MTARTUULKOOL B Eiliiccss

ESTONIAN HANDBOOK FOR
GUIDELINES DEVELOPMENT
2020



© Estonian Health Insurance Fund 2021

Adapted from: Estonian Handbook for Guidelines Development 2011 published
by the World Health Organization. Copyright 2011. Published and distributed
with permission of WHO. Use of this Estonian Adaptation for or in conjunction
with commercial and/or promotional purposes is prohibited.

The Estonian Adaptation of the Estonian Handbook for Guidelines
Development 2011 contains: certain recommendations based on the updates of
the international guideline development methods, as well as updates and
improvements to the local processes and structures.



CONTENTS

List of illustrations
List of abbreviations
Acknowledgements
Foreword

1.

2.

The purpose and importance of a guideline and its impact on
quality of care
The guideline development process: an overview
2.1 How to use this guideline handbook
2.2 The guideline development process in Estonia
The GAB and the Guideline Unit
3.1 Tasks of the GAB
3.2 Composition of the GAB
3.3 Guideline Unit (at the University of Tartu)
The Guideline Panel and the Guideline Secretariat
4.1 Composition and Chair(s) of a Panel
4.1.1 Chair(s) of a Panel
4.1.2 Tasks of a Panel
4.1.3 Members of a Guideline Panel
4.2 Composition and tasks of a Guideline Secretariat
4.2.1 Head of the Secretariat
4.2.2 Members of the Secretariat
4.3 Training for the members of the Panel and the Secretariat
DOI, resolution of any COI, and confidentiality
Topic proposals and preparation of the scope
6.1 Proposing a topic for the guideline
6.2 Selecting topics for guideline development
6.2.1 The problem statement and the purpose of the guideline
6.2.1.1 Burden of disease in Estonia
6.2.1.2 Differences in practice and/or health outcomes and/or costs
6.2.1.3 Expected impacts on patient health indicators and/
or use of resources
6.2.2 Evaluation by the GAB
6.3 The scope of a guideline
6.4 Formulating questions for the scope
6.4.1 Definition and background questions
6.4.2 Foreground questions
6.4.3 Issues with health-care organization
6.4.4 Selecting and rating outcomes for health-care questions
6.5 Confirming and amending the scope

32
32
33
35
35
36
39
40
41




10.

11.

12.

13.

14.

Meetings and process considerations
7.1 Panel meetings
7.2 Secretariat meetings
Evidence retrieval for guideline development
8.1 General considerations for prioritizing guideline development
in Estonia
8.1.1 Approach for efficient guideline development in Estonia
8.2 Retrieving and assessing existing guidelines
8.3 Retrieving and assessing systematic reviews and meta-analyses
8.3.1 Retrieving existing systematic reviews
8.3.1.1 Importance of systematic reviews
8.3.1.2 Finding systematic reviews
8.3.1.3 Assessing the credibility of systematic reviews
Evidence preparation and certainty of evidence
9.1 Using GRADE
9.1.1 Evaluation of the certainty or quality of evidence
9.1.2 Preparation of a summary of findings
9.1.3 GRADE EtD frameworks
9.2 Assessing cost and resource implications, equity, acceptability
and feasibility
9.3 Presenting the evidence to the Panel
Development of recommendations
10.1 From evidence to recommendations
10.1.1 Approach to achieving consensus
10.2 Involvement of Panel members with and without COI
10.3 Grading the strength of recommendations
10.4 Good practice statements
10.4.1 Examples of acceptable good practice statements
Interim report, review, and approval of guidelines
11.1 Interim report
11.2 Review
11.3 Approval by the GAB
Dissemination of the guideline recommendations
12.1 Guidance material based on the guideline
12.1.1 Algorithms and other instructional materials
12.1.2 Evidence-based instruments
12.1.3 Guideline materials for patients and lay people
Implementation of the guidelines
13.1 Implementation plan
13.2 Indicators for assessing guideline implementation
Updating guidelines

42
42
43
45

45
45
50
54
54
54
55
55
57
58
58
59
61

61
62
64
64
65
66
67
70
70
72
72
72
72
74
75
75
75
76
78
78
79
80




15. References
16. Annexes

16.1
16.2
16.3
16.4
16.5
16.6
16.7
16.8.
16.9
16.10
16.11
16.12
16.13

16.14
16.15
16.16
16.17

Annex 1. Definitions and explanations

Annex 2. Guideline Panel Chair checklist

Annex 3. Guideline participant tool

Annex 4. Example of an EtD framework: Estonian sepsis guideline
Annex 5. Form for declaration of interest (DOI) and confidentiality
Annex 6. Template for topic proposal

Annex 7. Form for defining the scope of a guideline

Annex 8. Topic selection evaluation criteria examples

Annex 9. Table format for mapping guidelines to scope questions
Annex 10. Useful resources

Annex 11. Examples of search strategies

Annex 12. ROBIS instrument

Annex 13. Examples of results of the search for
recommendations and systematic reviews

Annex 14. Examples of reporting single studies

Annex 15. GRADE evidence profile

Annex 16. GRADE SoF table in Estonian

Annex 17. When to make a strong recommendation in the face
of low or very low certainty of evidence

16.18 Annex 18. Examples of recommendations formulated in Estonian

16.19

Annex 19. Model form for the guideline implementation plan

81
85
85
90
94
98
99
101
103
104
107
108
109
112

115
116
117
118

119
120
122




List of illustrations

Tables

Table 6.1.
Table 6.2.

Table 9.1.
Table 9.2.
Table 10.1.

Figures

Fig.
Fig.

Fig.
Fig.
Fig.
Fig.

Fig.
Fig.

Fig.
Fig.

2.1.
3.1.

4.1.
6.1.
6.2.
8.1

8.2
8.3.

8.4.
11.1.

Boxes

Box 8.1.

Box 10.1.
Box 10.2.

Description and examples of the PICO method
Explanations to identify elements or items in the PICO
framework

Categories of certainty of evidence and their definitions
GRADE certainty of evidence assessment domains
Wording of recommendations

The process of guideline development

Using the GIN-McMaster Guideline Development
Checklist and GRADEpro in guideline development
Core steps in guideline development based on the
guideline checklist

Identifying health-care questions and outcomes
Scale for the evaluation of outcomes

The selection and process of using existing
guidelines from other organizations

The adolopment process in detail

Establishing whether the recommendation is adopted,
adapted or new

Making judgements by adoloping recommendations
The process of review and approval

AGREE II instrument questions 7—11 and 22-23
Interpretation of strong and conditional recommendations
Conditions to be met for good practice statements

37

38
59
59
69

15

19

23
40
41

46
48

49
51
73

54
68
70




List of abbreviations

ACE
AGREE
AHRQ
AIDS
ARB
ARV
AUDIT
BHS
CADTH
CI
CMA
COIl
CONSORT
CT

DOI
DSM
DTA
EHIF
ESH
EtD

EU
GAB
GDT
GIN
GRADE
HIV
HR
HTA
ICD
ICSI
IGRA
1OM
INR

1T

INC
MALT
MeSH
MRI
NICE

angiotensin converting enzyme

Appraisal of Guidelines for Research and Evaluation
United States Agency for Healthcare Research and Quality
acquired immune deficiency syndrome

angiotensin receptor blocker

antiretroviral

Alcohol Use Disorders Identification Test

British Hypertension Society

Canadian Agency for Drugs and Technologies in Health
confidence interval

Competition and Markets Authority

conflict of interest

Consolidated Standards of Reporting Trials
computerized tomography

declaration of interest

Diagnostic and Statistical Manual of Mental Disorders
diagnostic test accuracy

Estonian Health Insurance Fund

European Society of Hypertension

Evidence to Decision (frameworks, tables, summaries)
European Union

Guideline Advisory Board

Guideline Development Tool

Guidelines International Network

Grades of Recommendations Assessment, Development and Evaluation
human immunodeficiency virus

hazard ratio

health technology assessment

International Classification of Diseases

Institute for Clinical Systems Improvement

interferon gamma release assay

Institute of Medicine

international normalized ratio

information technology

Joint National Committee

mucosa-associated lymphoid tissue

Medical Subject Headings

magnetic resonance imaging

National Institute for Health and Clinical Excellence




NLM
OR
PICO
RIGHT
ROBIS
RR
SIGN
SIRU
SoF table
STROBE
TB

VHA
WHO

National Library of Medicine

odds ratio

population — intervention — comparator — outcome

Essential Reporting Items for Practice Guidelines in Healthcare
risk of bias in systematic reviews

risk ratio

Scottish Intercollegiate Guidelines Network

small informative recommendation unit

summary of findings table

Strengthening the Reporting of OBservational studies in Epidemiology
tuberculosis

Veterans Health Administration

World Health Organization




Acknowledgements

World Health Organization, Estonian Health Insurance Fund, University of
Tartu and the Guideline Advisory Board made an essential contribution to the
process of renewing this manual. The WHO Country Office in Estonia has
facilitated the methodological support (described in the Foreword), as well as
providing language editing. WHO consultant Professor Holger Schiinemann
from McMaster University was instrumental in not only thoroughly reviewing
and improving several iterations of the new edition of the guideline handbook to
reflect the best guideline development practices and guidance, but also in
contributing years of advocacy and capacity-building. The team dedicated to the
methodology renewal process deserves particular recognition, including Raul-
Allan Kiivet and Kaja-Triin Laisaar from University of Tartu, Pille Taba from
Guideline Advisory Board, Ulla Raid from Ministry of Social Affairs, Marge
Reinap from WHO, Marion Kalju and Mariliis PSld from Estonian Health
Insurance Fund for introducing some substantial updates, following in-depth
discussions.




Foreword

Health guidelines are universally recognized, which makes them an essential
tool in improving the quality of health care and health services provided and
in ensuring consistent care of patients with similar diagnoses by all health-care
professionals. Several organizations and professional associations are involved
in the preparation of guidelines in Estonia and, since 2003, the Estonian Health
Insurance Fund commissions guidelines developed by, or with input from, such
associations.

In 2010 a comprehensive evaluation and analysis of the practices around devel-
oping guidelines in Estonia was carried out. This included a wide-ranging survey
of physicians and benefited from the assistance of international experts. Based on
the analysis, experts from WHO made suggestions on how to create a more rigor-
ous structure, applying the universal principles for the development of guidelines.
The Guideline Advisory Board was established as a result of these suggestions, in
cooperation with the Estonian Health Insurance Fund and the University of Tartu,
tasked with ensuring the appropriateness and methodological supervision of the
guidelines being developed. In conjunction with the establishment of the Guide-
line Advisory Board, a methodological manual entitled Estonian handbook for
guidelines development was prepared with the cooperation of WHO, the Ministry
of Social Affairs, the Medical Faculty of the University of Tartu, and other parties
with a vested interest in the health-care system (7). The next important step was
the creation of a dedicated website' bringing together all the guidelines based on
the new methodology, including annexes and source documents.

The guidelines material and information published on the website provide trans-
parency of the process and contribute to its reliability. As such, the website has
become an essential tool for the development of guidelines for health-care pro-
fessionals, facilitating information retrieval. Following the new methodology,
between 2011 and the end of 2019, 21 guidelines (along with 17 versions for
patients and lay people) have been completed and approved by the Guideline
Advisory Board.

In 2015, WHO experts analysed the development of guidelines in Estonia since
2011, acknowledging the institutional structure and methodological support provid-
ed in the preparation of guidelines, as well as the substantive work of all participants
in their development (2). These experts also acknowledged the fact that, over a
period of just a couple of years, more than 200 Estonian health-care professionals

1 Ravijuhend [website]. Tallinn: Estonian Health Insurance Fund (https://www.ravijuhend.ee/).
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had been trained under the guidance of the Estonian Health Insurance Fund and
with the support of WHO, assuring adherence to the principles of evidence-based
medicine in the development of guidelines. The report condensing the findings from
the interim appraisal of progress proposed further improvements to the process of
guideline development itself, with recommendations including working towards
organizational development of guidelines, improvements in methodology, and the
updating of guidelines.

Based on the recommendations of the experts, this methodological guide has also
been updated; as such, the manual brings together the current experiences from
Estonia and internationally recognized current methods for compiling guidelines.
It addresses all aspects of guideline development, from assessing the necessity
of the guideline to discussing its distribution, implementation and any necessary
updating.

Rain Laane Margus Lember

Chairman of the Board Dean of the Faculty of Medicine
Estonian Health Insurance Fund University of Tartu

Kristina Kohler

Liaison Officer
WHO Country Office in Estonia
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1. The purpose and importance of a guideline and its
impact on quality of care

Clinical medicine, public health and health policy and the related research are
in constant development. More effective diagnostic and care methods are being
introduced daily, and old truths sometimes require re-evaluation. In the context of
this overload of information, it is difficult and time-consuming to find one’s way
in the search for the best solution for each patient, or the population more widely;
especially if the information is conflicting, or new information differs from the
usual practice.

A guideline is a document that contains systematically developed evidence-based
recommendations that assist health professionals and recipients of care to make
informed decisions. Recommendations may address clinical, public health, health
systems and health policy decision-making (3,4).

