out the development process for each guideline, and represents a formal
agreement between the NCC and NICE. A workplan template is available on the NICE
webboard for NCCs.

1 Introduction
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Revises the guideline in response to comments received during the
consultation and in accordance with NICE’s review processes (see
chapter 11)

Responds to issues raised during the Guideline Review Panel (GRP)
review of the guideline (see section 12.1.2)

Corrects factual errors reported by stakeholders during the pre-
publication check (see section 12.2)

Publishes the final full guideline

Advises NICE on issues concerning publication, dissemination,
implementation and updating of the guideline

Guideline Contributes to preparing the scope (GDG Chair and Clinical Adviser
Development | only)
Group Defines the review questions that will guide the search for evidence
(GDG) Discusses the evidence
Translates the evidence into broad conclusions
Develops the guideline recommendations
Responds to comments received during consultation and agrees on
necessary changes to the guideline
Works with NICE to develop the quick reference guide, ‘Understanding
NICE guidance’ and implementation tools (see section 1.4.3 and
chapters 11-13)
Patient and | Advises on patient and carer issues
Public Identifies and approaches potential patient and carer stakeholders for
Involvement | each clinical guideline
Egg?;?rgtme Provides one member of the scoping group — the PPIP lead for the
NICE guideline (see section 2.2)
Encourages and facilitates applications from patients and carers who
are interested in becoming GDG members
Advises, supports and provides training for patient and carer members
of GDGs
Comments on the draft guideline recommendations from a patient and
carer perspective
Guideline Comments on the draft scope and draft guideline, and on the
Review likelihood that the recommendations can be implemented
Panel (GRP) | Ensures that stakeholder comments on the draft scope and draft
guideline have been responded to appropriately
Peer Carry out an independent review of statistical and health economic
reviewers® aspects of the consultation draft of the guideline

® NCC Health Technology Assessment (NCCHTA) peer review (see chapter 11),
commissioned by NICE.

1 Introduction
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Stakeholders | Attend the stakeholder scoping workshop to discuss the scope of the
guideline and the recruitment of GDG members

Comment on the draft scope
Respond to calls for evidence from the NCC
Comment on the draft guideline

Highlight any factual errors in the guideline during the pre-publication
check (see section 12.2)

Contribute to developing the implementation tools

More information about key groups and individuals involved in clinical
guideline development is given in appendix O and on the NICE website®.

1.4.2 Summary of the clinical guideline development process

Clinical guideline topics are referred from the Department of Health. For more
details on the topic selection process, see appendix O and the NICE
website™°.

The key stages in the development of NICE clinical guidelines are
summarised in figure 1.1.

° www.nice.org.uk/aboutnice/howwework/developingniceclinicalguidelines
10 www.nice.org.uk/aboutnice/howwework/howguidancetopicsarechosen

1 Introduction
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Figure 1.1 The clinical guideline development process

Key stage

Recruit GDG Chair and (if
applicable) Clinical Adviser

v

Prepare the scope
(see chapter 2)

v

Select GDG members

Tasks

Advertise the posts
Interview applicants
Arrange training

Consider guideline remit

Identify key clinical issues to be included
Undertake scoping literature search

Start drafting the economic plan

Start identifying potential implementation issues
Prepare first draft of the scope

Hold stakeholder scoping workshop

Consult on the draft scope

Finalise scope after consultation

\4

v

Prepare for GDG meetings

v

Formulate the review questions

Advertise GDG positions:
e healthcare professionals
e people familiar with patient and carer issues

Organise meeting dates
Provide induction session for GDG

\ 4

v

Identify the evidence

v

Review the evidence

1 Introduction
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Structure review questions

Use patient experiences to inform the review
guestions

Agree the review protocols and finalise the
economic plan

Develop search strategy for each review question
Search relevant databases
Ensure sensitivity and specificity of search

Consider stakeholder submissions of evidence, if
applicable

Select relevant studies

Assess quality of selected studies for clinical and
cost effectiveness

Update existing NICE guidance (if identified in the
scope)
Summarise evidence and present results
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Develop guideline
recommendations

v

Prepare the consultation draft of
the guideline*

v

Prepare implementation support

v

Revise guideline in light of
stakeholder comments

v

Correct factual errors

v

Prepare and publish final
guideline

Interpret the evidence to make recommendations

Formulate recommendations, paying particular
attention to wording

Identify key priorities for implementation
Formulate research recommendations

Full guideline
NICE guideline

Hold implementation planning meeting
Develop:

e costing tools

o slide set

e other tools tailored to need, such as
implementation advice

e audit support

Consult on draft guideline
Respond to stakeholder comments
If needed, carry out a second consultation

Respond to stakeholder reports of errors from pre-
publication check

v

Update the guideline and/or
correct errors

\ 4

Edit and check the final draft

Finalise the quick reference guide and
'‘Understanding NICE guidance'

Sign off the guideline
Launch and publish the guideline

\4

Decide on the update status of a guideline
Conduct an update

Consider exceptional updates

Correct errors in published guidelines

*The writing of the guideline is an iterative process that is ongoing throughout
the development and consultation phases.

1 Introduction
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1.4.3 Publication and implementation of the clinical guideline
Four versions of each standard clinical guideline are published:

e The full guideline contains all the background details and evidence for the
guideline, as well as the recommendations. This document is produced by
the NCC.

¢ The NICE guideline contains only the recommendations from the full
guideline, without the information on methods and evidence.

e The quick reference guide summarises the recommendations in an easy-
to-use format for healthcare professionals.

¢ ‘Understanding NICE guidance’ summarises the recommendations in the
NICE guideline in everyday language for patients and carers.

For short clinical guidelines, three versions are usually published: the full
guideline, the quick reference guide and ‘Understanding NICE guidance’. A
NICE version is also produced when an NCC develops a short clinical
guideline.

In addition to the different versions of the guideline, NICE also produces tools
to support implementation, which may include a costing report and costing
template, a slide set, audit support and other tools tailored to need, such as
implementation advice. (See chapter 13 for further information on
implementation support.)

All versions of each clinical guideline, and the associated implementation
tools, are published on the NICE website (www.nice.org.uk). The quick
reference guide and ‘Understanding NICE guidance’ are also available in
printed form, and anyone can obtain a copy from NICE (via NICE publications
on 0845 003 7783 or publications@nice.org.uk).

1.4.4 Practical information
For any queries during the development of a clinical guideline, members of

NCCs and GDGs should in the first instance contact the relevant Guidelines
Commissioning Manager in the Centre for Clinical Practice at NICE.

NICE administers a ‘webboard’ for NCCs, which contains the following
information and documents:

¢ declaration of interests forms

e ‘The guidelines manual’

e guidelines templates (scope, NICE guideline and short clinical guideline)

e documents relating to the GDG (for example, job descriptions and person
specifications)

e minutes of meetings between NICE and the NCCs

e checklist about confidential information submitted by stakeholders.

1 Introduction
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As it becomes available, the following information about each clinical guideline
can be found on the NICE website:

¢ the remit from the Department of Health

e alist of registered stakeholders

e contact details of the NCC that is coordinating the development of the
guideline

¢ details of the NICE project team

members of the GDG

a schedule for development of the guideline

the consultation draft of the scope

the final scope

a table of stakeholder comments on the consultation draft of the scope and

responses

project history, and information on progress of the guideline

¢ the consultation draft of the guideline

e atable of stakeholder comments on the consultation draft of the guideline
and responses

¢ the ‘pre-publication’ version of the guideline

e a list of factual errors in the pre-publication version of the guideline reported
by stakeholders (if applicable) and responses

¢ all versions of the published guideline

¢ details of related NICE guidance

¢ tools to support implementation of the guideline.

1.5 Updating the guidelines manual

The formal process for updating this manual will begin 3 years after
publication. In exceptional circumstances, and only if significant changes to
the process of clinical guideline development are anticipated, this interval will
be reduced to 2 years.

We welcome comments on the content of this manual and suggested subjects
for inclusion. These should be addressed to: guidelinesmanual@nice.org.uk.

1.5.1 Interim updates

In some situations it may be necessary to make small changes to the clinical
guideline development process before a formal update is due. These may be
either minor insubstantial changes (‘bug fixes’), or more significant changes
for which formal consultation with stakeholders will be necessary. For small
changes to be put in place without stakeholder consultation, they must fulfil all
of the following criteria:

¢ no fundamental stage in the process is either added or removed

¢ no fundamental method, technique or step is either added or removed

¢ no stakeholders will obviously be disadvantaged

¢ the efficiency, clarity or fairness of the process or methodology will be
improved.

1 Introduction
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Changes that meet all of these criteria will be published on the NICE website.
‘The guidelines manual’ will be updated, and changes from the previous
version of the manual will be listed. Stakeholders in clinical guidelines under
development at the time of the change will be notified if they are affected by
the change. Stakeholders in newly commissioned guidelines will be advised to
consult the website at the start of the project to familiarise themselves with the
updated clinical guideline development process.

1 Introduction
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2 The scope

Topics for clinical guidelines are referred to NICE by the Department of
Health, based on recommendations from topic selection consideration panels.
(More details on the topic selection process can be found on the NICE
website!!.) The referral gives a remit that identifies the broad areas to be
covered by the guideline. This remit is then translated into the scope for the
guideline. Preparing the scope is the first step in developing a clinical
guideline; it determines the shape of the review work. It is conducted in four
stages:

Stage 1: selecting key clinical issues and drafting the scope (section 2.3)
Stage 2: checking the selected key clinical issues with stakeholders
(section 2.4)

Stage 3: consulting on the draft scope (section 2.5)

Stage 4: finalising the scope after consultation (section 2.6).

This chapter describes what the scope is, the role of the scoping group and
the process used to develop the scope at each stage.

2.1 Purpose of the scope
The purpose of the scope is to:

e provide an overview of what the clinical guideline will include, and what will
not be covered

¢ identify the key clinical issues that must be included

¢ set the boundaries of the development work and provide a clear framework
to enable the work to stay within the priorities agreed by NICE and the
National Collaborating Centre (NCC) and the remit from the Department of
Health

¢ inform the development of the detailed review questions from the key
clinical issues (see chapter 4) and the search strategy (see chapter 5)

e provide information to healthcare professionals, stakeholders and the
public about the expected content of the guideline

¢ ensure that the guideline will be of a reasonable size so that it can be
developed within the specified time period.

The scope provides a framework within which to conduct the guideline
development work. It briefly describes the epidemiology relevant to the
disease or condition, and defines the aspects of care that the guideline will
cover in terms of the following:

e Populations to be included or excluded — for example, age groups or
people with certain types of disease.
e Healthcare setting — for example, primary, secondary or tertiary care.

1 www.nice.org.uk/aboutnice/howwework/howguidancetopicsarechosen

2 The scope
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¢ The different types of interventions and treatments to be included and
excluded — for example, diagnostic tests, surgical treatments, medical and
psychological therapies, rehabilitation and lifestyle advice. It is important
that the scope is as specific as possible about the interventions the
guideline is intended to cover.

e Topic-specific information and support for patients and carers.

e The main outcomes that will be considered.

¢ Defining links with other relevant NICE guidance (see chapter 8).

2.2 The scoping group

The scope is prepared by a scoping group, led by the NCC with input from the
Guideline Development Group (GDG) Chair (and the GDG Clinical Adviser if
there is one; see section 3.1.3) and NICE (including the Patient and Public
Involvement Programme [PPIP] lead for the guideline). Box 2.1 shows the
membership of the scoping group. The role of the group is to:

¢ identify the key clinical issues for inclusion and draft the scope

¢ revise the draft scope after the stakeholder scoping workshop (see section
2.4.1)

e prepare the draft scope for consultation

e respond to stakeholder comments

¢ finalise the scope after consultation.

Box 2.1 Members of the scoping group

NCC

¢ Director or senior staff member (Chair)
e Project manager

¢ Information specialist

e Systematic reviewer

e Health economist

GDG

e Chair

¢ Clinical Adviser (if there is one)

NICE

e Guidelines Commissioning Manager (Centre for Clinical Practice), plus staff
providing technical support as necessary

e PPIP lead for the guideline

The scoping group meets (either face-to-face or by teleconference) before the
stakeholder scoping workshop (see section 2.4.1) and again after the
workshop to refine the draft scope for consultation. It also discusses the
comments received during consultation and finalises the scope for sign off by
NICE.

2 The scope
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2.3 Stage 1: selecting key clinical issues and drafting the
scope

This stage includes considering the remit from the Department of Health,
identifying the key clinical issues for inclusion in the scope, searching the
literature and consulting with experts.

231 Considering the remit

The remit received by NICE from the Department of Health forms the basis of
the scope, and all issues specified by the remit are addressed in the scope.
Sometimes NICE may request clarification from the Department of Health on
the remit and the topic. This may involve redefining the remit in order to
specify the boundaries and the extent of the work.

In general, service configuration and delivery issues are not included in a
clinical guideline unless specifically requested in the remit.

2.3.2 Identifying the key clinical issues

This is a critical part of the process, because it determines the breadth and
depth of the work. It involves identifying the most important aspects of care
that the clinical guideline will cover. This ensures that the guideline focuses on
areas in which the NHS most needs advice. Key clinical issues relate to the
effectiveness and cost effectiveness of interventions or tests that are being
considered for a given population. These issues should be developed out of a
care pathway or a similar analytical framework. They are not the same as
review questions, which specify in some detail the particular interventions to
be compared and the health outcomes of interest (see chapter 4).
Nevertheless, key clinical issues should be as specific as possible, indicating
the relevant population and the alternative strategies that are being
considered. Examples of key clinical issues are shown in box 2.2.

Box 2.2 Examples of key clinical issues included in draft scopes for
consultation

Issues relating to interventions
e Antispasmodics for the management of IBS (irritable bowel syndrome)

e Antibiotics for preventing wound infection in women who have had an elective
caesarean section

e Decision aids in prostate cancer
Issue relating to diagnosis
o CT for identifying patients with lung cancer who are suitable for curative surgery

Several criteria should be considered when identifying the key clinical issues
(see box 2.3). The scoping group should ensure that it has taken equality
issues into consideration when identifying the key clinical issues and drafting
the scope. The NCC should also consider the composition of the GDG at this
stage (covered in chapter 3).
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Box 2.3 Factors to consider when identifying key clinical issues and
drafting the scope

Uncertainty or disagreement on best practice

Is there:

e variation in current practice?

¢ evidence suggesting that common practice may not be best practice?

e debate in the literature?

Potential to improve important health outcomes and/or make better use of
health resources

¢ How many people are affected?

¢ What is the potential for health gain at acceptable cost?

e What is the potential for achieving cost savings with no, or limited, adverse impact
on health?

Potential for avoiding unlawful discrimination and reducing health inequalities

e Consider possible inequalities relating to sex and gender, race and ethnicity,
disability, age, sexual orientation and gender reassignment, religion or belief, and
socioeconomic status.

¢ Are exclusions listed in the scope (for example, populations, treatments or
settings) justified?

e Are there inequalities in prevalence, risk factors, severity or likely benefit that need
to be addressed in the scope?

Likelihood that the guideline could contribute to change

¢ Is a new review of the evidence or an economic evaluation likely to reduce
existing uncertainties?

¢ What is the potential for achieving consensus within the GDG and in the wider
stakeholder community?

Other important factors
¢ Relationship with national policy and priorities.
e Need to update other NICE guidance.

2321 Main outcomes

The scope should include a section listing the main outcomes of interest for
the guideline. An exhaustive list is not required, although it should be possible
to include some important disease/condition-specific outcomes. Health-related
quality of life is a critical outcome and should always be included in the list. It
is also desirable to specify any adverse effects of interventions that will be
considered in the guideline. Overall survival will be an important outcome for
many guidelines.

2.3.2.2 Complementary therapies

The effects of complementary and alternative therapies may be addressed in
the guideline if such therapies are commonly used in the clinical area of
interest. If commonly used complementary and alternative therapies are not to
be covered in the guideline, this should be stated clearly in the scope.
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2.3.3 The scoping search

A scoping search of the literature is important in order to identify previous
clinical guidelines, health technology assessment reports, key systematic
reviews and economic evaluations relevant to the guideline topic. This search
should not aim to be exhaustive or to address potential review questions in
any detail. It should be based on the need to reasonably inform the content of
the scope as set out above. Further searches to identify systematic reviews
and economic evaluations will be necessary once the review questions have
been determined (see chapter 5).

Suggested sources for this scoping search are listed in box 2.4; other sources
may be used depending on the guideline topic. More information on literature
searching is given in chapter 5.

Box 2.4 Suggested sources for the scoping search (listed in alphabetical
order)

e Cochrane Database of Systematic Reviews — CDSR (Cochrane Reviews)?

e Health Technology Assessment (HTA) Database (Technology Assessments)”
e MEDLINE/MEDLINE In-Process

¢ National Guideline Clearinghouse (United States)

e National Library for Health (NLH)

e NHS Economic Evaluation Database (NHS EED) (Economic Evaluations)® and the
Health Economic Evaluations Database (HEED), if subscribed to

¢ Websites of NICE and the National Institute for Health Research (NIHR) HTA
Programme for guidelines and HTAs in development

o Websites of relevant professional bodies and associations that may have
produced guidelines or reports (for example, British Thoracic Society for
conditions relating to the lung)

For service delivery guidance:

e DH-Data and the King’s Fund library catalogue (or the Health Management
Information Consortium [HMIC] database)

 Accessible via the Cochrane Library. Database name in parentheses is that used in the
Cochrane Library.

® Accessible as part of the Cochrane Library and via the Centre for Reviews and
Dissemination (CRD). The CRD website hosts the most up-to-date versions of the databases.
Database names in parentheses are used in the Cochrane Library.

In addition to the results of the scoping search, the scoping group should
consult the background documentation from the topic selection process. This
includes briefing papers, extracts from minutes of the meetings, and
guestionnaires submitted by patient and carer organisations.

234 Preparing the draft scope

NICE has developed a template for preparing the draft scope that sets out the
format and describes what should be included, along with notes on using the
template. The up-to-date version of this template should be used by NCCs for
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preparing the scope. The template is available from NICE'’s webboard for
NCCs and from the guidelines team at NICE.

References are not included in the scope, but the information specialist at the
NCC should keep a detailed record of references used as a basis for the
scope; these should be available on request.

2.4 Stage 2: checking the selected key clinical issues
with stakeholders

It is essential to seek the views of experts in the field, stakeholders and
patients with the condition to confirm that the key clinical issues identified by
the scoping group are relevant and appropriate.

2.4.1 The stakeholder scoping workshop

Before the consultation on the draft scope, registered stakeholders (see
section 2.5.1) are invited to a scoping workshop to discuss the key clinical
issues selected by the scoping group. One person from each registered
stakeholder organisation may attend. This person attends from their own
perspective and does not represent the views of their stakeholder
organisation, but should bring as wide a perspective of views as possible.
Attendees, including representatives of relevant patient and carer
organisations, should have specific knowledge of or experience in the topic
area. The scoping group also invites to the workshop key people active in the
topic area in the UK, and people based in the UK who have led on national
published guidelines and/or recent key reviews in the topic area.

This stakeholder scoping workshop is in addition to the formal consultation on
the scope. Stakeholder organisations should still submit comments in writing
during consultation, as described in section 2.5.

The objectives of the scoping workshop are to:

obtain feedback on the selected key clinical issues

identify which patient or population subgroups should be specified (if any)
seek views on the composition of the GDG (see section 3.1.1)

encourage applications for GDG membership.

At the workshop, the scoping group provides details about the scope, the
timetable for guideline development, the guideline development process, the
nature of stakeholder input into the guideline, and the processes for
recruitment to the GDG and submission of evidence. This is followed by a
structured discussion around the key clinical issues. The workshop is chaired
by the Associate Director of the Centre for Clinical Practice at NICE who is the
lead for the guideline.

People attending the scoping workshop are sent an initial draft of the scope.
This outlines the background to the guideline, groups and settings that will be
covered, those that will not be covered, and the key clinical issues selected.
This initial draft is intended as a starting point for discussion. The discussions
and key themes that emerge from the scoping workshop are summarised by
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NICE, with input from the GDG Chair, the Clinical Adviser (if there is one) and
the Director or senior staff member of the NCC who is the Chair of the scoping
group. This document is posted on the NICE website during consultation on
the scope.

2.5 Stage 3: consulting on the draft scope

The scoping group considers the issues raised at the scoping workshop and
refines the draft scope for consultation. The draft scope is edited by one of
NICE’s editors before consultation and may be modified by NICE following
discussion with the scoping group. It is then posted on the NICE website for a
4-week period of public consultation. Comments are invited from registered
stakeholder organisations and from the Guideline Review Panel (GRP) for
that guideline (see section 2.5.2).

251 Stakeholder organisations

Organisations representing healthcare professionals, the NHS and patients
and carers, as well as companies with an interest in a particular topic, can
register as stakeholders for a particular clinical guideline. Registered
stakeholder organisations comment on the draft scope (and, later, on the draft
guideline — see chapter 11). Appendix O and the NICE website'? contain
details about how to register as a stakeholder and how to contribute to the
guideline development process.

2.5.2 The Guideline Review Panel (GRP)

Each guideline is allocated to one of four GRPs. Information about GRP
membership and allocation of guidelines to each GRP can be found on the
NICE website'®. The GRPs play an important role in providing NICE with
external validation of its guideline development process. For each clinical
guideline, the focus of the GRP’s work is to review the scope and drafts of the
guideline to ensure, in particular, that stakeholder comments have been
addressed appropriately.

All GRP members and the GRP Chair are sent the draft scope at the start of
the consultation period. GRP members submit their individual comments to
the Chair, who collates and summarises these comments into a formal report,
which is submitted to NICE. The GRP comments are then circulated to the
scoping group along with the comments from the stakeholders.

The GRP Chair comments on the following:

e The overall size of the scope, and whether the amount of work required is
reasonable within the timescale for development of the guideline.

¢ Specific methodological issues that may arise.

e Whether the scope falls within the remit from the Department of Health.

12WWW.nice.orq.uk/ourquidance/nicequidancebvtyloe/clinicalquidelines/shreqistration/shreqistr
ation.jsp
13WWW.nice.orq.uk/aboutnice/howwework/developinqniceclinicalquidelines/quidelinereviewpan
els

2 The scope
© National Institute for Health and Clinical Excellence (January 2009) Page 26 of 266



http://www.nice.org.uk/ourguidance/niceguidancebytype/clinicalguidelines/shregistration/shregistration.jsp�

http://www.nice.org.uk/ourguidance/niceguidancebytype/clinicalguidelines/shregistration/shregistration.jsp�

http://www.nice.org.uk/aboutnice/howwework/developingniceclinicalguidelines/guidelinereviewpanels�

http://www.nice.org.uk/aboutnice/howwework/developingniceclinicalguidelines/guidelinereviewpanels�



The guidelines manual

e The clarity of areas detailed in the scope.
¢ Any other concerns or queries about the proposed limits of the scope.

2.6 Stage 4: finalising the scope after consultation

2.6.1 Dealing with stakeholder comments

The scoping group finalises the scope in the light of comments received.
Stakeholders may ask for additional aspects of care to be included in the
guideline, but this could make the development of the guideline
unmanageable within the time permitted. Therefore the impact on overall
workload needs to be considered before the scope is expanded in response to
stakeholder comments. However, relevant suggested additions that might
make the guideline more useful, and so improve patient care, should not be
ignored. This may entail removing other areas considered to be of lower
priority.

Suggestions clearly outside the original remit should not be included. If the
scoping group considers that a request to expand the scope would mean that
the guideline could not be completed on schedule, this should be discussed
with NICE.

All stakeholder comments, and the actions taken by the scoping group and
NICE in response to each comment, are clearly documented in a ‘scope
consultation table’. This is published on the NICE website with the final scope.
The process for responding to stakeholder comments should follow the
principles described in section 11.1.

2.6.2 Signing off the final scope

GRP members and the GRP Chair review the revised scope and consider
whether stakeholder comments have been addressed appropriately and
adequately by the scoping group. The GRP Chair then prepares a report.
Subject to any amendments agreed by NICE as a result of the Chair’s report,
the revised scope is signed off by the Director of the Centre for Clinical
Practice at NICE.

Once the scope has been signed off, the GDG should not make changes
without consulting NICE, and this should be done only in exceptional
circumstances.

The final scope is posted on the NICE website.

2.7 Amending the final scope after publication on the
NICE website

In exceptional circumstances the final scope that has been signed off and
posted on the NICE website may need amending. This might occur if a scope
does not cover an important area of care. The decision on whether to amend
the scope is made by NICE, based on advice from the NCC.
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2.8 Further reading

Department of Health (2006) Selection criteria for referral of topics to NICE.
London: Department of Health. Available from:
www.nice.org.uk/niceMedia/pdf/DH_selection_criteria_July 06.pdf

National Institute for Health and Clinical Excellence (2006) Guide to the topic
selection process: interim process manual. London: National Institute for
Health and Clinical Excellence. Available from:
www.nice.org.uk/niceMedia/pdf/boardmeeting/brdnov06item4.pdf
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3 The Guideline Development Group

Convening an effective Guideline Development Group (GDG) is one of the
most important stages in producing a NICE clinical guideline. The GDG
agrees the review questions, considers the evidence and develops the
recommendations. Membership of the GDG therefore needs to be
multidisciplinary, comprising:

¢ healthcare professionals (both specialists in the topic and generalists)

e patients and/or carers

¢ the technical team (systematic reviewer, information specialist, health
economist).

The exact composition of the GDG should be tailored to the topic covered by
the clinical guideline. It should reflect the range of stakeholders and groups
whose professional activities or care will be covered by the guideline, and
should include at least two members who have experience or knowledge of
patient and carer issues.

During guideline development, people who are not members of the GDG but
who have relevant expertise may be asked to attend meetings to take part in
specific discussions (see section 3.1.7). Manufacturers of pharmaceutical
products or medical devices are not represented on the GDG because of
potential conflicts of interest; they have input into the guideline development
process through the Guideline Review Panels and as stakeholders.

Members of the GDG are not permitted to submit comments as stakeholders
during the consultation on the draft guideline (see chapter 11). If a GDG
member is involved with a registered stakeholder organisation, they should
not submit comments during the consultation on behalf of that organisation —
someone else in the organisation should submit the comments.

This chapter describes the core elements of forming and running a GDG,
including the appointment and role of the Chair and members.

3.1 Forming the GDG

The Chair and members of the GDG are appointed for the duration of a
particular guideline’s development. The Chair is appointed before the
guideline scoping stage and is a member of the scoping group. If there is a
Clinical Adviser for the guideline, he or she is also appointed before scoping.
Other GDG members are appointed after the stakeholder scoping workshop
(see section 2.4).

3.1.1 The composition of the GDG

The composition of each GDG is described in a workplan that is prepared by
the relevant National Collaborating Centre (NCC) as part of its contractual
agreement with NICE (the template is available from the NICE webboard for
NCCs). The composition of the GDG is agreed by the guideline lead
(Associate Director) at the Centre for Clinical Practice (CCP) at NICE. A
workable size for a GDG is 13-15 people, including the technical team from
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the NCC. This balances the opportunity for individuals to contribute effectively
with the need for a broad range of experience and knowledge.

The GDG has five key constituents:

e the Chair

¢ members from the healthcare professions (‘healthcare professional
members’; they may include a Clinical Adviser for the group), and from the
social care professions where relevant

e patient and carer members

¢ technical members

e a project manager.

Box 3.1 presents an example of GDG membership.

For some guideline topics, it may be important for the GDG to include an
epidemiologist with knowledge of the subject. The GDG may also be
supported by expert advisers (see section 3.1.7.1).

Box 3.1 GDG membership for the clinical guideline ‘Heavy menstrual
bleeding’ (NCC for Women's and Children’s Health [NCC-WCH],
published January 2007)

e Two gynaecologists

e One obstetrician

e Two GPs

¢ One gynaecology specialist nurse practitioner

¢ One radiologist

¢ One epidemiologist

e One clinical director

e Two members representing women'’s interests (‘patient and carer members')

e NCC-WCH technical team (information specialist, systematic reviewer, health
economist, Director)

As far as possible, the GDG will have an appropriate balance with regard to
the principles of NICE's equality scheme™®.

Ideally, GDG members should be drawn from different parts of England,
Wales and Northern Ireland (because guidelines apply to the NHS in England
and Wales, and in Northern Ireland under special arrangements), but this will
be influenced by the expertise available. For example, healthcare professional
members (see section 3.1.4) may come from Scotland if they cannot be
recruited from England, Wales or Northern Ireland.

All GDG members should be committed to developing the clinical guideline
according to the processes set out in this manual, and to working within
NICE's equality scheme (see section 3.2.3). They are expected to attend all

1% See www.nice.org.uk/aboutnice/howwework/NICEEqualityScheme.jsp
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GDG meetings (usually between 12 and 15). New members should not
usually be added to the GDG once the first GDG meeting has taken place,
because this may disturb the group dynamic. In exceptional circumstances, if
additional expertise is needed or if a GDG member needs to be replaced, the
NCC should discuss and agree this with NICE.

People are GDG members in their own right, and do not represent any
particular organisation or group.

If service guidance is being developed (see section 1.3.2), or if a clinical
guideline contains a service guidance component, additional members should
be appointed to the GDG to reflect this. This might include input from:

e commissioning bodies (primary care trusts in England and local health
boards in Wales, including specialist commissioning bodies)

¢ relevant clinical networks

¢ a chief executive or director of public health with an interest in the topic.

Additional GDG members recruited for service guidance are subject to the
same recruitment process as other GDG members (see below).

The following sections outline the roles of the GDG members and describe
how the members should be appointed. Vacancies for GDG positions are
posted on the NICE website™®. Templates for job descriptions and person
specifications are available from NICE’s webboard for NCCs, and from the
guidelines team at NICE.

3.1.2 The GDG Chair

To work well, a GDG needs an effective Chair. The GDG Chair is a member
of the scoping group (see section 2.2) and should therefore be recruited
before work starts on the scope.

The Chair guides the GDG in terms of task (developing the guideline) and
process (how the group works). The Chair also helps the GDG to work
collaboratively, ensuring a balanced contribution from all members (see
box 3.2).

15 www.hice.org.uk/getinvolved/joinnwc/join_a nice _committee or working group.jsp
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Box 3.2 Key roles and functions of the GDG Chair

The Chair needs background knowledge about the guideline, including:

¢ in-depth knowledge of the scope of the guideline (as a member of the scoping
group) and the topics to be covered during GDG meetings

e good knowledge of the skills mix within the GDG.

To facilitate the working of the group, the Chair:

sets up the rules for how the GDG operates, based on the principles set out in
section 3.4.1

assists with the planning of the GDG meetings
establishes a climate of trust and mutual respect among members

provides opportunities for all members to contribute to the discussions and
activities of the group

e may meet individual GDG members outside GDG meetings.

In GDG meetings, the Chair:

e ensures that GDG members declare any conflicts of interests and handles any
conflicts as they arise, in line with NICE’s policy*®

e steers the discussions according to the agenda

o keeps the group discussion unified and avoids disruption by sub-conversations or
dominance by any members

e encourages constructive debate, without forcing agreement

e prevents repetitive debate

e summarises the main points and key decisions from the debate
¢ signs off meeting minutes once approved by the GDG.

The Chair must ensure that NICE’s equality scheme and social value judgements
document are adhered to (see sections 1.1.1 and 3.2.3).

The Chair approves the draft full guideline and advises the NCC on responses to
stakeholder comments.

3.1.2.1 Appointing the Chair

In accordance with NICE’s policy ‘Appointments to guidance producing bodies
advisory to NICE’ (November 2006)*, the position of GDG Chair is advertised
on the NICE website. It may also be advertised on the website of the NCC
and/or the Royal College or professional body that hosts the NCC, and in
other appropriate places identified by the NCC. NICE informs the stakeholder
organisations about the advertisement.

Applicants are required to submit a CV (including names and contact details
of two referees), a completed declaration of interests form (available from
NICE’s webboard for NCCs), a completed equality monitoring form and a

16WWW.nice.orq.uk/qetinvolved/ioinnwc/patientsandIayloeolole/invitationtm’;tpplyforlavmembersh
ipofnicescommissioningprogrammesteeringgroup/declaration _of interests.jsp
' Available from: www.nice.orq.uk/384476
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statement explaining how they meet the criteria laid out in the person
specification. The Chair is appointed after interview by the selection panel,
which should include the NCC Director, the Director of the CCP (or delegate)
and a non-executive director of NICE.

3.1.3 The Clinical Adviser

The Clinical Adviser is a member of the GDG with additional responsibilities.
He or she works closely with the NCC technical team to provide expert topic-
specific support. The Clinical Adviser is a member of the scoping group (see
section 2.2), and is therefore appointed before work starts on the scope. The
detailed responsibilities of the Clinical Adviser will differ depending on the
guideline and the expert input required. These may include, for example,
working with the systematic reviewer on the detail of the evidence reviews
where expert topic-specific knowledge is needed, or checking the full
guideline to ensure that clinical and technical terminology is correct.

3.1.3.1  Appointing the Clinical Adviser

The position of Clinical Adviser is advertised on the NICE website. It may also
be advertised on the website of the NCC and/or the Royal College or
professional body that hosts the NCC, and in other appropriate places
identified by the NCC. NICE informs the stakeholder organisations about the
advertisement.

Applicants are required to submit a CV (including names and contact details
of two referees), a completed declaration of interests form (available from
NICE’s webboard for NCCs), a completed equality monitoring form and a
statement explaining how they meet the criteria laid out in the person
specification. The Clinical Adviser is appointed after interview by the selection
panel, which should include the NCC Director, the Director of the CCP (or
delegate) and a non-executive director of NICE.

3.14 Healthcare professional members

Healthcare professional members of the GDG should be recruited shortly after
the stakeholder scoping workshop (see section 2.4.1). They should represent
the perspective(s) of the healthcare professionals (and social care
professionals where relevant) involved in the care of patients affected by the
guideline topic. They are on the GDG as healthcare professionals with
appropriate knowledge and skills; detailed research expertise is not
necessary, although an understanding of evidence-based medicine is
essential. They are not expected to represent the views of their professional
organisations.

A GDG has, on average, between six and eight healthcare professional
members; the list of professions represented is agreed as part of the workplan
between the NCC and NICE (the workplan template is available on the NICE
webboard for NCCs).

The roles and responsibilities of the healthcare professional members of the
GDG are shown in box 3.3.
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Box 3.3 Key roles of healthcare professional members of the GDG

GDG members from the healthcare professions are expected to:
¢ help develop the review questions from the key clinical issues in the scope

e contribute constructively to meetings and have good communication and team-
working skills; this should include a commitment to the needs of patients and
carers

e use their background knowledge and experience of the guideline topic to provide
guidance to the technical team in carrying out systematic reviews and economic
analyses

o read all relevant documentation and make constructive comments and proposals
at (and between) GDG meetings

¢ with other members of the GDG, develop recommendations based on the
evidence reviews, or on consensus when evidence is poor or lacking

e advise on how to identify best practice in areas where research evidence is
absent, weak or equivocal

¢ with other members of the GDG, consider implementation issues arising from
recommendations and feed back to the implementation team at NICE to inform
the development of the implementation support tools (see section 13.2)

¢ with other members of the GDG, approve the review protocols (see section 4.4.2)
¢ with other members of the GDG, agree the minutes of GDG meetings.

They are not routinely expected to:
e review the evidence

e search the literature

e write the guideline.

3.1.4.1 Appointing healthcare professional members

Vacancies for healthcare professional members of the GDG are advertised on
the NICE website. They may also appear on the website of the NCC and/or
the Royal College or professional body that hosts the NCC, and in other
appropriate places identified by the NCC. NICE informs registered stakeholder
organisations about the advertisement.

Applicants are required to submit a CV (including names and contact details
of two referees), a completed declaration of interests form (available from
NICE’s webboard for NCCs), a completed equality monitoring form and a
statement explaining how they meet the criteria laid out in the person
specification. Members are selected by the Director of the NCC and the GDG
Chair, and may be asked to attend an interview. Appointments will be subject
to confirmation by the Director of the CCP at NICE.

3.1.5 Patient and carer members

At least two members of each GDG should have experience and/or
knowledge of issues that are important to patients and carers (the ‘patient and
carer members’). This is to ensure that patient and carer issues, as well as the
views of healthcare professionals, inform the guideline development process.
In general, patient and carer members will have direct experience of the
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condition as a patient, as a carer or family member, or as an officer or
member of a patient or carer organisation or support group. They should be
willing to reflect the experiences of a wide network of patients, rather than
basing their views only on their own experience. They do not represent the
views of any particular organisation. Healthcare professionals are well
represented on GDGs, so patient and carer members usually do not have a
healthcare professional background. Patient and carer members have equal
status with other members of the GDG. Their specific roles are shown in
box 3.4.

Box 3.4 Key roles of patient and carer members of the GDG

Patient and carer members carry out the same functions as other GDG members, but
they are often able to offer specific expertise in:

e ensuring that review questions embrace patient as well as professional issues

e raising awareness of grey literature® known to them (for example, patient
surveys) that highlights patient issues that may inform the work of the GDG

¢ considering the extent to which published evidence has measured and taken into
account outcome measures that patients consider important

¢ highlighting areas where patient preferences and patient choice may need to be
acknowledged in the guideline

e ensuring that recommendations address patient issues and concerns

e ensuring that the guideline as a whole, and particularly the recommendations, are
worded sensitively (for example, treating patients as people, not as objects of
tests or treatments).

3.1.5.1 Appointing patient and carer members

Patients, carers and other members of the public can apply to become GDG
members by responding to advertisements posted on the NICE website™®.
NICE’s Patient and Public Involvement Programme (PPIP) contacts all
registered patient and carer stakeholder organisations to alert them to these
advertisements. However, a person does not need to be a member of a
registered stakeholder organisation to apply®.

e People who respond to the advertisement can download an application
pack from the NICE website, which includes a ‘mini job description’ and a
person specification to help them decide whether they have the experience
and skills to make an effective contribution to the GDG. This pack can be
sent by post on request.

e Applicants are asked to complete an application form and submit a
personal statement describing how their skills and experience meet the
specified requirements. They must also complete a declaration of interests
form, and if they wish they can complete an equality monitoring form.

'8 Grey literature is defined as reports that are not formally published or have limited
distribution, such as institutional reports, and which may not be identified through the common
bibliographic retrieval systems.

19 www.nice.org.uk/getinvolved/joinnwc/join_a_nice_committee_or_working_group.jsp

%% For details of GDGs seeking patient and carer members, see
www.hice.org.uk/getinvolved/patientandpublicinvolvement
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e Applications are sent to the PPIP, which can also offer advice and support
during the application process, both to patient and carer organisations and
to individual applicants.

e The PPIP forwards all applications to the NCC. Staff at the NCC and the
GDG Chair shortlist applicants according to the criteria in the job
description and person specification. The NCC interviews shortlisted
applicants, either in person or by telephone, before making a final decision.

e The NCC is responsible for notifying successful and unsuccessful
applicants.

3.1.6 NCC technical team

A core technical team from the NCC supports the GDG with technical
experience and expertise. This team usually includes the NCC Director, an
information specialist, a lead systematic reviewer (who can also be the project
manager) and a health economist.

NCC staff who act as members of a GDG are voting members. However, to
ensure that the NCC does not have too much influence in a vote, no more
than three NCC staff members are allowed to vote on any one issue. For each
vote, the NCC should decide which of its staff are the most appropriate to
vote; these would normally be staff with particular knowledge of the issue
under discussion.

3.1.6.1 Information specialist

The information specialist identifies the relevant literature that is used to
answer the review questions developed by the GDG and the technical team
(see chapters 4-6). The role of the information specialist involves:

¢ contributing to the setting of review questions

¢ designing and testing population and study design search filters (see
section 5.2.2.7)

e contributing to discussions among the technical team and in GDG meetings
as required, including deciding whether a search is needed and gathering
key terms and synonyms

¢ identifying which databases should be searched

e drafting, refining and executing search strategies

e creating databases of the search results using reference management
software (including removing duplicates), in preparation for sifting by a
systematic reviewer (see section 6.1)

e maintaining audit trails, including keeping a log of search results, rationales
and strategies

e keeping track of which papers are ordered for which review question in the
document delivery process.

In addition, the information specialist advises on issues such as copyright and
licences, metadata, archiving and record management.
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3.1.6.2 Systematic reviewer

The role of the systematic reviewer is to provide summarised tables of the
evidence to inform other GDG members. This role involves:

setting review questions

assessing and selecting published abstracts

critical and quality appraisal of evidence using a validated system
distilling evidence into tables

synthesising evidence into statements

maintaining comprehensive audit trails.

The systematic reviewer is a core member of the GDG, alongside the rest of
the NCC technical team. He or she is crucial to the dissemination,
presentation and debate of the evidence within the GDG.

3.1.6.3 Health economist

The role of the health economist is to inform the GDG about potential
economic issues and to perform economic analyses. This is described in more
detail in chapter 7.

3.1.6.4 Project manager

The project manager oversees and facilitates the whole process, organising
GDG meetings and providing administrative support to the GDG Chair and
members.

3.1.7 Non-GDG members attending GDG meetings

Occasionally, people who are not members of the GDG may attend a
meeting, as either expert advisers or observers. They may be healthcare
professionals, patients or carers, other experts, or NICE or NCC staff. They
are expected to follow the code of conduct of the GDG and to sign the
confidentiality agreement form (see section 3.2.2).

3.1.7.1  Expert advisers

If the GDG does not have sufficient knowledge or expertise to make
recommendations in a particular area, it may call on ‘expert advisers’ —
external experts who can provide additional evidence from their experience
and specific expertise to help the GDG make decisions. These can include
people with a patient and carer perspective. Expert advisers attend a GDG
meeting because of their knowledge in a particular area. It is therefore
important that they sit within the group and enter fully into any discussion.
However, they are not full members of the GDG; they do not have voting
rights, and they should not be involved in the final decisions or influence the
wording of recommendations. They should submit a declaration of interests
form before attending the GDG meeting.
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3.1.7.2 Observers

Observers need the prior permission of the group to attend a GDG meeting.
An observer at a GDG meeting may be asked to sit apart from the group, and
should not enter into the discussions unless invited to do so by the GDG.
Observers may include members of NICE staff (for example, the Guidelines
Commissioning Manager, the lead editor and the implementation lead).
Observers who are not members of NICE staff or members of the NCCs are
required to sign a declaration of interests form.

3.2 Code of conduct and conflicts of interest

3.2.1 Declaring interests

The NCC should consider any potential conflict of interest for any person
applying to become a GDG member before making a decision on their
appointment®..

All GDG members and any individuals who have direct input into the guideline
(including NCC and NICE staff, expert advisers and expert peer reviewers)
should update their declaration of interests form before each GDG meeting.
Any changes to a GDG member’s declaration of interests should be recorded
in the minutes of the GDG meeting (which are published on the NICE
website). The Chair, in discussion with the NCC Director, should consider
these in accordance with NICE policy.

Declarations of interests will be published in the final full guideline (see
section 10.1.1).

3.2.2 Code of conduct and confidentiality

NICE has developed a code of conduct for GDG members and other people
who attend GDG meetings. This code sets out the responsibilities of NICE
and the GDG, and the principles of transparency and confidentiality

(see appendix Al). On appointment, all GDG members are asked to sign a
confidentiality form stating that they agree not to disclose any of the draft
guideline recommendations before the public consultation begins

(see appendix A2). This is to ensure that recommendations in the public
domain have been agreed by all members of the GDG.

All people who see documents or who are party to discussions relating to a
guideline before public consultation will be required to sign the confidentiality
agreement form before becoming involved. The NCC should keep copies of
signed forms.

21

See
www.nice.org.uk/getinvolved/joinnwc/patientsandlaypeople/invitationtoapplyforlaymembership
ofnicescommissioningprogrammesteeringgroup/declaration_of interests.jsp
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3.2.3 Social value judgements and equality scheme

Before the GDG starts its work, the NCC should ensure that all GDG
members have a copy of NICE’s most recent report on social value
judgements: ‘Social value judgements: principles for the development of NICE
guidance’ (2nd edition; 2008)*?. They should also make sure that GDG
members are aware of NICE’s equality scheme and action plan®.

3.24 Dealing with enquiries on GDG work

If GDG members are asked by external parties — including stakeholders or
their professional organisation — to provide information about the work of the
GDG, they should first discuss the request with the NCC or contact NICE (see
appendix A3). They should declare this at the next GDG meeting and inform
the NCC Director.

3.3 Identifying and meeting training needs

3.3.1 Chair

The person selected to perform the crucial role of GDG Chair may need
support and training so that they can carry out their role effectively. He or she
requires in-depth knowledge of the NICE clinical guideline development
process and an understanding of group processes. The CCP provides a 1-day
training session for GDG Chairs, in collaboration with the NCCs. Everyone
who is appointed as a GDG Chair is required to attend one of these training
sessions. The training covers the key tasks that the Chair is expected to
perform. Box 3.5 outlines the content of the training session.

Box 3.5 Content of the GDG Chair training session

o Key principles for developing NICE clinical guidelines
e Formulating review questions

¢ Reviewing evidence

e Introduction to health economics

e Developing recommendations

¢ Principles of facilitation

¢ NICE's equality scheme

e Declaring conflicts of interest

e How the work of the GDG is planned and organised

In addition to the training session, the NCC should identify and meet any
additional training needs that a GDG Chair may have. For example, unless
the Chair is an experienced facilitator, he or she may need additional training
in this area — particularly in relation to the important role of ensuring that the
views of patients and carers are given appropriate weight by the GDG. The
NCC may consider a ‘buddying’ approach in which a new GDG Chair learns
from someone with previous experience as a Chair.

22w nice.org.uk/aboutnice/howwework/socialvaluejudgements/socialvaluejudgements.jsp
23 www.nice.org.uk/aboutnice/howwework/NICEEqualityScheme.jsp
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3.3.2 Healthcare professional members

To work effectively, GDG healthcare professional members may need training
and support in some technical areas of guideline development, such as
systematic reviewing and health economics. The Chair and the NCC should
be aware of the types of training that individual GDG members may need at
the start of or during the guideline development process, so that they can
provide the necessary support. Training for GDG healthcare professional
members should be provided by the NCC at an early GDG meeting, and
should include components similar to those outlined in box 3.5.

3.3.3 Patient and carer members

The PPIP at NICE offers dedicated training to all patient and carer members
of the GDG. This training covers topics such as an introduction to health
economics, critical appraisal, and developing recommendations from
evidence. In addition, the training gives the patient and carer members the
opportunity to learn from people who have been on previous GDGs.

The PPIP also gives a short presentation on the role of patient and carer
members to the whole GDG at the first meeting.

3.4 Running the GDG

Running the GDG is the responsibility of the NCC, in consultation with the
Chair. Core responsibilities for all meetings include:

setting meeting dates, which should be done well in advance
planning agenda items

sending out papers

keeping records of all meetings

ensuring that all GDG members have a copy of the current guidelines
manual.

A summary of the minutes of each GDG meeting is made available on the
NICE website; this includes:

¢ where the meeting took place

e who attended

e apologies for absence

¢ declarations of interest of those in attendance, including actions and
decisions made about any conflict of interest

¢ a list of the subjects discussed

e date, time and venue of next meeting.

Minutes of GDG meetings are posted on the NICE website during guideline
development, before the guideline is published. Each set is approved by the
GDG at the next meeting, and signed off by the GDG Chair and the NCC.
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3.4.1 General principles

Because the GDG is multidisciplinary, its members will bring with them
different beliefs, values and experience. All these perspectives should be
valued and respected. Each member should have an equal opportunity to
contribute to the guideline development process. It is important to check that
the terminology that GDG members use is understood by all and clarified if
needed. The Chair should ensure that there is sufficient discussion to allow a
range of possible approaches to be considered, while keeping the group
focused on the guideline scope and the timescale of the project.

3.4.2 Quorum

The quorum of the GDG will be 50% of appointed members. No business
relating to the formulation of guideline recommendations may be conducted
unless the meeting is quorate. If a member is excluded because of a conflict
of interest and this causes membership to fall below the quorum, no business
may be transacted.

Expert advisers (see section 3.1.7.1) are not appointed members of the GDG
and do not count towards the quorum.

3.4.3 Meeting schedule

There are usually between 10 and 15 GDG meetings, held at approximately
monthly intervals. Most are 1-day meetings, but some may take place over
2 days.

3.4.4 The first two GDG meetings

Specific aspects of the clinical guideline development process are covered in
the first and second GDG meetings.

The first meeting should focus on providing information for GDG members on
the following subjects:

¢ the process of clinical guideline development

e how systematic reviews are performed

the role of health economics in decision-making

how patient and carer members contribute

the role of the GDG

the role of individual members of the NCC technical team.

GDG members should also be made aware of and operate within the
principles contained in the report ‘Social value judgements: principles for the
development of NICE guidance’ and NICE’s equality scheme (see

section 3.2.3).

Staff from the CCP and the PPIP at NICE will give presentations to explain
how the elements of the clinical guideline development process fit together.

The second meeting should focus on developing the review questions. The
GDG should examine the scope (including key clinical issues) and build
review questions based on it. It may be helpful to establish an explicit
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framework that clarifies the objectives of the work, the specific tasks that need
to be carried out and the timetable. This will enable the group to focus and to
develop a working relationship that is structured and well defined. Chapter 4
describes the process of developing review questions.

3.45 Working with NICE staff

At a subsequent GDG meeting, the lead editor, implementation lead, costing
lead and communications lead for the guideline from NICE give presentations
to explain their roles. At the same time, the NICE leads will ask for
nominations for GDG members to work with them on the following aspects:

¢ the quick reference guide and ‘Understanding NICE guidance’ — the GDG
editorial nominees (see sections 11.3, 12.1 and 12.4)

¢ the implementation support tools — the GDG implementation nominees and
costing nominees (see section 13.2)

e promoting the guideline (see section 12.5).

The roles of the various GDG nominees are described in more detail in the
sections of this manual indicated.

Most of the work with the NICE leads is done between submission of the
consultation drafts of the guideline and its publication. The lead editor may
also attend one or two GDG meetings towards the end of the guideline
development process, and can advise on the wording of recommendations as
needed.

3.5 Making group decisions and reaching consensus

3.5.1 Reaching agreement

GDG members need to make collective decisions throughout the development
of a clinical guideline. These include developing review questions (chapter 4),
interpreting the evidence to answer these questions (chapter 6), and
developing guideline recommendations (chapter 9). There are many different
approaches to making group decisions, and there is no blueprint about which
approach should be used in which circumstances. Also, because GDGs
function in different ways to reflect their individual membership, it is difficult to
be prescriptive about the approach that should be used.

In most cases, the GDG reaches decisions through a process of informal
consensus. The role of the Chair is to ensure that each individual on the GDG
is able to present their views, that assumptions can be debated and that the
discussions are open and constructive. The GDG Chair needs to allow
sufficient time for all members to express their views without feeling
intimidated or threatened, and should check that all members of the group
agree to endorse any recommendations. If the group cannot come to
consensus in a particular area, this should be reflected in the wording of the
recommendation.
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Some GDGs may choose to use more formal voting procedures for certain
decisions, but it is beyond the scope of this manual to offer guidance on when
these should be used, or which of the many variants might be used. For
example, a variation of the nominal-group technique was used by the NCC for
Chronic Conditions to agree key recommendations (now known as ‘key
priorities for implementation’) in a guideline. A summary of the methods used
is presented in the full guideline ‘Chronic heart failure: national clinical
guideline for diagnosis and management in primary and secondary care'?*,

3.5.2 Using formal consensus methods outside the GDG

Exceptionally, if the literature search has found no evidence that addresses
the review question, the GDG may identify best practice by using formal
consensus methods outside the GDG (for example, the Delphi technique or
the nominal-group technique). The use of these methods should be discussed
on a case-by-case basis with the CCP at NICE. The final decision on whether
these methods are warranted will be made by NICE. If it is decided that such
methods may be used, the planning and methods should be clearly set out in
a project plan and agreed by the CCP. The methods should also be described
in the full guideline.

3.6 Further reading

Choudhry NK, Stelfox HT, Desky AS (2002) Relationships between authors of
clinical practice guidelines and the pharmaceutical industry. Journal of the
American Medical Association 287: 612—7.

Eccles M, Grimshaw J, editors (2000) Clinical guidelines from conception to
use. Abingdon: Radcliffe Medical Press.

Elwyn G, Greenhalgh T, Macfarlane F (2001) Groups: a guide to small
groups. In: Healthcare, Management, Education and Research. Abingdon:
Radcliffe Medical Press.

Hutchinson A, Baker R (1999) Making use of guidelines in clinical practice.
Abingdon: Radcliffe Medical Press.

National Institute for Health and Clinical Excellence (2008) Social value
judgements: principles for the development of NICE guidance, 2nd edition.
London: National Institute for Health and Clinical Excellence. Available from:
www.hice.org.uk/aboutnice/howwework/socialvaluejudgements/socialvaluejud

gements.jsp

National Institute for Health and Clinical Excellence (2006) Appointments to
guidance producing bodies advisory to NICE. Available from:
www.nice.org.uk/384476

24 Available from www.nice.org.uk/CG5
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4 Developing review questions and planning the
systematic review

Once the final scope of the clinical guideline has been agreed (see chapter 2),
the key clinical issues listed in the scope need to be broken down into review
questions. These review questions must be clear, focused and closely define
the boundaries of the topic. They are important both as the starting point for
the systematic literature review and as a guide for the development of
recommendations by the Guideline Development Group (GDG). The review
questions should be developed as soon as the GDG is convened.

This chapter describes how review questions are developed, formulated and
agreed. It describes the different types of review question that may be used,
and provides examples. It also provides information on how to plan the
systematic review.

4.1 Number of review questions

The exact number of review questions for each clinical guideline depends on
the topic and the breadth of the scope (see chapter 2). However, the number
of review questions must be manageable for the GDG and the National
Collaborating Centre (NCC) technical team within the agreed timescale. For
standard clinical guidelines that take 10-18 months to develop (from the time
the scope is signed off to submission of the draft guideline), between 15 and
20 review questions is a reasonable number. This number is based on the
estimate that, on average, it is feasible for a maximum of two systematic
reviews to be presented at any one GDG meeting.

4.2 Developing review questions from the scope

Review questions should address all areas covered in the scope, and should
not introduce new aspects not specified in the scope. However, they will
contain more detail than the scope, and should be seen as building on the key
clinical issues in the scope.

Review questions are usually drafted by the NCC technical team. They should
then be refined and agreed by all GDG members through discussions at GDG
meetings. The different perspectives among GDG members will help to
ensure that the right review questions are identified, thus enabling the
literature search to be planned efficiently. Often the main questions need
refining again once the evidence has been searched, and this may generate
sub-questions.

4.2.1 Economic aspects

This chapter relates to the specification of questions for reviewing the clinical
evidence. Evidence about economic aspects of the key clinical issues should
also be sought from published economic evaluations and by conducting new
modelling studies where appropriate. Methods for identifying and reviewing

the economic literature are discussed in chapters 5 and 6; health economics
modelling is discussed in chapter 7. When developing review questions, it is
important to consider what information is required for any planned economic
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modelling. This might include, for example, information about quality of life,
rates of adverse effects or health service use.

4.3 Formulating and structuring review questions

A good review question is clear and focused. It should relate to a specific
patient problem, because this helps to identify the clinically relevant evidence.
The exact structure of the review question will depend on what is being asked,
but it is likely to fall into one of three main areas:

¢ intervention
e diagnosis
e prognosis.

Patient experience is a component of each of these and should inform the
development of a structured review question. In addition, review questions
that focus on a specific element of patient experience may merit consideration
in their own right.

4.3.1 Review questions about interventions

Usually, the majority of review questions for a particular clinical guideline
relate to interventions. Each intervention listed in the scope is likely to require
at least one review question, and possibly more depending on the populations
and outcomes of interest.

A helpful structured approach for developing questions about interventions is
the PICO (patient, intervention, comparison and outcome) framework (see box
4.1). This divides each question into four components:

the patients (the population under study)

the interventions (what is being done)

the comparators (other main treatment options)

the outcomes (measures of how effective the interventions have been).

Box 4.1 Features of a well-formulated review question on the
effectiveness of an intervention — using the PICO framework

Patients/population: Which patients or populations of patients are we interested in?
How can they be best described? Are there subgroups that need to be considered?

Intervention: Which intervention, treatment or approach should be used?

Comparison: What is/are the main alternative/s to compare with the intervention
being considered?

Outcome: What is really important for the patient? Which outcomes should be
considered? Examples include intermediate or short-term outcomes; mortality;
morbidity and quality of life; treatment complications; adverse effects; rates of
relapse; late morbidity and re-admission; return to work, physical and social
functioning; resource use.
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For each review question, the GDG should take into account the various
confounding factors that may influence the outcomes and effectiveness of an
intervention. To facilitate this process, outcomes and other key criteria that the
GDG considers to be important should be listed. Once the review question
has been framed, key words can be identified as potential search terms for
the systematic review. Examples of review questions on the effectiveness of
interventions are presented in box 4.2.

Box 4.2 Examples of review questions on the effectiveness of
interventions

For people with IBS (irritable bowel syndrome), are antimuscarinics or smooth
muscle relaxants effective compared with placebo or no treatment for the long-term
control of IBS symptoms? Which is the most effective antispasmodic?

(Adapted from: Irritable bowel syndrome in adults: diagnosis and management of irritable
bowel syndrome in primary care. NICE clinical guideline 61 [2008] Available from
www.nice.org.uk/CG61)

By how much do antibiotics reduce wound infection in women who have had an
elective Caesarean section compared with no treatment?

(Adapted from: Caesarean section. NICE clinical guideline 13 [2004]. Available from
www.nice.org.uk/CG13)

A review question relating to an intervention is usually best answered by a
randomised controlled trial (RCT), because this is most likely to give an
unbiased estimate of the effects of an intervention. Further information on the
side effects of a drug may be obtained from other sources. Some advice on
finding data on the adverse effects of an intervention is available in an
appendix of the ‘Cochrane handbook for systematic reviews of

interventions’?°.

There are, however, circumstances in which an RCT is not necessary to
confirm the effectiveness of a treatment (for example, giving insulin to a
person in a diabetic coma compared with not giving insulin) because we are
sufficiently certain from non-randomised evidence that an important effect
exists. This is the case only if all of the following criteria are fulfilled:

e An adverse outcome is likely if the person is not treated (evidence from, for
example, studies of the natural history of a condition).

e The treatment gives a dramatic benefit that is large enough to be unlikely to
be a result of bias (evidence from, for example, historically controlled
studies).

¢ The side effects of the treatment are acceptable (evidence from, for
example, case series).

e There is no alternative treatment.

e There is a convincing physiopathological basis for treatment.

?® See www.cochrane-handbook.org [accessed 17 August 2008].
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4.3.2 Review questions about diagnosis

Review questions about diagnosis are concerned with the performance of a
diagnostic test. A diagnostic test is a means of determining whether a patient
has a particular condition (disease, stage of disease or subtype of disease).
Diagnostic tests can include physical examination, history taking, laboratory or
pathological examination and imaging tests.

Broadly, review questions that can be asked about a diagnostic test are of two
types:

e (uestions about the diagnostic accuracy of the test
e questions about the clinical value of using the test.

Questions about a diagnostic test consider the ability of the test to predict the
presence or absence of disease. In studies of the accuracy of a diagnostic
test, the results of the test under study (the index test) are compared with
those of the best available test (the reference standard) in a sample of
patients.

The PICO framework described in section 4.3.1 is useful when formulating
review questions about diagnostic test accuracy (see box 4.3). The
intervention is the test under investigation (the index test), the comparison is
the reference standard, and the outcome is a measure of the presence or
absence of the particular disease or disease stage that the index test is
intended to identify (for example, sensitivity or specificity). The target condition
that the test is intended to identify should be specified in the review question.

Box 4.3 Features of a well-formulated review question on diagnostic test
accuracy using the PICO framework

Patients/population: To which patients or population of patients would the test be
applicable? How can they be best described? Are there subgroups that need to be
considered?

Intervention: The test being evaluated (the index test).

Comparison: The test with which the index test is being compared, usually the
reference standard (the test that is considered to be the best available method to
establish the presence or absence of the outcome — this may not be the one that is
routinely used in practice).

Target condition: The disease, disease stage or subtype of disease that the index
test and the reference standard are being used to establish.

Outcome: The diagnostic accuracy of the test for detecting the target condition. This
is usually reported as test parameters, such as sensitivity, specificity, predictive
values, likelihood ratios, or — where multiple cut-off values are used — a receiver
operating characteristic (ROC) curve.

Examples of review questions on diagnostic test accuracy are given in box
4.4. A review question relating to diagnostic test accuracy is usually best
answered by a cross-sectional study in which both the index test and the
reference standard are performed on the same sample of patients. Case—
control studies are also used to assess diagnostic test accuracy, but this type
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of study design is more prone to bias (and often results in inflated estimates of
diagnostic test accuracy). Further advice on conducting reviews of diagnostic
test accuracy can be found in the ‘Cochrane handbook for diagnostic test
accuracy reviews’ (see section 4.5).

Box 4.4 Examples of review questions on diagnostic test accuracy

What is the diagnostic accuracy of:

CT compared with MRI in assessing invasion of mediastinal structures and chest wall
invasion in patients with potentially curable lung cancer?

CT compared with MRI in assessing the presence of cerebral metastases in patients
with stage Il disease?

(Adapted from: Lung cancer: the diagnosis and treatment of lung cancer. NICE clinical
guideline 24 [2005]. Available from www.nice.org.uk/CG24)

Although the assessment of test accuracy is an important component of
establishing the usefulness of a diagnostic test, the clinical value of a test lies
in its usefulness in guiding treatment decisions, and ultimately in improving
patient outcomes. ‘Test and treat’ studies compare outcomes of patients after
a diagnostic test (in combination with a management strategy) with those of
patients who receive the usual diagnostic or management strategy. These
types of study are not very common. If there is a trade-off between costs,
benefits and harms of the tests, a decision-analytic model may be useful (see
Lord et al. 2006).

Review guestions aimed at establishing the clinical value of a diagnostic test
in practice can be structured in the same way as questions about
interventions; the best study design is an RCT. Review questions about the
safety of a diagnostic test should also be structured in the same way as
guestions about interventions.

4.3.3 Review questions about prognosis

Prognosis describes the likelihood of a particular outcome, such as the
progression of a disease, or the survival time for a patient after the diagnosis
of a disease or with a particular set of risk markers. A prognosis is based on
the characteristics of the patient (‘prognostic factors'). These prognostic
factors may be disease-specific (such as the presence or absence of a
particular disease feature) or demographic (such as age or sex), and may also
include the likely response to treatment and the presence of comorbidities. A
prognostic factor does not need to be the cause of the outcome, but should be
associated with (in other words, predictive of) that outcome.

Prognostic information can be used within clinical guidelines to:

e provide information to patients about their prognosis

¢ classify patients into risk categories (for example, cardiovascular risk) so
that different interventions can be applied

¢ define subgroups of populations that may respond differently to
interventions
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¢ identify factors that can be used to adjust for case mix (for example, in
explorations of heterogeneity)

¢ help determine longer-term outcomes not captured within the timeframe of
a clinical trial (for example, for use in an economic model).

Review questions about prognosis address the likelihood of an outcome for
patients from a population at risk for that outcome, based on the presence of a
proposed prognostic factor.

Review questions about prognosis may be closely related to questions about
aetiology (cause of a disease) if the outcome is viewed as the development of
the disease itself based on a number of risk factors. They may also be closely
related to questions about interventions if one of the prognostic factors is
treatment. However, questions about interventions are usually better
addressed by controlling for prognostic factors.

Examples of review questions relating to prognosis are given in box 4.5.

Box 4.5 Examples of review questions on prognosis

Are there factors related to the individual (characteristics either of the individual or of
the act of self-harm) that predict outcome (including suicide, non-fatal repetition,
other psychosocial outcomes)?

(From: Self-harm: the short-term physical and psychological management and secondary

prevention of self-harm in primary and secondary care. NICE clinical guideline 16 [2004].
Available from www.nice.orq.uk/CG16)

For women in the antenatal and postnatal periods, what factors predict the
development or recurrence of particular mental disorders?

(From: Antenatal and postnatal mental health: clinical management and service guidance.
NICE clinical guideline 45 [2007]. Available from www.nice.org.uk/CG45)

For people who are opioid dependent, are there particular groups that are more likely
to benefit from detoxification?

(From: Drug misuse: opioid detoxification. NICE clinical guideline 52 [2007]. Available from
www.nice.org.uk/CG52)

A review question relating to prognosis is best answered using a prospective
cohort study. A cohort of people who have not experienced the outcome in the
review question (but for whom the outcome is possible) are followed to
monitor the number of outcome events occurring over time. The cohort will
contain people who possess or have been exposed to the prognostic factor,
and people who do not have or have not been exposed to it. The cohort may
be taken from one arm (usually the control arm) of an RCT, although this often
results in a highly selected, unrepresentative group. Case—control studies are
not suitable for answering questions about prognosis, because they give only
an odds ratio for the occurrence of the event for people with and without the
prognostic factor — they give no estimate of the baseline risk.
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4.3.4 Using patient experience to inform review questions

The PICO framework (see section 4.3.1) should take into account the patient
experience. Patient experience, which may vary for different patient groups
(‘P’), covers a range of dimensions, including:

e patient views on the effectiveness and acceptability of given interventions
(1)

e patient preferences for different treatment options, including the option of
foregoing treatment (‘C’)

e patient views on what constitutes a desired, appropriate or acceptable
outcome (‘O’).

The integration of relevant patient experiences into each review question
therefore helps to make the question patient-centred as well as clinically
appropriate. For example, a review question that looks at the effectiveness of
aggressive chemotherapy for a terminal cancer is more patient-centred if it
integrates patient views on whether it is preferable to prolong life or to have a
shorter life but of better quality.

It is also possible for review questions to ask about specific elements of the
patient experience in their own right, although the PICO framework may not
provide a helpful structure if these do not involve an intervention designed to
treat a particular condition. Such review questions should be clear and
focused, and should address relevant aspects of the patient experience at
specific points in the care pathway that are considered to be important by the
patient and carer representatives on the GDG. Such questions can address a
range of issues, such as:

e patient information and support needs

¢ elements of care that are of particular importance to patients

¢ the specific needs of groups of patients who may be disadvantaged
compared with others

¢ which outcomes reported in intervention studies are most important to
patients.

As with the development of all structured review questions, questions that are
broad in scope and lack focus (for example, ‘what is the patient experience of
living with condition X’?) should be avoided. Examples of review questions
relating to patient information and support needs are given in box 4.6.

4 Developing review questions and planning the systematic review

© National Institute for Health and Clinical Excellence (January 2009) Page 50 of 266





The guidelines manual

Box 4.6 Examples of review questions on patient experience

What information and support should be offered to children with atopic eczema and
their families/carers?

(From: Atopic eczema in children: management of atopic eczema in children from birth up to
the age of 12 years. NICE clinical guideline 57 [2007]. Available from www.nice.org.uk/CG57)

What elements of care on the general ward are viewed as important by patients
following their discharge from critical care areas?

(From: Acutely ill patients in hospital: recognition of and response to acute illness in adults in
hospital. NICE clinical guideline 50 [2007]. Available from www.nice.org.uk/CG50)

Are there cultural differences that need to be considered in delivering information and
support on breast or bottle-feeding?

(From: Postnatal care: routine postnatal care of women and their babies. NICE clinical
guideline 37 [2006]. Available from www.nice.org.uk/CG37)

A review question relating to patient experience is likely to be best answered
using qualitative studies and cross-sectional surveys, although information on
patient experience is also becoming increasingly available as part of wider
intervention studies.

4.3.5 Review questions about service delivery

Although clinical guidelines do not in general cover issues of service delivery,
sometimes NICE receives a remit from the Department of Health specifically
asking for service guidance (see section 1.3.2). Examples of review questions
relating to service delivery are given in box 4.7.

Box 4.7 Examples of review questions on service delivery

Does delay in the referral of patients with lesions suspicious of skin cancer by GPs
affect stage of disease at presentation?

In patients with successfully treated primary small cell cancer (SCC), how effective is
follow-up in secondary care in improving survival?

In patients with successfully treated primary melanoma, how effective is follow-up in
secondary care in improving survival?

What are the needs of transplant patients in terms of skin cancer services?

(From: NICE cancer service guidance: Improving outcomes for people with skin tumours
including melanoma. The evidence review [Feb 2006]. Available from
www.nice.org.uk/CSGSTIM)

The most appropriate study design to answer review questions about service
delivery is an RCT. However, a wide variety of methodological approaches
and study designs have been used.
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4.4 Planning the systematic review

For each systematic review, the systematic reviewer (with input from other
technical staff at the NCC) should prepare a review protocol that outlines the
background, the objectives and the planned methods. This protocol will
explain how the review is to be carried out and will help the reviewer to plan
and think through the different stages, as well as providing some protection
against the introduction of bias. In addition, the review protocol should make it
possible for the review to be repeated by others at a later date. A protocol
should also make it clear how equality issues have been considered in
planning the review work, if appropriate.