As a general rule, guidelines answer questions on one disease or condition while
possibly considering multimorbidity and providing guidance on how to prevent,
diagnose, treat or improve care for the disease or condition. The main underlying
principles for developing trustworthy guidelines are ensuring — throughout the
development process — transparency, systematic use of scientific methods and
good management of any potential conflict of interest (COI). Guidelines contain
recommendations for clinical practice or public health policy. A recommendation
tells the intended end-user of the guideline what they can or should do in specific
situations to achieve the best health outcomes possible, individually or collective-
ly. It offers a choice among different interventions or measures leading to net pos-
itive consequences. Recommendations help the user of the guideline to make in-
formed decisions on whether to undertake specific interventions (including tests),
public health or health policy measures, and on where and when to do so. They
also help the user to select and prioritize across a range of potential interventions.

Trustworthy guidelines have the potential to reduce inappropriate variations in
practices, enhance translation of research into practice, and improve health-care
quality and safety (3-8). For ease of reference, Annex 1 provides definitions and
explanations of the terms used in this handbook. The main difference between a
guideline and other learning material (e.g. a medical textbook) is that guidelines
provide answers to foreground questions (e.g. “should all patients use interven-
tion x or y”’?) in the format of recommendations. They answer questions about
what should or could be done in specific circumstances, while medical textbooks
typically focus on the background and how interventions work.

12



There may be a variety of stimuli for developing a guideline, for example: con-
troversial or new information on the effectiveness of care methods to address the
health problem; significant differences in patient care and/or care practices; results
from clinical audits; conclusions of a health technology assessment (HTA); feed-
back from practitioners; the introduction of new interventions or health technolo-
gies; problems encountered in a health-care organization, and so on. The Estonian
guidelines process will focus on essential situations that need resolving, with a view
on priorities for Estonia.

Modern health-care providers and personnel in the health sector work in multi-
disciplinary teams, whereby each member contributes their skills to achieving
their own tasks. These diverse groups of professionals and patient representatives
agree on the development of guidelines and ensure collaboration and division
of labour in the specific contexts for which the guidelines are developed. The
guidelines developed in Estonia according to this handbook focus on the Estonian
health-care setting, with the goal of providing the best possible results for the
people of Estonia.

When designing a trustworthy guideline, a specific methodology must be fol-
lowed to ensure that the resulting guideline recommendations are also trustworthy,
based on reliable and up-to-date evidence. They must also be implementable,
which requires taking into account the specific country context in terms of the
circumstances surrounding the organization of health care, as well as values, and
the resources available. Comprehensive and useful guidelines provide the basis
for improving the quality of services provided throughout the health-care sys-
tem; they do this by providing health-care professionals with the necessary de-
cision-making support, improving the use of resources and enabling patients to
make more informed choices.

Sometimes there are more suitable opportunities to improve the quality of care;
such as regulatory measures, system-based strategies, peer review, training, and
so on. Therefore, before developing a guideline, careful consideration should al-
ways be given whether a guideline is in fact the best way to achieve the required
improvements.

13



2. The guideline development process: an overview

2.1 How to use this guideline handbook

This handbook is intended to be an up-to-date practical resource. It is currently
made available in English and in electronic format that can be used online or
printed as a .PDF document. Derivative products and examples are made avail-
able in Estonian and all products of the guideline groups will also be available
in Estonian. Future versions (after 2019) of the handbook may be printed and
translated to Estonian. The handbook is organized into sections and includes fig-
ures and annexes as supporting material. Practical examples will be added online,
and the handbook will be updated regularly (indicated by prominently displaying
the date of the latest available version). The handbook is intended for those who
need to apply the processes, and/or those who want to develop an in-depth under-
standing of the Estonian guideline process, as well as those who wish to apply it
to their settings.

2.2 The guideline development process in Estonia

The process of guideline development should be transparent, well thought-out
and carried out in close cooperation with all relevant parties including the rele-
vant health-care professionals, patients, and the public. This process does not end
with the approval of the guidelines. It is also essential to draw up an implemen-
tation plan for the guidelines, together with measurable outcomes, to assess the
achievement of the goals set.

The Estonian Health Insurance Fund (EHIF) has been the main funding body for
the development of guidelines since 1998, and since 2011 it has been guided by
the Guideline Advisory Board (GAB), the composition of which is determined
thorough cooperation between the EHIF and the University of Tartu. The parties,
stages and specific tasks involved in the development of a guideline are described
in Fig. 2.1. The entire process of guideline development and management — as
well as implementation — are carried out using the GRADEpro? Guideline Devel-
opment Tool (GDT) (9).

The development of guidelines may be organized and funded by another organiza-
tion or institution, but if the guidelines are to be acknowledged as trustworthy they
need to be approved by the GAB, and formulated in accordance with the principles
and methodology presented in this handbook, including disclosing the interests of

2 GRADE: Grading of Recommendations Assessment, Development and Evaluation
GRADE working group. GRADEpro GDT [website]. Hamilton (ON): McMaster University;

2015 (http://gradepro.org/).
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the parties and ensuring the appropriate resolution of any potential COI.

Development of a guideline is usually initiated by an association of health-care
professionals or other organizations (such as a patient association, or educa-
tional institution). The initiator submits to the GAB a proposal for guideline de-
velopment, along with the initial scope (known as the topic proposal). The GAB
consists of experts who: choose appropriate and important topics for guideline
development from among those raised on an annual basis; confirm panels and
secretariats for the guidelines that are to be prepared; monitor the development of
guidelines; and approve the completed guidelines.

Guideline development is coordinated by the Guideline Unit at the University of
Tartu (established in June 2018), which provides the required methodological and
technical-administrative support to guideline developers; namely, the Guideline
Panel and the Guideline Secretariat.

Fig. 2.1. The process of guideline development

Organization, budget, planning & training

—

> Priority-setting
S

Target audience & topic selection

(PICO) Question generation

Estonian
GAB

Guideline
membership & Guideline 3

Consumers & | 2
stakeholders processes group or Panel Developing recommendations &
ﬁﬁﬁ G determining their strength

Guideline \y Reporting, peer review, approval
Unit

Wording of recommendations

.

wJopeld |d9 o04d3gyyo uo uoneuswnd0g

Quality improvement

Notes. This figure presents the process used in the Estonian guideline development process. The GAB
and the Guideline Unit at the University of Tartu have general oversight of the organization, budgeting,
planning and training. The GAB determines any COI and manages the membership of the Guideline
Panel. Funding is provided by the EHIF. The Panel formulates the questions, and the Secretariat prepares
the evidence, both supported by the Guideline Unit. The Panel is responsible for developing the recom-
mendations. The EHIF is responsible for dissemination, implementation, quality improvement activities
and evaluation of the impact of guidelines.

Source: GRADEpro GDT (2015) (9).
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The Panel, approved by the GAB, draws up the final scope of the guideline and
submits it to the GAB for approval before commencing the process of developing
recommendations for the guideline. If there is a need to change the scope of the
guideline in a significant way during the process of guideline development, a
proposal to that effect should be submitted to the GAB.

Guideline recommendations are formulated by the Panel according to the evi-
dence synthesis prepared by the Secretariat. In order to ensure the quality of the
guidelines produced, it is mandatory for any members of the Panel and the Sec-
retariat without previous experience in developing guidelines to undergo appro-
priate training before starting the work. The process of developing guidelines and
managing any COI, as well as the decisions made are all documented.

During or at the end of the guideline development process, an implementation
plan, a patients’ version of the recommendations and (if necessary) other patient
information materials are initiated. The patients’ version is a tool designed for
independent use by lay people or patients; it should include explanations of the
guideline recommendations in a way that is accessible to lay people, for ease of
understanding.

The completed guideline is to be submitted to the GAB for approval. Prior to
final approval, the GAB must ensure that the guideline developers followed the
required methodology and process. They must also ensure that the guidelines un-
dergo a review. The approved guidelines, along with their annexes, are published
on the website.?

3 Ravijuhend [website]. Tallinn: Estonian Health Insurance Fund (https://www.ravijuhend.ee/).
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3. The GAB and the Guideline Unit

The core structures for the Estonian guideline development enterprise are the
GAB and Guideline Unit at the University of Tartu. The GAB was established in
2011 to provide oversight and stewardship in guideline development. Since 2018
the Guideline Unit operates under the Faculty of Medicine of the University of
Tartu and ensures methodological and administrative support; activities that were
previously undertaken by the EHIF.

3.1 Tasks of the GAB

The aim of the GAB is to steer the development and implementation (and ensure
the quality) of evidence-based, trustworthy and implementable Estonian guide-
lines that take into account the Estonian context and people’s preferences and
values.

The GAB:

- approves the methodology for the preparation of guidelines (that is, this hand-
book);

- selects from the presented topic proposals the topic(s) for guideline develop-
ment, supported by the Guideline Unit and included in the work plan for activ-
ities that are supported by the EHIF;

- decides on the updating of guideline(s) based on the recommendations of the
Guideline Unit;

- confirms the final scope of the guideline submitted by the Panel;

- discusses and approves the composition of the Panel for any guideline to be deve-
loped, along with the chairs and members of the Secretariat for each guideline;

- evaluates any declaration of interest (DOI) and manages any COI of the members
of the GAB, the Panel and the Secretariat;

- approves the work plan (including timetable) for the development of
the guideline;

- considers the interim report presented by the Chair of the Panel on the devel-
opment of the guideline and provides advice on further improvements;

- selects the reviewers for the guideline;

- approves the final recommendations, along with the implementation plan and,
if applicable, the patients’ version;

- assesses performance of the implementation plan.

The GAB will meet as required, but it should convene in person at least four times
a year. The following activities take place during these meetings as necessary:
guideline development methodology is approved; the topics for the guidelines to
be developed are decided; the completed guidelines are approved; progress of the
guidelines being developed is monitored; advice is given where necessary on the

17



development of a guideline (or the patients’ version thereof); and the implemen-
tation of completed guidelines is monitored.

3.2 Composition of the GAB

The GAB consists of representatives of various educational and research insti-
tutions, professional associations and other organizations, as well as individu-
als representing patients or lay people. The members of the GAB are expected
to have experience in developing guidelines but, in the absence of such experi-
ence, any new member of the GAB should undergo training and participate in the
preparation of at least one guideline.

The GAB is chaired by a person in the field of medical sciences, appointed by
the Dean of the Faculty of Medicine at the University of Tartu. The main and the
stand-in members of the GAB are nominated by the Dean for a period of three
years, according to the proposals of the following organizations:

- Estonian Medical Association

- Family Physicians Association of Estonia

- Estonian Nurses Union

- Estonian Hospitals Association

- Estonian Chamber of Disabled People

- University of Tartu Institute of Clinical Medicine

- University of Tartu Institute of Family Medicine and Public Health

- National Institute for Health Development

- State Agency of Medicines

- Ministry of Social Affairs

- EHIF

- Health Board

- various higher education institutions in the field of health care.

3.3 Guideline Unit (at the University of Tartu)

The Guideline Unit is the team supporting the GAB, as well as the teams develop-
ing the guidelines (both the Panel and the Secretariat). The Panel and the Guideline
Unit collaborate to ensure the trustworthiness of the guidelines’ content, consistent
with the principles of evidence-based health care and the methodology agreed on
in this handbook. The Guideline Unit ensures the reliability and transparency of
the process leading to their development, following the GIN-McMaster* Guideline
Development Checklist.’ This is included in GRADEpro, which is the tool used

4 GIN: Guidelines International Network.
5 https://heigrade.mcmaster.ca/guideline-development/using-checklist

18


https://www.google.ee/url?sa=t&rct=j&q=&esrc=s&source=web&cd=3&cad=rja&uact=8&ved=0ahUKEwjliK272qDQAhUBiSwKHdWoCUoQFgguMAI&url=http://tervis.ut.ee/&usg=AFQjCNHUnWRPWU9IIW7eEltoiWKKTMmRCw&sig2=8mfdq049jAcEeY20PFqO
https://heigrade.mcmaster.ca/guideline-development/using-checklist

by the Guideline Unit and the Panel to develop recommendations and support
their implementation (Fig. 3.1) (8,9).

Fig. 3.1. Using the GIN-McMaster Guideline Development Checklist and
GRADEpro in guideline development

GRADEpro[GDT] W HIV ravijuhend

= Settings
GIN & McMaster guideline Checklist
(@) Tasks

Tasks

1. Organization, Budget, Planning and Training

Checkist
& Team
< Scope

B References

Priority Setting

. Guideline Group Membership

A Prognosis

»

T Establishing Guideline Group Processes
T Comparisons

@ Mutt comparisons

. Identifying Target Audience and Topic Selection

(% Panelvoice

B Document sections

Consumer and Stakeholder Involvement

<> Dissemination

Conflict of Interest (COI) Considerations

(PICO) Question Generation

. ideri ions, Values, Utilities

10. g what Evidence to Includ

11, Summarizing Evidence and Considering Additional Information

12. Judging Quality, Strength or Certainty of a Body of Evidence

13. Developing Recommendations and Determining their Strength

14. Wording d iderati i ibil Equity

15. Reporting and Peer Review

&

Dissemination and Implementation

. Evaluation and Use

. Updating

Note. The checklist allows planning of the process and the development of the guideline itself, as well
as dissemination, and is included in the GRADEpro GDT.

Source: GRADEpro GDT (2015) (9).

Competences of the Guideline Unit include:

- evidence-based medicine;

- epidemiology and biostatistics;

- literature search and primary review;

- methodology of preparing systematic reviews;
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information technology;
medical writing;
communication.

Administrative, technical and organizational tasks of the Guideline Unit include:

counselling the health professionals and health system officials before preparing

topic proposals;

organizing the presentation of topic proposals and the involvement of interested parties;

proposing a list of Panel members, upon consulting the person/institution that

prepared the guideline proposal and relevant professional organizations;

» compiling the Secretariat, upon consulting the Panel and the head of the
Secretariat;

arranging the meetings of the GAB, preparing the agenda and drawing up the minutes;

organizing the tasks for the panels and secretariats, including meetings (and

preparation between the meetings);

managing submissions of DOI and documenting the resolution of any COI;

organizing remuneration for the work of the members of the panels and secre-

tariats according to their contribution;

providing content for the website (however, the administration of the website

is the responsibility of the EHIF);

ensuring the archiving of key documents for the development of approved

guidelines (including tables depicting the preparation of summaries of findings/

evidence and recommendations) and the scientific literature used.

Methodological tasks of the Guideline Unit include:

determining the person in charge of developing each guideline from among its staff;
providing methodological advice and support to panels and secretariats in the
development of the guideline implementation plan, including in the search for
scientific literature, appraisal and synthesis of evidence, and formulation of
recommendations (if needed, taking a methodology-focused co-Chair role on
the Panel (see section 4.1 on the composition and chair(s) of a Panel));
carrying out the training for the individuals developing the guidelines;
submitting to the GAB a proposal regarding the appointment of a reviewer for
each guideline being developed;

ensuring guidelines are developed in accordance with the correct methodology,
as well as their timely completion;

evaluating the need to update the guidelines.

The work of the Secretariat of each guideline is overseen by one or two members
of the Guideline Unit, operating as guideline development methodologists, en-
suring that the guidelines are developed in accordance with the methodology and
principles agreed upon in this handbook.
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4. The Guideline Panel and the Guideline Secretariat

There are two key groups set up specifically for the development of each guide-
line: a Panel and a Secretariat. The Panel (approved by GAB) is responsible for
the development of the guideline in close collaboration with the Secretariat,
which prepares evidence for the formulation of relevant recommendations.

It is mandatory for any members of the Panel and the Secretariat without previ-
ous experience in developing guidelines (in accordance with this handbook) to
undergo training in appropriate methodologies before embarking on guideline
development.

4.1 Composition and Chair(s) of a Panel

Panels include the following members: health professionals with content knowl-
edge, patients or patient representatives (or other lay people), methodology experts,
and individuals with relevant expertise (e.g. in economics).

The Panel must represent a balance of the various health-care levels (primary
care, hospital care, nursing care) according to the topic. It monitors the regional
representation of experts and involves health professionals whose work will be
most affected by the guideline. Panel members represent their own views and
not those of organizations, although they may be recruited from or suggested by
these organizations. The optimal Panel size is 8—10 members, but depending on
the guideline topic and target group, it may be necessary to involve fewer or more
members and to invite consultants for their input on individual issues.

The guideline topic initiator may submit a proposal to the GAB on the possible
composition of the Panel and on nominating a candidate for Chair of the Panel
(the chair and co-Chair are selected by the GAB). The GAB assesses the compe-
tences of the parties represented in the Panel and may submit further proposals re-
garding its composition. One or two Guideline Unit members are assigned to each
guideline. These Guideline Unit members will be responsible for consulting the
person/institution that prepared the guideline proposal and relevant professional
organizations, as well as for compiling a list of Panel members. As mentioned
above, the Guideline Unit is responsible for compiling the Secretariat, consulting
the Panel and the Head of the Secretariat.

The members of the Panel and the required competences include the following
groups of stakeholders (this list is not exhaustive).
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v Content experts should be included, who represent the perspective(s) of
health-care and social-care professionals (as well as other types of health
professional, where relevant) involved in the care of patients affected by the
guideline topic; detailed evidence research expertise is not necessary, although
an understanding of evidence-based medicine is essential.

v' Methodologists, as experts in assessing health evidence and developing guide-
lines, should be included as appropriate. Inclusion of a methodologist in a lead-
ing role, particularly one with experience in the guideline development process,
is recommended to guide not only the Panel in understanding evidence but
also the process of formulating recommendations. The guideline methodologist
should have experience that is consistent with the aspects in guideline develop-
ment highlighted in blue and green in Fig. 4.1.6

v’ Public or patient representatives from patients’ organizations or a represen-
tative of the patient with the relevant chronic condition should also be involved
as Panel members to represent the view of the patient(s).

v The relevant medical faculty(ies) from a university should be included to
support educational activities and implementation (organized by the EHIF).

v/ Managers and other health professionals should be included to provide expert
opinion on the implementation of guidelines from the point of view of health-
care services provision.

v Health economists or biostatisticians may be included/consulted to provide
an analysis of the costs of health services, cost—effectiveness, data on the pro-
vision of health-care services and medicines, and so on.

4.1.1 Chair(s) of a Panel

The choice of the Chair of the Panel is important to ensure that the Panel will be
able to work effectively. In most situations, groups work most effectively if the
Chair has not only knowledge of the content, but also particular expertise in fa-
cilitating groups and interpreting evidence. People who are experts in the content
area of the guideline and who have strong views about interventions or aspects
that may be included should not chair a Guideline Panel.

6  McMaster University’s inguide.org website also provides further information on training for
guidelines development.
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Fig. 4.1. Core steps in guideline development based on the guideline checklist

1. Organization,
budget, planning and
training

4. Establishing
guideline group

7. COI considerations

10. Deciding what
evidence to include and
searching for evidence

13. Developing
recommendations
and determining their
strength

16. Dissemination and

implementation

2. Priority-setting

5. Identifying target
audience and topic
selection

8. (PICO) question
generation

11. Summarizing
evidence and
considering additional
information

14. Wording of
recommendations
and of considerations
of implementation,

feasibility and equit

3. Guideline group
membership

6. Consumer
and stakeholder
involvement

9. Considering
importance of outcomes
and interventions,
values, preferences and
utilities

12. Judging quality,
strength or certainty of
a body of evidence

15. Reporting and peer
review

17. Evaluation and use 18. Updating

Notes. PICO: population — intervention — comparator — outcome. There are 18 core areas for guideline
development as per the GIN-McMaster Guideline Development Checklist (https:/heigrade.mcmas-
ter.ca/guideline-development/using-checklist) that was developed in conjunction with the Estonian
Guidelines programme. The blue areas describe the basic competences on which any Guideline Panel
member should receive training. The green areas describe the additional competences of the guideline
methodologist, and the orange fields detail the competences of the guideline (method-orientated) co-
Chair.

Source: Schiinemann et al. (2014) (8).

The selection of a co-Chair to cover certain relevant aspects may be appropriate; a
Panel may be chaired jointly by a methodologist (from the Guideline Unit) and a
content expert, who may agree together how to manage the meetings as co-chairs.
Panel chairs should use the Panel Chair checklist (see Annex 2).8

If included, the (methodologist) co-Chair may be a member of the Guideline Unit,
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and may or may not be involved in the preparation of the evidence synthesis
summaries and Evidence to Decision (EtD) frameworks. This person will, in col-
laboration with the content-focused co-Chair, ensure objectivity and compliance
to the methodology throughout the meetings.

The primary task of the Chair(s) of the Panel is to lead the Panel meetings, facili-
tate reaching a formal consensus on evidence-based recommendations, and pres-
ent the guideline for approval. The factors and tasks for the Chair(s) to consider
are presented in the Guideline Panel Chair checklist (Annex 2).

In addition to managing the process of guideline development, the Chair(s) of the
Panel is (are) also expected to participate in the development of an implementa-
tion plan for the guideline and to support the presentation of the guideline to the
target group.

4.1.2 Tasks of a Panel

The Panel formulates the guideline scope and recommendations, presents the in-
terim progress report to the GAB, approves the final guideline, and submits it to
the GAB for approval. The Panel then introduces the guideline and contributes to
its implementation (also developing, if needed, the patients’ version of the guide-
line and other derivative materials).

The Panel must comply with the current Estonian guidelines development meth-
odology (described in this handbook). It is required to ensure that the underlying
evidence supporting specific recommendations is carefully assessed; and that pa-
tients’ values and preferences, along with the implementation of the recommen-
dations, align appropriately with local circumstances and take into account the
structure and capacity of the Estonian health-care system.

4.1.3 Members of a Guideline Panel

The role of members of a Panel is to:

- participate in training to convey knowledge on how to carry out tasks in ac-
cordance with the role of developing guidelines and recommendations, and
assuring quality of developing guidelines;

- participate in the meetings of the Panel to actively contribute to the develop-
ment of the guideline, as well as to ensure the evidence-based nature of the
recommendations and the suitability for implementation within the Estonian

7  https://heigrade.mcmaster.ca/guideline-development/chair-checklist
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setting (see Annex 3 for the Guideline Participant Tool for group meeting par-
ticipants);

- formulate health questions, select outcomes, and submit the scope of the guide-
line for approval to the GAB;

- if necessary, request the presence of a specialist consultant for involvement in
discussions on a specific issue;

- work with the Guideline Unit and the Secretariat on specific questions and
recommendations to complete EtD frameworks and present the information to
the rest of the Panel,;

- work through the material prepared by the Secretariat and submit it at the
meeting (or before the meeting in writing, if unable to attend);

- review recommendations, drafted by the Secretariat, according to the processes
set out here;

- determine the strength of the recommendations, taking into account the assess-
ment of the evidence using the GRADE method (70,11);

- review feedback and suggestions received during the review of the recommen-
dations or guideline, the feedback received from other parties, and changes to
the guideline prepared by the Secretariat;

- agree on the activities for implementing the guideline, along with the indica-
tors for assessing its implementation;

- approve the completed guideline (including the patients’ version), together
with the implementation plan, submit it for approval to the GAB, and contrib-
ute to its implementation.

4.2 Composition and tasks of a Guideline Secretariat

A separate secretariat for each guideline is assigned by the Guideline Unit in
agreement with the GAB and the Chair of the Panel. The primary task of the
members of the Guideline Secretariat is to collect and evaluate scientific evidence
and to produce a summary of that evidence. If a member of the Secretariat does
not have the necessary experience, they must first undergo appropriate training.

The optimal size of a secretariat is 5—6 members, but this can be adjusted depend-
ing on the guideline topic. The majority of the members of the Secretariat should
have the appropriate experience to complete the task. The work of the Secretariat
is overseen by 1-2 members of the Guideline Unit, whose task is to ensure the
guideline is consistent and in accordance with the principles agreed upon in this
handbook.

The work of the Secretariat is supported by the Guideline Unit, assisting in the
search for and systematization of evidence, as well as in the organization of meet-
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ings and documentation of the decision-making processes.

4.2.1 Head of the Secretariat

In order to ensure the efficient functioning of the Secretariat, it is essential that its
head is familiar with the guideline development methodology and has experience
in developing guidelines in accordance with that methodology (including the nec-
essary skills for finding and evaluating evidence).

If the expert members of the Secretariat have no relevant experience in develop-
ing guidelines, a member of the Guideline Unit may also be appointed as head of
the Guideline Secretariat. A candidate for the position is submitted by the guide-
line topic initiator and the Chair of the Panel for approval. The primary task of
the head of the Secretariat is to ensure the guideline is developed in accordance
with the principles and methodology set out in this handbook and following the
evidence-based nature of the recommendations. The Guideline Unit interacts with
the head of the Secretariat and organizes smooth exchange of information with
the Panel, the GAB and any third parties involved.

4.2.2 Members of the Secretariat

The role of members of a Secretariat is to:

- participate in training to assure the quality of guideline development;

- participate in the meetings of the Panel;

- assist in drawing up the final scope of the guideline;

- establish a work plan for the development of the guideline, the patients’ ver-
sion and other derivatives and related materials, after approval of the scope of
the guideline;

- develop a strategy for finding scientific evidence and a summary description of
the search and selection process;

- identify health questions that require economic analysis in order to make a
recommendation;

- seek and systematize evidence, and compile evidence summaries and tables
based on the EtD frameworks, demonstrating the path from evidence to recom-
mendations;

- evaluate existing guidelines and evidence with the help of various tools, in-
cluding Appraisal of Guidelines for Research and Evaluation (AGREE) II;
ROBIS (a tool to assess risk of bias in systematic reviews); the GRADE ap-
proach; and, in particular, the GRADEpro tool;

- draw up draft reccommendations for answering health questions;

- in collaboration with the Panel, write the first version of the guideline and the

26



implementation plan;

- review feedback, evaluate the reviews submitted on the working version of the
guideline, and make proposals to the Panel on any amendments to the guide-
line;

- in line with the guidelines and the agreements of the Panel, develop the final
text of the recommendations and make suggestions for the implementation
plan.

4.3 Training for the members of the Panel and the Secretariat

Following the approval of the members of the Panel and the representatives of the
Guideline Unit by the GAB, any appointed members without prior experience of
developing guidelines (according to this handbook) will undergo guideline train-
ing coordinated by the Guideline Unit or the EHIF. The aim of the training is to
ensure that all members of the guideline development groups have the relevant
competences, according to Fig. 4.1, in order to assure the quality of guideline
development.

The training includes:

- information on the process of developing guidelines;

- guidance on developing the scope, including formulating health questions (in
population—intervention—comparator—outcome (PICO) format; see section
6.4) and organizational health care-related issues;

- understanding the PICO format for health questions, including the selection of
outcomes;

- an overview of the methods for searching and evaluating evidence.