4.4.1 Structure of the review protocol

The protocol should be short (no longer than one page) and should describe
any differences from the methods described in this guidelines manual
(chapters 5-7), rather than duplicating the methodology stated here. It should
include the components outlined in table 4.1.

Table 4.1 Components of the review protocol

Component Description

Review guestion The review question as agreed by the
GDG.

Objectives Short description; for example ‘To

estimate the effects and cost
effectiveness of..." or ‘To estimate the
diagnostic accuracy of...".

Criteria for considering studies for the Using the PICO framework.
review Including the study designs selected.
How the information will be searched The sources to be searched and any

limits that will be applied to the search
strategies; for example, publication date,
study design, language. (Searches
should not necessarily be restricted to

RCTs.)

The review strategy The methods that will be used to review
the evidence, outlining exceptions and
subgroups.

Indicate if meta-analysis will be used.

The review protocol is an important opportunity to look at issues relating to
equalities that were identified in the scope, and to plan how these should be
addressed. For example, if it is anticipated that the effects of an intervention
might vary with patient age, the review protocol should outline the plan for
addressing this in the review strategy.
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4.4.2 Process for developing the review protocol

The review protocol should be produced after the review question has been
agreed by the GDG and before starting the review (that is, usually between
two GDG meetings). The protocol should be approved by the GDG at the next
meeting.

All review protocols should be included as appendices in the draft of the full
guideline that is prepared for consultation (see also chapters 10 and 11). Any
changes made to a protocol in the course of the work should be described.

4.5 Further reading

Cochrane Diagnostic Test Accuracy Working Group. Cochrane handbook for
diagnostic test accuracy reviews (under development). Available from:
http://srdta.cochrane.org/en/authors.html [accessed 18 August 2008].

Higgins JPT, Green S, editors (2008) Cochrane handbook for systematic
reviews of interventions, version 5.0.0 (updated February 2008). The
Cochrane Collaboration. Available from www.cochrane-handbook.org
[accessed 26 August 2008].

Lord SJ, Irwig L, Simes RJ (2006) When is measuring sensitivity and
specificity sufficient to evaluate a diagnostic test, and when do we need
randomized trials? Annals of Internal Medicine 144: 850-5.

NHS Centre for Reviews and Dissemination (2001) Undertaking systematic
reviews of research on effectiveness: CRD’s guidance for those carrying out
or commissioning reviews. CRD Report 4, 2nd edition. York: NHS Centre for
Reviews and Dissemination, University of York. Available from:
www.york.ac.uk/inst/crd/report4.htm [accessed 21 November 2007].

Richardson WS, Wilson MS, Nishikawa J et al. (1995) The well-built clinical
question: a key to evidence-based decisions. American College of Physicians
Journal Club 123: A12-3.
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5 Identifying the evidence: literature searching
and evidence submission

51 Introduction

The systematic identification of evidence is an essential step in clinical
guideline development. Systematic literature searches undertaken to identify
evidence of clinical and cost effectiveness should be thorough, transparent
and reproducible. These searches will also minimise ‘dissemination biases’
(Song et al. 2000), such as publication bias and database bias, that may
affect the results of reviews.

This chapter is aimed primarily at information specialists in National
Collaborating Centre (NCC) technical teams and in the Short Clinical
Guidelines Team based at NICE. It provides advice on the sources to search
and on how to develop strategies for systematic literature searches to identify
clinical and economic evidence. It also provides advice on other areas of
information management that form an important part of the clinical guideline
development process. These include using reference management software,
acquiring the full text of articles and documenting the search process. Calls for
submissions of evidence from stakeholders and undertaking baseline
assessments of service activity (for service guidance) are also covered. The
scoping search undertaken when drafting the scope of a clinical guideline is
described in section 2.3.3.

5.2 Searching for clinical evidence

52.1 Databases and other sources to search

The databases and other sources that should be searched to identify
evidence of clinical effectiveness depend on the review question.

5.2.1.1 Core and subject-specific databases

The core databases listed in table 5.1 should be searched for every review
guestion. Additional subject-specific databases and other resources may also
need to be searched, depending on the subject area of the review question
and the type of evidence sought.
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Table 5.1 Databases that should be searched (listed in suggested order
of searching)

Question type Databases

Review questions about interventions, Core databases:

diagnosis, prognosis®, patient experience | Cochrane Database of Systematic
and service delivery Reviews — CDSR (Cochrane reviews)"

Database of Abstracts of Reviews of
Effects — DARE (other reviews)®

Cochrane Central Register of Controlled
Trials — CENTRAL (clinical trials)®

Health Technology Assessment (HTA)
database (technology assessments)®
MEDLINE/MEDLINE In-Process
EMBASE

CINAHL (Cumulative Index to Nursing
and Allied Health Literature)

Subject-specific databases (this list is not
exhaustive):

AMED (Allied and Complementary
Medicine Database)

C2 Register of Interventions and Policy
Evaluations — C2-RIPE (Campbell
Collaboration)

SPECTR (Campbell Collaboration)

ERIC (Education Resources Information
Center)

PEDro (Physiotherapy Evidence
Database)

PsycINFO

4 CDSR and DARE do not need to be searched for questions about prognosis.

® Accessible via the Cochrane Library. Database names in parentheses are those used in the
Cochrane Library.

¢ Accessible as part of the Cochrane Library and via the Centre for Reviews and
Dissemination (CRD). The CRD website hosts the most up-to-date version of the databases.
Database names in parentheses are those used in the Cochrane Library.

An awareness of the strengths and weaknesses of each database is important
when undertaking a systematic literature search. The different databases
index different journals, use different subject headings, cover different time
periods and provide different amounts of bibliographic information. For
example, EMBASE is considered to be stronger than MEDLINE in its
coverage of the pharmacology, toxicology, drug research and psychiatric
literature, but contains only selected coverage of the dental and nursing
literature. On the other hand, MEDLINE contains a much better developed
collection of scope notes for its subject heading (MeSH) terms, which can
assist development of the search strategy. There will be overlap in the records
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retrieved from the different databases for a particular review question; the
extent of this overlap for MEDLINE and EMBASE is reported as being
between 10% and 87% depending on the topic (Lefebvre et al. 2008a).
Therefore cross-database searching, although time-consuming, is necessary
in order to comprehensively identify evidence for clinical guideline
development.

5.2.1.2  Other sources of information

The sources listed in table 5.2 — which include databases and websites — can
provide useful information about ongoing research, clinical audits and
statistics to help guide Guideline Development Group (GDG) decision-making.
This list is not intended to be exhaustive; the 'Searching for studies' chapter in
the 'Cochrane handbook' offers a good overview and further examples of
sources to search (Lefebvre et al. 2008b).
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Table 5.2 Other sources of information

Source

Website

International Standard
Randomised Controlled Trial
Number Register

www.controlled-trials.com/isrctn

International Clinical Trials
Registry Platform (WHO)

www.who.int/trialsearch

IFPMA Clinical Trials Portal

http://clinicaltrials.ifpma.org

ClinicalTrials.gov (US National
Institutes of Health service)

http://clinicaltrials.qgov

UK Clinical Research Network
(UKCRN) Study Portfolio
database

http://public.ukcrn.org.uk/search

National Institute for Health
Research National Research
Register (NRR) Archive

https://portal.nihr.ac.uk/Pages/NRRArchiveSearch.a
SPX

Web of Science

www.scientific.thomson.com/products/wos

Conference Papers Index

www.csa.com/factsheets/cpi-set-c.php

The King’s Fund

www.Kingsfund.org.uk

DH-Data

http://ds.datastarweb.com/ds/products/datastar/she
ets/dhss.htm

Hospital Episode Statistics

www.hesonline.nhs.uk

Patient Episode Database for
Wales

www.wales.nhs.uk/sites3/page.cfm?orgld=527&pid
=24601

National or regional registers,
for example cancer registers

National or regional audits

Database of Individual Patient
Experiences (DIPEX)

www.dipex.org

Surveys of patients’
experiences

NCCs are not expected to routinely search other sources of information, and
there is no requirement to hand search journals for studies.

5.2.2

How to search for clinical evidence

Many of the principles listed in this section are also relevant to searching for
economic evidence (see section 5.3).

5.2.2.1

Devising an overall search strategy

Review questions can be broken down into different parts, which can then be
used to devise a search strategy. For example, using the PICO (patient,
intervention, comparison and outcome) framework (see section 4.3.1 and
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box 4.1), a search strategy can be constructed for terms relating to the
population; this can be combined with terms relating to the interventions and
comparisons (if there are any) to be evaluated. It is important to remember
that not all components of a review question will always be mentioned in the
abstracts or subject headings of database records — in particular, outcomes
are often not mentioned. Therefore it may not be advisable to include these
components when developing a strategy.

5.2.2.2 ldentifying search terms

Search strategies should usually consist of a combination of subject headings
and ‘free-text’ terms from the titles and abstracts of relevant studies (see also
section 5.2.2.3). Subject headings are used to identify the main theme of an
article; however, not all conditions or diseases will have a subject heading, so
it is important to use free-text terms too. When identifying subject headings it
Is important to include variations in thesaurus and indexing terms for each
database; for example, MeSH in MEDLINE and the Cochrane Library, and
Emtree in EMBASE. Free-text terms may include synonyms, acronyms,
abbreviations, differences in terminology across national boundaries, different
spellings, old and new terminology, brand and generic drug names, and lay
and medical terminology. Misspellings or ‘typos’ may also affect a search,
particularly with records in the process of being indexed, for which there may
be only a title and no abstract or subject headings.

5.2.2.3  Sensitivity and precision

The key attributes of a search strategy are sensitivity?® and precision®’. Both
of these will be influenced by the time period covered and by the search terms
used. Although it is important that searches for systematic reviews attempt to
identify all the relevant literature, there needs to be a trade-off between
conducting an exhaustive search that will need additional resources versus
undertaking a more modest search that may miss some studies. Identifying
key studies for a review question can assist in checking search sensitivity;
such studies can also act as a guide to search terms.

5.2.2.4  Grouping review questions

It is useful to identify review questions that overlap and so can be grouped
together for searching purposes. For example, questions about the most
effective treatments for a condition may involve comparing several
interventions. This may make it possible to carry out one search that covers
all the interventions. Questions that have the population and intervention in
common but a different comparator can be grouped together by identifying
and combining search terms for the population and intervention only.

%% Defined as the number of relevant records retrieved by a search strategy as a proportion of
the total number of relevant records (normally represented by a gold standard) (Jenkins
2004).

*" Defined as the number of relevant records retrieved by a search strategy as a proportion of
the total number of records retrieved (Jenkins 2004).
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5.2.2.5 Limiting searches

Using certain parameters to limit searches can improve precision without
unduly affecting sensitivity.

e Date parameters. These depend on the clinical guideline topic and on when
the majority of the research was published. The date range for the search
should be agreed by the GDG, in consultation with experts in the area. If
relevant good-quality published systematic reviews exist (see chapter 6),
additional searching may be limited to updating the reviews, covering the
time period since the searches for the published reviews were conducted.
However, existing reviews may not address all of the relevant outcomes, in
which case new searches may be needed. Consider contacting authors of
published reviews for updates, particularly for reviews found in the
Cochrane Database of Systematic Reviews.

e Animal studies can be excluded from the search results in some
databases. In Ovid, for MEDLINE the search strategy is:

— Final search set
— Exp Animals/ not Humans/
— 1 not 2.

¢ If a decision has been taken to limit a review to studies reported in English,
the appropriate database limit function can be used to improve precision.

e Depending on the review question, it may be appropriate to limit searches
to particular study designs. The best way to do this is to use an appropriate
search filter rather than limiting searches by the publication type field (see
sections 5.2.2.6 and 5.2.2.7).

e Sometimes it may be appropriate to limit searches by age. This can be
useful to identify citations relating to children, but is often not necessary for
those relating to adults. A search filter is listed on the InterTASC website
(see section 5.2.2.7).

e Limiting searches by sex is not recommended.

5.2.2.6  Searching step-by-step by study design

For review questions on the effectiveness of interventions, it may be more
efficient to search for systematic reviews, followed by randomised controlled
trials (RCTs), followed by cohort or case—control studies. This will prevent
unnecessary searching and review work. An absence of good-quality RCTs
covering all the key outcomes may mean expanding the search to retrieve
observational studies. The use of relevant search filters (see section below)
can help to identify study types and thus assist in this method of searching.

5.2.2.7 Search filters

Search filters can be used to make searching more efficient and effective by
saving time and bringing consistency and focus to the searching process.
Search filters may be developed using a range of research-based and non-
research-based methods. The most reliable filters are likely to be those that
describe explicit methods, including how the search terms were identified and
combined, and how the performance of search strategies was tested using
collections of relevant records (ideally different from the records used to
identify or extract the search terms) (Jenkins 2004). Research-based filters for
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finding RCTs and other study designs include the Cochrane Highly Sensitive
Search Strategies for identifying RCTs in MEDLINE (Lefebvre et al. 2008b)
and filters developed by the McMaster University Hedges team for MEDLINE
and EMBASE. The most comprehensive listing of available search filters can
be found on the NICE InterTASC Information Specialists’ Sub-Group (ISSG)
website?®, which lists filters by study design, database and interface.

When choosing a search filter, it is important to consider the age of the filter
(to take account of changes such as indexing or interface changes), and
whether it maximises sensitivity or precision. The most useful search filters for
clinical guideline work are likely to be those for identifying specific study
designs such as RCTs or economic evaluations.

5.3 Searching for economic evidence

The approach to searching for economic evidence should be systematic, but
targeted to identify studies that are most relevant to current NHS practice and
hence likely to inform GDG decision-making.

Two types of search might be required for economic evidence:

e First, a systematic search for economic evaluations relevant to the
guideline and applicable to current NHS practice should be performed. This
should cover all review questions with potential cost or resource
implications and should not be limited to the modelling priorities identified in
the economic plan. This search should be conducted by the information
specialist, in consultation with the health economist (see sections 5.3.1 and
5.3.2).

e Additional searches may be necessary to identify other information required
for economic modelling. This may include information about prognosis,
adverse effects, quality of life, resource use or costs that is not always
available from the clinical searches conducted for the guideline. The
requirement for additional searches should be discussed by the information
specialist and the health economist. (See section 7.2.2 for more details
about identifying model inputs, including searching for quality-of-life data.)

Much of the advice provided in section 5.2.2 about how to search for clinical
evidence is relevant to systematic searches for economic evaluations.

5.3.1 Initial search to identify economic evaluations

The majority of the search for economic evaluations should be completed
near the beginning of the guideline development process as an initial broad
search. The first step is a search of a key health economics database using
the patient population terms, as for the initial clinical background search.
Other core databases should then be searched for the patient population
terms with the addition of a published economics search filter.

28 www.york.ac.uk/inst/crd/intertasc
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A suggested strategy for searching for economic evaluations in the initial
broad search is:

e NHS EED (NHS Economic Evaluation Database)?, and HEED (Health
Economic Evaluations Database) if subscribed to — all years
e HTA database — all years.

This initial broad search should be extended to identify recent papers that
have not yet been referenced in the economics databases, by searching
MEDLINE (including MEDLINE In-Process) and EMBASE with a published
economics search filter (see section 5.2.2.7), covering the most recent
complete year.

Search filters to identify economic evaluations can maximise precision (for
example, the economics search filters developed and validated as having high
precision by the McMaster Hedges team) or sensitivity (for example, the CRD
[Centre for Reviews and Dissemination] search filter developed to identify
economic evaluations for NHS EED). Information specialists should use their
judgement as to whether maximising precision or sensitivity is more
appropriate when selecting search filters to identify economic evidence (see
sections 5.2.2.3 and 5.2.2.7).

Other subject-specific databases may be searched at this stage, at the
discretion of the information specialist.

5.3.2 Further searches to identify economic evaluations

Further searches for economic evaluations may be needed for some review
guestions. The purpose of these searches is to try to ensure that all relevant
economic evaluations are identified; some may not be retrieved by the initial
search because of the inclusion criteria of the economics databases (for
example, economic evaluations indexed in EMBASE have been sought for
inclusion in NHS EED only since 2002). The need for additional searches and
the criteria (such as date parameters) for any additional searches should be
established by the health economist in consultation with the information
specialist. As a minimum, MEDLINE and EMBASE should be searched,;
additional databases should be searched as appropriate. It may also be
worthwhile to use a highly sensitive economics search filter (for example, the
CRD filter — see sections 5.2.2.7 and 5.3.1). The searches may be executed
when required or alongside the clinical searches, depending on the
preference of the health economist in consultation with the information
specialist.

2 Accessible as part of the Cochrane Library and via the Centre for Reviews and
Dissemination (CRD). The CRD website hosts the most up-to-date version of NHS EED.
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54 Quality assurance of search strategies

Efforts should be made to check the quality and accuracy of search strategies
during the development of the clinical guideline. Although it will not usually be
possible to check all strategies for every search, the following approaches can
be used to ensure that the key studies are retrieved.

e Ask GDG members to identify key clinical studies or economic evaluations
that are already published, in order to gather useful search terms.

e Check search strategies used in existing published systematic reviews.

¢ Run searches with and without certain search terms and assess the
differences between the results obtained.

e Check the bibliographies of included studies to ensure that all relevant
papers have been retrieved by the search strategy used.

¢ Investigate why relevant papers have not been retrieved by the search
strategy, and amend the strategy if appropriate.

5.5 Reference management software

Electronic records of the references retrieved by searches should be stored
using reference management software such as EndNote, Reference Manager
or ProCite. Records can be exported from bibliographic databases such as
MEDLINE and imported automatically into the software using import filters.
Details of references can also be added manually.

In addition to storing records of references, consideration should be given to
using reference management software for the following:

¢ Coding the references with additional information, such as the source of the
reference, the review question it was identified to answer, the study design
and selection decisions. Coding should be determined and agreed by the
NCC technical team before working with a reference management
database to ensure consistency of use.

Providing links to the full text of articles, where possible.

Logging the ordering and/or receipt of articles.

Keeping track of the printed copies of papers.

Linking to word processing packages using output styles to facilitate the
automatic generation of in-text citations and reference lists for the full
version of the guideline.

Adept Scientific supplies EndNote, Reference Manager and ProCite in the UK
and also provides technical support for the software. Import filters and output
styles can be downloaded free of charge from the Adept Scientific website*’;
Adept Scientific will also create or modify import filters and output styles on
request.

%0 www.adeptscience.co.uk
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5.6 Acquiring the full text of references
The full text of references can be obtained from several sources:

e Free online journal articles: many journals provide free access to some or
all of their content. Several apply this to all material more than 1 or 2 years
old; others provide access to particular types of articles only (for example,
the British Medical Journal provides free access to all research articles).
For most journals the online content dates back to around 1996, although
some go back further and are gradually adding content from earlier years.
Individual articles can be purchased from the websites of most journals that
do not allow free access, but this can be expensive.

e Some websites provide links to medical journal web pages with freely
available articles. Two that are useful are:

— Free Medical Journals (www.freemedicaljournals.com)
— Genamics JournalSeek (www.journalseek.net).

e NHS Core Content and its Welsh equivalent, HOWIS, provide free access
to some journals for all NHS staff and staff in organisations such as the
NCCs that work exclusively for the NHS. An Athens log-in is needed to
access NHS Core Content, which can be obtained by applying to the
Information Services team at NICE (library@nice.org.uk).

e Free online reports: many institutions make their reports and guidelines
freely available online, so it is worth checking the relevant websites.

o Libraries: many libraries that stock a wide range of journals, books and
reports will have an inter-library loan or document delivery service. All will
supply articles within copyright law and some will loan documents. There is
usually a charge for this service, and for loans the cost of postage is
usually extra. Some libraries provide articles at a reduced cost if an annual
subscription is taken out. Three major libraries offering this level of service
are the British Library, the British Medical Association (BMA) Library and
the Royal Society of Medicine Library. A British Library account also allows
users to pay for articles from other libraries that accept payment in this
way. Some of the NCCs are based in, or associated with, a medical
institution that has its own library.

5.7 Documenting the search strategy

An audit trail should be kept of the searches for both clinical and economic
evidence that are conducted during the clinical guideline development
process, so that the process for identifying the evidence is transparent and
reproducible.

57.1 Internal documentation

The following information should be recorded for each search conducted
during the clinical guideline development process:

¢ Details of the question for which the search was conducted.

e The names of the databases and database host systems used.

e The database coverage dates; for example, Ovid MEDLINE® 1950 to
February week 3 2008.
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e The date on which the search was conducted.

e The search strategy (this should be stored in an easily accessible form
such as Microsoft Word or ASCII plain text).

¢ Any limits applied to the search or to study designs searched for.

e The number of records retrieved from each database.

¢ A text file of results and/or a Reference Manager/Endnote/ProCite
database of results.

Enough detail should be provided to allow searches to be repeated when the
guideline requires updating.

5.7.2 Full guideline

A description of the searching process should be included in the methods
section of the full version of the clinical guideline (see section 10.1.1). This
should include:

¢ details of the scoping search (see section 2.3.3)

¢ details of the development of the search strategies

e dates on which the searches were carried out, including any re-run
searches (see section 5.9)

e any limits placed on the type of evidence searched for and details of
methodological search filters, if used

e names of the databases and database host systems and any other sources
searched

e date or language limits applied to searches.

The MEDLINE search strategies for each review question and for the
economic searches should be made available to stakeholders during
consultation on the draft guideline. They should also be published at the same
time as the final full guideline in either print (as an appendix) or electronic
format. It may be helpful to publish the search strategies for each literature
search for all databases.

5.8 Timing of searches

Searches should be prioritised according to the clinical and economic
evidence required for each GDG meeting. Additional searching time may be
needed for guideline topics that involve a lot of pharmacological areas, for
which there are likely to be large numbers of published papers. This should be
taken into consideration early in the process and should be accounted for in
the planning. Specific searches will need to be carried out for each of the
review questions and the economic evidence that will be discussed at the
planned GDG meetings.

5.9 Re-running searches

59.1 Clinical evidence

The searches undertaken to identify clinical evidence for each review question
need to be re-run to identify any further evidence that has been published
since the search was run initially. The final re-run of searches should be done
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6—8 weeks before consultation on the draft guideline begins. This can be done
either by using database and website automatic alerting systems on each
search or by executing re-runs of searches at one or two time points before
the consultation.

Search strategies should be checked when re-running the search to ensure
that all subject headings are still mapping to the appropriate heading, as these
can change, and also to see if there are any new terms or headings that could
be used (for example, MeSH headings are evaluated and can change
annually). An awareness of how and when databases are indexed and
updated should guide the re-run, because there may be times when indexing
stops temporarily or when repetition of articles is more common. This can
affect the value of re-running the search. It is worth noting that records
identified by re-runs may not necessarily be ‘new’. They may have been
identified in the initial search in a different database that has a shorter
indexing time lag, or they may have been identified in the same database but
now have a revised entry date as a result of a revision of the indexing.

59.2 Economic evidence

The health economist should discuss the need for any re-runs with the
information specialist. As for clinical searches, economic evaluation literature
searches should be re-run 6—8 weeks before consultation on the draft
guideline begins. The re-runs can be executed either question by question
(that is, for the questions for which additional searches for economic
evaluations were conducted) or, as a minimum, on the initial broad search
only (see section 5.3.2). This will largely be determined by the requirements of
the health economist. Re-runs of selective searches for model inputs may be
repeated after consultation, but only at the request of the health economist,
who is able to determine whether there is time to incorporate any new
information in a revised model (see also section 7.2.2).

5.10 Calls for evidence from stakeholders

For some questions, the GDG and NCC staff may have good reason to
believe that information exists that has not been found using standard
searches. Examples include ongoing research in a field, if a technology is
relatively new, studies that have been published only as abstracts, data on
adverse effects, economic models, and studies of the experiences of patients,
carers or healthcare professionals.

In these situations, the NCC may call for evidence. This call goes to all
registered stakeholders. It should specify the question being addressed and
details of the type of evidence being sought, for example in terms of
participants, intervention, comparisons, outcome and study design for
questions of effectiveness. A call for evidence may be made at any point
during development of a clinical guideline, and stakeholders should usually be
given 4 weeks to respond. The NCC may choose not to issue any calls for
evidence for a guideline.
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5.10.1 Confidential information

In addition to published studies, stakeholders may submit relevant
unpublished data or studies in response to a call for evidence. When the NCC
sends out a call for evidence, it should ask stakeholders that respond to
complete a checklist that lists and identifies the location of all confidential
information contained in their submission. This checklist is available from the
NICE webboard for NCCs. The NCCs should keep the checklists for their
records in order to ensure that the draft and final versions of the full guideline
do not contain confidential information.

Box 5.1 summarises what may and may not be considered confidential by
NICE.

Box 5.1 Information on what may and may not be considered
confidential

Data that may be included as confidential include those that may influence share
price values (‘commercial in confidence’) or are intellectual property (‘facademic in
confidence’; that is, awaiting publication).

Confidential information should be kept to an absolute minimum; for example, just the
relevant part of a sentence, a particular result from a table or a section of code.

NICE will not allow a whole study to be designated confidential. As a minimum, a
structured abstract of the study or economic model will have to be made available for
public disclosure during consultation on the guideline.

Results derived from calculations using confidential data will not be considered
confidential unless releasing those results would enable back-calculation to the
original confidential data.

In addition to completing the checklist, stakeholders should indicate the part of
their submission that contains the confidential information, for example by
using a highlighter pen on a hard copy, or the highlighter function in an
electronic version. These markings should then be maintained on those
sections so that the GDG knows which parts are confidential. When the draft
and final versions of the full guideline are prepared for publication, the NCC
should ensure that these sections are replaced by a note stating that
confidential information has been removed, so that readers know exactly
where confidential data have been used.

Following the principles in box 5.1, the amount of confidential information
should be kept to a minimum; as a minimum, a summary should be publicly
available by the time of the consultation on the guideline. NICE needs to be
able to justify the recommendations in clinical guidelines on the basis of the
evidence considered by the GDG. NICE and the NCC will therefore work with
the data owners to agree a balance between confidentiality and
transparency>".

% For example, see www.nice.org.uk/229411
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5.10.2 Information not eligible for submission

Stakeholders are asked not to submit the types of evidence listed in box 5.2,
as these will not be considered.

Box 5.2 Stakeholder material not eligible for consideration by the GDG

Studies with weak designs if better designed studies are available
Promotional literature
Papers, commentaries and editorials that interpret the results of a published paper

Representations and experiences of individuals (unless assessed as part of a well-
designed study or survey)

5.10.3 Documenting evidence from stakeholder submissions

Information received from stakeholders in response to a call for evidence
should be entered into a reference management database (as described in
section 5.7), and the details cross-checked against evidence identified
through database searching. It should be assessed in the same way as
published studies identified through the searches (see section 6.2.1).

5.11 Additional requirements for service guidance

In addition to evidence identified through routine literature searches, the GDG
requires information describing the current configuration of clinical services,
the level of activity and any significant regional variations. This will help the
GDG to:

¢ identify the gaps between current clinical practice, service provision and
patient experience and what the GDG concludes should be in place

¢ shape the guidance and identify recommendations that are likely to have
the greatest impact on the service as well as on clinical outcomes.

A detailed baseline assessment of service activity is needed, and should be
conducted before the GDG starts work. This should be available for
consideration early in the guidance development process, and ideally early
enough to inform the scope. The following data sources might be used in
providing an overall picture of service configuration and activity:

e hospital episode statistics (HES)

e patient episode data Wales (PEDW)

e national or regional registers (for example, cancer registers)

e national or regional clinical audits

e surveys of patients’ experiences

e ‘Morbidity statistics from general practice: fourth national survey 1991—
1992, Office for National Statistics*.

32Www.statistics.qov.uk/CCI/SearchRes.aslo?term:morbidity+statistics+from+qeneral+practice

5 Identifying the evidence

© National Institute for Health and Clinical Excellence (January 2009) Page 67 of 266




http://www.statistics.gov.uk/CCI/SearchRes.asp?term=morbidity+statistics+from+general+practice�



The guidelines manual
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6 Reviewing the evidence

Studies identified during literature searches (see chapter 5) need to be
reviewed to identify the most appropriate data to help address the review
questions, and to ensure that the guideline recommendations are based on
the best available evidence. A systematic review process should be used that
is explicit and transparent. This involves four major steps:

¢ selecting relevant studies
e assessing their quality

¢ synthesising the results

e interpreting the results.

The process of selecting relevant studies is common to all systematic reviews;
the other steps are discussed below in relation to the major types of
questions. The same rigour should be applied to reviewing fully and partially
published studies, as well as unpublished data supplied by stakeholders.

6.1 Selecting relevant studies

The study selection process for clinical studies and economic evaluations
should be clearly documented, giving details of the inclusion criteria that were
applied.

6.1.1 Clinical studies

Before acquiring papers for assessment, the information specialist or
systematic reviewer should sift the evidence identified in the search in order to
discard irrelevant material. First, the titles of the retrieved citations should be
scanned and those that fall outside the topic of the guideline should be
excluded. A quick check of the abstracts of the remaining papers should
identify those that are clearly not relevant to the review questions and hence
can be excluded.

Next, the remaining abstracts should be scrutinised against the inclusion
criteria agreed by the GDG. Abstracts that do not meet the criteria should be
excluded. Any doubts about inclusion should be resolved by discussion with
the GDG before the results of the study are considered. Once the sifting is
complete, full versions of the selected studies can be acquired for
assessment. Studies that fail to meet the inclusion criteria once the full version
has been checked should be excluded; those that meet the criteria can be
assessed. Because there is always a potential for error and bias in selecting
the evidence, double sifting (that is, sifting by two people) of a random
selection of abstracts should be performed periodically (Edwards et al. 2002).

6.1.2 Economic evaluations

The process for sifting and selecting economic evaluations for assessment is
essentially the same as for clinical studies. Consultation between the
information specialist, the health economist and the systematic reviewer is
essential when deciding the inclusion criteria; these decisions should be
discussed and agreed with the GDG. The review should be targeted to identify
the papers that are most relevant to current NHS practice and hence likely to
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inform GDG decision-making. The review should also usually focus on “full’
economic evaluations that compare both the costs and health consequences
of the alternative interventions under consideration.

Inclusion criteria for filtering and selection of papers for review by the health
economist should specify relevant populations and interventions for the review
question. They should also specify the following:

e An appropriate date range, as older studies may reflect outdated practices.

e The country or setting, as studies conducted in other healthcare systems
might not be relevant to the NHS. In some cases it may be appropriate to
limit consideration to UK-based or OECD (Organisation for Economic Co-
operation and Development) studies.

e The type of economic evaluation. This may include cost—utility, cost—
benefit, cost-effectiveness, cost-minimisation or cost—consequence
analyses. Non-comparative costing studies, ‘burden of disease’ studies and
‘cost of illness’ studies should usually be excluded.

6.2 Questions about interventions

These questions concern the relative effects of an intervention, as described
in section 4.3.1. The consideration of cost effectiveness is integral to the
process of reviewing evidence and making recommendations about
interventions. However, the quality criteria and ways of summarising the data
are slightly different from those for clinical effectiveness, so these are
discussed in separate subsections.

6.2.1 Assessing study quality for clinical effectiveness

Study quality can be defined as the degree of confidence about the estimate
of a treatment effect.

The first stage is to determine the study design so that the appropriate criteria
can be applied in the assessment. Because it is sometimes difficult to identify

the exact design used in a study, a checklist is provided to help the systematic
reviewer to classify study design for answering questions of effectiveness (see
appendix B).

Once a study has been classified, it should be assessed using the
methodology checklist for that type of study (see appendices C-F). To
minimise errors and any potential bias in the assessment, two reviewers
should independently assess a random selection of studies. Any differences
arising from this should be discussed fully at a GDG meeting.

The quality of a study can vary depending on which of its measured outcomes
is being considered. Well-conducted randomised controlled trials are more
likely than non-randomised studies to produce similar comparison groups, and
are therefore particularly suited to estimating the effects of interventions.
However, short-term outcomes may be less susceptible to bias than long-term
outcomes because of greater loss to follow-up with the latter. It is therefore
important when summarising evidence that quality is considered according to
outcome.
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6.2.1.1 The GRADE (Grading of Recommendations Assessment,
Development and Evaluation) approach to assessing the
guality of evidence

GRADE is a system developed by an international working group for
appraising and summarising the quality and strength of recommendations
(see box 6.1)*.

Box 6.1 The GRADE approach to assessing the quality of evidence

In the GRADE system, the following features are assessed for the evidence found for
each relevant outcome from a systematic review:

e study design (as a proxy for bias)

¢ limitations in the methodological quality of the study (mainly allocation
concealment, blinding and loss to follow-up)

e consistency of an effect across studies

e directness (the degree to which the results directly address the question posed
or, for example, are for a somewhat different population).

Other considerations:

e imprecision

¢ likelihood of reporting bias

e strength of association

e evidence of a dose—response relationship
o expected effect of plausible confounders.

NICE has begun to use elements of the GRADE approach for questions about
interventions in its clinical guidelines, although it will take some time for this to
affect all guidelines, as it is being phased in. The main differences between
NICE’s approach and that of the GRADE system are that NICE:

¢ also integrates a review of the quality of cost-effectiveness studies

¢ has no overall summary labels for the quality of the evidence or the
strength of a recommendation

¢ uses the wording of recommendations to reflect the strength of the
recommendation (see chapter 9).

6.2.2 Summarising and presenting results for clinical
effectiveness

Characteristics of data should be extracted to a standard template for
inclusion in an evidence table (see appendix K1). Evidence tables help to
identify the similarities and differences between studies, including the key
characteristics of the study population and interventions or outcome
measures. This provides a basis for comparison.

% See British Medical Journal series, appendix L and www.gradeworkinggroup.org for more
details about GRADE.
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The body of evidence addressing a question should then be presented within
the text of the full guideline as an evidence profile or 'Summary of findings'
table, as described in the GRADE system (see appendix L). GRADEpro
software can be used to prepare these. Evidence profiles summarise the
quality of the evidence and the outcome data for each important clinical
outcome. A 'Summary of findings' table includes a limited description of the
guality of the evidence. If these tables are used, full evidence profiles should
be presented in an appendix. Meta-analysis may be needed to pool treatment
estimates from different studies. Recognised approaches to meta-analysis
should be used, as described in the manual from the NHS Centre for Reviews
and Dissemination, and the Cochrane Collaboration handbook (see

section 6.7).

A short evidence statement should be presented alongside the evidence
profile, summarising the key features of the evidence on clinical and cost
effectiveness.