This overview includes:

* establishing what makes a guideline credible (Institute of Medicine (IOM)
standards (6) and AGREE II (5));

» understanding the principles of systematic reviews and meta-analyses;

» understanding the critical criteria for developing a recommendation based
on the available evidence (including the impact on resources, applicability,
values and preferences, and balance of harms and benefits) based on the
evidence using GRADE EtD frameworks (see Annex 4);

 receiving information on how to use the relevant electronic tools, including
email responses to invitations from Doodle (scheduling), Skype (attending
meetings), GRADEpro and PanelVoice (input and voting on recommenda-
tions), and OneDrive (file sharing).
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5. DOI, resolution of any COI, and confidentiality

Members of the Guideline Panel and other groups involved in guideline devel-
opment should be impartial, independent and objective. When developing guide-
lines, it is essential to avoid situations where the various interests can unduly
influence the work of the GAB, the Panel or the Secretariat, and thus undermine
the credibility of the guideline recommendations and jeopardize implementation.

A COI is “a divergence between an individual’s private interests and his or her
professional obligations such that an independent observer might reasonably
question whether the individual’s professional actions or decisions are motivated
by personal gain, such as direct financial, academic advancement, clinical reve-
nue streams, or community standing” (72).

According to WHO, a DOI is the disclosure of any potential or actual COI that in-
cludes financial, professional, or other interests relevant to the subject of the work
or meeting in which an expert may be involved and any interest that could signifi-
cantly affect the outcome of the meeting or work. The DOI must also include any
relevant interests of others who may, or may be perceived to, unduly influence the
expert’s judgement, such as immediate family members, employers, close profes-
sional associates, or any others with whom the expert has a substantial common
personal, financial or professional interest. Any DOI should be carried out accord-
ing to the forms approved by the GAB and in this handbook (see Annex 5) (13).

A DOI indicates a GAB, Panel, Secretariat and Guideline Unit members’ finan-
cial or personal interests in an external company or organization. While there
are no rules prohibiting financial or personal ties to companies or organizations,
these ties may represent a COI if the company or organization has an interest in
a product that is the subject of the guideline under development. Therefore, it is
important that the following conditions are observed.

v" Each Panel member, including the Chair, the nominated Guideline Unit mem-
ber, and consultant (if involved), should complete and submit a DOI to the
GAB (see Annex 5). The GAB then decides whether the declaration contains
any conflicts that should result in the exclusion of a proposed Panel member.

v' At the first Panel meeting, and at all subsequent meetings, each Panel member
should verbally report any potential COI. All Panel members and any individ-
uals who have direct input into the guideline (e.g. consultants) should update
their DOI form before each Panel meeting. Any changes to a Panel member’s
DOI should be recorded in the minutes of the meeting. The Panel Chair is
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responsible for ensuring this is done. If a member has a (new) COI, several
possibilities exist. First, the member may be invited to participate, but only if
their conflict is publicly disclosed. Second, the member may be asked not to
participate in a particular portion of the meeting, discussion, or work that is di-
rectly related to their conflict. Or, third, the member may be asked to withdraw
from the Panel entirely.

v' Additionally, Secretariat members (including the head of the Secretariat and
the nominated Guideline Unit member) are each required to complete and sub-
mit a DOI. The same rules about any DOI or COI apply to them as to the Panel
members.

The main categories of interest that are subject to declaration are:

- financial interests in pharmaceutical and medical companies (ownership,
shares);

- work carried out for pharmaceutical or device companies (permanent or tem-
porary work, consultancy/expertise provided);

- other relationships with pharmaceutical or device companies (scholarships, re-
search grants, sponsorship);

- relationships with other businesses related to the guideline topic (e.g. IT com-
panies);

- personal non-financial interests (that is, having taken a position on the health
question(s) of the guidelines that could impede objective assessment of the
evidence).

The DOI will be updated if any new interests emerge, on an ongoing basis during
the guideline development process. Any COI must be reflected in the guideline
development documentation, with an explanation of what each conflict constitut-
ed and how it was managed.

In addition, Panel members and others involved in the guideline development
process should commit to keeping all information confidential unless permission
has been obtained from the GAB or the information disclosed is in the public
domain.
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6. Topic proposals and preparation of the scope

A guideline topic specifies the disease or condition that will be covered by the
guideline, as well as the target population and setting in which care will be de-
livered. The topics to be drafted for the guidelines are decided by the GAB from
among the topic proposals submitted within the timeline set by the GAB and the
EHIF, and based on the criteria outlined for them (see annexes 6-9). The GAB
evaluates the proposals submitted and selects the priority topics.

The scope of the guideline defines the topics for guideline development, spec-
ifying the content of the health problem to be addressed and the level of care
required. This informs the formulation of the clinical and, where appropriate,
health organization-related issues, the solutions to which are intended to be found
in the guideline in the form of recommendations. The distinction is made between
the initial scope (topic proposal) and the final scope (confirmed by the GAB), as
detailed in the sections of this handbook that follow.

6.1 Proposing a topic for the guideline

Proposals for developing guidelines can be submitted by various actors. The
GAB can declare nationally important topics for guideline development, for
which topic proposals can then be presented. They can also be submitted by spe-
cialist associations; professional associations of health-care workers; health-care
providers; and educational facilities and other interested parties, including the
EHIF, departments of the University of Tartu and other educational institutions
working in the field of medical sciences, along with various national authorities
(such as the National Institute for Health Development, the Ministry of Social
Affairs, and the Health Board). Owing to a significant COI, proposals made by
companies that manufacture or represent medicinal products or medical devices
are not accepted.

The topic is proposed, together with an initial description of the scope, and sub-
mitted to the GAB using the relevant forms (see annexes 6 and 7). The topic
proposal is to be submitted no later than 1 October each year, with a decision
about the accepted proposals anticipated in December. For updates, the deadline
for submission is 1 May, and the GAB will decide in the meeting following the
submission deadline.

Prior to submitting a topic proposal, appropriate professional associations and the
Guideline Unit member should be involved at the earliest possible stage in order
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to ensure a coherent understanding of the need for the guideline and readiness for
cooperation at a later stage. The submitted document must contain statistical data
justifying the choice of topic, which requires the initiator to actively engage with
applicable parties (including the Guideline Unit) for input and methodological
guidance on developing the topic proposal.

The topic proposal for a guideline (the initial scope) identifies the following aspects:

- arationale — that is, an explanation to justify why an Estonian guideline is
needed, including links to existing relevant guidelines;

- the burden of (the relevant) disease in Estonia;

- the differences in treatment practices and/or health outcomes and/or costs;

- the expected impact on patient health indicators and/or the use of resources;

- patients/target group(s) (e.g. specific age groups or people with a specific ill-
ness);

- the level of medical care (primary, specialist or allied health medical care) and
the primary users of the guideline;

- clinical issues or problems that need to be addressed in practice;

- professional associations involved in the guideline development process;

- topics not addressed in the guideline;

- contact details of those involved in the topic proposal.

6.2 Selecting topics for guideline development

The members of the GAB evaluate the topics based on the information provided
in the initial scope, according to their relevance and the expected benefits. In ad-
dition, the potential impact of the implementation of the guideline on resource use
and health-care management is taken into account. A topic describes the general
area of the guideline (e.g. HIV treatment in children), while the scope describes
the guideline questions that will be asked within the topic (e.g. 10 PICO-type
(“should”) questions about different interventions for HIV treatment in children);
the systematic reviews address the PICO questions (e.g. “what is the impact of
HIV treatment xx compared to no HIV treatment xx/HIV treatment Xy on the
following outcomes?”’) and the recommendations provide the answers to the
“should” (PICO) questions.

The needs of interested parties should also be taken into account, along with
existing evidence-based guidelines that can be adapted or used to prepare a new
guideline. The criteria detailed in the handbook subsections that follow should
guide the evaluation (see also the examples given in Annex 8).
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6.2.1 The problem statement and the purpose of the guideline

Considerations must include the link between the topic and national health-care
priorities, and/or the relevance of the guideline.

6.2.1.1 Burden of disease in Estonia

- Itis important to consider the size of the patient/target group(s) affected by the
disease or condition in Estonia (morbidity, prevalence, mortality, etc.).

- The impact of the disease or condition on the Estonian health and social care
system should also be taken into account.

6.2.1.2 Differences in practice and/or health outcomes and/or costs

- Significant differences exist in practices and between/within patient groups
(including subgroups); by health-care providers and/or different levels of care
(e.g. primary care versus specialist medical care); in different regions of Es-
tonia; or by different cost categories (medicinal products, inpatient treatment,
etc.).

- Differences also exist between Estonian and international practices.

6.2.1.3 Expected impacts on patient health indicators and/or use of resources

Anticipated impacts include:

- modernizing current practices;

- introduction of new interventions (including diagnostic and other tests and
health-care services);

- availability of new evidence-based practices, possibly altering current practices;

- more efficient use of resources.

6.2.2 Evaluation by the GAB

The GAB is not obliged to choose topics from among those that are proposed,
particularly if they are not suitable for the development of the guideline; for ex-
ample, where there is no need for such a guideline (on that particular topic) in Es-
tonia, or if the new guideline would not lead to changes in practice. It is important
to note that issues around the feasibility of creating a guideline may dictate the
choice. For example, if a highly credible guideline exists that can be adapted or
adopted, then this may present a reason for choosing that guideline. Ideally, those
that propose topics should provide information as to whether such guidelines al-
ready exist (see subsection 8.1.1 on adolopment).
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The GAB documents the reasons for choosing or dismissing each topic and will
respond to the topic initiator with a decision, including possible suggestions for
improvement. Topics that are not selected may be resubmitted for consideration
(according to the timeline set out in the response by the GAB), provided the pro-
posal is updated and amended as needed, based on the feedback received.

If a topic is chosen, the GAB discusses the composition of the Panel and the
Secretariat and selects the possible Chair(s) once they have been nominated. Im-
portant stakeholders are kept informed about the choice of the topic through an-
nouncements on the guidelines website.

6.3 The scope of a guideline

The scope of a guideline determines the boundaries required to prepare it, spec-
ifies the content of the health problem to be addressed (e.g. treatment of hy-
pertension, or care of a bariatric patient) and the level of care involved (e.g.
family medicine, specialist care), and formulates the issues to be addressed by
the guideline.

The distinction is made between the initial scope (topic proposal) and the final
scope (confirmed by the GAB). The initial scope is prepared by the topic initiator
and the final scope is developed by the Panel, together with the Secretariat and
Guideline Unit.

Based on the topic proposal, the Panel, together with the Secretariat, finalizes the

scope, which:

- provides an overview of what the guideline contains (e.g. pain relief in the case of
lung cancer) and what it does not (e.g. chemotherapy to treat lung cancer), as well
as defining the population groups that are included and those that are excluded;

- formulates the title of the guideline and identifies the key questions (clinical
and health-care organization-related questions) in PICO format (see section
6.4 on formulating questions);

- sets clear boundaries for the guideline development process so that the work fo-
cuses on agreed outcomes, and chooses and evaluates outcomes for this purpose;

- ensures that the guideline is of a reasonable size and is prepared within the
prescribed time frame;

- helps to establish whether guidelines exist on the same topic in Estonia or if
there is any other up-to-date, relevant evidence.
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The form used for defining the scope is shown in Annex 7 (and also provided on
the website).®

A guideline should address 10—-15 questions. Panels should consider publica-
tion and dissemination plans early in the process, as this may help to refine the
areas covered. For example, they may plan to publish a guideline in a peer-re-
viewed journal focusing on diagnosis of a disease before therapy, and this
requires discussion early in the process of defining the scope of a guideline.
However, rapid dissemination of the work creates satisfaction among those
organizing and creating the guidelines (/4,15). In addition, those demanding
answers and those backing/funding the guideline are usually interested in rap-
id responses.

Thus, when the Panel has created recommendations during the guideline de-
velopment process and when they have been approved by the GAB, they could
be made available in small informative recommendation units (SIRUs). SIRUs
cover a topic without causing confusion or significant gaps, and can stand alone
without the full guideline being completed (e.g. a section on diagnosis can be
completed before therapy-related questions are discussed and agreed). Confusion
and gaps from publishing recommendations can arise if individual recommen-
dations remain uninformative, because they depend on other recommendations,
or do not provide key information that is relevant to address a topic (14,15).
For example, recommendations in a SIRU about screening among women for
breast cancer may be ready for dissemination before the Panel completes other
recommendations on the topic of breast cancer diagnosis (7/5). The number of
recommendations in a SIRU is typically 1-4. Understanding and rapidly dissem-
inating SIRUs on the guidelines website avoids the long delays that can occur
while guideline groups wait for the approval of an entire guideline document
(including all recommendations). This approach allows for rapid feedback by
patients, health professionals and policy-makers. It also supports maintaining
SIRUs in a live or updated format, where required. These recommendations can
be published on the website sooner after approval than full documents. They will
require the same approval processes, but the review will take less time because
the amount of information is reduced. While preparing the scope it is useful to
think of these SIRUs as existing in addition to the publication and dissemination
plans for the whole guidance document.

8 Ravijuhend [website]. Tallinn: Estonian Health Insurance Fund (https://www.ravijuhend.ee/).
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6.4 Formulating questions for the scope

The scope of the guideline consists of health questions (following the PICO for-
mat) to be answered by the guideline. The questions, with outcomes, determine
which data should be included and excluded, and what kind of information is to
be searched for and evaluated. The questions will later form the basis for devel-
oping the guideline recommendations.

It is therefore important that the questions are clear and well-defined, and that
there is agreement about them among Panel members. The part of GRADEpro
(9—11) that addresses the scope can be used to define it and to brainstorm ques-
tions.