6.2.3 Assessing study quality for cost effectiveness

Estimates of resource use obtained from clinical studies should be treated like
other clinical outcomes and reviewed using the processes described above.
Reservations about the applicability of these estimates to routine NHS
practice should be noted in the evidence profile, in the same way as in a
GRADE profile (see section 6.2.1.1), and taken into consideration by the
GDG.

However, the criteria for appraising other economic estimates — such as costs,
cost-effectiveness ratios and net benefits — are rather different because these
estimates are usually obtained using some form of modelling. In addition to
formal decision-analytic models, this includes economic evaluations
conducted alongside clinical trials. These usually require some external
sources of information (for example, unit costs, health-state valuations or
long-term prognostic data) and estimation procedures to predict long-term
costs and outcomes. These considerations also apply to relatively simple cost
calculations based on expert judgement or on observed resource use and unit
cost data.

All economic estimates used to inform guideline recommendations should be
appraised using the methodology checklist for economic evaluations
(appendix H). This should be used to appraise unpublished economic
evaluations, such as studies submitted by stakeholders, and academic papers
that are not yet published, as well as published papers. The same criteria
should be applied to any new economic evaluations conducted for the
guideline (see chapter 7).

The checklist (appendix H) includes a section on the applicability of the study
to the specific question and the context for NICE decision-making (analogous
to the GRADE ‘directness’ criterion). There is also a section on the
methodological quality of the study; that is, the extent to which it succeeds in
fulfilling its stated objectives (analogous to the GRADE ‘limitations’ criterion). .
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The checklist includes an overall judgement on the applicability of the study to
the guideline context, as follows:

¢ Directly applicable — the study meets all applicability criteria, or fails to meet
one or more applicability criteria but this is unlikely to change the
conclusions about cost effectiveness.

¢ Partially applicable — the study fails to meet one or more applicability
criteria, and this could change the conclusions about cost effectiveness.

¢ Not applicable — the study fails to meet one or more applicability criteria,
and this is likely to change the conclusions about cost effectiveness. Such
studies would usually be excluded from further consideration.

The checklist also includes an overall summary judgement on the
methodological quality of economic evaluations, as follows:

e Minor limitations — the study meets all quality criteria, or the study fails to
meet one or more quality criteria but this is unlikely to change the
conclusions about cost effectiveness.

¢ Potentially serious limitations — the study fails to meet one or more quality
criteria and this could change the conclusions about cost effectiveness.

e Very serious limitations — the study fails to meet one or more quality criteria
and this is highly likely to change the conclusions about cost effectiveness.
Such studies should usually be excluded from further consideration.

The robustness of the study results to methodological limitations may
sometimes be apparent from reported sensitivity analyses. If not, judgement
will be needed to assess whether a limitation would be likely to change the
results and conclusions.

If necessary, the health technology assessment checklist for decision-analytic
models (Philips et al. 2004) may also be used to give a more detailed
assessment of the methodological quality of modelling studies.

The judgements that an individual health economist makes using the checklist
for economic evaluations (and the health technology assessment modelling
checkilist, if appropriate) should be recorded and presented in an appendix to
the full guideline. The ‘comments’ column in the checklist should be used to
record reasons for these judgements, as well as additional details about the
studies where necessary.

6.2.4 Summarising and presenting results for cost
effectiveness

Cost, cost effectiveness or net benefit estimates from published or
unpublished studies, or from economic analyses conducted for the guideline,
should be presented in an ‘economic evidence profile’ adapted from the
GRADE evidence profile (see appendix L). Whenever a GRADE evidence
profile is presented in the full version of a NICE clinical guideline, it should be
accompanied by relevant economic information (resource use, costs, cost
effectiveness and/or net benefit estimates as appropriate). It should be
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explicitly stated if economic information is not available or if it is not thought to
be relevant to the question.

The economic evidence profile includes columns for the overall assessments
of study limitations and applicability described above. There is also a
comments column where the health economist can note any particular issues
that the GDG should consider when assessing the economic evidence.
Footnotes should be used to explain the reasons for quality assessments, as
in the standard GRADE profile.

The results of the economic evaluations included should be presented in the
form of a best-available estimate or range for the incremental cost, the
incremental effect and, where relevant, the incremental cost-effectiveness
ratio or net benefit estimate. A summary of the extent of uncertainty about the
estimates should also be presented in the economic evidence profile. This
should reflect the results of deterministic or probabilistic sensitivity analyses or
stochastic analyses of trial data, as appropriate.

Each economic evaluation included should usually be presented in a separate
row of the economic evidence profile. If large numbers of economic
evaluations of sufficiently high quality and applicability are available, a single
row could be used to summarise a number of studies based on shared
characteristics; this should be explicitly justified in a footnote.

Inconsistency between the results of economic evaluations will be shown by
differences between rows of the economic evidence profile (a separate
column examining ‘consistency’ is therefore unnecessary). The GDG should
consider the implications of any unexplained differences between model
results when assessing the body of clinical and economic evidence and
drawing up recommendations.

If results are available for two or more patient subgroups, these should be
presented in separate GRADE tables or as separate rows within the economic
evidence section of a single GRADE table.

Costs and cost-effectiveness estimates should be presented only for the
appropriate incremental comparisons — where an intervention is compared
with the next most expensive non-dominated option (a clinical strategy is said
to ‘dominate’ the alternatives when it is both more effective and less costly;
see section 7.3). If comparisons are relevant only for some groups of the
population (for example, patients who cannot tolerate one or more of the other
options, or for whom one or more of the options is contraindicated), this
should be stated in a footnote to the GRADE table.

A short evidence statement should be presented alongside the evidence
profile, summarising the key features of the evidence on clinical and cost
effectiveness.
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6.3 Questions about diagnosis

Questions about diagnosis are concerned with the performance of a
diagnostic test; these are described in section 4.3.2. Note that ‘test and treat’
studies (in which the outcomes of patients who undergo a new diagnostic test
in combination with a management strategy are compared with the outcomes
of patients who receive the usual diagnostic and management strategy)
should be addressed in the same way as intervention studies (section 6.2.1).

6.3.1 Assessing study quality

Studies of diagnostic test accuracy should be assessed using the
methodology checklist for QUADAS (Quality Assessment of Studies of
Diagnostic Accuracy included in Systematic Reviews) (appendix G).
Characteristics of data should be extracted to a standard template for
inclusion in an evidence table (see appendix K2). Questions relating to
diagnostic test accuracy are usually best answered by cross-sectional studies.
Case—control studies can also be used, but these are more prone to bias and
often result in inflated estimates of diagnostic test accuracy.

There is currently a lack of empirical evidence about the size and direction of
bias contributed by specific aspects of the design and conduct of studies on
diagnostic test accuracy. Making judgements about the overall quality of
studies can therefore be difficult. Before starting the review, an assessment
should be made to determine which quality appraisal criteria (from the
QUADAS checklist) are likely to be the most important indicators of quality for
the particular question about diagnostic test accuracy being addressed. These
criteria will be useful in guiding decisions about the overall quality of individual
studies, whether to exclude certain studies, and when summarising and
presenting the body of evidence for the question about diagnostic test
accuracy as a whole (see section 6.3.2). Clinical input (for example, from a
GDG member) may be needed to identify the most appropriate quality criteria.

6.3.2 Summarising and presenting results

No well designed and validated approach currently exists for summarising a
body of evidence for studies on diagnostic test accuracy. The GRADE working
group is developing an approach for summarising the evidence for diagnostic
tests and strategies. In the absence of such a system, a narrative summary of
the quality of the evidence should be given, based on the quality appraisal
criteria from QUADAS (appendix G) that were considered to be most
important for the question being addressed (see section 6.3.1).

Numerical summaries of diagnostic test accuracy may be presented as tables
to help summarise the available evidence. Meta-analysis of such estimates
from different studies is possible, but is not widely used. If this is attempted,
relevant published technical advice should be used to guide reviewers.

Numerical summaries and analyses should be followed by a short evidence
statement summarising what the evidence shows.
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6.4 Questions about prognosis
These questions are described in section 4.3.3.

6.4.1 Assessing study quality

Studies that are reviewed for questions about prognosis should be assessed
using the methodology checklist for prognostic studies (appendix J). There is
currently a lack of empirical evidence about the size and direction of bias
contributed by specific aspects of the design and conduct of studies on
prognosis. Making judgements about the overall quality of studies can
therefore be difficult. Before starting the review, an assessment should be
made to determine which quality appraisal criteria (from the checklist in
appendix J) are likely to be the most important indicators of quality for the
particular question about prognosis being addressed. These criteria will be
useful in guiding decisions about the overall quality of individual studies,
whether to exclude certain studies, and when summarising and presenting the
body of evidence for the question about prognosis as a whole (section 6.4.2).
Clinical input (for example, from a GDG member) may be needed to identify
the most appropriate quality criteria.

6.4.2 Summarising and presenting results

No well designed and validated approach currently exists for summarising a
body of evidence for studies on prognosis. A narrative summary of the quality
of the evidence should therefore be given, based on the quality appraisal
criteria from appendix J that were considered to be most important for the
question being addressed (see section 6.4.1). Characteristics of data should
be extracted to a standard template for inclusion in an evidence table (see
appendix K3).

Results from the studies included may be presented as tables to help
summarise the available evidence. Reviewers should be wary of using meta-
analysis as a tool to summarise large observational studies, because the
results obtained may give a spurious sense of confidence in the study results.

The narrative summary should be followed by a short evidence statement
summarising what the evidence shows.

6.5 Using patient experience to inform review questions
These questions are described in section 4.3.4.

6.5.1 Assessing study quality

Studies about patient experience are likely to be qualitative studies or cross-
sectional surveys. Qualitative studies should be assessed using the
methodology checklist for qualitative studies (appendix I). It is important to
consider which quality appraisal criteria from this checklist are likely to be the
most important indicators of quality for the specific research question being
addressed. These criteria may be helpful in guiding decisions about the
overall quality of individual studies, whether to exclude certain studies, and
when summarising and presenting the body of evidence for the research
guestion about patient experience as a whole.
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There is no methodology checklist for the quality appraisal of cross-sectional
surveys. Such surveys should be assessed for the rigour of the process used
to develop the questions and their relevance to the population under
consideration, and for the existence of significant bias (for example, non-
response bias).

6.5.2 Summarising and presenting results

A description of the quality of the evidence should be given, based on the
guality appraisal criteria from appendix | that were considered to be the most
important for the research question being addressed. If appropriate, the
quality of the cross-sectional surveys included should also be summarised.

Consider tabulating the studies included to aid presentation. Methods to
synthesise qualitative studies (for example, meta-ethnography) are evolving
rapidly, but the routine use of such methods in guidelines is not currently
recommended.

The narrative summary should be followed by a short evidence statement
summarising what the evidence shows. Characteristics of data should be
extracted to a standard template for inclusion in an evidence table (see
appendix K4).

6.6 Published guidelines

Relevant published guidelines may be identified in the search for evidence.
These can be NICE clinical guidelines or other guidelines.

6.6.1 NICE clinical guidelines

NICE clinical guidelines should be fully referenced and the evidence
underpinning the recommendations should be left unchanged, provided it is
not out of date. If there is new published evidence that would significantly alter
the existing recommendations, the NCC should follow the process for the
early update of clinical guidelines (described in chapter 14).

6.6.2 Other guidelines

Other relevant published guidelines identified in the search should be
assessed for quality using the AGREE (Appraisal of Guidelines Research and
Evaluation) instrument (The AGREE Collaboration 2003) to ensure that they
have sufficient documentation to be considered. There is no cut-off point for
accepting or rejecting a guideline, and each GDG will need to set its own
parameters. These should be documented in the methods section of the full
guideline, along with a summary of the assessment. The results should be
presented as an appendix to the full guideline.

6 Reviewing the evidence

© National Institute for Health and Clinical Excellence (January 2009) Page 77 of 266





The guidelines manual

Reviews of evidence from other guidelines that cover questions formulated by
the GDG may be considered as evidence if:

¢ they are assessed using the appropriate methodology checklist from this
manual and are judged to be of high quality

e they are accompanied by an evidence statement and evidence table(s)

¢ the evidence is updated according to the methodology for the early update
of NICE clinical guidelines (described in chapter 14).

The GDG should create its own evidence summaries or statements. Evidence
tables from other guidelines should be referenced with a direct link to the
source website or a full reference of the published document. The GDG
should formulate its own recommendations, taking into consideration the
whole body of evidence.

Recommendations from other guidelines should not be quoted verbatim,
except for recommendations from NHS policy (for example, national service
frameworks).
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7 Assessing cost effectiveness

Health economics is about improving the health of the population through the
efficient use of resources, so it necessarily applies at all levels, including
individual clinical decisions. Clinicians already take resources and value for
money into account when making clinical decisions; the incorporation of good-
quality health-economic evidence into clinical guidelines can help to make this
more consistent.

The Guideline Development Group (GDG) is required to make decisions
based on the best available evidence of both clinical and cost effectiveness.
This chapter describes the role of the health economist in the development of
NICE clinical guidelines, and suggests possible approaches to considering
economic evidence as part of the guideline development process. It also sets
out the principles for conducting new economic modelling studies if there is
insufficient evidence in the literature to assess the cost effectiveness of key
interventions.

Guideline recommendations should be based on the estimated costs of the
treatment options in relation to their expected health benefits (that is, their
‘cost effectiveness’), rather than on the total cost or resource impact of
implementing them. Thus, if the evidence suggests that an intervention
provides significant health benefits at an acceptable cost per patient treated, it
should be recommended even if it would be expensive to implement across
the whole population.

When implementing a guideline’s recommendations, commissioners and
trusts also need to know the resource and cost implications for their
organisations. NICE undertakes a separate, but parallel, cost-impact analysis
during the consultation period of the clinical guideline. Costing tools are
published at the same time as the guideline, to allow organisations to estimate
implementation costs (see section 13.1.3).

7.1 The role of the health economist in clinical guideline
development

The health economist is a core member of the GDG alongside the rest of the
National Collaborating Centre (NCC) technical team, and should be involved
at the earliest opportunity — from the beginning of scoping if possible (see
chapter 2). The health economist should attend all GDG meetings.

Although the health economist has skills in economic analysis, the expertise
of all of the GDG members will be necessary to ensure that economic
evidence is underpinned by the most plausible assumptions and the best
available clinical evidence. Similarly, the health economist may be able to
provide useful input into the interpretation of clinical data.
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The role of the health economist in clinical guideline development is to:

e advise on economic issues

e review economic evaluations

e prioritise questions for further economic analysis

e conduct economic evaluations

¢ liaise with the costing analyst at NICE to ensure consistency between the
cost-effectiveness and cost-impact assessments.

The relative amounts of time spent by the health economist on each of these
tasks will vary between guidelines. There are likely to be large differences
between clinical guideline topics in the amount, relevance and quality of the
economic literature. In some topic areas there may be high-quality data that
can be used in economic models, whereas in other areas there will be little
information.

Defining the economic priorities for each clinical guideline should start during
scoping, and proceed alongside development of the review questions. The
NCC prepares an economic plan, which contains a preliminary overview of the
relevant economic literature. The plan also identifies the initial priorities for
further economic analysis and the proposed methods for addressing these
questions (see section 7.1.3). This document is prepared by the health
economist in consultation with the rest of the NCC technical team and the
GDG, and is discussed and signed off by NICE, usually within 3 months of the
first GDG meeting. The economic plan is likely to be modified during guideline
development. For example, as the clinical evidence is reviewed it may
become apparent that further evaluation is not necessary for some aspects
that were initially prioritised for economic analysis. Any key changes in the
economic plan should be agreed between the NCC and NICE. The rationale
for the final choice of priorities for economic modelling should be explained in
the full guideline.

7.1.1 Advising on economic issues

The health economist should encourage the GDG to consider the economic
consequences of the guideline recommendations as well as the clinical
implications. A formal presentation outlining the basic principles of health
economics is given at the first GDG meeting, and further presentations may
be useful later in the guideline development process. It is particularly
important that the GDG members understand that economic analysis is not
simply a matter of estimating the consequences of a guideline
recommendation in terms of use of resources, but is concerned with the
evaluation of both costs and health benefits. GDG members also need to
understand that economic evaluation should compare the costs and
consequences of alternative courses of action. ‘Cost of illness’ or ‘burden of
disease’ studies are not useful for decision-making when developing clinical
guidelines.

Cost effectiveness is assessed in order to maximise health gain from available
resources. If resources are used for interventions that are not cost effective,
then less health gain is achievable across the whole population (that is, there
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is a greater ‘opportunity cost’). Within the context of the principles outlined in
the document ‘Social value judgements: principles for the development of
NICE guidance’®* (see also section 1.1.1), the GDG should be encouraged to
consider recommendations for interventions that:

e are less effective than current practice but free up a substantial amount of
resources that can be re-invested in the NHS, or

¢ increase clinical effectiveness at an acceptable level of increased cost (see
section 7.3).

The GDG members may find it useful if the health economist discusses with
them other economic concepts, such as incremental analysis, the NHS and
personal social services (PSS) perspective, and measurement of quality of life
(QoL) and quality-adjusted life years (QALYS). The British Medical Journal
has published a series of ‘economics notes’ describing other concepts that the
health economist may wish to explore with the GDG (Raftery 1999-2001).

7.1.2 Reviewing economic evaluations

Examining relevant published economic information is an important
component of clinical guideline development. Processes for searching for,
selecting, appraising and summarising economic evaluations are discussed in
sections 5.3, 6.1.2, 6.2.3 and 6.2 .4.

The general approach to reviewing economic evaluations should be
systematic but focused. If a high-quality economic analysis that addresses a
key clinical issue and is relevant to current NHS practice has already been
published, then further modelling by the health economist will not be
necessary. This frees up time for modelling on other questions. However,
many published economic evaluations will not be relevant; for example, costs
in non-UK studies may differ from those in the NHS. Time should not be
wasted on critically appraising studies that are not likely to provide useful
information for guideline decision-making. Search strategies and inclusion
criteria for economic evaluations should be designed to filter out such papers
(see section 5.3).

7.1.3 Prioritising questions for further economic analysis

Only rarely will the health economic literature be comprehensive enough and
conclusive enough that no further analysis is required. Additional economic
analyses will usually be needed, in which case new models should be
developed selectively, unless an existing model can easily be adapted to
answer the question.

3 www.nice.org.uk/aboutnice/howwework/socialvaluejudgements/socialvaluejudgements.jsp
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Close collaboration between the health economist and the rest of the GDG is
essential early in the guideline development process to ensure that:

¢ the most important questions are selected for economic analysis

¢ the overall modelling approach is appropriate

¢ all of the important health effects and resource costs are included

¢ the clinical, epidemiological and resource evidence used is the best
available and the model assumptions are plausible

¢ the results of the analysis are interpreted appropriately and the limitations
acknowledged.

Economic analysis is potentially useful for any question in which one
intervention or programme is compared with another. This includes
comparisons of methods for prevention, screening, risk assessment,
diagnosis, monitoring, rehabilitation and follow-up, as well as treatment. It may
also be appropriate for comparisons of different combinations or sequences of
interventions, as well as individual components of the patient management
algorithm. However, given the broad scope of many clinical guidelines, it will
not be possible to conduct original analyses for every component. Selecting
questions for further economic analysis, including modelling, should be a joint
decision between the health economist and the other GDG members.
Selection should be based on systematic consideration of the potential value
of economic analysis across all key clinical issues.

An economic analysis will be more useful if it is likely to influence a
recommendation, and if the health and financial consequences of the
recommendation are large. The value of an economic analysis thus depends
on:

¢ the overall ‘importance’ of the recommendation (which is a function of the
number of patients affected and the potential impact on costs and health
outcomes per patient)

¢ the current extent of uncertainty over cost effectiveness, and the likelihood
that economic analysis will reduce this uncertainty.

For a particular question, economic modelling may not be warranted if, for
example, the clinical evidence is so uncertain that it is not possible to give
even a rough estimate of cost effectiveness. Alternatively, the published
evidence on cost effectiveness may be so reliable that further economic
analysis would be superfluous. Economic analysis may also not be a priority
when it is obvious that the resource implications are modest in relation to the
expected health gains.

7.2 Modelling approaches

Economic evaluation will usually be conducted in the form of a cost-
effectiveness analysis, with the health effects being measured using an
appropriate non-monetary outcome indicator. In circumstances for which cost-
effectiveness analysis is not appropriate, other validated methods may be
used.
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Cost-effectiveness analysis with the units of effectiveness expressed in
QALYs (cost—utility analysis) is widely recognised as a useful approach for
measuring and comparing the efficiency of different health interventions.
QALYs are an overall measure of health outcome that weight the life
expectancy of a patient with an estimate of their health-related QoL
(measured on a 0-1 scale). There are well documented methodological
problems with QALYSs, but this is also true of other approaches. The NICE
technology appraisal programme (see section 8.1) uses the QALY approach.
If suitable data are available, this approach should also be followed in clinical
guideline development. If there are not sufficient data to estimate QALYs
gained, an alternative measure of effectiveness may be considered for the
cost-effectiveness analysis (such as life years gained or cases averted, or a
more disease-specific outcome).

A cost-effectiveness analysis could be modelled around a single well-
conducted randomised controlled trial, or by using decision-analytic
techniques with probability, cost and health outcome data from a variety of
published sources. In clinical guidelines there is often a trade-off between the
range of new analyses that the health economist can conduct and the
complexity of each piece of analysis. Simple methods may be used if these
can provide the GDG with sufficient information on which to base a decision.
For example, if an intervention is associated with better health outcomes and
fewer adverse effects, then an estimate of cost may be all that is needed. Or a
simple decision tree may provide a sufficiently reliable estimate of cost
effectiveness. In other situations a more complex approach, such as Markov
modelling or discrete event simulation, may be warranted.

Specific guidance on methods of cost-effectiveness analysis can be found in
NICE’s ‘Guide to the methods of technology appraisal’. This includes a
'reference case' which specifies the methods considered by NICE to be the
most appropriate for technology appraisals, and which is consistent with the
NHS objective of maximising health gain from limited resources (see table
7.1). Economic analyses conducted for NICE clinical guidelines should usually
follow this same reference case. Departures from the reference case may
sometimes be appropriate in clinical guidelines, for example when there are
insufficient data to estimate QALYs gained. Any such departures must be
highlighted in the full guideline and reasons given.
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Table 7.1 Summary of the reference case®

Element of health Reference case
technology assessment

Defining the decision problem | The scope developed by the Institute

Comparator Therapies routinely used in the NHS, including
technologies regarded as current best practice

Perspective on costs NHS and PSS

Perspective on outcomes All health effects on individuals

Type of economic evaluation | Cost-effectiveness analysis

Synthesis of evidence on Based on a systematic review

outcomes

Measure of health effects QALYs

Source of data for Reported directly by patients and/or carers

measurement of HRQoL

Source of preference data for | Representative sample of the public
valuation of changes in

HRQL

Discount rate An annual rate of 3.5% on both costs and health
effects

Equity weighting An additional QALY has the same weight regardless

of the other characteristics of the individuals
receiving the health benefit

HRQoL, health-related quality of life; PSS, personal social services; QALYs, quality-
adjusted life years.

The ‘Guide to the methods of technology appraisals’ also states:

‘For the reference case, the perspective on outcomes should be all
direct health effects, whether for patients or, when relevant, other
people (principally carers). The perspective on costs should be that
of the NHS and PSS. Some interventions may have a substantial
impact on non-health outcomes or costs to other government
bodies (for example, treatments to reduce illicit drug misuse may
have the effect of reducing drug-related crime). If costs to other
government bodies are believed to be significant, they may be
included in a sensitivity analysis and presented alongside the
reference case results. Productivity costs and costs borne by

% This is table 5.1 in ‘Guide to the methods of technology appraisal’ (updated June 2008);
available at:
www.hice.org.uk/aboutnice/howwework/devnicetech/technologyappraisalprocessqguides/quide
tothemethodsoftechnologyappraisal.jsp. Further detail about these methods is provided in a
series of briefing papers that are available on the NICE website.

7 Assessing cost effectiveness

© National Institute for Health and Clinical Excellence (January 2009) Page 86 of 266




http://www.nice.org.uk/aboutnice/howwework/devnicetech/technologyappraisalprocessguides/guidetothemethodsoftechnologyappraisal.jsp�

http://www.nice.org.uk/aboutnice/howwework/devnicetech/technologyappraisalprocessguides/guidetothemethodsoftechnologyappraisal.jsp�



The guidelines manual

patients and carers that are not reimbursed by the NHS or PSS
should not be included in any analyses.

‘Sensitivity analysis should be used to explore the impact of
potential sources of bias and uncertainty on model results.
Potential bias resulting from key structural assumptions should be
explored through deterministic sensitivity analyses, testing whether
and how the model results change under alternative plausible
scenarios. Deterministic sensitivity analysis should also be used to
test the impact of potential bias resulting from the selection of data
sources for key model parameters. Probabilistic sensitivity analysis
is preferred for exploring uncertainty arising from imprecision in
model parameters. This enables the uncertainty associated with all
parameters to be reflected simultaneously in the results. In non-
linear decision models, probabilistic methods also provide the best
estimates of mean costs and outcomes. However, models
incorporating probabilistic methods are more time-consuming to
construct and may not always be a priority for health economists
working on clinical guidelines. In such cases, the decision not to
use probabilistic methods should be clearly stated and justified in
the full guideline, and the impact of parameter uncertainty should
be thoroughly explored through deterministic sensitivity analysis.’

The 'Guide to the methods of technology appraisal’ includes other useful
advice for health economists developing economic models for use in clinical
guidelines.

7.2.1 General principles

Regardless of the modelling approach taken, the following principles should
be observed.

e The question for the economic analysis should be clearly specified and
appropriate, with comparison of all relevant alternatives for specified
groups of patients.

e Analysis should be carried out by the health economist in collaboration with
the rest of the GDG.

e An economic analysis should be underpinned by the best-quality clinical
evidence.

e There should be the highest level of transparency in the reporting of
methods and results. Conventions on reporting economic evaluations
should be followed (see Drummond and Jefferson 1996).

¢ Potential sources of bias and uncertainty should be explored using
appropriate sensitivity analysis and discussed with the GDG.

e Limitations of the approach taken and methods used should be discussed
with the GDG.

7 Assessing cost effectiveness

© National Institute for Health and Clinical Excellence (January 2009) Page 87 of 266





The guidelines manual

7.2.2 Identification and selection of model inputs

The NICE reference case (table 7.1) states that evidence on health outcomes
should be obtained from a systematic review. It is not necessary to conduct
formal systematic literature searches for all types of information required for
economic modelling. However, health economists should use transparent
processes for identifying other model inputs, assure their quality and justify
their inclusion.

Information on unit costs should be routinely obtained from national list prices
such as the 'NHS drug tariff', the PSSRU (Personal Social Services Research
Unit) ‘Unit costs of health and social care’ report or the Department of Health
tariff. Information on costing can also be found in the NICE document
‘Developing costing tools: methods guide’*® and through discussion with the
NICE costing analyst for the guideline. Some information about epidemiology
or health service use might also be better obtained from national statistics or
databases than from studies in the literature.

Although it is desirable to conduct systematic literature reviews for other
model inputs, this is time-consuming, and there is an opportunity cost in terms
of both the health economist’s and the information specialist’s time. Therefore,
before requesting additional literature searches from the information
specialist, the health economist should look at pragmatic options for
identifying inputs. Examples include using the clinical evidence for that key
clinical issue (and perhaps other relevant issues) and liaising with the
systematic reviewer, other GDG members and other experts. If an additional
literature search is necessary, the health economist should discuss this with
the information specialist. If longer-term follow-up data are required, a
literature search to identify cohort studies may be appropriate. It has been
suggested (Cooper et al. 2007) that other search methods may be more
efficient for identifying information for economic models. The report by Philips
and co-workers (2004) is a useful guide to searching methods for economic
models.

QoL data are often needed for economic models. Many of the QoL search
filters available are highly sensitive and so, although they identify relevant
literature, they also detect a large amount of irrelevant literature. An initial
broad QoL literature search may be a good option, but the amount of
information identified may be unmanageable (depending on the key clinical
issue being addressed). It may be more appropriate and manageable to
incorporate a QoL search filter when executing additional searches for key
clinical issues of high economic priority. The provision of QoL data should be
guided by the health economist at an early stage in the guideline development
process so that the information specialist can adopt an appropriate strategy.
Another resource for identifying useful sources of utility data for economic
modelling is the database of preference weights on the CEA (Cost-
Effectiveness Analysis) Registry website®”.

%6 www.nice.org.uk/aboutnice/howwework/developingniceclinicalguidelines
37 http://160.109.101.132/ceareqistry/default.asp
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7.3 Economic evidence and guideline recommendations

For an economic analysis to be useful, it must inform the guideline
recommendations. Cost effectiveness and clinical effectiveness should be
discussed in parallel when formulating recommendations.

If there is strong evidence that one clinical strategy ‘dominates’ the
alternatives (that is, it is both more effective and less costly), clearly this
strategy should be recommended for appropriate patients. However, if, as is
often the case, one strategy is more effective but also more costly, then the
magnitude of the incremental cost-effectiveness ratio (ICER) should be
considered. For example, the cost per QALY gained is calculated as the
difference in mean cost divided by the difference in mean QALYs for one
strategy compared with the next most effective alternative strategy.

If one intervention appears to be more effective than another, the GDG will
have to decide whether the increase in cost associated with the increase in
effectiveness represents reasonable ‘value for money’. In doing so, it should
make reference to the principles outlined in NICE’s report ‘Social value
judgements: principles for the development of NICE guidance’®. This states
the following:

'NICE has never identified an ICER above which interventions should
not be recommended and below which they should. However, in
general, interventions with an ICER of less than £20,000 per QALY
gained are considered to be cost effective. Where advisory bodies
consider that particular interventions with an ICER of less than £20,000
per QALY gained should not be provided by the NHS they should
provide explicit reasons (for example that there are significant
limitations to the generalisability of the evidence for effectiveness).
Above a most plausible ICER of £20,000 per QALY gained,
judgements about the acceptability of the intervention as an effective
use of NHS resources will specifically take account of the following
factors.

o The degree of certainty around the ICER. In particular, advisory
bodies will be more cautious about recommending a technology when
they are less certain about the ICERs presented in the cost-
effectiveness analysis.

o The presence of strong reasons indicating that the assessment
of the change in the quality of life is inadequately captured, and may
therefore misrepresent, the health gain.

o When the intervention is an innovation that adds demonstrable
and distinct substantial benefits that may not have been adequately
captured in the measurement of health gain.

As the ICER of an intervention increases in the £20,000 to £30,000
range, an advisory body’s judgement about its acceptability as an
effective use of NHS resources should make explicit reference to the

%8 www.nice.org.uk/aboutnice/howwework/socialvaluejudgements/socialvaluejudgements.jsp
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relevant factors considered above. Above a most plausible ICER of
£30,000 per QALY gained, advisory bodies will need to make an
increasingly stronger case for supporting the intervention as an
effective use of NHS resources with respect to the factors considered
above.’

Decisions about whether to recommend an intervention should not be based
on cost effectiveness alone. The GDG should also take into account other
factors, including the requirements to prevent discrimination and to promote
equality*®. As described in chapter 9, these factors should be explained in the
‘evidence to recommendations' sections of the full guideline.

If a key clinical issue has not been prioritised for new economic analysis, the
GDG should still consider the likely cost effectiveness of associated
recommendations. This assessment may be based on published estimates of
cost effectiveness if available, or a qualitative judgement if necessary.

7.4 Further reading

Briggs A, Claxton K, Sculpher K (2006) Decision modelling for health
economic evaluation. Oxford: Oxford University Press.

Cooper NJ, Sutton AJ, Ades AE et al. (2007) Use of evidence in economic
decision models: practical issues and methodological challenges. Health
Economics 16: 1277-86

Drummond MF, Jefferson TO (1996) Guidelines for authors and peer
reviewers of economic submissions to the BMJ. British Medical Journal 313:
275-83.

Drummond MF, McGuire A (2001) Economic evaluation in health care:
merging theory with practice. Oxford: Oxford University Press.

Drummond MF, Sculpher MJ, Torrance GW et al. (2005) Methods for the
economic evaluation of health care programmes, 3rd edition. Oxford: Oxford
University Press.

Eccles M, Mason J (2001) How to develop cost-conscious guidelines. Health
Technology Assessment 5: 1-69.

NHS Centre for Reviews and Dissemination (2001) Improving access to cost-
effectiveness information for health care decision making: the NHS Economic
Evaluation Database. CRD report number 6, 2nd edition. York: NHS Centre
for Reviews and Dissemination, University of York. (Superseded by the 2007
NHS EED handbook: www.york.ac.uk/inst/crd/pdf/nhseed-handb07.pdf)

% See NICE's equality scheme:
www.nice.org.uk/aboutnice/howwework/NICEEqualityScheme.jsp
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Philips Z, Ginnelly L, Sculpher M et al. (2004) Review of good practice in
decision-analytic modelling in health technology assessment. Health
Technology Assessment 8: 1-158.

Raftery J, editor (1999-2001) Economics notes series. British Medical
Journal. Available from: www.bmj.com
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8 Linking clinical guidelines to other NICE
guidance

As the amount of NICE guidance increases, there will be more topics that
span the different work programmes at NICE.

¢ Clinical guidelines cover broad aspects of the management of a particular
disease or condition.

e Technology appraisal guidance focuses on the clinical and cost
effectiveness of one or more technologies, such as new drugs, surgical
procedures and medical devices.

¢ Interventional procedures (IP) guidance covers the safety and efficacy of
interventional procedures used for diagnosis or treatment.

e Public health guidance deals with promoting good health and preventing ill
health.

The Centre for Health Technology Evaluation at NICE develops technology
appraisal and interventional procedures guidance. Public health guidance is
the responsibility of the Centre for Public Health Excellence. Details of the
development processes and methods for other programmes can be found on
the NICE website (www.nice.org.uk).

The scoping stage of clinical guideline development should identify topics
from other programmes that are relevant to the guideline being developed
(see chapter 2).

This chapter deals with the approaches to be taken when:

¢ guidance from another programme has already been published and
requires incorporation into a clinical guideline

¢ NICE asks a Guideline Development Group (GDG) to update an existing
piece of guidance in a clinical guideline

¢ a relevant piece of guidance from another programme is being developed
concurrently.

8.1 Technology appraisals
NICE publishes two types of technology appraisals:

e The multiple technology appraisal (MTA) process considers the clinical and
cost effectiveness of one or more technologies. Evidence for an MTA is
derived from a number of sources, including an assessment carried out by
an independent academic group (the Assessment Group), evidence
provided by the consultees to the appraisal process (including
manufacturers), and the participation of selected clinical specialists and
patient experts.

e The single technology appraisal (STA) process is designed specifically for
the rapid appraisal of a single technology with a single indication. Most of
the relevant evidence for an STA is supplied by the manufacturer or
sponsor of the technology.
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Process guides for technology appraisals are available on the NICE website.
Updated process guides for MTAs and STAs will be published by NICE in
2009.