The choice of questions to be addressed in a guideline should be based on clini-
cal and policy needs, and on the information provided by experts. Contributions
of the target group, patients and/or patient associations may also be helpful. In
general, issues should focus on areas that have created controversy or where pol-
icies or practices need to be changed. To facilitate this work, information and
questions should be initially classified into three main groups, as described in the
subsections that follow. However, questions may and should be informed by what
information is available from existing credible systematic reviews and guideline
recommendations (see subsection 8.1.1 on adolopment) in order to create effi-
ciency in the Estonian guideline process. Chapter 8 of this handbook returns to
this, while the following subsections focus on what is known about formulating
guideline questions.

6.4.1 Definition and background questions

Background information helps to describe the context of the problem and pro-
vides information about the factors that will formulate the PICO question. The
following example questions help to establish background information.

- What are the risk factors for HIV infection?

- What are the anatomical causes of low back pain?

- What is the epidemiology and what are the types of atrial fibrillation?

- What terminology is used in management of alcohol use disorder?

- Define what constitutes alcohol use disorder (Diagnostic and Statistical Manual
of Mental Disorders (DSM)-5; International Classification of Diseases (ICD)-
11), along with its prevalence and treatment options.
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6.4.2 Foreground questions

As described earlier, the guideline questions are PICO-format “should” questions
about different interventions (including tests and complex interventions) for a
specific population. Systematic reviews address the PICO questions in terms of
health outcomes (76). Table 6.1 provides a structure and example for the ques-
tions, including those that are formulated to inform other EtD criteria. Table 6.2
describes considerations for formulating PICO questions. A recommendation
provides the answers to the “should” questions. These answers are a result of
evaluating research evidence on the EtD criteria. It is noteworthy that for any of
the research evidence sections of the EtD criteria, systematic reviews are the ideal
form of knowledge synthesis to inform the guideline question and recommenda-
tion. Examples include those listed here.

- Guideline question: should all patients with a suspected sleep-related breathing
disorder complete the sleep-related breathing disorder questionnaire in order to
be diagnosed (or not)?

- Guideline question: should all patients suspected to have alcohol use disorder
be screened (or not) in order to enable planning of interventions for alcohol
misuse?

- Guideline question: should pre-exposure prophylaxis be used (or not) to pre-
vent HIV infection among all HIV-negative people belonging to the risk group?

- Guideline question: should a national hypertension screening and treatment
programme be used/implemented in Estonia for the whole population?

- PICO question for systematic review or HTA: in the Estonian general popula-
tion, what is the effect of implementing a national hypertension screening and
treatment programme compared to not implementing an organized approach
on mortality, stroke, and myocardial infarction?

- PICO question for systematic review or HTA: what is the impact of the intro-
duction of a perioperative safety checklist (as compared to not using such a
checklist) on the incidence of complications, the length of hospital stay, mis-
takes made by staff, and cost?

- PICO question for systematic review or HTA: what is the impact on health
outcomes of echocardiography in patients with atrial fibrillation?

- PICO question for systematic review or HTA: what is the effect on patients
with venous thrombosis of home treatment versus hospitalization, in terms of
mortality, pulmonary embolism, reoccurrence, burden, and pain?

- PICO question for systematic review or HTA: in patients with sepsis or septic
shock and increased serum lactate concentration, what is the impact of treat-
ment to normalize serum lactate levels on mortality?

- Foreground question for systematic review: what is the acceptability and fea-
sibility of introducing a perioperative safety checklist in Estonia?
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Table 6.1. Description and examples of the PICO method

Patient/
target group
(Population)

Which patients/
target groups
(including
subgroups) are
involved?

In adult patients
(> 18 years) and
elderly patients
(> 75 years) with
hypertension ...

In a patient with
bed sores ...

In a patient with
sepsis/septic
shock...

In all patients
with suspected
pulmonary
tuberculosis
(TB)...

For all patients
with anxiety
disorders,

for which the
medicinal product
(monotherapy)
prescribed as the
first choice is not
efficient. ..

Intervention(s)

Specific
intervention(s)

... does reducing
the amount of salt
intake

... does using an
antiseptic or saline
solution

... does starting
antimicrobial
therapy within
1 hour of
recognizing the
disease

... do Mantoux
and/or interferon
gamma release
assay (IGRA)
testing

... does increasing
the dose

Source: authors’ own compilation.

Comparative
intervention(s)
(Comparator)

Compared

to another
intervention or
non-intervention
or normal
practice

... compared to
the unlimited salt
intake

... compared to
using pure water
to clean the bed
sores

... compared with
later

... compared

to radiological
examination and
biological material
testing

... compared to
using the next
medicine from
the same/different
drug group

Expected
outcomes
(Outcome)

9

The benefits and
harms to the
patient s health
as a result of the
intervention and/
or other potential
effects

... lower blood
pressure and
reduce mortality
within two years?

... affect the
healing of
the sore/skin
irritation?

... reduce
mortality?

... provide
accurate results?

... achieve better
health outcomes?
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Table 6.2. Explanations to identify elements or items in the PICO framework

Domain Subdomain Item(s)
Discase and Primary condition of interest
Population L Secondary conditions of interest
co-morbidities J
(co-morbidities)
Non-modifiable | Age
person or Gender
population Genetics
characteristics | Ethnicity
Modifiable
person or Anthropometric (weight)
population Type of community or organization
characteristics
. Urban or rural
Environmental . .
and geographic Equsure to toxins (may be a population-
S defining factor that can be removed through
characteristics . .
an intervention)
Health-care system and provision
Setting (tertiary/secondary/primary care)
Regulatory environment
gﬁfgrv:;uﬁte Drugs/medication
Y Sep Behaviour
planned from .
Type of Policy change
naturally . . .
oceurrin intervention (Removal of toxins)
intervengon Unintended effects of law-making

or exposure)

Components of
the intervention

Naturally
occurring
intervention

(Components of the intervention)

What are the components?

Who is administering or implementing the
intervention?

What is the intensity and duration of the
intervention?

Type of exposure
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No active Drugs: placebo

Comparator . Usual care
comparison . .
Current policy continues to be used
Active . .
. Same as intervention
comparison

Health outcomes
(beneficial and
Qutcome(s) | unbeneficial,

How is the outcome measured (valid)?
When is the outcome measured?
Is it a people- or patient-important outcome,

including
or a surrogate outcome?
burden)
Economic
outcomes Resource units consumed

(resource use)

System Outcomes that measure impact on the health
outcomes system

Source: considerations of the PICO elements, based on the work of Schiinemann et al. (2013) (17).

6.4.3 Issues with health-care organization

Organizational questions are commonly addressed in guidelines and lend them-
selves to systematic reviews. The interventions are often complex; that is, con-
sisting of multiple separate interventions that require joint consideration and may
or may not depend on other components of the intervention. Examples include
those listed here.

- Guideline question: should a multi-professional pain management team be es-
tablished in a health-care institution to improve perioperative acute pain man-
agement?

- PICO question for systematic review or HTA: in acute-care hospitals, what
is the impact of establishing a multi-professional pain management team on
patient outcomes and on satisfaction of patients and staff?

- Guideline question: should a paediatrician, in addition to a family practitioner,
be involved in management of all health problems in children?

Health-care questions address health outcomes but, in thinking about the scope,
those proposing the guideline should also consider which of the other desirable
and undesirable consequences in the EtD are relevant to the question.
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6.4.4 Selecting and rating outcomes for health-care questions

When formulating questions to address health issues, the key outcomes that need
to be considered should be identified. Typically, up to seven outcomes can be as-
signed to one question, but instead of being the result of the evidence, they must
pertain to the relevant clinical or public health practice(s) for the patient, focusing
on what is critical for decision-making and for creating recommendations. The
outcomes should help to assess and measure the impact of comparative interven-
tions used in the questions and they will also be used in examining and synthesiz-
ing the evidence. The more outcomes, the more literature will be used as a basis
for the evidence. It is therefore important to focus on the outcomes that are sig-
nificant to the patient, rather than choosing without critical judgement those that
are easy to measure or often reported, unless they really are relevant. As such, it
can be useful to have an early hearing of the important stakeholders (i.e. patients)
regarding critical outcomes. Training material on the selection of outcomes is
available on the McMaster University website (/8). Outcome selection and rating
involves three basic steps and should be carried out in GRADEpro (see Fig. 6.1).

Fig. 6.1. Identifying health-care questions and outcomes

GRADEpro[GDT] Hojes W Guideline on VTE in Thoracic Surgery Hep 30 @

Initial draft Brainstorming Completed Rating Final list Approved Finished

Please create list of outcomes that you think should be taken into account. Outcomes can be assigned either to a single question or to a group of questions. It is advised to group
questions which have the same outcomes. You can group questions by dragging and dropping them. The list of outcomes will be then sent to Team members, 5o that they can append
their proposals

& Team

Should parenteral anticoagulant (UFH, LMWH) vs. no be used for in patients undergoing esophagectomy?

<> scope [ H

General
Drag outcome here to add it to group

Questions.

Outcomes

® Should parenteral anticoagulant (UFH, LMWH) vs. no thromboprophylaxis be used for patients undergoing pneumonectomy or advanced resections?
7 References y

Drag outcome here to add it to group.

A Prognosis

5 Should LMWH vs. UFH be used for thromboprophylaxis i patients undergoing patients undergoing pneumonectomy or advanced resections?
ulti comparisons.

Drag outcome here to add it to group
[ Panelvoice

B Document sections

Drag questions here to create a new group

Source: GRADEpro GDT (2015) (9).

B o
<}* Dissemination

Identifying and selecting outcomes for health questions involves three broad
steps, as detailed here.

- Step 1 is to create an initial, comprehensive list of possibly relevant outcomes
for each question, including both desirable health effects (such as reduced al-
cohol consumption, reduced viral load in people living with HIV, etc.) and
undesirable ones (such as diagnostic delay, disease recurrence, complications,
etc.) from the interventions that will be considered in the recommendations.

- Step 2 involves each member of the Panel evaluating the outcomes one by one
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on a scale of 1-9, considering its importance to the patient (Fig. 6.2). The higher
the value, the more critical the outcome. Rating an outcome in the range of 7-9
indicates that this outcome is very important or even critical for the patient and
therefore also for making a decision to either recommend or not to recommend
this intervention or diagnostic test. The range 4—6 indicates a significant indicator,
and 1-3 is considered to be minor/negligible from the patient’s point of view. The
same rating can be used several times (that is, the same number for more than one
outcome). Given that people in different situations and from different backgrounds
(patient, doctor, scientist, health official, etc.) can have very different opinions on
the importance of the outcomes, the opinion of all the guideline developers matters.

Fig. 6.2. Scale for the evaluation of outcomes

Scale:

! 23 e s el
* t*

Of little The most
importance important

Of no or little importance for Important, but not critical Critical for

decision-making for decision-making decision-making

(not included in the table of (included in the table of (included in the table of
evidence) evidence) evidence)

Source: GRADE handbook (2013) (11).

- Step 3 requires ratings to be tabulated by calculating the average score for each
outcome. The results are submitted to the Panel, which decides which out-
comes will be taken into consideration when assessing evidence and making
recommendations. Generally, only important and critical outcomes are taken
into account. GRADEpro can be used to facilitate direct identification, selec-
tion and rating of the importance of outcomes (see Fig. 6.1).

- Ifnecessary, the final rating of outcomes can be reviewed and confirmed at this
stage (e.g. at a Panel meeting).

6.5 Confirming and amending the scope

The final scope, approved by the Panel, together with the rated outcomes, are
presented to the GAB for approval by the Chair of the Panel.

If it becomes evident during the guideline development process that the available
evidence does not enable some of the questions to be answered as expected, or if
the (unforeseen) need emerges to add topics, for the sake of completeness, it may
be necessary to reword the question(s) or create (a) new question(s). This should be
done alongside the submission of the interim report to the GAB (see Chapter 13).
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7. Meetings and process considerations

The majority of the work involved in developing guidelines is carried out by
the Guideline Secretariat, which searches for and synthesizes the evidence, and
prepares preliminary answers to health questions along with guidance for for-
mulating recommendations. The main task of the Guideline Panel is to assess
the applicability of the collected evidence and its relevance to the situation in
Estonia. On the basis of the evidence, the Panel formulates recommendations and
determines their strength.

The Guideline Unit through the Secretariat supports the work of the Panel, ar-
ranges meetings, and provides methodological advice and support in the search
for and synthesis of evidence-based scientific literature, the formulation of rec-
ommendations, and the writing of the guidelines. The Guideline Unit works with
specific Panel members to progress the work on each EtD. The Guideline Unit
should identify the requisite Panel members along with the Chair and the Secre-
tariat.

7.1 Panel meetings

In order to ensure adequate cooperation in the development of the guidelines, the
Panel will typically need to convene several times. Meetings may be conducted
both in person and through electronic communication.

The purpose of the first meeting is to develop the questions, aiming to finalize the
scope of the guideline. Once the GAB has approved the scope, the Panel reviews
the evidence on the basis of the EtD frameworks prepared by the Secretariat and
Guideline Unit for each recommendation. Recommendations are completed when
the conclusion section of the EtD — which includes the implementation plan and
indicators — is approved. The information in the EtD is presented to the Panel by
the identified responsible Panel member or Guideline Unit member. This creates
team spirit and a sense of ownership, and ensures topic relevance.

In addition, the meeting should be planned in detail and include:

- any DOI (at every meeting in case interests have changed);

- what the ground rules are for reaching a decision (at the first meeting and, if
necessary, thereafter);

- what is expected from the meeting participants (at the first meeting and, if
necessary, thereafter);

- what needs to be achieved during the meeting;

- what is to be done between meetings;

- what further activities are to be carried out by the Panel and the Secretariat.
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The Panel meetings should be managed actively and in a constructive way, as-
sisted by the instructions developed for the Chair of the Panel (see Annex 2). The
meetings should not be used to question the methodology or the process (that can
be done during an evaluation of the process). Indeed, it is assumed that with their
consent to participate in the Panel, the members of the Panel undertake to comply
with the principles and process specified in this handbook.

A Panel meeting has a quorum, if three quarters of the members are present. The
tasks of a Panel member are not transferable and, if it becomes evident that such a
member cannot participate permanently, a new Panel member should be appoint-
ed, if necessary.

The Chair should strive to make Panel decisions based on formal consensus. If no
formal consensus can be reached, voting may take place (ideally anonymously,
either in writing or using online voting tools). When the purpose of the meeting
is to formulate recommendations, material must be prepared for the Panel at least
1-2 weeks before the meeting, including: a summary of the evidence detailed in
the EtD tables (see Annex 4); and the draft recommendations.

If the recommendations have been discussed at the meeting and cannot be con-
firmed due to lack of quorum, the recommendations may be submitted for elec-
tronic voting, whereby all members of the Panel are asked to provide their judge-
ments and opinions. If the Panel has reached final agreement on a recommenda-
tion, then the recommendation will not be re-opened for discussion at a later date,
unless there is new and significant evidence that needs to be considered, or other
obvious flaws are detected.

Panel meetings should be recorded and include information such as the list of
participants, agenda, activities, decisions, follow-up activities and any changes to
any DOI of the Panel members. The completed and agreed upon EtD frameworks
and judgements therein should be sent to all participants and are published on the
website through a link from GRADEpro.

7.2 Secretariat meetings

The members of the Secretariat participate in the meetings of the Panel and sub-
mit the necessary materials to the Panel. As already mentioned, each Panel mem-
ber has one or more specific questions assigned to them on which they work with
the Secretariat. The Secretariat meetings can be conducted electronically, includ-
ing by video conference (for example, via Skype), to save resources and time.

43



The collected evidence is discussed at the Secretariat meetings and the activities
to be carried out are agreed during the periods between meetings. Such activities
include:

determining the availability of evidence on appropriate health questions from
the selected credible guidelines, and developing and documenting a search
strategy (and its results) for finding additional research evidence (e.g. system-
atic reviews or original studies) on questions that are not covered by the guide-
lines;

reviewing and evaluating existing guidelines found, using the AGREE II tool
(5), and selecting reliable guidelines for possible adolopment (19).

agreeing on which criteria of an EtD are critical for the guideline and preparing
the EtD frameworks;

drawing up a strategy for gathering (additional) evidence;

producing a draft recommendation;

obtaining or discussing feedback from the Chair of the Panel on summaries of
the evidence and on the draft recommendation.
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8. Evidence retrieval for guideline development

8.1 General considerations for prioritizing guideline development
in Estonia

Guideline development in Estonia should be efficient, trustworthy and contex-
tualized (2). To make the process efficient, existing guidelines and systematic
reviews should be used as much as possible. A well-established process (20) is
called adolopment, for the adoption, adaptation and de novo creation of guide-
line recommendations (19,21,22). A summary of all relevant research evidence is
essential when developing a recommendation and, ideally, the summary should
be based on systematic review(s). In contrast to narrative reviews, systematic
reviews address a specific question and apply a rigorous scientific approach to
the selection, appraisal, and synthesis of relevant studies. Systematic reviews,
if conducted properly, reduce the risk of selective citation (the “my favourite
study” approach) and improve the reliability and accuracy of decisions. Fig. 8.1
describes the general process of developing guidelines based on existing sources
(19). Developing guidelines entirely de novo (that is, not basing them on existing
guidelines) will be more resource- and time-consuming, but may be necessary for
very specific topics.

8.1.1 Approach for efficient guideline development in Estonia

Translation of an existing guideline, however, is rarely sufficient (2). In order to
ensure that the local context has been taken into account in developing the recom-
mendations, the adolopment process should to be followed. One or more existing
guidelines can be used as a basis for developing Estonian guidelines. These can
be used as a model for formulating health questions, and where original/initial
references to published evidence can be found. The Guideline Unit should estab-
lish contact with the original guideline developers; many are willing to share, or
the information is already available publicly. For some organizations, asking for
permission to use material (including paying fees) will be required, depending on
the indicated copyright on the source material.

There are two primary objectives for adoption and adaptation of existing guide-

lines:

1. ensuring optimal and economical use of the existing human resources; and

2. making the guideline more user-friendly for the target audience, by assessing
the factors characterizing local circumstances.

45



Fig. 8.1. The selection and process of using existing guidelines from other

organizations

Selection of guideline topic and scope

Prioritization of question

Final identification of appropriate source
guideline or systematic reviews

Matching of source guideline recommendations
or systematic reviews to each prioritized
question

May be based on existing
guideline that is deemed
appropriate for Estonia

Relevant

Credible and good enough
quality, e.g. high AGREE scores

Recent enough

Ideally using the GRADE
approach

Matching rec

Update systematic
reviews as needed

EtD from
source guideline?

Reassess EtD

Develop EtD
o judgements

Develop recommendation

yes “Adoloped” no
dation similar

rec

to source?

Adopted Adapted
recommendation recommendation

Source: Schiinemann et al. (2017) (19).

De novo development

New

recommendation
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Adoption means using current recommendations in their unmodified form. Ideal-
ly, this means that the existing guidelines are reviewed and the decisions that led
to their approval are agreed upon.

For the purpose of adoption, within the underlying guidelines there must be a
clear, documented path to the recommendations; from the evaluation of the re-
search to the preparation of the recommendation itself. If the path is deemed to
be reliable, the Panel must assess the relevance and timeliness of the recommen-
dations, with relevance here meaning that they are appropriate to the context of
the Estonian health-care system. In order to confirm the timeliness, if a few years
have passed since the preparation of an international guideline, it may be neces-
sary to re-examine the scientific evidence, to make sure that any new essential
material has been added.

Adaptation means that reliable guidelines have been found that meet the es-
tablished criteria, but the recommendations are not directly suitable for use in
the Estonian cultural or organizational context; they do not precisely answer the
health questions contained in the Estonian guidelines; or they need to be updated
based on newly available evidence.

Adoption and adaptation are combined into the methodology called adolopment,
developed for using adoption, adaptation and de novo creation of guidelines,
alongside and in accordance with the GRADE methodology (see Fig. 8.2).

From time to time, where guideline recommendations are required, no direct evi-
dence will be available to answer some of the health questions. In such cases the
Panel must document the reasoning and justification for compiling the recom-
mendation (in EtD format), based on indirect evidence (see Fig. 8.3). Such a rec-
ommendation may then also become the basis for a proposal for further research.

Guidelines in Estonia will therefore be established based on:

- recommendations developed from published health guidelines that were cre-
ated by independent national and international authorities (e.g. the National
Institute for Health and Clinical Excellence (NICE), WHO, and other inter-
national professional organizations that follow evidence-based approaches to
guideline development) and that meet specified criteria;

- recommendations developed from published clinical guidelines that were cre-
ated by specialty societies that are not commercially funded, and that follow
standardized criteria for guidelines (e.g. that provide evidence summaries and
adequate descriptions of the processes used to manage any COI);

- recommendations developed from existing systematic reviews.
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All guidelines that are used as sources should be assessed in terms of their qual-
ity using the AGREE 1I tool. For example, they all should include systematic
reviews. Many guideline-producing organizations rely on groups such as the
Cochrane Collaboration to identify systematic reviews that can be used in guide-
line development. Some well-resourced organizations that develop guidelines,
such as WHO and NICE, also commission reviews. In countries or organizations
with limited resources, however, it is more practical and efficient to use reviews
and recommendations from existing guidelines as the basis for local guideline
development and to only occasionally develop de novo recommendations. This is
based on the assumption that research evidence to support a particular recommen-
dation is usually global, whereas costs, values and preferences, and the equity,
acceptability and feasibility of recommendations are local considerations, and
therefore should form the basis of adaptation of international recommendations.

Systematic reviews can be assessed for quality using the latest version of the
ROBIS checklist. When adoloping recommendations, the Panel compares its
judgements to those of the original Guideline Panel and determines if any changes
to recommendations are required (see Fig. 8.4).

8.2 Retrieving and assessing existing guidelines

It is strongly recommended that the search for evidence be carried out in consul-
tation with an expert in information retrieval (e.g. a librarian, or medical research
assistant) to ensure a sound search strategy is used. As described earlier, the pro-
cess starts by conducting a systematic search for existing guidelines. The initial
search should be broad and without limitation, as guidelines can be difficult to
find through electronic databases.

The following sources, in addition to PubMed, should be searched (Annex 10):

- National Guideline Clearinghouse http://www.guideline.gov/
- the GIN database http://www.g-i-n.net/library
- the GRADE Working Group database http://dbep.gradepro.org/
- websites of specialist medical societies relevant to the topic and the scope of
the proposed guidelines.
- Websites of guideline-producing agencies can also be searched, including:
* NICE http://www.nice.org.uk
» Canadian Agency for Drugs and Technologies in Health (CADTH)
http://www.cadth.ca
» Agency for Healthcare Research and Quality (AHRQ) http://www.ahrg.gov
» database of WHO guidelines http://www.who.int/publications/guidelines/en/
* BiGG international database of GRADE guidelines
http://sites.bvsalud.org/bigg/en/biblio/.
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A sample search strategy for the initial search is provided in Annex 11. It should
include the National Library of Medicine (NLM)’s Medical Subject Headings
(MeSH) terms for the content area (defined by disease, population, setting, and
interventions specified in the scope document questions), as well as MeSH terms
for clinical practice guidelines and reviews.’

If several potentially relevant guidelines are identified through the initial search,
the Panel should advise the Secretariat on retrieval parameters. These can be lim-
ited by date of publication (e.g. only those guidelines published in the last five
years), language, or refinement of the search terms. It is useful to prioritize sourc-
es that have GRADE EtD frameworks, or substantive references to systematic
OoVerviews.

The search strategy used should be documented and should specify:

- the details of the databases (including websites) searched, and the search strat-
egy planned for each database;

- the details of each strategy, as actually performed, specifying the date on which
the search was conducted and/or updated (this description must be included in
the final guideline).

The citation list resulting from the search strategy should then be screened to ex-
clude obviously irrelevant guidelines. Potentially relevant citations should be re-
trieved as abstracts, if possible, and then further screening should be undertaken to
identify possible guideline documents. These should then be retrieved in full text.

Relevant guidelines should then be assessed for the following aspects.
1. Are the guidelines based on explicit use of evidence?
- If not, they should not be used.
- Ifthey are evidence based, are evidence summaries provided? (E.g. GRADE
summary of findings tables (SoF tables) and evidence profiles, or references
to systematic reviews.)

2. Who funded the guideline development?
- If the funding was from commercial sources, what processes were used to
manage any COI? If these are not described, the source of funding has not
been disclosed, or no measures to control any potential COI have been im-
plemented, the guidelines should be excluded. However, there may be rel-
evant systematic reviews or evidence profiles incorporated into them that
may be helpful.

9  MeSH is the NLM controlled-vocabulary thesaurus used for indexing articles for PubMed
(http://www.ncbi.nlm.nih.gov/mesh).
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A summary of the publications assessed, and reasons for the exclusion of any of
them, should be prepared by the Secretariat for review by the Panel at the first
meeting to ensure that any exclusion of publications is appropriate.

3. What is the credibility of the guideline, based on the AGREE II rating instru-
ment?

The key questions in the AGREE II instrument relevant to the quality of a guide-
line for subsequent consideration are numbered 8—11 and 22-23 (see Box 8.1).
Ideally two members of the Secretariat should assess each guideline and the in-
dividual ratings should be compared. If these six questions score a total of 12 or
less by each person rating them, the guideline is probably too poor in quality to
be useful.

This assessment process should lead to the identification of a list of guidelines
that may be used for developing local recommendations or as a source of evi-
dence. The recommendations in these guidelines should be mapped in detail to
the questions in the scope. The evidence used in each guideline as the basis for
each recommendation should also be summarized. The process involves deciding
to accept or modify whole guidelines or their specific recommendations by con-
sidering whether they are credible, up to date, acceptable and applicable, given
the cultural and organizational context. The next critical step after identifying po-
tentially matching recommendations includes completing or using GRADE EtD
frameworks for recommendations for either a matched recommendation or a new
recommendation. This often requires conducting updates of existing systematic
reviews. It may require major and minor updates, or defining a new systemat-
ic review (19,23). Depending on agreement with the information presented in
the existing guidelines or requirements for new evidence, recommendations are
adopted or adapted. If no information or recommendation is available, a new
recommendation is developed. That is, if the recommendations and the sources
of evidence are the same, the main considerations in deciding to adopt the rec-
ommendations locally will be based on factors of cost, values and preferences,
equity and feasibility.