8.1.1 A previously published technology appraisal

When the topic of a newly commissioned clinical guideline covers an area for
which there are one or more previously published technology appraisals, there
are two possible approaches:

e The technology appraisal guidance is incorporated verbatim into the clinical
guideline.

e The technology appraisal guidance is updated through the clinical guideline
development process (see section 8.1.2).

Relevant recommendations from a published technology appraisal that do not
need updating should be reproduced unchanged in the most appropriate
section of the clinical guideline.

If technology appraisal recommendations are being incorporated into a clinical
guideline, any proposed change to the wording must be discussed with the
NICE appraisals team and agreed by NICE’s Guidance Executive. This should
be done on a case-by-case basis. An example might be where the appraisal
recommendation covers both primary and secondary care, but the guideline
recommendation is concerned with secondary care only.

8.1.2 Updating technology appraisal guidance in a clinical
guideline

Planning the update of a technology appraisal is described in the technology
appraisal process guides®. The National Collaborating Centre (NCC)
becomes a commentator for the appraisal, which allows it to have formal input
into the process of updating the appraisal. The final decision on whether an
appraisal is to be updated in a clinical guideline will be taken by NICE’s
Guidance Executive, before the workplan for the guideline is signed off.

When updating a technology appraisal, the objective for a GDG is to
determine whether any new evidence that has become available since the
publication of the appraisal means that the original recommendations need to
be changed. The original recommendations should be changed only if
warranted by new evidence and supported by cost-effectiveness analysis. The
reasons for any changes should be clearly documented in the full version of
the clinical guideline. When a technology appraisal is updated in a clinical
guideline, the original appraisal will be withdrawn when the guideline is
published. The funding directive (which states that the NHS provides funding
and resources for medicines and treatments that have been recommended by
NICE technology appraisals, normally within 3 months from the date that
NICE publishes the guidance) will no longer apply.

4°WWW.nice.orq.uk/aboutnice/howwework/devnicetech/technoloqvappraisalprocessquides/tec
hnology appraisal process guides.jsp
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Early planning is essential to identify how the NCC will undertake any updates
of technology appraisals that fall within the scope of a clinical guideline. The
mechanisms described below will facilitate an update.

8.1.2.1 Call for evidence

When planning the clinical guideline, the NCC should consider whether any
data exist that are not in the public domain but are likely to be of use in
updating the technology appraisal. If so, the NCC should issue a call for
evidence from stakeholders, using the procedures described in section 5.10.

8.1.2.2 Economic modelling

If there is significant new clinical evidence or a change in costs since the
original technology appraisal, the NCC will need to conduct an economic
evaluation to determine whether a change in the guidance is appropriate. It
may not be apparent that an economic analysis is necessary until the clinical
evidence has been reviewed and discussed by the GDG. Nevertheless, the
NCC health economist should start planning for this work at an early stage.
The intended approach to cost-effectiveness analysis for technology appraisal
updates should be included in the economic plan and discussed with the GDG
and NICE (see section 7.1).

Assessments of cost effectiveness for updates of technology appraisals in
clinical guidelines should follow the principles described in section 7.2. The
approach should be similar to that used in the original technology appraisal
(as described in the ‘Evidence and interpretation’ section of the appraisal
guidance document for MTAS). Any differences in approach must be justified
on the basis of changes in the evidence base or the decision context (such as
a broader range of comparators in the guideline).

The NCC may sometimes consider that an assessment of cost effectiveness
can best be done by updating an existing model (for example, the model
provided by the Assessment Group for the original technology appraisal or a
model submitted by a manufacturer or sponsor). If so, this should be
discussed with the Centre for Clinical Practice at NICE during development of
the economic plan.

8.1.3 Concurrent development of a clinical guideline and a
technology appraisal

When a technology appraisal is being developed at the same time as a

related clinical guideline, there are three important aspects to consider, to

ensure that the final recommendations in the guideline and the appraisal are

complementary and consistent:

e timing
e exchange of information
e publication of recommendations.
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8.1.3.1 Timing

Where possible, the development of related clinical guidelines and technology
appraisals should be coordinated so that the published appraisal
recommendations can be incorporated into the consultation draft of the
guideline (see chapter 11). Details of the timelines should be negotiated
between the NCC and the guidelines and appraisals teams at NICE.

8.1.3.2 Exchange of information

Information exchange is mutually beneficial to the Appraisal Committee (which
is responsible for formulating technology appraisal guidance) and the GDG,
and the GDG needs to be aware of progress in related appraisal topics. The
following mechanisms have therefore been put in place.

e A member of the NICE appraisals team may be invited to an early GDG
meeting to outline the relevant technology appraisal process (MTA or STA).
Differences between the appraisal and clinical guideline development
processes, the opportunities for input from the GDG to the appraisal
process, and the status of the ongoing relevant appraisals will be
discussed.

¢ A member of the NICE appraisals team (usually the technical lead for the
appraisal) will advise the GDG on the integration of the appraisal into the
guideline, and will attend GDG meetings as appropriate.

e The GDG will act as a commentator for the relevant appraisal.
Commentators have an opportunity to comment on all documents (scope,
assessment report and appraisal consultation document). However, they
are not required to make a submission and they do not have the right to
appeal against the final appraisal determination.

e The GDG Chair (or a delegate) and the NCC Director (or a delegate) will
act as links with the technical lead for the appraisal. They will attend the
Appraisal Committee meetings when relevant. GDG members attending
NICE Appraisal Committee meetings should update their declaration of
interests before each meeting. Guidance for GDG members on attendance
at NICE Appraisal Committee meetings is provided in appendix A4.

e For MTAs, the NCC health economist for the clinical guideline and the
Assessment Group for the technology appraisal should work together to
ensure that the economic models for the guideline and the appraisal are
consistent.

e For STAs, the health economist for the clinical guideline should familiarise
themselves with the manufacturer’'s model and the critique of the model in
the Evidence Review Group report.

8.1.3.3 Publication of recommendations

The GDG should not publish its own recommendations in a clinical guideline
in areas already covered in the scope of any relevant ongoing technology
appraisal.

If technology appraisal recommendations have not been finalised at the time
of guideline consultation, the guideline should cross-refer to the appraisal
consultation document.
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Sometimes a clinical guideline may address a question that relates to a
technology appraisal, but covers different population groups or drug
indications. In these cases the GDG should apply techniques comparable to
those used in the appraisal for assessing the evidence of clinical and cost
effectiveness. The final recommendations in the guideline for these groups or
indications may be different from the appraisal recommendations if there is
evidence of differing safety, clinical effectiveness or cost effectiveness for
those populations or drug indications.

8.2 Interventional procedures

8.2.1 Published interventional procedures guidance

IP guidance differs from other NICE guidance in that it addresses the safety
and efficacy of interventions, not their clinical and cost effectiveness. (For
more details see the ‘Interventional Procedures Programme process guide
[an updated version is due for publication in early 2009].)

141

Published IP guidance that is relevant to the guideline may be identified
during the scoping phase of a clinical guideline. There are two approaches,
depending on whether the recommendation in the IP guidance is for ‘normal’
or ‘special’ arrangements for clinical governance, consent and audit or
research®. As clinical guidelines focus on placing established treatments in
the care pathway, they will generally only include IP guidance published under
‘normal’ arrangements.

8.2.1.1 Procedures with recommendations for ‘normal’ arrangements

There are two possible scenarios, depending on whether the IP guidance
merits a review question.

Review question not justified

If the GDG decides that IP guidance for which ‘normal’ arrangements are
recommended is relevant to its clinical guideline but does not justify a review
question, the IP guidance will simply be referred to in the ‘Related NICE
guidance’ section of the guideline. The NCC will not search for new evidence
on procedures that are not incorporated into a review question. However, if in
the course of their search for evidence the NCC finds new evidence on that
procedure, they will inform the IP Programme at NICE.

Review question justified

If the GDG considers that a procedure published under ‘normal’ arrangements
for IP guidance justifies a review question, the NCC will consider the clinical
and cost effectiveness of the procedure using the usual methods for clinical
guidelines (see chapters 6 and 7). NICE will include the IP Programme
Associate Director as a stakeholder so that the IP team can comment on the
scope and review the relevant sections of the guideline.

Tyww. nice.org.uk/aboutnice/howwework/developingniceinterventionalprocedures/intervention
alproceduresprogrammemanual
42WWW.nice.orq.uk/usinqquidance/im|olementationtools/interventionaIproceduresarranqements
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If a procedure is found to be clinically and cost effective, the GDG will
recommend its use in practice. In such cases, use of the procedure will
become a recommendation in the guideline and the existing IP guidance will
remain active. This is because the IP guidance may contain more detailed
information about the procedure that may be of value to patients and
clinicians. Importantly, the IP guidance may also specify conditions for use of
the procedure; for example that the surgeon should have training, or that the
procedure should be carried out within the context of a multidisciplinary team.
The clinical guideline will include a footnote referring to the IP guidance, and a
note referring to the clinical guideline will be inserted on the NICE webpage
for the IP guidance.

When a procedure is found to be not clinically and/or cost effective, the GDG
will recommend that it should not be used. In such cases, the IP guidance for
that procedure will be withdrawn. In some cases, the clinical guideline and the
IP guidance may address different but overlapping indications. This will mean
that sometimes the IP guidance will need to remain current even if it is
superseded by a clinical guideline for one or some indications.

In circumstances when there is considerable uncertainty about the clinical or
cost effectiveness of a procedure, the GDG may decide to make an ‘only in
research’ recommendation (see section 9.2). The decision to make this type
of recommendation for a procedure where IP guidance has been published
under ‘normal’ arrangements will be taken by the GDG in consultation with
NICE. This decision will be made on a case-by-case basis.

8.2.1.2 Procedures with recommendations for ‘special’ arrangements

If, in the opinion of the GDG, a procedure with recommendations for ‘special’
arrangements has become part of mainstream practice and falls into the
subject area of a review question, the GDG will formally notify the procedure
to the IP Programme to allow for potential review of the IP guidance. If on re-
assessment the procedure's status is changed to ‘normal’ arrangements, the
NCC will consider its clinical and cost effectiveness (see section 8.2.1.1). If
the procedure retains its ‘special’ arrangements status (because of concerns
about its safety, or because the long-term efficacy is unknown and important),
the IP guidance should be listed in the ‘Related NICE guidance’ section of the
clinical guideline.

8.2.1.3 IP guidance published with other recommendations

Sometimes IP guidance will recommend that the procedure should only be
carried out in research or that it should not be used. These recommendations
are made if the IP Advisory Committee deems the evidence base insufficient
to make recommendations for even conditional use, or — in the case of a
recommendation not to use the procedure — if there is no evidence of efficacy
and/or safety, or evidence of lack of efficacy and/or safety. The evidence base
for such procedures reflects the fact that they are not established procedures.
As such, they would not normally form part of a review question in a clinical
guideline.
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8.2.2 Concurrent development of a clinical guideline and IP
guidance

The NCC will check the IP guidance publication list during the guideline
development phase. If a clinical guideline is already in development when a
relevant notification is received, the IP Programme will pass the finalised
scope(s) for the relevant procedure(s) to the CCP at NICE. This will allow
appropriate planning and cross-referencing between the two programmes.

If IP guidance in development has not been finalised at the time of the
guideline consultation, the IP consultation document should be listed in the
‘Related NICE guidance’ section of the guideline.

8.2.3 New IP referral

When a newly notified procedure has been scoped and it has been agreed
that it will be assessed by the IP Programme, and a clinical guideline is
already being developed in this area, the IP Programme team will inform the
NCC and the NICE Guidelines Commissioning Manager that the notified
procedure is relevant to the guideline.

8.3 Public health guidance

NICE public health guidance aims to reduce the risk of developing a disease
or condition, and to promote a healthy lifestyle.

Where NICE has published a clinical guideline or public health guidance and a
new piece of work is commissioned in a related area, careful thought needs to
be given to avoiding unnecessary duplication. The detailed processes for
doing this are covered in the update to the ‘The public health guidance
development process: an overview for stakeholders, including public health
practitioners, policy makers and the public’ (to be published during 2009).

The Department of Health may ask NICE to develop new combined guidance
on both the prevention and clinical management of a condition. A referral for
combined guidance is managed jointly by the CCP and the Centre for Public
Health Excellence (CPHE). Examples include the prevention and
management of obesity, and the prevention, early identification and
management of alcohol use disorders in adults and adolescents.

8.3.1 Coordination

Two separate groups or committees at NICE are involved in developing the
guidance:

e The Programme Development Group (PDG) or the Public Health
Interventions Advisory Committee (PHIAC) for the prevention and/or early
identification of a condition — the CPHE manages the PDG and PHIAC.

e The GDG for clinical management — the NCC manages the GDG and
reports to the Guidelines Commissioning Manager in the CCP.

On occasion it may be appropriate to form one joint development group, for
example for updating combined guidance.
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A joint steering group is established from the outset to coordinate the work
and to monitor progress. The group is likely to include the following people:

e CPHE Associate Director, lead analyst and project manager

NCC Director and project manager

CCP Guidelines Commissioning Manager

PDG or PHIAC Chair

GDG Chair(s)

a representative of the Patient and Public Involvement Programme (PPIP)
at NICE.

The steering group meets at the beginning of the process and may meet
every 6 months during guidance development to review progress. One of the
key tasks is to decide whether the prevention and management aspects will
be published as an integrated piece of guidance or as two separate pieces of
guidance (public health guidance and a clinical guideline).

8.3.2 Scoping

When the remit is received from the Department of Health, the steering group
identifies key areas that will be covered in the scopes, and outlines areas of
responsibility. Some issues may need to be discussed jointly by the two
development groups (see section 8.3.3).

It is desirable to appoint a joint Chair for the two development groups. The
Chair should have a good understanding of both public health and clinical
issues. If it is not possible to appoint a joint Chair, the steering group is
responsible for communication between the two groups.

Two scopes are developed: one on prevention and/or early identification, and
one on clinical management. The draft scopes are consulted on at the same
time and, if possible, a joint stakeholder scoping workshop is arranged. The
list of stakeholders should normally be merged. The final scopes are agreed
by the steering group, and should clearly define the issues that will be
addressed under prevention and those that will be addressed under clinical
management. All prioritised topics must be covered in either the prevention
scope or the clinical management scope. Stakeholder comments are
responded to separately by the CPHE and the NCC scoping groups, but the
steering group meets to agree consistency between responses.

8.3.3 Group members and the development process

Early in the process (preferably during scoping), the steering group ratifies the
decisions made about membership of the PDG and the GDG (PHIAC is a
standing advisory committee) and makes a final decision on whether there
should be overlapping membership. The development groups work to a joint
timetable, but follow the processes and methods set out by the CCP and
CPHE respectively. Although the PDG (or PHIAC) and GDG meetings are
held separately, it is helpful if there is at least one joint meeting during
development to ensure consistency and to avoid overlaps or gaps.
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8.34 Consultation, the editorial process and publication

The draft clinical guideline and public health guidance are normally consulted
on at the same time, using the usual consultation processes of the CCP and
CPHE respectively. Stakeholder comments are categorised as relating to
prevention or clinical management, or as joint comments. Responses are
drafted by each project management team in the CPHE and the NCC, and
discussed by the joint steering group before being finalised by the two groups.

It is important that there is early discussion with the steering group and with
the editorial and communications teams at NICE about how the final guidance
is presented. The editorial team should agree the proposed format with the
two development groups early in the process, and should also agree the
proposed recommendations after editing at a joint meeting with the two
groups if possible. The two parts of the guidance are published at the same
time as a pair.
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9 Developing and wording guideline
recommendations

Many users of clinical guidelines do not have time to read the full document,
and may want to focus only on the recommendations. It is therefore vital that
recommendations are clear, can be understood by people who have not read
the full guideline, and are based on the best available evidence of clinical and
cost effectiveness. This chapter addresses key areas in developing guideline
recommendations:

interpreting the evidence to make recommendations
wording the recommendations

prioritising recommendations for implementation
formulating research recommendations.

These processes are at the heart of the work of the Guideline Development
Group (GDG). However, they are not straightforward and it may not be easy
for the GDG to reach agreement. Consensus techniques may need to be used
within the GDG (see section 3.5).

9.1 Interpreting the evidence to make recommendations

The GDG must decide what the evidence means in the context of the review
guestions and economic questions posed, and decide what recommendations
can usefully be made to healthcare professionals.

In the full guideline, the aim should be to show clearly how the GDG moved
from the evidence to the recommendation. This is best done in a section
called ‘evidence to recommendations’ or similar so that it can be easily
identified. This section may also be a useful way to integrate the findings from
several evidence reviews that are related to the same recommendation(s).

Underpinning this section is the concept of the ‘strength’ of a recommendation
(Schunemann et al. 2003). This takes into account the quality of the evidence
but is conceptually different. Some recommendations are ‘strong’ in that the
GDG believes that the vast majority of healthcare professionals and patients
would choose a particular intervention if they considered the evidence in the
same way that the GDG has. This is generally the case if the benefits clearly
outweigh the harms for most people and the intervention is likely to be cost
effective. However, there is often a closer balance between benefits and
harms, and some patients would not choose an intervention whereas others
would. This may happen, for example, if some patients are particularly averse
to some side effect and others are not. In these circumstances the
recommendation is generally weaker, although it may be possible to make
stronger recommendations about specific groups of patients.

For all recommendations, a general principle of NICE clinical guidelines is that
patients should be informed of their choices and be involved in decisions
about their care. Patients may choose not to accept the advice to have the
most cost-effective intervention, or they may opt for a treatment that has the
same or lower long-term health and personal social service costs if, for
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example, they feel that its side effects are more tolerable. There might be little
evidence of differences in cost effectiveness between drugs within a class,
and the clinician and patient might choose between these drugs on the basis
of side-effect profile. However, it is not usually possible to offer patients
interventions that are above NICE’s threshold for cost effectiveness (see
section 7.3) because the opportunity cost of that course of action has been
judged to be too great (see section 7.1.1).

The GRADE system (see section 6.2.1.1) allocates labels or symbols to
represent the strength of a recommendation. NICE has chosen not to do this,
but instead to reflect the concept of strength in the wording of the
recommendation (see section 9.3.3). The GDG’s view of the strength of a
recommendation should be clear from its discussions, as reported in the full
guideline.

The following points will need to be covered in the discussions and can also
be used as a framework for reporting those discussions.

9.1.1 Relative value placed on the outcomes considered

Often more outcome data are available than are actually used in decision-
making. It is therefore important to have explicit discussion of which outcomes
are considered important for decision-making (including consideration of the
perspective of the decision-makers) when developing review protocols (see
section 4.4), and of what relative importance was given to them. This might be
done informally (for example, ‘death was considered the most important
outcome’) or formally (for example, by the use of utility weights).

This discussion should be clearly separated from discussion of how this will
play out when the evidence is reviewed, because there is a potential to
introduce bias if outcomes are selected on the basis of the results. An
example of this would be only choosing outcomes for which there were
statistically significant results.

It may be important to note outcomes that were not considered useful, and
why (such as surrogate outcomes if longer-term, more relevant outcomes are
available).

9.1.2 Trade-off between clinical benefits and harms

A key stage in moving from evidence to recommendations is balancing the
benefits and harms of an intervention. This may be done qualitatively (for
example, ‘the evidence of a reduction in mortality outweighed a small increase
in side effects’), or quantitatively using a decision model.

9.1.3 Trade-off between net health benefits and resource use

If there are net health benefits from an intervention, there should be an
explanation of how the implications of resource use were considered in
determining cost effectiveness. Again, this may be informal, or may be more
formal and include the use of economic modelling.
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9.14 Quality of the evidence

There should be discussion of how the presence of potential biases and
uncertainty in the clinical and economic evidence has influenced the
recommendation, and why. For example, evidence on the frequency of
adverse effects is often of low quality, which may make the balance of
benefits and harms less clear.

This may include consideration of whether the uncertainty is sufficient to
justify delaying making a recommendation to await further research, taking
into account the potential harm of failing to make a clear recommendation.

9.1.5 Other considerations

If this section combines consideration of several possible interventions, it may
include discussion of the position of an intervention within a pathway of care.

This is also the appropriate place to note how the GDG's responsibilities
under equalities legislation and NICE's equality scheme*® have been
discharged in reaching the recommendation(s). This covers inequalities
related to sex and gender, race and ethnicity, disability, age, sexual
orientation and gender reassignment, religion and belief, and socioeconomic
status The GDG will need to consider whether:

¢ the evidence review has addressed areas identified in the scope as
needing specific attention with regard to equalities issues

e criteria for access to an intervention might be discriminatory, for example
through membership of a particular group, or by using a test that might
discriminate unlawfully

¢ people with disabilities might find it impossible or unreasonably difficult to
receive an intervention

e guidance can be formulated so as to promote equalities, for example by
making access more likely for certain groups, or by tailoring the intervention
to specific groups.

It may be useful to briefly discuss the extent of change in practice that will be
needed to implement a recommendation, and the possible need for carefully
controlled implementation with, for example, training programmes or
demonstration projects.

9.1.6 Challenges in formulating recommendations

There are many reasons why it can be difficult for a GDG to reach a decision
about a recommendation. The evidence base is always imperfect, and so
there is always a degree of judgement by the GDG. Some of the common
challenges and possible solutions are listed in table 9.1.

43 www.nice.org.uk/aboutnice/howwework/NICEEqualityScheme.jsp
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Table 9.1 Evidence into recommendations: challenges and possible

solutions

Challenge

Possible solution

The literature search has
found no evidence that
addresses the review
question

The GDG should consider using consensus to identify current
best practice. This process should be robust; it may follow the
methods of formal consensus, or the issues may be resolved
through discussions in the GDG (see section 3.5).

The quality of the clinical
evidence is poor

Generating evidence specifically for the purposes of the
guideline is unlikely to be feasible. If this approach is
considered, the GDG should decide what sort of research
could best address the question, and whether this might be
possible. There is unlikely to be value in the GDG
commissioning research that results in poor-quality evidence.
Proposals to commission research to generate evidence
should be discussed with NICE.

The available clinical
evidence is conflicting

All efforts should be made to identify the reasons for
conflicting evidence. If, for example, this is because different
groups of people respond differently to an intervention, then
the GDG should consider making very specific
recommendations.

The clinical evidence is
not directly applicable to
the population covered by
the guideline, for example
because of a different age

group

The GDG may wish to extrapolate to the recommendations
from the evidence — for example, from high-quality evidence
in a largely similar patient group. The GDG will need to make
its approach explicit, stating the basis it has used for
extrapolating from the data and the assumptions that have
been made.

There is no published
estimate of cost
effectiveness that is
applicable to the relevant
population

The GDG should consider whether to develop its own
estimate of cost effectiveness through further economic
analysis (see section 7.1.3). If this is not considered a priority
for the health economist’s time, or if it is not possible because
of lack of data, the GDG should still consider whether the
proposed recommendation is likely to represent a cost-
effective use of NHS resources.

The GDG is unsure
whether healthcare
professionals would
endorse a
recommendation

It can be difficult to make recommendations if there is little
reliable evidence.

Use of formal consensus methods to test the level of
stakeholder agreement has been advocated as a way to
provide more representative views than can be obtained from
the GDG. However, it should be noted that stakeholders will
be giving opinions on recommendations without having seen
the evidence considered by the GDG; in addition,
stakeholders will not have agreed to adhere to the principles
underlying NICE’s decisions on recommendations. Such
techniques also effectively allow some stakeholders an input
to the decision-making process that other stakeholders will
not have. GDGs should therefore be particularly cautious
about using and interpreting the results of these techniques,
and should discuss any proposed use with NICE. The final
decision on whether these methods are warranted is made by
NICE.
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When formulating recommendations, there are likely to be instances when
members of the GDG disagree about the content of the final guideline. Formal
consensus methods can be used for agreeing the final recommendations (see
section 3.5). Whatever the approach used, there should be a clear record of
the proceedings and how areas of disagreement have been handled. This
may be summarised in the full guideline.

9.2 ‘Only in research’ recommendations

If evidence of effectiveness is either lacking or too weak for reasonable
conclusions to be reached, the GDG may recommend that particular
interventions are used within the NHS only in the context of research. Factors
that will be considered before issuing such recommendations include the
following:

e The intervention should have a reasonable prospect of providing benefits to
patients in a cost-effective way.

e The necessary research can realistically be set up or is already planned, or
patients are already being recruited.

e There is a real prospect that the research will inform future NICE guidance.

9.3 Wording the guideline recommendations

Writing the recommendations is one of the most important steps in developing
a clinical guideline. Many people read only the recommendations, so the
wording must be concise, unambiguous and easy to translate into clinical
practice. Each recommendation, or bullet point within a recommendation,
should contain only one main action.

The wording of recommendations should be agreed by the GDG (see chapter
3), and should:

focus on the actions readers need to take

include what readers need to know

reflect the strength of the recommendation

emphasise the involvement of the patient (and/or their carers if needed) in
decisions on treatment and care

¢ follow NICE’s standard advice on recommendations about drugs, waiting
times and ineffective interventions.

The rest of this section explains these points in more detail. The lead editor for
the guideline from NICE can also advise on the wording of recommendations.

9.3.1 Focus on the action

Recommendations should begin with what needs to be done. When writing
recommendations, keep in mind a reader who is saying, ‘what does this mean
for me?’. Recommendations should be as specific as possible about the exact
intervention being recommended and the group of people for whom it is
recommended.
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Use direct instructions because they are clearer and easier to follow. Most
recommendations should be worded in this way. Assume you are talking to
the healthcare professional who is working with the patient at the time.

Examples

e Record the person’s blood pressure every 6 months.

e Ask people in high-risk groups whether they have symptoms.

e Carry out and record a focused baseline assessment for people with faecal
incontinence to identify the contributory factors.

Exceptions

e Recommendations about service organisation, or if the audience is not the
healthcare professional. For example:

‘Care should be provided by a multidisciplinary team.’

e Recommendations that a specific type of healthcare professional should
carry out an intervention. For example:

‘An occupational therapist should assess the patient.’
e Recommendations that use ‘must’ or ‘must not’ (see section 9.3.3.1).

Start with a verb describing what the reader should do, such as ‘offer’,
‘measure’, ‘advise’, ‘discuss’, ‘ask about’.

Examples

e Advise pregnant women to limit their intake of oily fish to two portions a
week.

e Perform surgery within 48 hours of symptom onset.

¢ Offer relaxation techniques for managing pain, sleep problems and
comorbid stress or anxiety.

Exceptions

e Sometimes it is clearer to start with details of the patient group or other
details, particularly if recommending different actions for slightly different
circumstances or to make the sentence structure simpler. For example:

‘If surgery is being considered, offer to refer the patient to a
specialist surgeon to discuss the risks and benefits.’

Avoid vague words and phrases, such as ‘may’ and ‘can’, or general
statements such as ‘is recommended’, ‘is useful/helpful’, ‘is needed’ and
‘treatment options include’. Instead, use an active verb that tells readers what
they should do.
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Examples

¢ Instead of 'an intervention may be offered’, say 'consider offering the
intervention'.

¢ Instead of ‘an intervention is recommended’, say ‘offer the intervention’.

¢ Instead of ‘an intervention is helpful’, say ‘offer the intervention’ or ‘consider
the intervention’ (see section 9.3.3).

9.3.2 Include what readers need to know

Recommendations should be clear and concise, but should contain enough
information to be understood without reference to supporting material. This is
important, because in the NICE guideline and the quick reference guide the
recommendations are published without details of the evidence they are
based on.

e Define any specialised terminology that is used in the recommendations,
and make sure it is unambiguous (for example, the abbreviation ‘CV’ could
stand for cardiovascular or cerebrovascular).

¢ Define the target population unless it is obvious from the context.

¢ Include cross-references to other recommendations if necessary to avoid
the need to repeat information such as treatment regimens or definitions of
terms.

¢ Do not include reasons justifying the recommendation unless this will
increase the likelihood that it will be followed — for example, if it involves a
change in usual practice or needs particular emphasis (see section 9.3.3).

¢ Include only one main action in each recommendation or bullet point.

9.3.3 Reflect the strength of the recommendation

The description of the process of moving from evidence to recommendations
in section 9.1 indicates that some recommendations can be made with more
certainty than others. This concept of the ‘strength’ of a recommendation
should be reflected in the consistent wording of recommendations within and
across clinical guidelines. There are three levels of certainty:

e recommendations for interventions that must (or must not) be used
e recommendations for interventions that should (or should not) be used
e recommendations for interventions that could be used.

9.33.1 Recommendations for interventions that must or must not be
used

Recommendations that an intervention must or must not be used are usually
included only if there is a legal duty to apply the recommendation, for example
to comply with health and safety regulations. In these instances, give a
reference to supporting documents. These recommendations apply to all
patients.

However, occasionally the consequences of not following a recommendation
are so serious (for example, there is a high risk that the patient could die) that
using ‘must’ (or ‘must not’) is justified. Discuss this with the Guidelines
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Commissioning Manager at NICE, and explain in the recommendation the
reason for the use of ‘must’.

If using ‘must’, word the recommendation in the passive voice (‘an intervention
must be used’) because the distinction between ‘should’ and ‘must’ is lost
when the recommendation is turned into a direct instruction.

Example

e Ultra-rapid detoxification under general anaesthesia or heavy sedation
(where the airway needs to be supported) must not be used. This is
because of the risk of serious adverse events, including death.

9.3.3.2 Recommendations for interventions that should or should not
be used

For recommendations on interventions that 'should’ be used, the GDG is
confident that, for the vast majority of people, the intervention will do more
good than harm, and will be cost effective.

Where possible, word recommendations of this type as direct instructions (see
section 9.3.1), rather than using the word 'should’. Use verbs such as ‘offer’,
‘advise' and ‘discuss’.

Example

o Offer bariatric surgery as a first-line option (instead of lifestyle interventions
or drug treatment) for adults with a BMI of more than 50 kg/m?.

Use similar forms of words for recommendations on interventions that should
not be used because the GDG is confident that they are not worthwhile for
most patients.

Example

¢ Do not offer antibiotic prophylaxis against infective endocarditis to people at
risk undergoing dental procedures.

A ‘should’ recommendation can be combined with (or followed by) a ‘could’
recommendation — for example, where treatment is strongly recommended
but there are two or more options with similar cost effectiveness, and the
choice will depend on the patient’s preference.

Examples

o Offer drug therapy, adding different drugs if necessary, to achieve a target
blood pressure of 140/90 mmHg.

e For patients aged 55 or older or black patients of any age, consider a
calcium-channel blocker or a thiazide-type diuretic as initial therapy.

9.3.3.3 Recommendations for interventions that could be used

For recommendations on interventions that ‘could’ be used, the GDG is
confident that the intervention will do more good than harm for most patients,
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and will be cost effective. However, other options are similarly cost effective,
or some patients may opt for a less effective but cheaper intervention. The
choice of intervention (or the decision on whether to have an intervention at
all) is therefore likely to vary depending on a person’s values and preferences.
NICE's report on social value judgements* states the following:

‘Although NICE agrees that respect for autonomy and individual
choice are important for the NHS and its users, this should not
mean that NHS users as a whole are disadvantaged by guidance
recommending interventions that are not clinically and/or cost-
effective.’

Where possible, word recommendations of this type as direct instructions (see
section 9.3.1), rather than using the word 'could’. Add ‘consider’ before the
verb to indicate that the recommendation is less strong than a 'should’
recommendation — for example, ‘consider offering a referral’.

Example

e Consider offering bariatric surgery to adults with obesity if all of the
following criteria are fulfilled: ...

9.34 Emphasise the patient’s involvement

To emphasise the patient’s role in decision-making and the need for them to
consent to treatment, use ‘offer’ and ‘discuss’ in recommendations, rather
than ‘prescribe’ or ‘give’.

Use words such as ‘people’ or ‘patients’ rather than ‘individuals’, ‘cases’ or
‘subjects’. Where possible, use ‘people’ rather than ‘patients’ for people with
mental health problems or chronic conditions. 'Service users' can be used for
people with mental health problems if 'patients’ is the only alternative. Do not
use ‘patients’ in relation to healthy pregnant women.

9.3.5 Recommendations on drugs, waiting times and
ineffective interventions
Guideline developers should follow NICE’s standard procedure when referring

to drugs or waiting times (see below). It is also acceptable to make
recommendations that advise stopping the use of an ineffective intervention.

9.35.1 Drugs
Use generic names

Give the recommended international non-proprietary name (rINN), as listed in
the ‘British national formulary’ (www.bnf.org). Usually, only the generic name
is needed. Occasionally (for example, if referring to a specific preparation or
device), the proprietary name may be given in parentheses at first mention.
Do not give the manufacturer’'s name.

* 3ocial value judgements: principles for the development of NICE guidance’ (2nd edition;
2008); available at:
www.nice.org.uk/aboutnice/howwework/socialvaluejudgements/socialvaluejudgements.jsp
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Do not give dosages

Readers are expected to refer to the summary of product characteristics
(SPC) for details of dosages. Include dosage information only if there is
evidence that a particular drug is often prescribed at the wrong dosage, or
clear evidence about the effectiveness of different dose levels. SPCs can be
found in the Electronic Medicines Compendium (www.emc.medicines.org.uk).

Off-label use

Make it clear if the recommended use is outside the drug's licensed indication
(‘'off label'). Recommendations are usually about the uses of drugs for which
the drug regulatory authority has allowed the manufacturer to market the drug
(called a marketing authorisation; often referred to as the licensed indications)
in the UK. The application for a marketing authorisation is accompanied by an
SPC, which describes the indications, cautions and contraindications for a
drug based on the best available information at the time.

Use for an indication for which the product does not have a marketing
authorisation (off-label or off-licence use) may be recommended if there is
clear evidence to support this. The National Collaborating Centre and GDG
should check recommended uses against the SPC, and include a footnote if
the drug does not have a UK marketing authorisation for the use being
recommended. The footnote should make it clear that the drug is not licensed
for the stated use and that informed consent should be obtained and
documented. Examples of footnote wording are shown in box 9.1. In cases
where the SPC for a drug specifically mentions a caution or contraindication
for its use but the GDG wishes to recommend the drug, this should be stated
clearly in the recommendation or footnote. The evidence that the GDG has
considered in reaching the conclusion that use in these circumstances can be
justified should be clearly set out in the full guideline.
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Box 9.1 Examples of footnotes to guideline recommendations about the
off-label use of drugs

Where use is outside the licensed indication:

Vaginal PGE; has been used in UK practice for many years in women with ruptured
membranes. However, the SPCs (July 2008) advise that in this situation, vaginal
PGE; is either not recommended or should be used with caution, depending on the
preparation (gel, tablet or pessary). Healthcare professionals should refer to the
individual SPCs before prescribing vaginal PGE, for women with ruptured
membranes, and informed consent should be obtained and documented.