If there are very few guidelines (just one or two) that make recommendations for
a particular question, it will probably be necessary to review the references (sys-
tematic reviews and randomized controlled trials) for these recommendations.
In addition, if the guidelines are more than 2-3 years old, it is also possible that
newer evidence may be available that might need to be considered. Pragmatic
decisions will have to be made about how to supplement the evidence in existing
guidelines with new evidence, if necessary. Advice on this should be obtained
from the content experts on the Guideline Panel. If it is necessary to search for
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additional evidence, then it may be practical to limit the search to a time period
not covered already by searches made for existing guidelines.

Box 8.1. AGREE II instrument questions 7-11 and 22-23

Q7: Systematic methods were used to search for evidence.
(7 Strongly agree ... 1 Strongly disagree)

Q8: The criteria for selecting the evidence are clearly described.
(7 Strongly agree ... 1 Strongly disagree)

QO: The strengths and limitations of the body of evidence are clearly described.
(7 Strongly agree ... 1 Strongly disagree)

Q10: The methods used for formulating the recommendations are clearly described.
(7 Strongly agree ... 1 Strongly disagree)

Q11: The health benefits, side-effects and risks have been considered in formulating
the recommendations.
(7 Strongly agree ... 1 Strongly disagree)

Q22: The views of the funding body have not influenced the content of the guideline.
(7 Strongly agree ... 1 Strongly disagree)

Q23: Competing interests of guideline development group members have been
recorded and addressed.
(7 Strongly agree ... 1 Strongly disagree)

Source: AGREE Next Steps Consortium (5); Brouwers et al. (24).

If the guideline has used GRADE profiles or SoF tables as the basis for evidence
presentation, it may be possible to update the evidence profile and then reassess
the recommendation with regard to the health benefits and harms related to an
option, adding in considerations of costs, local values and preferences, and fea-
sibility. If the recommendations in the guidelines that are used differ from each
other, it is likely that further evidence retrieval will be needed. If there are no
usable existing guidelines or recommendations for a particular question, it will be
necessary to retrieve existing systematic reviews (see subsection 8.3).

8.3 Retrieving and assessing systematic reviews and meta-analyses
8.3.1 Retrieving existing systematic reviews

8.3.1.1 Importance of systematic reviews

High-quality systematic reviews reduce the risk of selective citation and improve
the reliability and accuracy of decisions. If systematic reviews are to be used in
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guideline development, they should be assessed for how well they have been car-
ried out; that is, how credible they are.

The key features of a trustworthy systematic review are that it should describe:

- the search strategy used to identify all relevant published (and unpublished)
studies;

- the eligibility criteria for the selection of studies;

- how studies will be critically appraised for quality;

- an explicit method of synthesizing the results and, if feasible, a quantitative
synthesis of the results of studies to estimate the overall effect of an interven-
tion (meta-analysis).

8.3.1.2 Finding systematic reviews

The first step is to identify relevant systematic reviews for each of the questions,
using PubMed and related databases. The PubMed “Clinical Queries” or “Spe-
cial Queries” options permit specific searches to be set up to identify systematic
reviews of different types of studies identified with MeSH terms. This includes
searches of the Cochrane Database of Systematic Reviews (Annex 10).

As with searches for guidelines, the search strategy for systematic reviews needs
to be broad initially, and not limited by language or year. The Panel should be
asked for advice on any limits by date of publication. The search strategy used
should be documented. The initial list of citations retrieved should be screened for
relevance, and irrelevant citations excluded. The remainder should be retrieved in
abstract for further assessment, to identify a final list of reviews for potential use
in developing recommendations that should be retrieved in full.

8.3.1.3 Assessing the credibility of systematic reviews

Once the reviews are retrieved, they should be checked for:

- potential commercial sources of funding — any reviews funded by pharmaceu-
tical companies should be excluded unless there is no alternative review on the
same topic;

- relevance to the questions to be addressed in the recommendations (if the re-
view is clearly not relevant, it should be excluded);

- timeliness, as assessed by the date of the last update;

- quality, which should be assessed by using the most recent version of the
ROBIS instrument, as a critical appraisal instrument (see Annex 12). Ideally,
this should be carried out by two members of the Secretariat and results com-
pared.

Based on the ROBIS instrument assessment results, reviews may be excluded
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from further use if both people rating them agree that there were no pre-speci-
fied criteria for including studies and there are concerns about the declaration of
a COI. Otherwise, the reviews should be included. If there are several relevant
systematic reviews, the most recent one that is of high quality should be used. If
the review is of high quality, but more than two years old, updating the review
should be considered to include more recent evidence, depending on advice from
the Panel about the likely existence of new evidence that will need to be included
in the development of any recommendation.

The Secretariat then prepares SoF tables, which include:

- the recommendations from the included guidelines;

- results relevant to each question and outcome from the guidelines and system-
atic reviews, to present to the Panel.

Annex 13 provides a table template for summary tables of guideline recommen-
dations. For summary tables of results from systematic reviews for each ques-
tion and its outcomes, GRADE SoF tables and EtD frameworks should be used
(25,26) or, if all else fails, study-by-study tables, using the template in Annex 14.
The SoF tables will need to be supplemented with short narratives that describe
the nature of the evidence. An example of such a narrative is: “There are five
guidelines that provide recommendations on question 5. The evidence used for
the recommendations is derived from six systematic reviews; the most recent one
was published in 2007. It included 16 randomized controlled trials (21 567 sub-
jects) that compare treatment A with treatment B.”
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9. Evidence preparation and certainty of evidence

Assessing the evidence retrieved is a crucial step that enables the Panel to for-
mulate recommendations. The GRADE approach (9) is used by over 100 orga-
nizations, including WHO, the European Commission and NICE. The approach
is used for preparing evidence profiles and GRADE SoF tables, as well as de-
veloping recommendations and making decisions, which includes assessing the
certainty of evidence. GRADE also uses the terms “quality in the evidence” or
“confidence in the effect estimates” as alternative expressions for certainty of
evidence.

GRADE is also used for developing recommendations by using GRADE EtD
frameworks (see Annex 4). The GRADE approach allows for a structured and
transparent assessment of the quality of evidence for each outcome. For each
question, there should be relevant data (from the systematic review) for all desir-
able and undesirable health outcomes (benefits and harms) that have been rated as
important, supplemented by evidence about other criteria in the EtD. EtDs can be
used to adopt, adapt or develop de novo recommendations (see subsection 8.1.1
on adolopment).

Secretariat members can extract information from existing guidelines or system-
atic reviews of other organizations (that have been rated as acceptable with the
AGREE II instrument) to complete these sections in the EtD, or use existing EtDs
of other organizations. Information from different organizations can be used to
complete the EtDs and then summarized into one version when there are rele-
vant recommendations from different organizations. This is particularly important
when there are discrepancies in recommendations across guidelines, which need
to be resolved through use of a group process, based on the EtDs. Again, evalu-
ating existing recommendations by working through an EtD will allow adoption,
adaptation or de novo development of guidelines, making the process more effi-
cient.

The GRADE handbook (71), available at the GRADEpro website!® includes the
instructions for developing GRADE evidence profiles and for assessing the qual-
ity of evidence and developing recommendations. Alongside all other aspects
of the EtD and guideline production, it includes an adolopment module. A brief
overview of the GRADE approach is provided in the subsections that follow.

10 https://gradepro.org/
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9.1 Using GRADE

The GRADE approach has two main steps: (i) evaluation of the certainty or qual-
ity of evidence and the preparation of GRADE SoF tables, and (ii) developing
recommendations, for example by using the GRADE EtDs.

9.1.1 Evaluation of the certainty or quality of evidence

Certainty in the evidence is defined as the extent to which one can be confident
that an estimate of effect or association is correct or crosses a certainty threshold.
It is a continuum; any discrete categorization involves some degree of arbitrari-
ness. It is based on the signalling questions (followed by GRADE term and ex-
planation), listed here.

- Are the research studies well done? Consider any limitations in study design
and execution or risk of bias.

- Are the results consistent across studies? Is there any inconsistency across the
available studies when there should be none?

- How directly do the results relate to our question? Observe any indirectness
(transferability, applicability, generalizability or external validity) of the ev-
idence with respect to the populations, interventions, and settings where the
proposed intervention may be used.

- Is the effect size precise — due to random error? Is there any imprecision based
on wide or narrow confidence intervals (CI) and other considerations?

- Are these all of the studies that have been conducted? Consider publication
bias.

- Is there anything else that makes the team particularly certain, primarily when
there are observational studies of effects? Take into account large effects,
worst-case scenario predictors (even these can still result in strong conclu-
sions), and the exposure—effect relation.

Certainty of evidence is categorized as high, moderate, low or very low and the
definitions are shown in Table 9.1.

The assessment of quality of evidence is supported by GRADEpro software. The
domains for the rating process are summarized in Table 9.2.

58



Table 9.1. Categories of certainty of evidence and their definitions

Ratings Definitions

SODD The Panel is very confident that the true effect lies close to that of
High certainty  the estimate of the effect.

The Panel is moderately confident in the effect estimate: the true
effect is likely to be close to the estimate of the effect, but there is
a possibility that it is substantially different.

&0
Moderate certainty

00 The Panel’s confidence in the effect estimate is limited: the true
Low certainty | effect may be substantially different from the estimate of the effect.

000 The Panel has very little confidence in the effect estimate: the true
Very low certainty  effect is likely to be substantially different from the estimate of effect.

Source: GRADEpro GDT (2015) (9).

Table 9.2. GRADE certainty of evidence assessment domains

1. 2. 3.
Establish initial Consider lowering or raising Final level of
level of certainty level of certainty certainty rating
Study design Initial certainty \ for idering I ing \ Certainty
in an estimate or raising certainty in an estimate of
of effect effect
W Lower if A\ Higher if* ncnfss tht?se
considerations
Randomized High Risk of bias Large effect High
trials 9 certainty OO
> Dose r >
dii All i Moderate
. confounding & bias [ClClle)
Imprecision
* would reduce a
Observational Low Publication bias demonstrated effect any
studies certainty or ®®00
* would suggest a spurious
effect if no effect was
/ observed /

*Upgrading domains is usually applicable to observational studies only.
Source: GRADEpro GDT (2015) (9).
9.1.2 Preparation of a summary of findings

A summary of findings should be prepared, showing the results of the systematic
review (and studies), using both relative and absolute measures. SoF tables (see
Annex 15 and Annex 16) for GRADE evidence profiles are constructed using
rows for each outcome. There should be at least one table per question and, to
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make the table more informative and readable, beneficial outcomes should be
separated from harms/side-effects.

To complete the GRADE table, either use an existing one from another guideline
or identify the systematic review(s) that include studies reporting the relevant out-
comes. Not all studies in the reviews may report the outcome of interest and not
all outcomes of interest are measured in studies. For each outcome, data should
be presented from the subset of studies in the review that reported it, and it should
be indicated if no study reported or measured it.

The column “number of studies” should be filled in, indicating the number of
studies in the review that report the outcome. For future reference and checking,
it is suggested that these studies are listed as a footnote to the table.

The certainty of evidence assessment should be carried out for these studies using

GRADEpro. To complete the summary of findings screen:

- extract summary results for relative and absolute measures of effect or, where
continuous outcomes are reported, the summary estimate of effect (weighted
mean difference or standardized mean difference, and variance).

The following information is needed for dichotomous outcomes:

- total number of patients in each group;

- total number of people with an event;

- an estimate of the control group risk (control event rate);

- effect size (relative risks or odds ratios, absolute differences and 95% Cls).

For continuous outcomes, the following information is needed:

- total number of patients in each group;

- summary estimate of effect (weighted mean difference or standardized mean
difference) and 95% Cls.

It is advisable that one reviewer extracts data from the systematic reviews and/
or from single studies and prepares drafts of the GRADE tables with detailed
footnotes explaining the judgements that were made. This is explained in detail in
GRADEpro and in the updated chapters of the Cochrane Handbook for System-
atic Reviews of Interventions (27). Each judgement should be made explicit and
available to the reader in order to increase the transparency of the whole process.
These should be checked by at least one other member of the Secretariat. Interac-
tive versions of SoF tables can be useful for presenting information to guideline
panels or to a lay audience."

11 See, for example, a presentation of information used as the basis for a 2019 systematic review and
meta-analysis, published in The Lancet (28).
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9.1.3 GRADE EtD frameworks

The aim of EtD frameworks is to help panels use evidence in a structured and
transparent way to inform decisions in the context of health recommendations,
coverage decisions, and health system or public health recommendations and
decisions (25,26,29-31). The frameworks have a common structure that includes
formulation of the question, an assessment of the evidence, and drawing conclu-
sions, although there are some differences between frameworks for each type of
decision. They can be adapted to the context and interactive versions are availa-
ble through GRADEpro. EtD frameworks provide a systematic and transparent
approach for moving from evidence to health-care decisions. EtD frameworks
inform Panel members and users of the recommendations about the judgements
that were made and the evidence supporting those judgements, by making the ba-
sis for decisions transparent to target audiences. EtDs also facilitate dissemination
of recommendations and enable decision-makers.

9.2 Assessing cost and resource implications, equity, acceptability
and feasibility

In addition to the evidence, the costs and resource use of preventive, diagnostic,
and management strategies have to be taken into account by the Guideline Panel
as they develop guideline recommendations. Therefore, costs and resource use
are one of the criteria embedded in the EtD. The Panel must also consider the
capacity of the existing health system and the feasibility of implementing the
recommendations. This implies assessing the need for additional resources, the
need for and availability of the labour force, as well as preventive and diagnostic
interventions and administrative costs. It is important to note in the EtD whether
research evidence was sought, or if it is a judgement of the Panel based on evi-
dence provided (32).