[From: Induction of labour. NICE clinical guideline 70 (2008). Available from
www.nice.orq.uk/CG70]

Where the SPC mentions a specific caution or contraindication:

Metformin is used in UK clinical practice in the management of diabetes in pregnancy
and lactation. There is strong evidence for its effectiveness and safety. This evidence
is not currently reflected in the SPC. The SPC (March 2008) advises that when a
patient plans to become pregnant and during pregnancy, diabetes should not be
treated with metformin but insulin should be used to maintain blood glucose levels.
Informed consent on the use of metformin in these situations should be obtained and
documented.

[From: Diabetes in pregnancy: management of diabetes and its complications from pre-
conception to the postnatal period. NICE clinical guideline 63 (2008). Available from
www.nice.org.uk/CG63]

9.3.5.2  Waiting times

Avoid giving targets for waiting and referral times: refer to relevant targets set
by the Department of Health or the Welsh Assembly Government. If no target
exists, recommendations may include a maximum time if the GDG considers
this to be essential.

9.35.3 Ineffective interventions

Recommend stopping ineffective interventions: state explicitly if particular
treatments or activities should not be carried out or should be stopped (see
box 9.2).

Box 9.2 Example of arecommendation about stopping ineffective
practice

Non-trauma-focused interventions such as relaxation or non-directive therapy, that
do not address traumatic memories, should not routinely be offered to people who
present with PTSD symptoms within 3 months of a traumatic event.

From: Post-traumatic stress disorder (PTSD): the management of PTSD in adults and

children in primary and secondary care. NICE clinical guideline 26 (2005). Available from
www.nice.org.uk/CG26
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9.3.6

Using tables in recommendations

A recommendation may include a small table to improve clarity; for example,
to present information that should be shared with patients, or if the information
iIs most easily understood when tabulated. An example is shown in box 9.3.

Box 9.3 Example of a table within a recommendation

Healthcare professionals should use a stepped approach for managing atopic
eczema in children. This means tailoring the treatment step to the severity of the
atopic eczema. Emollients should form the basis of atopic eczema management and
should always be used, even when the atopic eczema is clear. Management can
then be stepped up or down, according to the severity of symptoms, with the addition
of the other treatments listed in table 2.

Table 2 Treatment options

Mild atopic eczema

Moderate atopic eczema

Severe atopic eczema

Emollients

Emollients

Emollients

Mild potency topical
corticosteroids

Moderate potency topical
corticosteroids

Potent topical
corticosteroids

Topical calcineurin

Topical calcineurin

inhibitors inhibitors

Bandages Bandages
Phototherapy
Systemic therapy

From: Atopic eczema in children: management of atopic eczema in children from birth up to
the age of 12 years. NICE clinical guideline 57 (2007). Available from www.nice.org.uk/CG57

9.4 Prioritising recommendations for implementation

NICE’s standard clinical guidelines can cover large clinical areas and, as a
result, often contain a considerable number of recommendations relevant to
the many review questions. Users of the guideline will need to decide which
recommendations they should implement first. To help with these decisions,
GDGs are required to identify 'key priorities for implementation’. These are the
recommendations likely to have the biggest impact on patient care and patient
outcomes in the NHS as a whole. The number of recommendations prioritised
in this way will vary depending on the guideline, and should normally be
between five and ten. These recommendations are the ones for which NICE
provides clinical audit support, promotional slide sets and other tools to aid
implementation (see chapter 13).

9 Developing and wording guideline recommendations

© National Institute for Health and Clinical Excellence (January 2009) Page 112 of 147




http://www.nice.org.uk/CG57�



The guidelines manual

Many different criteria can be used to select the key priorities for
implementation, but key priorities should always be recommendations likely to
do at least one of the following:

¢ have a high impact on outcomes that are important to patients
¢ have a high impact on reducing variation in care and outcomes
¢ lead to more efficient use of NHS resources

e promote patient choice

e promote equality.

In addition, the GDG should attempt to identify recommendations that are
particularly likely to benefit from support from NICE's Implementation Support
Team. Criteria include whether a recommendation:

¢ relates to an intervention that is not part of routine care

e requires changes in service delivery

e requires retraining of staff or the development of new skills and
competencies

¢ highlights the need for practice to change

¢ affects and needs to be implemented across a number of agencies or
settings (complex interactions)

e may be viewed as potentially contentious, or difficult to implement for other
reasons.

There should be a clear record of which criteria were considered particularly
important by the GDG for each key priority. This should be reported in a short
paragraph in the full guideline.

9.5 Formulating research recommendations

The GDG is likely to identify areas in which there are uncertainties or where
robust evidence is lacking. This section provides a framework for highlighting
these uncertainties and translating them into research recommendations.
Advice is also given about identifying ‘high-priority’ research
recommendations for inclusion in the NICE version of the guideline.

Research recommendations can cover questions about any aspect of the
guidance and are designed to address uncertainties that have been identified.
Examples include clinical or cost effectiveness, implementation, outcomes,
equality issues, the accuracy of a test, diagnosis, prognosis, rates of harm or
other events, patients’ experience, measurements of outcome, and service
delivery and organisation. Primary research or secondary research (for
example, systematic reviews) can be recommended.

In undertaking economic modelling for a clinical guideline, part of the analysis
is to identify the parameter and structural uncertainties to which the decision is
most sensitive. This information can help with decisions about future research
priorities. As part of cost-effectiveness analysis, formal value-of-information
methods may also sometimes be used to estimate the ‘value for money’ of
additional research.
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9.5.1 Principles for formulating research recommendations

Research recommendations should be formulated as questions. A section that
includes the questions requiring further research should be included as an
appendix to the full guideline. These research questions may also be
highlighted in individual chapters.

Each research question should relate to an uncertainty or evidence gap that
has been identified during the guideline development process. Each research
recommendation should be formulated as an answerable question or a set of
closely related questions (see box 9.4). This should use the PICO (patient,
intervention, comparison and outcome) framework as presented in chapter 4
(box 4.1).

Box 9.4 An example of a research question

Is benzoyl peroxide or adapalene more clinically and cost effective at reducing the
number of non-inflammatory lesions in the treatment of acne vulgaris in adolescents?

9.5.2 Selecting high-priority research recommendations for the
NICE guideline

To help ensure that research addresses key areas, for a standard clinical

guideline the GDG should select up to five high-priority research

recommendations to include in the NICE version of the clinical guideline.

These should be identified using the criteria in table 9.2.
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Table 9.2 Criteria for selecting high-priority research recommendations

Criterion Explanation

Importance to What would be the impact on the population of any new or

patients or the altered guidance (for example, acceptability to patients,

population quality of life, morbidity or disease prevalence, severity of
disease or mortality)?

Relevance to NICE How would the answer to this question change future NICE

guidance guidance (that is, generate new knowledge and/or

evidence)? How important is the question to the overall
guideline? The research recommendation should be
categorised into one of the following categories of
importance:

e High: the research is essential to inform future updates
of key recommendations in the guideline

¢ Medium: the research is relevant to the
recommendations in the guideline, but the research
recommendations are not key to future updates

o Low: the research is of interest and will fill existing
evidence gaps.

Relevance to the What would be the impact on the NHS and (where relevant)
NHS the public sector of any new or altered guidance (for
example, financial advantage, effect on staff, impact on
strategic planning or service delivery)?

National priorities Is the question relevant to a national priority area (such as a
national service framework or white paper)? The relevant
document should be specified.

Current evidence What are the problems with the current evidence base? (that
base is, why is further research required?)

Reference should be made to the section of the full guideline
that describes the current evidence base, including details of
trials and systematic reviews.

Equality Does the research recommendation address equality
issues? For example, does it focus on groups that need
special consideration, or focus on an intervention that is not
available for use by people with certain disabilities?

Feasibility Can the proposed research be carried out within a realistic
timescale and at an acceptable cost?

Are there any ethical or technical issues?

Other comments Any other important issues should be mentioned, such as
potential funders or outcomes of previous attempts to
address this issue, or methodological problems. However,
this is not a research protocol.
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Each high-priority research recommendation should be summarised in a
single paragraph (ideally no longer than 150 words) that describes why the
proposed research is important (for an example, see box 9.5). The reasons for
selecting each high-priority research recommendation should be presented in
a table in an appendix to the full guideline, using table 9.2 as a template, and
indicating if any information is unavailable.

The high-priority research recommendations for each clinical guideline will be
posted on the NICE website*®. They will then go through a second
prioritisation process within NICE that considers all research
recommendations relating to all types of guidance produced by NICE.

Box 9.5 An example of a high-priority research recommendation

Research recommendation

Further research should be undertaken to determine whether benzoyl peroxide or
adapalene is more clinically and cost effective at reducing the number of non-
inflammatory lesions in the treatment of acne vulgaris in adolescents.

Why this is important

Acne affects up to 80—-90% of adolescents, and research has shown that it can have
serious effects on self-esteem. Retinoids are currently recommended as first-line
treatment for acne, despite the lack of robust evidence comparing them with
treatments that have been demonstrated to be clinically and cost effective. A
community-based double-blind randomised controlled trial is required to compare the
clinical and cost effectiveness of 0.1% adapalene and 5% benzoyl peroxide gels. The
trial should enrol adolescents aged 12—-18 years with mild or mild/moderate
inflammatory or polymorphic facial acne vulgaris (grade 0.5-1.5 on the Burke and
Cunliffe scale) with at least 15 inflamed and 15 non-inflamed lesions. Adolescents
with acne primarily on their back and chest, nodular acne, comedonal acne or acne
owing to secondary causes should be excluded. The primary outcome measure
should be a self-assessment of improvement at each visit (6-point Likert scale).
Secondary outcome measures should include quality of life, overall satisfaction with
product and the combined acne severity score.

9.6 Further reading

Brown P, Brunnhuber K, Chalkidou K et al. (2006) How to formulate research
recommendations. British Medical Journal 333: 804—6.

Claxton K, Sculpher MJ (2006) Using value of information analysis to prioritise
health research: some lessons from recent UK experience.
Pharmacoeconomics 24: 1055-68.

Glasziou P, Del Mar C, Salisbury J (2003) Evidence-based medicine
workbook. London: British Medical Journal Books.

Lord SJ, Irwig L, Simes RJ (2006) When is measuring sensitivity and
specificity sufficient to evaluate a diagnostic test, and when do we need
randomized trials? Annals of Internal Medicine 144: 850-5.

4 www.nice.org.uk/research/index.jsp?action=rr
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Sackett DL, Straus SE, Richardson WS (2000) Evidence-based medicine:
how to practice and teach EBM, 2nd edition. Edinburgh: Churchill Livingstone.

Schunemann HJ, Best D, Vist G et al. for the GRADE Working Group (2003)
Letters, numbers, symbols and words: how to communicate grades of
evidence and recommendations. Canadian Medical Association Journal 169:
677-80.

Scottish Intercollegiate Guidelines Network (2002) SIGN 50. A guideline
developer’s handbook. Edinburgh: Scottish Intercollegiate Guidelines
Network.
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10 Writing the clinical guideline

At the end of the process of guideline development, four separate documents
are published for standard clinical guidelines (see section 1.4.3). These are:

e the full guideline

e the NICE guideline

¢ a quick reference guide (a summary of all the recommendations for
healthcare professionals)

e ‘Understanding NICE guidance’ (information for patients and carers).

The National Collaborating Centre (NCC) (with the Guideline Development
Group [GDG]) writes the full guideline and the NICE guideline. The lead editor
from NICE writes the quick reference guide and ‘Understanding NICE
guidance’, working with the NCC and GDG (see sections 11.3, 12.1.1 and
12.4 for more details).

This chapter is aimed at those responsible for writing the full and NICE
guidelines. It describes the key principles for writing guidelines and what each
version should include.

10.1 Guideline structure

10.1.1  The full guideline

The full guideline contains all the recommendations, together with details of
the methods used and the evidence underpinning the recommendations. It
should specify which version of the guidelines manual was used for
developing the guideline.

The structure and format of the full guideline are at the discretion of the NCC,
but core elements should be as follows:

e a summary section containing:
— all the recommendations, highlighting the recommendations that are key
priorities for implementation and the reasons for selecting them
— the algorithm(s) (see section 10.2.4)
e an introduction, containing information on:
— funding
— GDG membership
epidemiological data
aim and scope of the guideline
— scheduled review of the guideline
e a methods section, containing information on:
— the literature search strategy (see chapter 5)
— how the evidence was reviewed and synthesised, including economic
analysis (see chapters 6 and 7)
— any consensus techniques used that involved people outside the GDG
(see section 3.5.2)
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— interpretation of the evidence and development of the recommendations

— other work relevant to the guideline (for example, related NICE guidance
that has been published or is in preparation; related NHS documents)

e chapters dealing with the review questions and the evidence that led to the
recommendations, each with the following content:

— review question(s) (PICO [patient, intervention, comparison and
outcome] format) (see chapter 4)

— evidence profile (modified GRADE profile [see section 6.2.1.1 and
appendix L], including summary of economic studies)

— evidence statement (short text summary of the evidence on clinical and
cost effectiveness)

— 'evidence to recommendations’ (structured summary of GDG
discussions on the trade-off between benefits and harms, and
consideration of economic evidence, in relation to policy, making clear
the justification for the recommendation [see section 9.1])

— recommendation(s)

— recommendations for research (if applicable)

e references
e appendices, which should include:
— declarations of interest
— review protocols (see chapter 4)
details of search strategies (see chapter 5)
evidence tables (preferably on a CD-ROM) (see appendix K)
prioritisation of research recommendations (see section 9.5).

10.1.2 The NICE guideline

The NICE guideline presents the recommendations from the full guideline in a
format that focuses on implementation by healthcare professionals and NHS
organisations. The length of the NICE guideline will therefore depend on the
number of recommendations in the full guideline.

When preparing the NICE guideline, NCC staff should enter text directly into
NICE’s Word template. The most recent version of the NICE template and
notes on how to use it are posted on the NICE webboard for NCCs.

The main information that needs to be added to the NICE guideline template
is:

¢ a brief introduction (not more than a page) explaining why the guideline is
needed, and the key issues that the guideline will address

¢ the key priorities for implementation

e the recommendations

o brief details of the scope

e up to five research recommendations, and an explanation of why each of
these is important (see section 9.5)

¢ related NICE guidance

e GDG membership.
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Background information should not usually be included with the
recommendations in the NICE guideline. Occasionally, a brief summary may
be given if the information is essential for understanding or implementing the
recommendations. Any background information that is included should be in
the form of a short introductory paragraph to the relevant section, not as part
of the recommendations themselves. The NICE guideline should not include
descriptions of GDG commentary. The NICE lead editor can advise on this if
required.

The NICE Word template includes a standard section on patient-centred care
which covers general issues such as informed consent, providing information
tailored to the patient’s needs, and involving and supporting carers and
families. Specific recommendations should not be made on these issues
unless there are particular reasons to do so that relate to the guideline topic.
Examples include:

¢ where there are issues relating to provision of information to patients, or to
patients’ support needs, that are specific to the condition discussed by the
guideline

e where certain drugs are prescribed off-label or off-licence (see section
9.3.5.1) and more detailed forms of consent than usual are required from
patients.

The NICE guideline should contain the algorithm(s) (see section 10.2.4) as an
appendix.

10.2  Style

Detailed instructions for writing guideline recommendations are given in
section 9.3.

When preparing the recommendations and the NICE guideline, NCC staff
should follow the ‘NICE style guide’ (available from the NICE webboard for
NCCs).

The full guideline and the NICE guideline should be written in a style that can
be understood by the non-specialist healthcare practitioner and by anyone
who has a good knowledge of the area but is not a trained clinician (for
example, a patient with the condition who has in-depth knowledge of the
disease and treatment options). Plain English should be used, and
unnecessary jargon avoided as much as possible. The NICE editorial team
can advise on this.

Use of numbered chapters and corresponding numbered headings helps
readers to navigate the document. A maximum of four levels of numbered
heading (for example, 2, 2.1, 2.1.4, 2.1.4.2) should be used in the full
guideline. For unnumbered headings, use the same style (such as bold or
italic) to denote the same level or type of heading in each section or chapter.
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Recommendations in the NICE version of the guideline may be numbered 1,
2, 3 etc. (or R1, R2, R3 etc.) if this is the style used by the NCC in the full
guideline. Alternatively, the numbering in the NICE version may follow the
headings (for example, 1.1.1, 1.1.2, 1.1.3).

10.2.1 Bulleted lists
Bulleted lists are a useful way of:

o simplifying and clarifying a series of points
¢ dealing with repetition
¢ dealing with complex paragraph structures.

A bulleted list should be used rather than a numbered one, unless there is a
good reason to use numbers. This is because a numbered list can imply a
ranking or preference that may not be intended.

10.2.2 Tables and figures in the full guideline

Tables should be easy to understand and have clear, informative titles.
Footnotes should be included only if they are essential for readers to
understand the table. Comparisons within the table should compare like with
like.

Tables should be numbered sequentially and should be cited in the text, but
information in a table should not be repeated in the text. Figures should also
be numbered sequentially.

Tables or figures from another source may only be reproduced only if written
permission has been obtained, usually from the publisher. It must be stated in
the full guideline that such permission has been received.

10.2.3  Abbreviations

Abbreviations should be used sparingly, and in accordance with the ‘NICE
style guide’. If a term appears only a few times, it is usually better not to
abbreviate it. However, if general readers will be more familiar with the
abbreviation, or if the full term is long, the abbreviation may be used
throughout the guideline. All abbreviated terms should be defined at first use.
The full guideline may be downloaded in sections, so abbreviations should be
redefined at first use in each section. A list of abbreviations should be
included in the full guideline if a lot are used.

10.2.4  Algorithm

An algorithm is a flow chart of the clinical decision pathway described in the
guideline in which decision points are represented by boxes linked by arrows.

The full and NICE versions of the guideline should contain an algorithm unless
this is inappropriate for the topic (for example, most mental health topics). The
algorithm may form the basis of the quick reference guide (see section
11.3.2), and should be discussed by the lead editor and the NCC (and GDG
members if appropriate) during the development of the guideline.
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The algorithm should be uncluttered: boxes should be limited to those defining
the clinical problem and those representing a clear decision point. Arrows
should mostly flow from top to bottom. A logical sequence should be
maintained so that each decision flows from the question that precedes it. It
may be necessary to produce more than one algorithm if the
recommendations cannot be summarised into one chart.

If an algorithm is not appropriate, the recommendations may be summarised
in other ways, including tables, boxes or flow charts showing the care
pathway.

Algorithms and other summary charts should summarise recommendations;
they should not include any further information or advice.
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11 The consultation process and dealing with
stakeholder comments

Consultation with stakeholders, which lasts 8 weeks for standard clinical
guidelines, is an integral part of the NICE clinical guideline development
process. Comments received from stakeholders are a vital part of the quality-
assurance and peer-review processes, and it is important that they are
addressed appropriately. This chapter advises National Collaborating Centres
(NCCs) on responding to stakeholder comments following consultation.

This chapter also includes information on what to expect during the
consultation process, including how members of the Guideline Development
Group (GDG) and the NCC work with editors at NICE on the different versions
of the guideline. Circumstances in which a second consultation may be
needed are also covered.

11.1 Principles of responding to stakeholder comments

This section describes how to respond to comments received from
stakeholders about the draft guideline; the same principles apply when
responding to comments on the draft scope (see section 2.6.1).

11.1.1 Responding to comments

It is expected that most comments will be received from registered
stakeholders. These comments, and the responses to them, are posted on the
NICE website when the pre-publication check of the full guideline takes place
(see section 12.2). Comments received from non-registered stakeholders, and
comments received after the deadline for submission, are not considered and
are not responded to; such comments will be returned to the sender.

11.1.2 Format of comments

All comments received by NICE are entered into a ‘guideline consultation
table’ in a Word file, which is sent to the NCC. The table contains the following
information:

¢ Organisation — name of the organisation that submitted the comments.

e Document — full or NICE version.

e Section — this column can be used by the NCC and GDG to facilitate the
identification of comments by section.

e Comments — comments received from stakeholders, which are entered
unchanged.

e Responses — blank column for the NCC and GDG to complete.

The GDG considers the comments received, and the NCC then responds to
the comments. The following key points should be taken into account when
responding to comments from stakeholders.

e Each comment must be acknowledged and answered as fully and as
factually as possible. It is important to acknowledge that each point has
been seen and has been understood. Some comments may be presented
as general commentary, but they should still be acknowledged.
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¢ If changes are made to the guideline as a result of the comment, this must
be made clear in the response. If no changes have been made, it should be
made clear why not.

e For comments made on draft guidelines:

— responses and changes must be made with the agreement of the whole
GDG before publication, preferably through a GDG meeting (the date for
which should be agreed in advance to ensure that all GDG members can
attend)

— any changes must be reflected in both the NICE and full guidelines; the
NCC must maintain an audit trail of changes.

Examples of responses to types of comments received during consultation on
a clinical guideline are given in table 11.1.
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Table 11.1 Examples of responses to stakeholder comments received on
the clinical guideline ‘Drug misuse: psychosocial interventions’ (NICE
clinical guideline 51 [2007]; available from: www.nice.org.uk/CG51) (NCC

for Mental Health)

Type of comment

Example of aresponse

Compliments about the guideline

Thank you for your comments.

A specific change was
recommended and has
subsequently been made

Thank you; we have changed ‘legal’ to
‘pharmacy provided medication’.

Thank you for your comment; we have
addressed this issue in the full guideline (section
7.6).

A specific change was
recommended and has
subsequently been partially made

Thank you for your comment; we have added a
section on families and carers in the introduction
which draws together material on families and
carers discussed in other parts of the guideline.
We have incorporated some of your suggestions
into the text.

A specific change was
recommended and has
subsequently NOT been made

Although we accept your comments on the use
of oral fluid testing as an option for contingency
management programmes there are a number of
factors supporting the decision to consider
urinalysis as the preferred method. Firstly, the
longer drug detection time afforded by urinalysis.
Secondly, there is a larger evidence base for
urinalysis which is still the most established
method of testing. Thirdly, urinalysis is less
costly.

Asks for something that is outside
the scope of the guideline

In response to your comment on alcohol, the
scope of the guideline was concerned with drug
misuse and did not include alcohol, although the
issue of alcohol misuse in addition to primary
drug misuse was considered where appropriate.

Concern about impact of the
guideline

We appreciate that the impact upon benefits is
an important issue and it is under consideration
by the implementation team.

11.2

Consultation on the full and NICE versions

This section describes what to expect during the consultation phase. Draft
versions of both the NICE guideline and the full guideline are consulted on.

11.2.1  Stakeholders

Draft versions of the full and NICE guidelines are made available on the NICE
website for the consultation; registered stakeholders are informed by NICE
that the documents are available.
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11.2.2  External expert review

11.2.2.1 The NCC Health Technology Assessment (NCCHTA) review

NICE commissions in-depth expert statistical and health economic reviews of
all clinical guidelines through a third party, the National Coordinating Centre
for Health Technology Assessment (NCCHTA, www.ncchta.org), which is part
of the NHS National Institute for Health Research. This review takes place
during consultation on the guideline. Comments from the NCCHTA reviewers
are responded to in the same way as comments from registered stakeholders,
and are published in the guideline consultation table on the NICE website
under ‘external expert review'.

11.2.2.2 Additional external expert advice

Occasionally, NCCs may consider arranging additional external expert review
of part or all of a clinical guideline. These experts may include healthcare
professionals, social care professionals or people with a patient and carer
perspective. This review may take place during guideline development or at
the consultation stage. If it occurs during development, the process and
comments remain confidential, but the adviser(s) should be named in the final
full guideline. Comments from external expert advisers during the
development of the guideline should be discussed by the whole GDG. If
external advisers comment during consultation, their comments are
responded to in the same way as comments from registered stakeholders and
are published in the guideline consultation table on the NICE website under
‘expert advisers’. All expert advisers are required to complete a declaration of
interests form (see section 3.2.1).

11.2.3 The Guideline Review Panel (GRP)

Comments are also received from members of the GRP, who send their
comments to NICE via the GRP Chair. GRP members aim to ensure that:

e the guideline is clinically relevant

e any major areas of concern are identified

¢ the guideline contains realistic expectations of NHS service providers and
those who commission NHS care.

The GRP also ensures that stakeholder comments on the draft guideline have
been responded to appropriately (see section 12.1.2).

The GRP Chair is expected to ensure that:

¢ all elements of the agreed scope have been addressed
¢ the guideline produces recommendations for the NHS, and for other bodies
only in specific circumstances.

Comments from the GRP are entered into the guideline consultation table and
are responded to in the same way as comments from registered stakeholders,
but they are not posted on the NICE website.
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If there are any queries or concerns about significant issues raised, the NCC
should contact the Guidelines Commissioning Manager at NICE as soon as
possible to discuss an appropriate response.

11.2.4  NICE staff

NICE staff also comment on the consultation draft of the guideline, both
before and during the consultation (see section 11.3.1). These staff include
the Patient and Public Involvement Programme (PPIP) lead, the
implementation lead and the lead editor for the guideline, as well as the health
economist and the Guidelines Commissioning Manager from the Centre for
Clinical Practice.

Comments from NICE staff received during consultation are entered into the
guideline consultation table and are responded to in the same way as
comments from registered stakeholders, but these are not posted on the NICE
website.

11.3 Working with the editors

One person from the NICE editorial team is designated as the lead editor for a
particular clinical guideline, although other members of the team will also work
on the guideline. The lead editor works with the NCC and members of the
GDG before, during and after consultation (see also chapter 12), and has a
formal responsibility for NICE’s publications — that is, the NICE version of a
clinical guideline, the quick reference guide (QRG) and 'Understanding NICE
guidance’. The lead editor and other members of the editorial team work on
these documents to ensure that:

¢ they conform to NICE’s requirements in terms of style and format
¢ the recommendations are unambiguous
¢ the information is clear and appropriate for the intended audience.

This section summarises the main work that the editors do. The timelines and
fine details are agreed between the NCC and NICE around the time that the
draft guideline is sent to NICE.

11.3.1  NICE guideline

The lead editor carries out a detailed edit of the NICE guideline before
consultation starts, and agrees changes with the NCC. Comments from the
other NICE teams are also discussed at this stage. Agreed changes to
recommendation wording are transferred to the full guideline.

The lead editor also comments on the NICE version of the guideline during
consultation (like other stakeholders).

After consultation, the lead editor will usually attend the GDG meeting at
which stakeholder comments and changes to the guideline are discussed.
They can advise on the wording of the recommendations at this meeting, as
well as during updating of the guideline.
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11.3.2 Quick reference guide (QRG)

The QRG is a practical resource for healthcare professionals to use on a day-
to-day basis. It presents the guideline recommendations in a concise, easy-to-
use format, and is printed and distributed to healthcare professionals and
managers in the NHS. It contains the key priorities for implementation
verbatim, as well as a summary of the guideline recommendations. It usually
includes all the recommendations, but occasionally highly specialised
recommendations may be omitted, with signposting to the NICE version of the
guideline for more details if needed.

The QRG is written by the lead editor, working closely with nominated
members of the NCC and GDG (see section 11.3.4). It may be based on the
algorithm(s) (see section 10.2.4), so early discussion between the editor and
the NCC is helpful.

General discussions on content and possible formats of the QRG should
begin before the draft guideline is submitted to NICE. A detailed plan is
prepared by the lead editor during the consultation period.

11.3.3 ‘Understanding NICE guidance’

‘Understanding NICE guidance’ summarises the recommendations in the
NICE guideline in everyday language, and is aimed at patients, their families
and carers, and the wider public. It does not describe the condition or
interventions in detalil.

It may be used by hospitals and other organisations in the NHS, and by
patient and carer organisations, to develop their own information leaflets.

‘Understanding NICE guidance’ is drafted during the consultation period by
the lead editor, working closely with the NCC and nominated members of the
GDG (see section 11.3.4). The PPIP lead for the guideline comments on the
wording of ‘Understanding NICE guidance’ from a patient perspective.

11.3.4 Role of GDG members

During the guideline development process, each GDG is asked to nominate
two or three members who will work closely with the lead editor on the QRG
and ‘Understanding NICE guidance’. Ideally these GDG editorial nominees
should include at least one clinician for the QRG, and at least one patient and
carer member for '‘Understanding NICE guidance'. Their role is to:

e attend a meeting with the lead editor during the consultation period (see
below)

e gather the views of GDG members on key issues concerning the QRG and
‘Understanding NICE guidance’

e check for clinical accuracy, answer queries and check revisions on behalf
of the GDG.

During the consultation period, a meeting is arranged between the lead editor,
the GDG editorial nominees and at least one staff member from the NCC
(such as the project manager); the GDG Chair may also attend. The main aim
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of this meeting is to discuss the plan for the QRG and the first draft of
‘Understanding NICE guidance’, which are circulated in advance. The wording
of the recommendations in the NICE version of the guideline may also be
discussed.

The NCC is responsible for circulating drafts of the QRG and ‘Understanding
NICE guidance’; the GDG editorial nominees may be involved in collating
comments from other GDG members.

11.4 Considering a second consultation

In exceptional circumstances, the Director of the Centre for Clinical Practice at
NICE may consider the need for a further 4-week stakeholder consultation.
This additional consultation may be required after the standard 8-week
consultation has ended if either of the following criteria has been met:

¢ Information or data that would significantly alter the guideline has been
omitted from the first draft.

e Evidence was misinterpreted in the first draft of the guideline and the
amended interpretation significantly alters the guideline.

The final decision on whether to hold a second consultation will be made by
NICE.

11 The consultation process and dealing with stakeholder comments
© National Institute for Health and Clinical Excellence (January 2009) Page 129 of 147





The guidelines manual

12 Finalising and publishing the guideline

Once the consultation period has ended, the Guideline Development Group
(GDG) meets to consider any changes to the guideline that are required in
response to the stakeholder comments received during consultation. Once the
changes have been agreed, modifications are made to the full guideline and
the NICE guideline. The updated versions are then sent to NICE. It is
essential for the National Collaborating Centre (NCC) to keep an audit trail of
what changes have been made, in which version(s) of the guideline, by whom,
and for what purpose.

The final draft of the guideline is reviewed by the Guideline Review Panel
(GRP) and by NICE. The Guidelines Commissioning Manager and the lead
editor at NICE will liaise with the NCC about any further changes that are
required.

After changes have been agreed, the guideline undergoes the pre-publication
check (see section 12.2) and is signed off by NICE’s Guidance Executive (see
section 12.3).

This section summarises the main stages involved in finalising the guideline.
The timelines and fine details are agreed between the NCC and NICE around
the time that the updated guideline is sent to NICE.

12.1 Editorial checks and review by the Guideline Review
Panel (GRP)

The NICE guideline is edited by the NICE editors (see section 12.1.1) at the
same time as the full guideline is reviewed by the GRP (see section 12.1.2).

12.1.1 Editorial checks

When the updated versions of the full and NICE guidelines are returned to
NICE, the lead editor will:

¢ edit the NICE guideline

¢ draft the quick reference guide (QRG), working with the GDG editorial
nominees (see section 11.3.4) and the NCC to ensure clinical accuracy

e update the draft 'Understanding NICE guidance’ in line with changes to the
guideline recommendations and advice from the GDG and NCC.

Before the pre-publication check (see section 12.2), the lead editor sends the
edited NICE guideline and latest drafts of the QRG and 'Understanding NICE
guidance’ to the NCC and GDG to be checked and for queries to be
answered. The NCC and GDG editorial nominees are notified in advance of
the timetable for this. This check should be done initially by the NCC Director
or project manager, as well as the Chair, Clinical Adviser (if there is one)
and/or editorial nominees from the GDG. The PPIP (Patient and Public
Involvement Programme) lead for the guideline at NICE also comments on the
draft of ‘Understanding NICE guidance’ from a patient and carer perspective.
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The NCC is responsible for circulating drafts of the QRG and ‘Understanding
NICE guidance’ to the rest of the GDG if appropriate, and for collating
comments. The NCC is also responsible for ensuring that all final queries are
answered before publication, and should be prepared to respond rapidly if
required.

It is important to check all of the documents carefully at this stage, because
only essential changes can be made to recommendations after the pre-
publication check. When checking the edited documents, the developers
should give special attention to:

e queries and comments from the editors (these will be highlighted as Word
comments in the text)

e dosages, units, normal ranges or abnormal cut-offs (for example, for
electrolytes or blood constituents)

e consistency of the recommendations between the full guideline, the NICE
guideline, the algorithm(s), the QRG and 'Understanding NICE guidance’

e the accuracy of the care pathways in the algorithm(s)

o reference details.

‘Understanding NICE guidance’ is written in language that can be understood
by a lay reader. The NCC and GDG editorial nominees should check that no

inaccuracies or inappropriate generalisations have been introduced, and that
the use, definitions and explanations of medical terms are correct.

All comments from the NCC and GDG should be collated and returned to the
lead editor as a single response. The GDG editorial nominees should ensure
that any conflicting views within the GDG have been resolved before
comments are returned to the editor.

After this stage, the NCC and lead editor work together to resolve outstanding
queries on the NICE guideline, including any raised by the GRP and other
teams at NICE (see section 12.1.2). This should be completed before the pre-
publication check. Final changes to the ‘Understanding NICE guidance’ and
quick reference guide can be agreed during the pre-publication check.

The lead editor keeps an audit trail of any changes made to the
recommendation wording in the NICE guideline. Changes may be made
during or after GRP review of the full guideline (see below). When all changes
have been agreed, the NCC is responsible for ensuring that the wording of the
recommendations in the full guideline matches that in the final NICE guideline.

12.1.2 Review by the GRP

In parallel with the editorial checks, the GRP reviews the revised full guideline
and the 'guideline consultation table' that lists stakeholder comments received
during consultation and the responses by the developers. If any outstanding
issues are raised by the GRP Chair at this point, NICE will inform the NCC,
indicating whether further changes to the full guideline should be considered.
Any issues raised by teams at NICE will be discussed with the NCC at the
same time.
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The GDG may meet for a final time after receiving the comments from the
GRP and NICE, if this is needed to resolve any issues identified.

The NCC should respond to any issues raised by the GRP Chair, indicating
how it will amend the guideline. If it is not willing to make changes, the NCC
should provide a detailed explanation as to why not. This may lead to further
dialogue between the NCC, the Director of the Centre for Clinical Practice
(CCP) and the Guidelines Commissioning Manager at NICE, and the GRP
Chair.

The NCC should maintain an audit trail of changes made to the full guideline.
Any changes to the recommendations will be transferred to the other versions
of the guideline by the lead editor.

12.2 The pre-publication check

The pre-publication check provides registered stakeholders with the
opportunity to raise any concerns about factual errors and inaccuracies that
may exist in the revised full guideline after consultation. This is intended to
assist NICE in ensuring that it produces accurate guidance that contains no
factual errors.

A pre-publication check is not a second consultation (see section 11.4), or an
opportunity to reopen arguments and issues on which the GDG has made
recommendations. Nor is it an opportunity for stakeholders to ask why the
guidance has not been amended in response to their comments. New
evidence will not be accepted.

Factual errors are instances where there is an objective error of material fact
in the proposed full final guideline that should be corrected before publication.
Box 12.1 gives examples of what may be considered as a factual error by
NICE. Factual errors do not include disagreements surrounding scientific or
clinical interpretation or judgement. Where there is a body of respected
scientific or medical opinion that would support a conclusion, even if that
conclusion is not the majority view, this cannot be defined as an objective
error of fact.

Box 12.1 Examples of what may be considered as a factual error

¢ Incorrect referencing of studies — for example, wrong year or wrong journal

e Errors in the transcription of data — for example, ‘4.9 months’ instead of
‘4.9 years’, ‘£100’ instead of ‘£1000°

¢ Incorrect reference to the licensed indications of a drug

e Errors of fact in the appraisal of a study — for example, describing it as
randomised when it was not

12.2.1 The pre-publication check process

The pre-publication check occurs after the NCC and the GDG have
responded to stakeholder comments from consultation on the draft guideline
and the GRP has reviewed the comments and responses (see section
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12.1.2), but before NICE’s Guidance Executive signs off the final version of
the guideline (see section 12.3). Because the pre-publication check takes
place before final proofreading, the wording of some of the recommendations
may subsequently change in the final published version, for reasons other
than factual accuracy.

During the pre-publication check, the full guideline is posted on the NICE
website for a period of 15 working days, together with the guideline
consultation table that lists comments received during consultation from
stakeholders and responses from the developers. All registered stakeholders
are informed of the posting. Stakeholders are invited to report factual errors
(see above). Reporting of errors must be done using a standard proforma.
Reports of errors are not considered if they are received after the 15-working-
day period, are from non-registered stakeholders, or are in a format other than
using the proforma.

12.2.2  Dealing with reports of errors received during the pre-
publication check

NICE, the NCC and the GDG Chair consider the reports of errors received
from registered stakeholders, and respond only to those related to factual
errors as defined above. A decision is made as to whether corrections are
needed. If corrections are not needed, the guideline is considered by NICE’s
Guidance Executive for final sign-off (see section 12.3).

If corrections are needed, errors are corrected and the full guideline is revised
by the developers and resubmitted to NICE, together with a list of the reported
factual errors and the responses. The revised full guideline is then considered
by Guidance Executive for final sign-off.

The list of reported errors from the pre-publication check and the responses
are published on the NICE website together with the final guideline.

12.3 Signing off the guideline versions

Once the pre-publication check has been completed, the other versions of the
guideline will be revised if required. All guideline versions will then be signed
off:

e The full guideline is signed off by NICE’s Guidance Executive on advice
from the GRP.

e The NICE guideline is also signed off by NICE’s Guidance Executive, but
only when the full guideline has been finally signed off by NICE.

¢ ’'Understanding NICE guidance’ is signed off by the PPIP lead and the CCP
lead for the guideline (Associate Director) at NICE.

e The QRG is signed off by the CCP lead for the guideline (Associate
Director) at NICE.
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12.4 Typesetting and final checks before publication

Once the guideline has been signed off, the lead editor sends the NICE
guideline and the typeset proofs of 'Understanding NICE guidance’ and the
QRG for a final check by the NCC and GDG. As before, the GDG editorial
nominees coordinate the response from the GDG members. This check needs
to be done quickly (usually within 48 hours), so the editor will give as much
notice as possible of when to expect the proofs.

Once the editor receives final comments on the proofs for ‘Understanding
NICE guidance’ and the QRG from the NCC, the GDG Chair and the GDG
editorial nominees, the documents are updated and sent to be printed.
Printing happens at least 2 weeks before the launch date of the guideline.

The guideline is published on the fourth Wednesday of the month (except in
December, when it is earlier).

12.5 Launching and promoting the guideline

Members of the NCC and GDG work with NICE to promote awareness of the
guideline, both at the point of launch and afterwards.

12.5.1 The press launch

The communications lead at NICE will talk to the NCC and GDG about what
kind of launch is appropriate for each guideline — this may be a press
conference or a more targeted approach to the specialist or trade press.

If there is likely to be substantial media interest in the guideline, a press
conference will be held 1 or 2 days before publication, usually at NICE'’s
London office. This allows journalists to interview those involved in the
development of the guideline and other commentators, and to prepare articles
or broadcast pieces in advance. Information provided to the media is
confidential until the launch date for the guideline.

Ideally, a press conference panel includes a representative from NICE
(preferably the Executive Lead who is responsible for signing off the
guideline), the Chair of the GDG, a healthcare professional, a patient and
carer representative, and a nurse, midwife or allied healthcare professional.
NICE provides training for panel members.

The NICE communications lead also ensures that relevant stakeholder
organisations, such as the Royal Medical Colleges and patient organisations,
are involved in the launch if appropriate.

All GDG members are encouraged to provide details of case studies that can
be used to illustrate some of the guideline’s key recommendations, as these
are a good way of creating media interest.
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The aim of the press briefing is to clearly communicate key messages about
the guideline to the press and media; it is not a conference for healthcare
professionals. If the NCC or GDG would like to arrange separate events at
which healthcare professionals can learn more about the guideline or to
showcase the guideline directly to peers, the communications team at NICE
can provide support.

12.5.2 Reaching the target audience

NICE welcomes input from GDG members on how to identify groups of
healthcare professionals and specialists who should receive the guideline.
GDG members may also be able to identify other ways of raising awareness
of the guideline — for example via newsletters, websites or training
programmes of organisations they are affiliated to (particularly for patient and
carer organisations), or by suggesting relevant conferences at which the
guideline can be promoted.

NICE implementation services, including the 'Shared learning database’,
which gives examples of how organisations have successfully met the
challenges of putting NICE guidance into practice, are described in
section 13.6.
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13 Implementation support for clinical guidelines

The aim of the NICE implementation support strategy is to encourage and
promote the uptake of NICE recommendations. The key priorities for
implementation (see section 9.4) form the focus of the implementation support
work for a clinical guideline.

The implementation support tools are developed by staff from the
Implementation Directorate at NICE, in consultation with the Guideline
Development Group (GDG), the National Collaborating Centre (NCC), the
Centre for Clinical Practice (CCP) Guidelines Commissioning Manager and
the Patient and Public Involvement Programme lead for the guideline.

This chapter outlines the methods and process for developing the
implementation support tools, and the contributions of the GDG, NCC and
CCP to this process.

13.1 The range of implementation support tools

Each clinical guideline is supported by the following implementation support
tools:

¢ aslide set (in the form of a PowerPoint presentation)
e audit support
e a costing report and costing template.

Further 'bespoke' implementation support tools are developed according to
need (see section 13.1.4).

The slide set and bespoke implementation tools are written by an
implementation adviser, the audit support is prepared by an audit specialist,
and a costing analyst is responsible for the costing tools. The GDG and the
NCC technical team are consulted during the development of all of the
implementation support tools. A description of each of the tools is available on
the NICE website®.

13.1.1 Slide set

The slide set is designed to raise awareness of the guideline by providing a
framework for discussion at a local level. The slides cover the key priorities for
implementation from the guideline, and can be modified for local use.

13.1.2 Audit support

Audit support consists of audit criteria and a data collection tool for each
guideline, to assist organisations in monitoring and reviewing their practice
against the key priorities for implementation.

13.1.3 Costing tools

Costing tools are provided to help organisations in assessing the cost of
implementing NICE clinical guidelines. The cost-impact work carried out by

46 www.nice.org.uk/usingguidance/implementationtools
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the costing analyst involves assessing all guideline recommendations to
identify those with greatest resource impact*’ — these will not necessarily be
the key priorities for implementation. NICE provides two types of costing tools
to accompany a clinical guideline:

e The costing report, which summarises the estimated national costs of
implementing the guideline and discusses the assumptions made in
reaching this figure.

e The costing template, which allows users to estimate the local cost impact
of implementing the guideline based on their population and by changing
the assumptions and variables to reflect local circumstances.

Occasionally, implementing the recommendations in a clinical guideline may
not result in significant additional costs or savings. No costing report or
costing template is produced in these cases. Instead, a costing statement is
produced that explains why the cost impact is not considered to be significant.

13.1.4 ‘Bespoke’ implementation support tools

In addition to the implementation support tools that are produced routinely, the
implementation team will develop bespoke tools. These are tailored to needs
that are identified in the implementation planning meeting (see section 13.2.2)
or in other discussions with stakeholders. Examples of bespoke
implementation support tools include:

e implementation advice to aid with action planning at an organisational level
templates for referral letters

flow charts

fact sheets

checklists.

These might include 'jointly badged' initiatives; that is, tools developed jointly
with other organisations such as professional or patient groups.

13.2 Developing the implementation support tools

Some implementation support tools are developed during development of the
clinical guideline, whereas others are developed nearer to guideline
publication.

13.2.1 Initial stages during guideline development

During scoping of the guideline (see chapter 2), the NICE implementation
adviser starts a log to identify potential implementation issues that may arise.
This log is kept up to date throughout the guideline development process to
inform the development of the implementation support tools.

The costing analyst and the implementation adviser attend a GDG meeting to
give a short presentation about their work and how the GDG can support this.

" See 'Developing costing tools — methods guide'; available at
www.nice.org.uk/usingguidance/implementationtools/costingtools/costing _tools.jsp?domedia=
1&mid=F3E04B99-19B9-E0B5-D46097AFA4BODCE6
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The GDG nominates three members to contribute to the development of the
slide set, bespoke tools and audit support (the ‘GDG implementation
nominees’) and two members to contribute to the development of the costing
tools (the ‘GDG costing nominees’).

During the development of the clinical guideline, the costing analyst identifies
the potential significant changes in resource use that are likely to arise from
implementation of the guideline. This will be based on baseline practice, how
practice might change and the effect on resources for the areas identified.
This is assisted by input from the GDG, the NCC health economist and
general research, including discussions at the implementation planning
meeting (see below).

13.2.2 The implementation planning meeting

The NICE implementation adviser (together with the NICE implementation
support coordinator) organises an implementation planning meeting during
public consultation on the draft guideline. This meeting is attended by the
GDG Chair, one of the GDG implementation nominees, the NCC director, and
the implementation adviser, costing analyst and other staff from NICE.
Registered stakeholder organisations may also be invited to attend the
meeting. The purposes of this meeting are:

¢ to seek the views of national organisations and professional bodies on the
key implementation issues, including barriers to and levers for the
implementation of the guideline recommendations

¢ to identify possible opportunities for joint working or linked initiatives.

At the meeting, the GDG Chair usually presents the draft key priorities for
implementation and any other implementation issues that have been identified
by the GDG. Presentations are also given on the implementation support
tools.

Attendees at the implementation planning meeting may present their views,
but it is important that registered stakeholders also submit their written
comments on the draft guideline using the formal consultation process
(see chapter 11).

Following the implementation planning meeting, the implementation adviser
writes a support plan that highlights key activities to be undertaken. The
support plan is shared with the CCP Guidelines Commissioning Manager, the
NCC and the GDG to ensure that they are aware of the range of activities
being undertaken and which tools will be produced.
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13.2.3 Commenting on the draft implementation support tools
The NCC and the GDG implementation nominees receive a copy of the first

drafts of the implementation support tools for comment. They are invited to
comment on the following general aspects:

e accuracy

e whether the tools relate directly to the recommendations in the guideline
¢ whether the tools are based on the key priorities for implementation

¢ clinical relevance.

The different implementation support tools are published at different times,
and so drafts are sent for comments at different times.

13.2.3.1 Slide set and costing tools

The draft slide set is sent to the NCC and the GDG implementation nominees
4-5 weeks before publication of the guideline for a 1-week consultation
period. Comments are invited on:

content (accuracy, validity and value)
format and presentation

usefulness and applicability

possible questions to promote discussion.

The costing tools are sent to the NCC and the GDG costing nominees
4-5 weeks before publication of the guideline for a 2-week consultation period.
Comments are invited on:

¢ whether the assumptions made are reasonable
¢ the usability of the costing template at a local level.

The NCC and the GDG nominees send their comments directly back to the
NICE implementation adviser or costing analyst, with a copy to the CCP
Guidelines Commissioning Manager.

13.2.3.2 Audit support and bespoke tools

Drafts of the other implementation support tools (audit support and bespoke
tools) are sent to the NCC and the GDG implementation nominees for their
comments approximately 2 weeks before publication of the guideline. There is
a 2-week consultation period.

The NCC and the GDG nominees send their comments directly back to the
NICE implementation adviser and/or audit specialist, with a copy to the CCP
Guidelines Commissioning Manager.
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13.3 Publishing the implementation support tools

The publication times of the different implementation support tools are as
follows:

e costing tools are published at the same time as the guideline

¢ the slide set is published 2 weeks after publication of the guideline

¢ audit support and bespoke tools are published 10 weeks after publication of
the guideline.

These publication dates have been scheduled in response to feedback
received by NICE about which tools are needed when.

Publication dates are announced in the NICE ‘Into practice’ bulletin®.

13.4 Post-publication support

In addition to producing the implementation support tools, NICE and the NCC
may also take part in other activities to help NHS staff implement a clinical
guideline after it has been published. These activities are identified in the
implementation support plan (see section 13.2.2) and may include:

e speaking at, and encouraging/supporting GDG members to speak at,

relevant conferences or events, and contributing to and/or writing journal

articles about the guideline

speaking about the implementation support tools at events

supporting workshops and regional events

working with the implementation consultants (see section 13.6)

providing feedback and encouraging submission of shared learning (see

section 13.6)

e supporting the development of an online educational tool and other
educational initiatives, such as incorporating NICE into curricula

e supporting work to review uptake of the guidance.

13.5 Working with national organisations

As well as developing the implementation support tools, the implementation
adviser also works in partnership with national organisations and networks.
This might include getting recommendations from NICE clinical guidelines
incorporated into other guidelines or initiatives (for example, changes in a
national screening programme to take account of a NICE guideline) or
developing joint implementation tools or events (for example, working with the
National Treatment Agency for Substance Misuse on the NICE clinical
guidelines about drug misuse*). The implementation advisers welcome
suggestions from GDG members on how to work with national organisations
to support the implementation of a clinical guideline.

8 For details, see www.nice.org.uk/newsevents/infocus/Intopractice.jsp
49 See www.nice.org.uk/CG51 and www.nice.org.uk/CG52
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13.6 Other NICE implementation services and products

NICE also provides a range of services and products to assist NHS and non-
NHS clinicians and other practitioners and organisations in the implementation
of its clinical guideline recommendations. The following support is available.

e A field-based team of six implementation consultants®® work with
organisations to help to put NICE guidance into practice. Each consultant
works with NHS, local authority and other organisations in their area,
ensuring regular interaction with NICE stakeholders.

e Web-based examples of how organisations have implemented NICE
clinical guidelines are provided on the shared learning database®'; reports
of uptake of guidance are provided on ERNIE [Evaluation and review of
NICE implementation evidence]*.

e Commissioning guides are provided to support commissioners of
services*. These aid in the local implementation of NICE clinical guidelines
through commissioning, and are underpinned by the guidelines. Each
commissioning guide comprises a series of text-based web pages that
signpost and provide topic-specific information on key clinical and service-
related issues to be considered during the commissioning process. They
also offer an indicative benchmark of activity to help commissioners
determine the level of service needed locally. Within each commissioning
guide, an interactive tool provides data for local comparison against the
benchmark, and resources to estimate and inform the cost of
commissioning intentions.

¢ Guideline-specific education support resources are also provided online.

50

www.nice.org.uk/usingguidance/niceimplementationprogramme/introducing local nice repre

sentatives.jsp
>1 www.nice.org.uk/usingguidance/sharedlearningimplementingnicequidance

52 www.nice.org.uk/usingguidance/evaluationandreviewofniceimplementationevidenceernie
53 www.hice.org.uk/commissioningquides
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14 Updating clinical guidelines and correcting
errors

Clinical guidelines developed by NICE are published with the expectation that
they will be reviewed and updated as necessary. Any decision to update a
guideline must balance the need to reflect changes in the evidence against
the need for stability, because frequent changes to guideline
recommendations would make implementation difficult. This chapter describes
the process, frequency and methods for updating NICE clinical guidelines. It
also describes the process for correcting errors in guidelines that are identified
after publication.

The responsibility for updating a clinical guideline usually rests with the
National Collaborating Centre (NCC) that originally developed it. In
exceptional circumstances, an NCC may be asked to update a guideline
developed by another NCC. This will only occur after consultation with the
relevant NCCs, including clarification of copyright issues.

When scheduling updates of clinical guidelines into its work programme, NICE
will seek advice from the topic selection team (see chapter 2) on the relative
priority of topics for updating and topics for the development of new
guidelines. This will be communicated to NCCs through the business planning
process.

14.1 Collecting information after guideline publication

After publication of a clinical guideline, the NCC should collect information
relevant to the guideline that might affect the timing or content of subsequent
updates. This may include any queries or comments received by NICE or the
NCC after publication, and evidence submitted by researchers or other
stakeholders. This information should be collected and reviewed in order to
identify any new information that may warrant a change in guideline
recommendations

NICE and the NCC will not actively seek new evidence on an ongoing basis,
beyond collating post-publication comments, unless it has been identified in
the guideline that important new information is likely to emerge before the
3-year scheduled review. In such instances, the NCC is responsible for
alerting NICE to the new evidence and advising on the need for an
exceptional update or amendment (see section 14.3).

14.2 The normal updating process

The NCC advises the Centre for Clinical Practice (CCP) at NICE about the
need for, and extent of, an update 3 years after publication of a clinical
guideline. In determining whether an update is warranted, the NCC should
use information from two key sources.

First, the NCC should undertake searches for new evidence, using versions of
the original search strategies modified to be precise rather than sensitive

(see chapter 5). Examples of evidence that could potentially trigger an update
include data from randomised control trials, new diagnostic tests, changes in

14 Updating clinical guidelines and correcting errors
© National Institute for Health and Clinical Excellence (January 2009) Page 142 of 266





The guidelines manual

licensing or warnings issued by licensing agencies, and major changes in
costs. The NCC should consider the quality of the new evidence, but it need
not undertake a new systematic review.

Secondly, the NCC should seek the views of healthcare professionals and
patients to identify any change in practice or additional relevant published
evidence. One approach is to convene an expert advisory group of healthcare
professionals and patient and carer organisations. The NCC should ask the
group members to identify which of the recommendations in the clinical
guideline require updating and to provide a brief explanation of the reasons for
this. Members of the group should be asked to submit a list of any new key
areas that should be considered. These could be, for example, new
technologies, key areas not included in the original guideline because of a
lack of evidence, or those suggested by changes in drug licensing. The expert
advisory group should discuss the information submitted by members,
together with the relevant new evidence identified in the NCC's literature
search.

In addition, NICE reviews any information that is available on the
implementation and uptake of the guideline recommendations.

14.2.1  Deciding on the update status of a clinical guideline

The CCP at NICE reviews the advice from the NCC about the need for an
update of a guideline and the clinical relevance of the new evidence, and
advises NICE’s Guidance Executive on whether, in order to be brought up to
date, the guideline requires:

e a full update (in exceptional circumstances)
e a partial update
e no update.

Two other options that can be suggested by CCP are:

e transferring the guideline to a ‘static list’
e withdrawing the guideline.

Guidance Executive will decide which of these options is most appropriate.
The decision should be based on predefined criteria, as listed in table 14.1.

The recommendations on updates then need to be set against the competing
priorities of new guideline topics, and prioritised taking account of the capacity
of the guidelines programme to schedule the work. This will be done with
NCCs through the business planning process.
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Table 14.1 Criteria for deciding the update status of a clinical guideline

Update Criteria Actions

decision

Full update e Major sections of the guideline need e Prepare a new scope
updating e Consult on the scope

e Many of the recommendations are no
longer necessary

e New key areas have been identified

Partial update | ® Some recommendations need e Use the original scope
updating in the light of new evidence, |, Do not consult on the scope
or because they are unclear

¢ No new key areas have been
identified that need to be covered in

e |nform stakeholders

the guideline

e New key areas have been identified e Prepare a new scope
that need to be covered in the e Consult on the scope
guideline

No update ¢ No new evidence has been identified | ¢ The guideline is not updated

that would overturn any of the e The guideline is reviewed after
recommendations a further 3 years to determine

e There is no evidence from clinical its update status

practice to indicate that any of the
recommendations need changing

e There is no evidence from clinical
practice that the original scope need

changing
Transfertothe | ® The recommendations are unlikely to | ¢  No further update planned
‘static list’ change in the foreseeable future e May be reviewed if new
evidence emerges
Withdraw the | ® The guideline no longer applies e Consult with stakeholders

guideline

14.2.2 Conducting a full update

If a decision is made to conduct a full update of a clinical guideline, the NCC
prepares a new scope, following the usual process described in chapter 2.

Recruitment of guideline development group (GDG) members follows the
usual process (see section 3.1). The NCC should inform members of the
original GDG that they are recruiting a new GDG; however, the composition of
the GDG should be tailored to the requirements of the new scope. The time
required for development of the guideline is agreed between NICE and the
NCC, and depends on the number of review questions. The guideline is
developed using the same process as for a new guideline and is subject to the
normal 8-week consultation period (see chapter 11). The usual process for
finalising and publishing the guideline is also followed (see chapter 12).
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14.2.3 Conducting a partial update

If a clinical guideline is being partially updated, there are two possible
scenarios:

¢ In the first scenario, some recommendations need updating but no new
key areas have been identified. The original scope is used and NICE
informs the stakeholders that it is conducting a partial update of the
guideline.

¢ In the second scenario, new key areas have been identified that need to
be included in the guideline. A new scope is prepared and consultation
with stakeholders takes place through the usual process.

The NCC recruits a new GDG to undertake the work, using the usual
recruitment process (see section 3.1). The NCC should inform members of
the original GDG that this is happening; however, the composition of the new
GDG should be tailored to the requirements of the section(s) to be updated.
The time needed to undertake the update is agreed between NICE and the
NCC, but will be no longer than 18 months.

14.2.4 No update

If a decision is made that a clinical guideline does not need updating, the
guideline will be reviewed after a further 3 years, and the same process for
deciding its update status will be followed.

14.2.5 The ‘static list’

There may be circumstances in which the topic covered in a published clinical
guideline does not need to be considered for updating. This may be the case,
for example, if the evidence base is so poor that it is unlikely that any of the
recommendations will change in the foreseeable future. In these cases, the
guideline will be transferred to a ‘static list’ and no further update will be
required. Guidelines on the static list may be transferred back to the ‘active
list’ for further review if new evidence or information from clinical practice
becomes available that is likely to mean that changes to the published
recommendations are required.

14.2.6  Withdrawing the guideline

It may be decided on reviewing the guideline that its recommendations no
longer apply, but that it is not of sufficient priority for updating. In this case the
guideline will be withdrawn. This decision will be consulted on with
stakeholders.

14.3 Exceptional updates

Exceptionally, significant new evidence may emerge that necessitates a
partial update of a clinical guideline before the usual 3-year period. This might
be a single piece of evidence, an accumulation of relevant pieces of evidence
or other published NICE guidance. This evidence must be sufficient to make it
likely that one or more recommendations in the guideline will need updating in
a way that will change practice significantly. Examples of such evidence
include data from randomised controlled trials, new diagnostic tests, changes
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in licensing or warnings issued by licensing agencies, or major changes in
costs. Exceptional updates may also be triggered by the identification of errors
in the guideline after publication (see section 14.6)

14.3.1 Determining the need for an exceptional update
The CCP advises NICE’s Guidance Executive on the following questions.

e |s the update necessary?

e |s there any other evidence (published, unpublished or from ongoing
studies) that might affect the response to the new evidence?

¢ Which recommendations need to be reviewed in the light of the new
evidence?

The Guidance Executive then decides on the need for an update based on the
findings. If an exceptional update is necessary, the CCP commissions the
relevant NCC to carry out the work. Stakeholders are informed at this point by
NICE.

The aim of an exceptional update is to be responsive to new evidence, so it is
imperative that changes to recommendations are published quickly. The
process for developing exceptional updates should be the same as that for
conducting a partial update (see section 14.2.3)

14.4 Format of draft updates for consultation

For partial updates and exceptional updates, the NCC should submit the draft
revisions to the full guideline in a suitable format for consultation. This should
present the evidence considered by the GDG and any new or revised health
economic analyses, and should show which recommendations have been
amended or deleted from the original guideline and which recommendations
are new to the consultation draft; it should be clear from the draft which
sections of the full guideline have been updated. This format is intended to aid
clarity during consultation and is not carried through to the final published
version of the updated guideline.

Agreement should be reached between NICE and the NCC as early as
possible on the most appropriate format for an update.

14.5 Maintaining records
In accordance with its contract with NICE, the NCC should maintain records

throughout the development of an updated clinical guideline to ensure that the
following information is readily available:

e Details of the GDG membership, including declarations of interest.

e Search strategy details, including when the most recent search was
conducted.

e Copies of the papers used.

e Data-extraction forms.

e Evidence tables.
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e Minutes of GDG meetings.
e Any additional information presented to the GDG.

14.6 Correcting errors in published clinical guidelines

Measures are in place throughout the development of a clinical guideline to
ensure that errors in the collection, synthesis, interpretation or presentation of
the evidence are avoided as far as possible. However, on rare occasions
errors may be found after publication of the guideline. These errors may not
always warrant changes to the guideline, in which case they will be logged for
consideration when the guideline is reviewed for updating. If an error is found,
the following criteria and process will be used by NICE and the NCCs to
determine whether changes are necessary.

14.6.1 Criteria for a correction

Corrections or changes to a published clinical guideline will be made if an
error:

e may result in harm to patients

¢ undermines the conclusions on which the recommendations have been
based

¢ indicates that NICE’s quality-assurance procedures have been seriously
compromised.

14.6.2 Process for issuing a correction

The CCP Director and the NCC consider the suspected error using the criteria
above. Simple typographical errors that don’t meet the above criteria may be
rectified without seeking the view of Guidance Executive. If one of the criteria
is satisfied, the suspected error is reported to NICE’s Guidance Executive,
which decides what action to take.

If the Guidance Executive considers that there is no error, this is
communicated in writing by the CCP Director to the individual or organisation
who first reported it, explaining the rationale for the decision.

If a correction is to be made, an error notification is put on front page of the
guideline’s entry on the NICE website. Depending on the nature and
significance of the error and the time since publication of the guideline,
stakeholders may also be notified in writing. The web versions of the relevant
documents are corrected, and this is also highlighted on the front page of the
guideline’s entry on the NICE website (www.nice.org.uk).

14.7 Further reading

Shekelle P, Eccles MP, Grimshaw JM et al. (2001) When should clinical
guidelines be updated? British Medical Journal 323:155-7.

Shekelle PG, Ortiz E, Rhodes S et al. (2001) Validity of the Agency for
Healthcare Research and Quality clinical practice guidelines: how quickly do
guidelines become outdated? Journal of the American Medical Association
286: 1461-7.
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About NICE guidance

About NICE guidance

The National Institute for Health and Clinical Excellence (NICE) is the independent organisation
responsible for providing national guidance on the promotion of good health and the prevention
and treatment of ill health. We produce the following types of guidance:

¢ Clinical guidelines — recommendations about the treatment and care of people with specific
diseases or conditions in the NHS in England and Wales'.

* Technology appraisal guidance and interventional procedures guidance — guidance on
the use of new and existing medicines, treatments and procedures in the NHS?.

* Public health guidance — guidance on ways of helping people improve their health and
reduce their risk of illness®.

Key point

We encourage stakeholders to get involved in the development of our guidance at all stages.
Stakeholders can include national organisations that represent patients and carers, local patient
and carer organisations when there is no relevant national organisation, healthcare professionals,
the NHS, organisations that fund or carry out research, and the healthcare industry.

' Clinical guidelines may also apply to Northern Ireland under special arrangements.

2Technology appraisal guidance applies to England and Wales; interventional procedures guidance applies to
England, Wales, Scotland and Northern Ireland.

3Public health guidance applies to England only.
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NICE clinical guidelines

Key point

NICE clinical guidelines
What is a NICE clinical guideline?

NICE clinical guidelines give recommendations on how healthcare professionals should care for
people with specific conditions. The recommendations are based on the best available evidence.
Clinical guidelines are also important for health service managers and those who commission
NHS services.

Our clinical guidelines can cover any aspect of a condition. This may include recommendations
about:

* providing information, education and advice (for example, about self-care)
* prevention

* treatment in primary care (GPs and other community services)

* treatment in secondary care (provided by or in hospitals)

* treatment in specialised services.

The key principles underlying our clinical guidelines are given in box 1.
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Box 1 Key principles underlying NICE clinical guidelines

Our clinical guidelines:

+ aim to improve the quality of care for patients

- assess how well different treatments and ways of managing a specific condition work

« assess whether treatments and ways of managing a condition are good value for money
for the NHS

- set out the clinical care that is suitable for most patients with a specific condition using
the NHS in England and Wales

- take account of the views of those who might be affected by the guideline (including
healthcare professionals, patients and carers, health service managers, NHS trusts, the
public, government bodies and the healthcare industry)

+ are based on the best available research evidence and expert consensus

- are developed using a standard process, and standard ways of analysing the evidence,
which are respected by the NHS and other stakeholders, including patients

« make it clear how each recommendation was decided on

- are advisory rather than compulsory, but should be taken into account by healthcare
professionals when planning care for individual patients.

(& J

A clinical guideline applies to all patients with a particular condition, but there will be

times when the recommendations are not appropriate for a particular patient. Healthcare
professionals are expected to take our clinical guidelines fully into account when exercising their
clinical judgement. However, the guidance does not override the responsibility of healthcare
professionals to make decisions appropriate to the circumstances of each patient. These decisions
should be made in consultation with, and with the agreement of, the patient and/or their
guardian or carer. Healthcare professionals should record their reasons for not following clinical
guideline recommendations.

Our clinical guidelines are developed for the NHS, but they may also be relevant to professionals
working outside the NHS, such as those working in social care.
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What are short clinical guidelines?

Most published NICE clinical guidelines are standard clinical guidelines. A standard
guideline covers broad aspects of clinical care and the management of specific conditions.

NICE short clinical guidelines, the first of which was published in 2007, address a smaller
part of a care pathway. They are produced more quickly, and generally cover areas for
which the NHS requires urgent advice.

The details of how standard and short clinical guidelines are developed differ in a number
of ways. The development of a short clinical guideline is usually coordinated by the Short
Clinical Guidelines Team at NICE, and not by one of the National Collaborating Centres.

The methods and processes described in ‘The guidelines manual’ and in this overview are
those used for producing standard clinical guidelines. Any differences in the short clinical
guideline development process are highlighted throughout this overview in boxes like this
one. These differences are also described in more detail in the document ‘Guide to the
short clinical guideline process’, which forms appendix N of ‘The guidelines manual’.
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Different versions of NICE clinical guidelines

Four versions of each standard clinical guideline are published (see box 2). We also produce tools
to support implementation of the guideline in the NHS.

g )
Box 2 Versions of the clinical guideline and support for implementation

The full guideline contains all the background details and evidence for the guideline, as
well as the recommendations. This document is produced by the National Collaborating
Centre that is responsible for the guideline (see pages O-11 to O-12).

The ‘NICE guideline’ contains only the recommendations from the full guideline, without
the information on methods and evidence.

The quick reference guide summarises the recommendations in an easy-to-use format
for healthcare professionals.

‘Understanding NICE guidance’ summarises the recommendations in everyday language.
It is aimed at patients and their families and carers.

Implementation support tools (see page O-34) are produced by NICE to encourage and
promote the uptake of guideline recommendations by the NHS. These may include:

 a costing report and costing template

+ aslide set

+ audit support

« other tools as required.

We publish all versions of the guideline, and the implementation tools, on our website
(www.nice.org.uk). We also produce printed versions of the quick reference guide and
‘Understanding NICE guidance’, and anyone can get a copy.

Short clinical guidelines

There are usually three versions of short clinical guidelines: the full guideline, the quick
reference guide and ‘Understanding NICE guidance’.
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How are NICE clinical guidelines developed?

Developing a standard NICE clinical guideline takes 18-24 months from the time we are asked
to develop it by the Department of Health to its publication. Developing a short clinical guideline
takes 11-13 months.

Proposing and selecting topics for clinical guidelines

Anyone can suggest a guideline topic for consideration. Details of how to do this are on our
website (go to www.nice.org.uk/getinvolved and click on ‘Suggest a topic’).

We look at each suggestion we receive to make sure that it is appropriate and that we aren’t
already producing a clinical guideline in that area. The suggestions are then filtered using a
checklist based on selection criteria from the Department of Health. These criteria take into
account:

‘burden of disease’ (this includes the number of people affected, the impact of the disease on
them and the number of people dying because of it)

* resource impact of the proposed guideline (that is, the likely cost to the NHS, and to other
public sector organisations if relevant)

* importance in relation to government policy (that is, whether the topic falls within a
‘priority area’)

* whether there is variation in clinical practice in different places
* any other reasons why the guideline is needed urgently.

Next, the suggestions are reviewed by ‘topic selection consideration panels’ composed of experts
in the topic, other healthcare professionals with a good knowledge of the NHS, public health and
the public sector, and patient and carer members. The recommendations of the topic selection
panels go to the Department of Health. The Secretary of State for Health makes the final decision
on which topics are referred to NICE for the development of clinical guidelines.

More details about the topic selection process are available on our website.
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Key stages of clinical guideline development
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Who is involved in developing
NICE clinical guidelines?

Who is involved in developing NICE clinical guidelines?

The development of NICE standard clinical guidelines involves:

* NICE

* National Collaborating Centres (NCCs)

* Guideline Development Groups (GDGs)

* the Patient and Public Involvement Programme (PPIP) at NICE
* Guideline Review Panels

* expert reviewers

* stakeholders.

The following sections explain the roles of these various groups.

NICE

When the Department of Health asks NICE to produce a clinical guideline on a particular topic,
we commission one of the NCCs to coordinate the guideline’s development. The guidelines
team in the Centre for Clinical Practice at NICE supports and advises the NCC throughout the
guideline’s development.

NICE's ‘Guidance Executive’ is responsible for giving final approval of (‘signing off’) the guideline.
The Guidance Executive confirms that the NCC has developed the guideline in accordance with
the remit from the Department of Health (see page O-24), and by following the correct process
and methods.

NICE publishes the ‘NICE guideline’, the quick reference guide and ‘Understanding NICE
guidance’, as well as the implementation support tools (see box 2).

The National Collaborating Centres (NCCs)

The NCCs were established by NICE to develop clinical guidelines. The NCCs bring together
the expertise of the medical and nursing royal colleges, NHS trusts, professional organisations,
and patient and carer organisations. They have the capacity, skills and expertise to produce
high-quality clinical guidelines, working closely with the GDGs.
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Who is involved in developing
NICE clinical guidelines?

Each NCC has staff with:

¢ technical skills in:
— guideline development
— project management
— health economics
— reviewing evidence

— using formal methods to reach consensus in areas where there is a lack of good-quality
evidence

* experience in engaging with patients and with patient and carer groups.

Each NCC also has access to professional networks to support its activities.

Role of the NCC
For each clinical guideline, the NCC:

* prepares the draft scope and refines it in response to comments received during consultation
(see pages 0-24 to O-28)

* establishes and works with the GDG to develop the clinical guideline
 undertakes systematic reviews of the literature and health economics analyses

* ensures that the processes described in ‘The guidelines manual are followed, and
documents this

* together with the GDG, prepares the consultation draft of the guideline

 together with the GDG, makes changes to the guideline in response to comments received
during consultation

* publishes the final full clinical guideline
¢ advises NICE on the publication, implementation and updating of the guideline.

There is more information about the NCCs on our website.

4 www.nice.org.uk/aboutnice/howwework/developingniceclinicalguidelines/nationalcollaboratingcentres/national _
collaborating_centres.jsp
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Who is involved in developing
NICE clinical guidelines?

Short clinical guidelines

The Short Clinical Guidelines Team at NICE is responsible for establishing and providing
technical support to the GDG for a short clinical guideline. NCCs are not usually involved
in the development of short clinical guidelines. NICE publishes all versions of short clinical
guidelines.

(& J

Guideline Development Groups (GDGs)

One of the NCCs or the Short Clinical Guidelines Team sets up an independent GDG for each
clinical guideline that is developed. GDG members include healthcare professionals, technical
experts, and patients and carers who have relevant expertise and experience.

The role of the GDG in developing the clinical guideline is described in detail on pages O-16 to
0-20 of this overview, and in chapter 3 of ‘The guidelines manual’.

The Patient and Public Involvement Programme (PPIP) at NICE

The PPIP is an integral part of NICE. Its main role is to work with our guidance-producing teams
and with the NCCs so that patients, carers and the public can be fully involved in developing our
guidance.

The PPIP team also works with patient and carer organisations, and provides training and support
for the individual patient and carer members of GDGs.

Advice and support to NICE

The PPIP team:

* advises the clinical guidelines team at NICE on patient and carer issues

* advises the Guideline Review Panels on patient and carer issues

* identifies potential patient and carer stakeholders for each clinical guideline topic

* helps in recruiting patient and carer GDG members by promoting vacancies and encouraging
applications

* comments from a patient and carer perspective on the clinical guideline development process

» for each guideline, comments from a patient and carer perspective on the draft scope and the
draft recommendations.
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Advice and support to the NCCs
The PPIP team:
* advises on ways of involving patients and carers in the work of the NCCs and the GDGs

* encourages and supports applications from patients and carers who want to get involved in
the NCCs' activities — such as membership of GDGs and NCC Partners’ Boards

* provides dedicated training for patients and carers who are involved in the NCCs' activities.

Advice and support to patients and carers
The PPIP team:

* advises and supports patient and carer organisations, and individual patients and carers, who
are interested in contributing to the development of NICE clinical guidelines

* advises and supports people who apply to become patient and carer GDG members during
the application and selection process

* advises, supports and trains appointed patient and carer GDG members
* supports the lay members of Guideline Review Panels.

For information on involving patients and carers in clinical guideline development, see Kelson
(2005)°.

Factsheets accompanying this document explain in more detail how patients and carers, and the
organisations that represent them, can get involved in developing our clinical guidelines®.

>Kelson M (2005) The NICE Patient Involvement Unit. Evidence-based Healthcare and Public Health 9: 304-307.

6 See www.nice.org.uk/getinvolved/patientandpublicinvolvement/patient_and_public_involvement.jsp
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The Guideline Review Panels

There are four independent Guideline Review Panels. Each has four or five members. The
healthcare professions, NHS commissioners and managers and the healthcare industry are
represented, and there is also a lay member on every panel.

Each clinical guideline is allocated to one of the Guideline Review Panels. The panel:
* comments on the draft scope and the draft guideline

* ensures that stakeholder comments on the draft scope and draft guideline have been
responded to appropriately

* makes sure that it will be feasible for the NHS to implement the final recommendations.

There is more information about Guideline Review Panels on our website’.

Expert peer reviewers

We commission expert peer reviewers to carry out a statistical and health economics review of
each clinical guideline. This takes place during the consultation period for the draft guideline
(see pages 0-30 to 0-32).

Stakeholders

Stakeholders play an integral part in the development of our clinical guidelines. This is described
in detail on pages 0-24 to O-35.

7www.nice.org.uk/aboutnice/howwework/developingniceclinicalguidelines/guidelinereviewpanels
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The Guideline Development Group (GDG)

The role of the GDG

The GDG is established by the NCC or the Short Clinical Guidelines Team, and is responsible for
developing the clinical guideline.

During development of the clinical guideline, the GDG:

* agrees the questions about treatment and management of the condition that will guide the
search for evidence

 considers the evidence and reaches conclusions based on the evidence
* uses expert consensus to make decisions if evidence is poor or lacking
* formulates the guideline recommendations

 considers comments made by stakeholders during consultation

* agrees the necessary changes to the guideline after consultation.

Key point

There is more information on the role of the GDG in chapter 3 of ‘The guidelines manual’
(www.nice.org.uk/guidelinesmanual).

GDG membership

All members of a GDG need to have:

an interest in and commitment to developing the clinical guideline

time to attend all meetings (usually 10-15 in total, held monthly)

time to do the background reading and help formulate the recommendations

good communication and team-working skills.
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Short clinical guidelines

There are usually three 2-day GDG meetings and one 1-day meeting; these are held at
approximately 6-week intervals.

Each GDG is made up of healthcare professionals, technical experts and patients and/or carers.
The membership reflects the range of stakeholders and groups whose professional activities
or care will be covered by the guideline. Every GDG includes at least two members with direct
personal experience or knowledge of patient and carer issues. As far as possible, the GDG will
have an appropriate balance with regard to the principles of NICE’s equality scheme®. Expert
advisers may also be invited to attend GDG meetings for specific discussions.

NICE is not represented on the GDG, but the Guidelines Commissioning Manager who is
responsible for overseeing the clinical guideline may attend meetings as an observer.

The healthcare industry is not represented on GDGs because of potential conflicts of interest.
However, manufacturers have input into the clinical guideline development process through the
Guideline Review Panels and as stakeholders.

All members of the GDG are expected to abide by the NICE code of conduct and the NICE
equality scheme® and to declare potential conflicts of interest. On appointment, all GDG
members are required to sign a confidentiality form.

GDG members are reimbursed for travel and subsistence. In addition, patient and carer members
are offered an attendance allowance, and GPs are offered an allowance to enable them to
provide locum cover at their surgeries.

Becoming a GDG member

Adverts for all GDG vacancies are posted on our website. A brief job description and person
specification are provided, together with additional information and details of how to apply. All
applicants must complete a declaration of interests form and an equality monitoring form. For
details of vacancies and application forms, visit www.nice.org.uk and click on ‘Get involved’ and
then ‘Join a NICE committee or working group’.

When selecting GDG members, both of the following are taken into account:
¢ the suitability of individual applicants, and

* the requirement for the best combination of people to maximise the range of skills and
experience of the GDG.

8 See www.nice.org.uk/aboutnice/howwework/NICEEqualityScheme.jsp
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Short clinical guidelines

We may select the GDG Chair and technical members of the GDG (for example,
epidemiologists, statisticians and health economists) from a pool of suitable members.
This pool will be recruited through a formal advertisement and recruitment process to act
as standing members for each guideline.
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GDG Chair

The GDG Chair is appointed before work starts on the scope of the guideline (see page 0-24).
We inform registered stakeholder organisations about the vacancy. Applicants are required to
submit a CV and a covering letter.

The GDG Chair is selected after interview. The selection panel includes the Director of the
NCC, the Director of the Centre for Clinical Practice at NICE (or their representative) and a
Non-Executive Director of NICE.

- B
Short clinical guidelines

The selection panel for the GDG Chair includes the Director of the Centre for Clinical
Practice (or their representative), as well as an Executive Director and a Non-Executive
Director of NICE.
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Clinical Adviser

Some GDGs have a Clinical Adviser who is an expert on the topic, and who provides extra
support to the GDG. The Clinical Adviser is appointed in the same way as the GDG Chair, before
work on the guideline scope begins.

Patient and carer members of the GDG

A key role of patient and carer members is to ensure that patient issues are considered in
everything that the GDG does.

The Patient and Public Involvement Programme (PPIP) team at NICE contacts patient and carer
organisations that have registered an interest in the guideline topic to notify them of vacancies.
Vacancies are also advertised on our website, and individual patients and carers who are not
associated with a particular organisation can also apply.
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Patients and carers do not need any formal qualifications to become GDG members, and they
are not required to act as a representative of a patient organisation. However, they should meet
the following criteria:

* Be familiar with the condition being covered by the guideline and the issues that are
important to people with it. For example, they might:

— have (or have had) the condition themselves
— be related to and/or care for someone with the condition

— be a member of a patient organisation.

* Understand the range of experiences of people with the condition. They should be willing
to reflect these different experiences, rather than basing their views only on their own
experience.

* Have some familiarity with medical and research language. For example, it is helpful if they
can understand an abstract from the ‘British Medical Journal’. However, training and help will
be available.

When considering whether to apply, anyone interested in becoming a patient and carer GDG
member should bear the following in mind.

* The clinical guideline will usually cover the entire ‘patient journey’, from the first time a person
contacts a healthcare professional to treatments and long-term care. An understanding of the
different stages of the condition is therefore useful. We encourage applications from people
with a broad knowledge of the condition. GDG members need the confidence to consider
and to discuss all findings from research studies.

* The guideline will cover many aspects of treatment and care. Anyone who is only interested
in a specific aspect of care should consider carefully whether they want to apply. The time
spent discussing any one issue may be limited, and issues discussed will be restricted to those
listed in the guideline’s scope. Ideally, applicants should have an interest in, and a willingness
to consider the evidence on, a wide range of possible treatments. It is useful for potential
applicants to look at the scope (which will be available on our website) to get a clear idea of
what the guideline will cover.

Selection of patient and carer members

Applicants should complete an application form describing how their skills and experience
meet the specified requirements. The NCC and the GDG Chair shortlist applicants. Those on
the shortlist are interviewed either in person or by telephone. The GDG Chair, with help from
the NCC, makes the final decision on which patient and carer members to appoint, and is
responsible for notifying both successful and unsuccessful applicants.
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Short clinical guidelines

The Short Clinical Guidelines Team usually carries out the tasks described in this section as
being the responsibility of the NCC.

Healthcare professional members of the GDG

Between six and eight members of the GDG should be healthcare professionals (‘healthcare
professional members’) who either treat people with the condition directly or manage services.
The NCC and NICE agree a list of professions that will be represented on the GDG to ensure
the widest possible range of viewpoints on the topic. If relevant, members from the social care
professions will be included.

Healthcare professional GDG members should:

* have an interest in and experience of the guideline topic, but this need not be as an “expert’
— GDGs need to include clinicians who treat patients on a day-to-day basis in the NHS

* be chosen based on their individual skills and experience — they should not be asked to act as
a representative of their profession or a professional organisation.

Selection of healthcare professional members

The NCC informs stakeholder organisations about vacancies for healthcare professional GDG
members. Applicants are required to submit a CV and a covering letter.

Healthcare professional members of the GDG are selected by the Director of the NCC and the
GDG Chair, subject to confirmation by the Director of the Centre for Clinical Practice at NICE.
Applicants may be interviewed.

Key point
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How to register as a stakeholder for a clinical guideline

Stakeholders play a vital role in the development of NICE clinical guidelines. Professional
and government organisations, patient and carer groups and companies can all register as
stakeholders for a clinical guideline.

Key point

How NICE alerts potential stakeholders

\We announce several new topics for clinical guidelines at the same time, after they are referred
by the Department of Health. This usually happens three times a year. We publicise these new
topics by:

* issuing a press release
* listing the topics on our website, with details of how to register as a stakeholder

* contacting organisations that registered as stakeholders for previous clinical guidelines to alert
them to the new topics

* writing to other patient and carer and professional organisations that may have an interest in
a new guideline topic

* writing to relevant consultees for a technology appraisal if the clinical guideline may update
the appraisal (for further details, see section 8.1.2 of ‘'The guidelines manual’).
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Organisations that can register as stakeholders

The following can register as stakeholders for NICE clinical guidelines:

* national patient and carer organisations that represent the interests of people whose care will
be covered by the guideline (‘patient and carer stakeholders’)

* local patient and carer organisations, but only if there is no relevant national organisation

* national organisations that represent the healthcare professionals who provide the services
described in the guideline (‘professional stakeholders’)

* companies that manufacture drugs or devices used in treatment of the condition covered by
the guideline and whose interests may be significantly affected by the guideline (‘commercial
stakeholders’)

* providers and commissioners of health services in England and Wales

* statutory organisations, including the Department of Health, the Welsh Assembly
Government, NHS Quality Improvement Scotland, the Healthcare Commission and the
National Patient Safety Agency

* research organisations that have carried out nationally recognised research in the area.

NICE clinical guidelines are produced for the NHS in England and Wales, so a ‘national’
organisation is defined as one that represents England and/or Wales, or has a commercial
interest in England and/or Wales.

Organisations that cannot register as stakeholders

For reasons of capacity, local patient and carer and professional groups cannot register as
stakeholders unless there is no national organisation representing the group’s specific interests.

Individuals cannot register as stakeholders. However, we encourage anyone with an interest
in the topic to participate by contacting a registered stakeholder and expressing their views to
them. The registered stakeholders for each guideline are listed on our website.
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How to register

To register an interest in a particular clinical guideline, you should complete the stakeholder
registration form. This can be done via our website®,or you can ask us for a printed copy of
the form.

The form asks potential stakeholders to:

* provide a brief description of their organisation

¢ indicate who the organisation represents

¢ describe the contribution that the organisation can make to the guideline

* provide contact details of the person who will be the stakeholder contact for the organisation.

If an organisation fits the definition of a stakeholder, we will confirm the registration. If you
have not received a confirmation within 28 days of submitting the form, contact the NICE
guidelines team (guidelines@nice.org.uk).

We cannot guarantee that all organisations that may have an interest in a particular clinical
guideline topic will be notified about new topics. We strongly encourage potential stakeholders
to visit our website regularly to check the list of guideline topics and register for appropriate
guidelines.

Once an organisation has registered as a stakeholder

We encourage registered stakeholder organisations to check the summary pages about the
guideline on our website regularly. You can also subscribe free of charge to our monthly
e-newsletter ‘NICE news’, which lists forthcoming guidance, consultations on guidance that
are in progress, and future events. The e-newsletter is also available on our website.

® www.nice.org.uk/ourguidance/niceguidancebytype/clinicalguidelines/shregistration/shregistration.jsp
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How stakeholders can get involved

Stakeholder organisations can contribute to and comment on the clinical guideline at various
stages during its development. A summary of the clinical guideline development process showing
the key points of stakeholder involvement is on page O-10.

Stakeholder involvement is managed by the Centre for Clinical Practice working with the PPIP
at NICE.

- B
Short clinical guidelines

All tasks in this section described as being the responsibility of an NCC will usually be
carried out by the Short Clinical Guidelines Team at NICE.

(& J

The scope

What is the scope?

The Department of Health gives NICE a short ‘remit’ for each clinical guideline. The next stage is
to define exactly what the guideline will and will not cover. This process is called ‘scoping’, and
the document containing this information is the scope.

The scope is drafted by the staff at the NCC, with input from the GDG Chair, the Clinical Adviser
(if there is one), and the guidelines team and the PPIP team at NICE.

The scope gives an overview of what the clinical guideline will and will not include, and defines
the aspects of care that it will cover. It may describe:

 groups of patients whose care is to be included or excluded — for example, particular age
groups, or people with certain types of disease

* where treatment will be carried out — for example, by GPs (primary care), in hospital
(secondary care) or in specialist units (tertiary care)

* treatments to be included and excluded — for example, diagnostic tests, surgical, medical and
psychological treatments, rehabilitation.

The scope should also identify topics from other NICE guidance programmes (that is, technology
appraisal, interventional procedures and public health guidance) that are relevant to the clinical
guideline. For more information, see chapter 8 of ‘The guidelines manual’.
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The stakeholder scoping workshop

We arrange a workshop for all registered stakeholder organisations before public consultation on
the scope. Key staff from the Centre for Clinical Practice at NICE, the PPIP and the NCC attend,
as well as the GDG Chair and (if applicable) the Clinical Adviser. People attending the meeting
are sent a first draft of the scope, which is intended as a starting point for discussion. At the
workshop we:

* provide an overview of the NICE clinical guideline development process

 describe how stakeholders can contribute to the guideline by:
— commenting during the consultations on the draft scope and draft guideline

— informing their members and associates about GDG vacancies

* discuss the first draft of the scope and hear stakeholders’ views on the key clinical issues that
the guideline will cover.

What to do before the workshop

Each registered stakeholder can send one person to the workshop — please tell us who will be
attending from your organisation. The person who attends should have a good understanding of
the guideline topic. People attending from patient and carer organisations should have a good
understanding of issues relating to the scope from a patient or carer perspective.

Note that each person is attending the workshop from their own perspective, and not to
represent the views of their stakeholder organisation.

Key point
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Commenting on the draft scope

The NCC, GDG Chair, Clinical Adviser (if there is one) and NICE consider the issues raised at the
scoping workshop and refine the draft scope for consultation. The draft scope is then posted
on our website for a 4-week consultation period. We send a link to the document to registered
stakeholders. Consultation dates are given on the website and in our monthly e-newsletter.
Stakeholders should check the website regularly for any changes to timings.

We ask stakeholders to submit comments on the draft scope using the form provided. When
commenting, it is important to take account of what NICE clinical guidelines can realistically be
expected to cover (see box 3).

Some notes on how to comment during consultation are given in box 4 (these also apply to
commenting on the draft guideline — see pages 0-30 to O-31).

4 )
Box 3 Considerations when commenting on the draft scope

« NICE clinical guidelines apply to the NHS only, so they will not address the independent
sector specifically. However, whenever an independent hospital, clinic or care home,
social services or the voluntary sector is commissioned to provide NHS-funded care, it
will be expected to adhere to NICE guidelines.

+ Guidelines are generally published within 2 years of the development process starting
(1 year for short clinical guidelines), so that information is up to date at publication. If the
scope is very wide it will not be possible to complete the work in this time, so the scope
must be restricted to what can realistically be covered.

 Guidelines will, if appropriate, address what drugs to use. However, it is assumed that
prescribers will use the summaries of product characteristics* of medicines they are
considering prescribing for individual patients. Therefore guidelines do not usually
contain detailed information on contraindications and side effects.

+ The scope may specify or exclude certain groups of patients. It is helpful if stakeholders
can comment on whether such inclusions or exclusions may discriminate on the grounds
of race, disability, sex and gender, age, socioeconomic status, sexual orientation and
gender reassignment, or religion or belief.

« Clinical guidelines can cover any aspect of healthcare, but do not generally address
how services are organised, or the skills or staff required. The scope sometimes includes
aspects of service delivery, but only if the Department of Health has requested this.

*The summary of product characteristics for a drug includes information on uses for which the drug is licensed,
dosages and contraindications. Summaries of product characteristics can be found at www.emc.medicines.org.uk

(& J
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4 )
Box 4 A guide to commenting on drafts of the scope and the guideline

When the draft scope or guideline arrives, you should:

- circulate the draft within your organisation if appropriate, making it clear that it is for
consultation and asking recipients to respond to you as the organisation’s stakeholder
contact (rather than responding directly to NICE)

- prepare your response and return it to NICE, remembering to:

— collate the comments into one response from your organisation using the form
provided (do not make changes to the draft document)

— include the name of your organisation in the response

— return the response by the closing date

- send comments electronically to the dedicated email address provided, adding your
organisation’s name in the subject box.

Please keep in mind the following:

« We will accept only one response from each registered stakeholder organisation. If several
responses are received, it may be unclear which represents the view of the organisation.
We do not have the resources to acknowledge or respond to comments from several
individuals within a registered stakeholder organisation.

« All comments received from registered stakeholders will be made public on our website,
so do not include confidential information (such as information about individual patients).

« Make sure that comments are constructive and clearly worded.

« We will not consider comments that are not prepared according to these instructions, or
that arrive after the deadline.

« The Guidelines Coordinator (whose name is on the guideline page on our website) can
answer questions on submitting comments.

Please see the document ‘Protocol for managing guidance consultation comments'*
for further details about how we deal with stakeholder comments received during
consultation.

*www.nice.org.uk/media/307/97/Managingstakeholdercomments.pdf
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Key point

The final scope

We collect together the stakeholder comments on the scope into a ‘scope consultation table’.
The NCC then finalises the scope, taking into account the comments received. We ‘sign off’

the final version of the scope, with the approval of the Guideline Review Panel Chair. The final
scope is then posted on our website, along with the scope consultation table, which contains the
NCC's responses to stakeholder comments.

The clinical guideline

Evidence from stakeholders

The NCC and GDG draft ‘review questions’ for the guideline from the key clinical issues defined
in the final scope. Each review question takes account of issues that are important to patients,
such as acceptability of treatment and patients’ preferences for treatment options. There is more
information about review questions, including examples, in chapter 4 of ‘The guidelines manual’
(see www.nice.org.uk/guidelinesmanual). A search of the scientific literature is carried out to
answer the review questions.

For some of the review questions, the GDG and NCC may believe that their literature search has
not found all the relevant information. For example:

* the NCC may be aware that further research is being carried out
* adrug or medical device may be relatively new
¢ studies may have been published only as abstracts

» the NCC may be looking for data on side effects, economic models or studies of the
experiences of patients, carers or healthcare professionals.

In these situations, the NCC may call for evidence from stakeholders. They will specify the review
guestion and the type of evidence they are looking for. These calls for evidence will be sent

to all registered stakeholders, and may be made at any point during development of a clinical
guideline. Stakeholders are usually given 4 weeks to respond.
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As well as published studies, stakeholders may submit relevant unpublished data or studies. Any
confidential information should be clearly marked (for example, by using a highlighter pen, or
the highlighter function in an electronic version). The NCC also asks stakeholders to complete a
checklist that lists and identifies the location of all of the confidential information contained in
their submission.

Box 5 summarises what may, and may not, be considered confidential by NICE.

4 N
Box 5 A guide to submitting confidential information

- Data that may influence share price values (‘commercial in confidence’) or are ‘intellectual
property’ (that is, awaiting publication) may be considered as confidential.

+ Information marked as confidential should be kept to an absolute minimum, for example
just the relevant part of a sentence or a particular result from a table.

» NICE will not agree to a whole study being designated as confidential. As a minimum,
a structured abstract of the study or economic model will have to be made available for
public disclosure during consultation on the clinical guideline.

+ Results derived from calculations using confidential data will not be considered
confidential unless releasing those results would enable back-calculation to the original
confidential data.

(& J

It is important that the amount of confidential information in a submission is kept to a
minimum. At the least, a summary should be publicly available by the time the draft guideline
is consulted on. We need to be able to justify the recommendations in our clinical guidelines
on the basis of the evidence considered by the GDG, so the guidelines team and the NCC will
work with the data owners to find an agreed solution to the balance between confidentiality
and transparency’.

1°For further details see the document ‘Agreement between the Association of the British Pharmaceutical Industry
(ABPI) and the National Institute for Clinical Excellence (NICE) on guidelines for the release of company data into the
public domain during a health technology appraisal’ (www.nice.org.uk/page.aspx?0=229411).
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The types of information listed in box 6 will not be considered by the GDG.

- R
Box 6 Stakeholder material not eligible for consideration

« Studies with weak designs if better-designed studies are available.
« Promotional literature.
- Papers, commentaries and editorials that interpret the results of a published paper.

+ Representations and experiences of individuals (unless assessed as part of a well-designed
study or a survey).
\§ )

Consultation on the draft clinical guideline

The GDG takes 12-18 months to develop a draft of the clinical guideline once the scope has
been finalised. There is then an 8-week consultation period when registered stakeholders can
comment on the draft guideline.

- B
Short clinical guidelines

« Development of the draft guideline takes 4-6 months.

« The consultation period for the draft guideline is 4 weeks.
g J

We notify registered stakeholders by email when the consultation draft of the guideline is posted
on our website. Comments should be submitted using the form provided via the dedicated email
address for the guideline. When commenting on the guideline, stakeholders should consult the
final scope (on our website) to check what the guideline will and will not cover.

Stakeholders can comment on the full guideline (which includes the draft recommendations

as well as explanations of how the GDG has interpreted the evidence to make the
recommendations) and/or the ‘NICE guideline’ (which contains just the draft recommendations
and only brief supporting information).
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Issues that stakeholders may wish to comment on during consultation include:

* a general view (either positive or negative) of the quality and content of the draft guideline

* points or areas that appear to fall within the scope but are not covered in the draft guideline
* any gaps in the evidence that the recommendations are based on

* potential inconsistencies in the interpretation of the evidence

 disagreements with the interpretation of the evidence

* the practical value of the guideline

» wording (for example, could the recommendations be clearer, or the language more
patient-centred; could the wording be perceived as excluding patients or groups of patients?)

* whether the recommendations discriminate against some groups on the grounds of
race, disability, sex and gender, age, socioeconomic status, sexual orientation and gender
reassignment, or religion or belief

* how easy the recommendations will be to implement
* the potential cost of implementing the recommendations.

Some notes on how to comment on the draft guideline are given in box 4 (see page 0-27).

Key point

Finalising the clinical guideline

We collect together all the comments from registered stakeholders in a ‘guideline consultation
table’, and pass them to the NCC to consider. The NCC adds its responses to the consultation
table.

In very rare cases, we may decide to hold a second consultation on all or part of the guideline
(see section 11.4 of ‘'The guidelines manual’ for more details).
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The NCC makes changes to the guideline in the light of comments made during the
consultation by:

* registered stakeholders

* the Guideline Review Panel

* external reviewers (see section 11.2.2 of ‘The guidelines manual’)

 other teams at NICE (such as the PPIP, the editors and the implementation team).

Comments from the Guideline Review Panel and from NICE staff are entered into the guideline
consultation table and are responded to in the same way as comments from registered
stakeholders, but they are not posted on our website.

In response to advice from the Guideline Review Panel, and in consultation with the GDG, the
guideline is revised.

The pre-publication check

The pre-publication check enables registered stakeholders to point out any factual errors and
inaccuracies that exist in the revised full guideline after consultation. More details are given in
section 12.2 of ‘'The guidelines manual'.

A pre-publication check is not a second consultation or an opportunity to reopen arguments and
issues on which the GDG has made recommendations. Nor is it an opportunity for stakeholders
to ask why the guideline has not been amended in response to their comments. New evidence
will not be accepted.

Factual errors are instances where there is an error of fact in the proposed full final guideline that
should be corrected before publication. Factual errors do not include disagreements surrounding
scientific or clinical interpretation or judgement. Box 7 gives examples of what we may consider
to be a factual error.

4 R
Box 7 Examples of what may be considered as a factual error

« Incorrect referencing of studies, for example wrong year or wrong journal.

« Errors in the transcription of data, for example ‘4.9 months’ instead of ‘4.9 years’, '£100’
instead of ‘£1000'.

« Incorrect reference to the licensed indications of a drug.

L - Errors of fact in appraising a study, such as describing it as randomised when it wasn't.
)
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The pre-publication check happens after the NCC and the GDG have responded to stakeholder
comments from consultation on the draft guideline, after the Guideline Review Panel has
reviewed the stakeholder comments and responses, and before our Guidance Executive approves
the final version of the guideline. However, final editing of recommendation wording may take
place after the pre-publication check.

The full guideline is posted on our website for a period of 15 working days, along with the
guideline consultation table that lists comments received during consultation from stakeholders
and the responses from the NCC and GDG. Registered stakeholders are alerted by email.
Stakeholders are invited to report factual errors using a standard form. Reports of errors received
after the 15-working-day period, from non-registered stakeholders, or in a format other than
using the standard form are not considered.

Short clinical guidelines

The full guideline is posted on our website for the pre-publication check for a period of
10 working days.

NICE, the NCC and the GDG Chair consider the reports of errors received from registered
stakeholders and respond only to those related to factual errors as defined above. A decision is
made on whether corrections to the guideline are needed.

If corrections are not needed, the guideline is considered and submitted to NICE's Guidance
Executive for approval ('sign-off’). If corrections are needed, these are carried out and the full
guideline is revised by the NCC and resubmitted to NICE, together with a table of comments
about the factual errors and the NCC’s responses. The revised guideline is submitted to Guidance
Executive for approval.

After sign-off, the different versions of the guideline are published as described below.

Publication

Once Guidance Executive has given final approval of (‘signed off’) the clinical guideline, the
different versions are published (see box 2). Registered stakeholders are notified when the
guideline is published. If applicable, the comments and responses from the pre-publication check
are published on our website along with the final guideline.

Any stakeholder comments on the published guideline (other than those about errors that
require correction) are addressed when the guideline is updated (see page O-35).
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After publication

Implementation support

Stakeholders are encouraged to use their networks and influence to encourage implementation
of the clinical guideline at both national and local level.

We develop tools to help the NHS implement our clinical guidelines, and these are available on
our website. These routinely include the following:

* costing tools:

— a costing report that estimates the national savings and costs associated with
implementation

— a costing template that can be used to estimate the local costs and savings involved

* aslide set (in the form of a PowerPoint presentation) that highlights the key priorities and
provides a framework for local discussion

* clinical audit support to help monitor and review local practice.

Depending on the topic, we may also produce other tools. These can include implementation
advice to aid with action planning at an organisational level, referral letter templates, flow
charts, fact sheets and checklists. Tools may be produced jointly with other organisations such as
professional or patient groups.

Comments and correcting errors

Comments on published clinical guidelines should be sent to us at nice@nice.org.uk

Sometimes a comment after publication may highlight a potential error in a clinical guideline.
This might be in either the interpretation or the presentation of the evidence considered by the
GDG. In these cases the Director of the Centre for Clinical Practice and the NCC will consider
whether the potential error:

* may result in harm to patients
* undermines the conclusions on which the recommendations were based
¢ indicates serious problems with our quality-assurance procedures.

If one of these criteria is met, the comment will be referred to our Guidance Executive, which
decides what action to take. If the Guidance Executive does not accept that an error has been

0-34 How NICE clinical guidelines are developed National Institute for Health and Clinical Excellence





How stakeholders can
get involved

made, the individual or organisation that made the comment will be notified. If the Guidance
Executive accepts that an error has been made, a note will be put on our website, and the
versions of the document on the website will be amended. Depending on the nature and
significance of the error and the time since publication, registered stakeholders may also be
notified in writing.

Reviewing and updating clinical guidelines

There is a formal process for reviewing and updating clinical guidelines, which is managed by
NICE and the NCC. Chapter 14 of ‘The guidelines manual’ (www.nice.org.uk/guidelinesmanual)
gives details of this process.

Usually a guideline is considered for updating 3 years after publication. In order to be brought up
to date, a guideline may require:

 a full update (in exceptional circumstances)
* a partial update

* no update.

Other possible options are:

* transferring the guideline to a ‘static list’

* withdrawing the guideline.

A partial update may also be carried out before the usual 3 years if significant new evidence
emerges.

In cases where there is to be a full update, or a partial update where new key areas are to

be included in the guideline, the usual process for producing and consulting on the scope is
followed (see pages 0O-24 to 0-28). The time needed to conduct a partial update is agreed
between NICE and the NCC, but will be no more than 18 months. Stakeholders are informed.

A partial update of a guideline may also be carried out when some recommendations need
updating but no new areas need to be included. In these cases the original scope is used and is
not consulted on. NICE informs the stakeholders that it is conducting a partial update.

A guideline will be transferred to a ‘static list" if the recommendations are unlikely to change in
the foreseeable future, and so no further update is planned.

A guideline may be withdrawn if its recommendations no longer apply, but it is not a sufficient
priority for updating. This decision will be consulted on with stakeholders.
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General information about clinical guidelines on the NICE website
(www.nice.org.uk)

Our website contains the following general information about NICE and clinical guidelines:
- contact details for NICE

- lists of clinical guidelines that are published and in development

- stakeholder registration form

« information on NICE staff involved in producing clinical guidelines

- information on the NCCs

- information on the Guideline Review Panels

- information on topic selection

- general information about how clinical guidelines are developed

« 'The guidelines manual’, which gives more detailed information about the methods used
for developing NICE clinical guidelines

- advertisements for the positions of GDG Chair and GDG members for each clinical
guideline

« general information on the implementation of clinical guidelines:
— implementation tools

— examples of how organisations have successfully met the challenges of putting NICE
guidance into practice (the shared learning database)

- details of NICE commissioning guides, which provide support for the local implementation
of clinical guidelines through commissioning

« information on NICE’s Patient and Public Involvement Programme (PPIP)

- information on other NICE guidance.
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Information about individual clinical guidelines

The following details for each clinical guideline will be made available on our website
(www.nice.org.uk), and updated regularly:

+ the remit from the Department of Health

- alist of registered stakeholders

 contact details of the NCC coordinating development of the guideline

 aschedule for development of the guideline

- the consultation draft of the scope

« the final scope

- a table of stakeholder comments on the consultation draft of the scope and responses
- project history, and information on the progress of the guideline

- members of the GDG

» minutes of GDG meetings

- the consultation draft of the guideline

- atable of stakeholder comments on the consultation draft of the guideline and responses
 the ‘pre-publication’ version of the guideline

- alist of factual errors in the pre-publication version of the guideline reported by
stakeholders (if applicable) and responses

- details of related NICE technology appraisal, interventional procedure and public health
guidance

- all versions of the published guideline — full guideline, ‘NICE guideline’, quick reference
guide and ‘Understanding NICE guidance’

- tools to support implementation of the guideline.
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