The Panel needs to evaluate the budget impact of potential changes in current
practice standards that may result from the recommendation. Consideration of
cost implications and feasibility should be assessed when moving from evidence
to recommendations. Generally, all important resource use associated with the
recommendation for the new intervention and the comparators is assessed.

After defining the final scope of the guideline, the Panel has to decide which
health questions are most likely to require consideration of costs and resource
use in detail, including those for which a formal economic evaluation — as well as
the budget impact analysis — may be required. If the guideline deals with options
or interventions that are not yet listed in the official list of health-care services or
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reimbursed medicines financed in Estonia, consideration should be given to sub-
mitting corresponding applications in accordance with the procedure established
by legislation.

The Secretariat provides an overview of the expected budget impact of the initial
recommendations, compared to current or comparative practices. This analysis
consists of three steps:

1. identifying what type of resource use is associated with the recommendation;
2. measuring how much of this is used;

3. determining the monetary value (that is, how much it costs).

A description of resource use and costs should be prepared from the point of view
of the health-care system, describing the main resources needed to implement
the recommendations. It is important to include resource use associated with the
provision of the intervention, subsequent investigations and care, and adverse
effects. In addition to the health insurance budget, the costs of other stakeholders
should be taken into account (e.g. cost-sharing by patients, state budget impact,
and so on).

In order to respond to questions affecting resource use, it is advisable first to iden-
tify relevant existing budget impact and cost—effectiveness analyses. If a signif-
icant change in treatment practices in Estonia is implicated, it may be necessary
to carry out a focused budget impact analysis in cooperation with the EHIF, using
its databases of health-care service claims and reimbursed pharmaceuticals. After
evaluating the effectiveness of the intervention, the economic feasibility and
affordability of the recommendation should also be assessed.

9.3 Presenting the evidence to the Panel

As described earlier, the goal of the EtD framework is to help the Panel to use
the evidence in a structured and transparent way, to allow informed decisions to
be made about the guideline recommendations and their effects. The structure of
the framework includes formulating questions, assessing evidence, and drawing
conclusions leading to final recommendations.

The structure of the EtD summary can be adapted to the context, and interac-
tive versions are available in GRADEpro. Both the members of the Panel and
the users of recommendations can see from the EtD summary the evidence on
which decisions were made in the preparing the recommendation, which ensures
the decision-making process and judgements are transparent. EtD summaries
also facilitate the implementation of recommendations and evidence-based
decision-making.
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At least one week before the meeting, the Panel should receive an initial GRADE
EtD for each question, containing the GRADE evidence profile tables with a pre-
liminary assessment of the impact of the recommendation on resources, applica-
bility, values, equity, as well as feasibility and acceptability.

The members of the Panel should assess whether the EtD summary lacks any
significant aspect that is necessary for the formulation of the recommendation,
before the meeting. This should be in collaboration with the member of the Panel
assigned to the question, who will either present the information to the Panel or
support the presentation. The summaries completed by the Panel are used to for-
mulate recommendations and determine their strength.
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10. Development of recommendations

The guideline recommendations are formulated by the Guideline Panel on the ba-
sis of an EtD and the draft recommendation provided by the Guideline Secretari-
at, which prepared the question(s). It is important to note that the draft functions
as a starting point, but should not dictate the recommendation that is made.

Recommendations must enable a clear view of the user (society, health-care sys-
tem or patient) and what outcomes and criteria were considered when making
them. The recommendations should be clearly and precisely worded and describe
the action unambiguously (e.g. “use treatment A for all patients with disease B”).

For all recommendations, the direction of the recommendation (for/against), its
strength (strong/conditional), and a summary of the quality of the evidence used
to formulate it (high/moderate/low/very low) should be determined. The evidence
in the EtD summary should be used in developing recommendations. The recom-
mendation for each health question takes into account: the evidence relating to the
question and its quality; the possible harm—benefit ratio; the values and prefer-
ences of patients; the applicability of the activities related to the recommendation;
and equality of access to the service.

To explain the answer to each health question, the Secretariat prepares explanato-
ry summaries within an EtD table, explaining the background of the recommen-
dation. This includes:

- important results found in the guidelines, systematic reviews and meta-analyses;
- evidence gathered using a systematic research approach;

- criteria taken into account in addition to the evidence.

During the development of a recommendation, it may appear that in order to
respond to a single health question, more than one recommendation should be
formulated, appropriate to different situations or groups of users.

If no evidence exists in order to draw up a recommendation on a health-related
question, the Panel must document, in the EtD format, the judgements established
for the recommendation, justifying the decision made.

10.1 From evidence to recommendations

It is most effective if the Panel considers draft recommendations that have been
prepared by the Secretariat. A suggested process is as follows.

- The question should be clearly introduced.
- The evidence is reviewed and discussed by the panel, considering the balance
of evidence for benefits and harms.
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- The panel considers costs, as presented by health economists from among the
Secretariat, including resource and use costs, budget impact (as well as possi-
bly cost—effectiveness), along with values and preferences.

- The draft recommendations are presented by the Secretariat, with justification
and reference to the relevant evidence in the GRADE EtDs.

- If necessary, the first recommendation is modified.

- Final agreement on the recommendation is reached.

In the context of the EtD framework, consensus is defined as general agreement
by the non-conflicted panellists about a criterion or a recommendation. Consen-
sus is typically achieved through group discussion and compromise, which is
facilitated by the Panel co-Chair(s). Operationally, consensus is reached when no
voting member of the Panel requests changes or further discussion on a criterion
or a recommendation. For example, when a minority disagrees with a majority,
discussion often can identify modifications that allow the minority to agree with
the recommendation (which sometimes can be just a minor modification, for ex-
ample relating to dosing/administration).

With the use of EtDs, panels typically reach consensus about criteria or recom-
mendations without formal voting. Voting may cut short discussion before con-
sensus is achieved, resulting in a judgement or recommendation that has weaker
group support than a decision reached through continued discussion. However, if
necessary (in situations where no consensus is reached, members request voting,
or if discussion is too lengthy about the judgement on a criterion), voting can be
used as a method of last resort to force a decision.

10.1.1 Approach to achieving consensus

The process is guided by the Panel co-Chair(s). This can be done either online or
in person.

For judgements about EtD criteria, the Panel uses the stepwise approach outlined
here.

- The process should be carried out on a per-recommendation basis; that is, all
judgements are made for each recommendation.

- Judgements should be requested on each criterion, first suggested by one Panel
member (unless the answer is already clear: for example, often the process of
prioritization highlights whether the problem is a priority or not); or, if similar
questions have been answered for other recommendations, the Chair may sug-
gest the respective judgement or answer.

- If it becomes clear that one or a few members of the panel are too opinionated or
influential, the Chair will ask other Panel members for their initial judgement first.
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Participants should be explicitly requested to express any disagreement.

If no consensus is reached after discussion, the Panel may resort to voting.

* Simple majority rules should be implemented (e.g. about the benefits,
harms, resource use).

If any individual or a few members disagree, the Panel Chair can ask if the Panel

members wish to note this in the additional consideration column (either men-

tioning the Panel member’s name, or without assigning a name to the comment).

For agreement on the final recommendations (conclusion section), the following
process should be followed.

The Panel co-Chair(s) will ask for a suggestion by one member (or will make

a suggestion).

They will ask for any disagreement to be expressed.

Some suggestions may be made by the co-Chair(s). For example:

« if direction is clear, they may start by suggesting that the summary of judge-
ments indicates that the recommendation is in favour or against, but that the
strength needs to be determined.

If required, the Panel Chair(s) will revert to a vote and note the results of vot-

ing (in person, but using anonymous recording methods).

The focus should first be on the direction of the recommendation (decided by

simple majority), and then on its strength (an 80% majority is required for a

strong recommendation).

The five paradigmatic situations that have been defined for strong recommen-

dations, in the face of low- or very low-quality evidence, must apply to strong

recommendations in that context (see Annex 17).

10.2 Involvement of Panel members with and without COI

All members will be involved in:

preparing and reviewing research evidence;

important additional considerations during the review of the research evidence;
all stages up to the final step of making judgements and decisions on strength
and direction of the recommendation (these are only to be made by non-con-
flicted members);

meetings in person (conflicted members will be asked to remain silent and
speak only when asked);

the end of the process, at which point discussion is open to all.

Changes to the conclusions are unlikely (only if obvious errors were made that
would change them).
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Only non-conflicted members will be involved in:
- judgements on criteria;

e (when online) only these members will be invited to make judgements;
- agreement on conclusions and recommendations.

Managing this process requires good chairing (the checklist for Panel Chair(s)
should be used; and a checklist for Panel members is being prepared), including
clarifying and adhering to the rules in this handbook. However, experience shows
that this does not tend to be a problem.

10.3 Grading the strength of recommendations

The strength of the recommendation reflects the degree of confidence that the
desirable consequences of adherence to the recommendation outweigh the unde-
sirable effects. Desirable consequences can be, for example, beneficial health out-
comes, less burden, and greater savings. Undesirable consequences include, for
example, harms and increased costs. Burden here refers to the demands of adher-
ing to a recommendation that patients or caregivers (e.g. family members) may
find onerous, such as undergoing more frequent tests or opting for a treatment that
may require a longer recovery time. The GRADE approach defines two categories
of recommendation: strong and conditional (also known as weak) (see Box 10.1).
A strong recommendation is one in which the guideline development group is
confident that the desirable effects of adherence to the recommendation outweigh
the undesirable effects. This can be either in favour of or against an intervention.
A weak recommendation is one in which the Panel concludes that the desirable
consequences of adherence probably outweigh the undesirable consequences, but
the group is not confident about the trade-off.

Reasons for not being confident may include:

- absence of high- or moderate-quality evidence;

- presence of imprecise estimates of benefit or harm;

- uncertainty or variation in how different individuals value the outcomes;

- small (health) benefits;

- benefits that are not worth the costs (including the costs of implementing the
recommendation).

However, there are five paradigmatic situations that allow a strong recommenda-
tion to be given, even in the absence of high or moderate certainty of evidence
(Annex 17).

The Panel must consider all known factors and justify the reasons for its deci-
sions in detail, in order to maintain the recommendation’s credibility. A definite
recommendation is only made if the intervention or medicine meets the (capacity)
requirements of the Estonian health-care system.
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Box 10.1. Interpretation of strong and conditional recommendations
Interpretation of a strong recommendation

- For patients: most individuals in this situation would want the recommend-
ed course of action, and only a small proportion would not.

- For clinicians: most individuals should follow the recommended course of
action. Formal decision aids are not likely to be needed to help individual
patients make decisions consistent with their values and preferences.

- For policy-makers: the recommendation can be adopted as policy in most
situations. Adherence to this recommendation according to the guideline
could be used as a quality criterion or performance indicator.

- For researchers: the recommendation is supported by credible research or
other convincing judgements that mean that additional research is unlike-
ly to alter the recommendation. On occasion, a strong recommendation is
based on low or very low certainty of evidence. In such instances, further
research may provide important information that alters the recommendation.

Interpretation of a weak or conditional recommendation

- For patients: the majority of individuals in this situation would want the
suggested course of action, but many would not. Decision aids may be use-
ful in helping patients to make decisions consistent with their individual
risks, values, and preferences.

- For clinicians: different choices will be appropriate for individual patients,
and clinicians must help each patient arrive at a management decision con-
sistent with the patient’s values and preferences. Decision aids may be use-
ful in helping individuals to make decisions consistent with their individual
risks, values and preferences.

- For policy-makers: policy-making will require substantial debate and in-
volvement of various stakeholders. Performance measures about the suggested
course of action should focus on whether an appropriate decision-making
process is duly documented.

- For researchers: this recommendation is likely to be strengthened (for future
updates or adaptation) by additional research. An evaluation of the condi-
tions and criteria (and the related judgements, research evidence, and addi-
tional considerations) that determined the conditional (rather than strong)
recommendation will help to identify possible research gaps.
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The formulation of recommendations is a very important step in the preparation
of guidelines. As the users of the guidelines can only consult recommendations,
these should be concise, clear and practicable. Each recommendation — or the
wording of the recommendation, provided as a bullet-point list — must contain
only one primary activity. The recommendations should use the same style and
terminology throughout and should take into account the linguistic and cultural
context in which readers will understand them (see Table 10.1 for an example).
Formulation of recommendations should be based on the approach outlined here.

The focus should be on what to do or what to use.

Simple language should be used (in Estonian), avoiding ambiguity.

Only the information necessary for the reader should be used.

The strength of the recommendation should be included in the wording (in
parenthesis following the recommendation, together with the certainty of evi-
dence).

The words person or patient should be used instead of the words individual,
case, or subject. If possible, it is preferable to use the word person, rather than
the word patient for people with mental health problems or long-term illnesses.
In the case of people with mental health problems, the term service recipient
may also be used, instead of the word patient. The word patient should not be
used for people who do not have a disease or condition (e.g. a pregnant healthy

woman).

Table 10.1. Wording of recommendations

Wording 1 Wording 2 Wording 3
Strong Clinicians
recommendation = We recommend... We recommend. ..
should...
for
Weak . Clinicians We conditionally
recommendation  We suggest... .
might... recommend...
for
Weak . Clinicians might | We conditionally
recommendation = We suggest...not
. not... recommend...not
against
Strong . We recommend Clinicians should | We recommend
recommendation
. ...not not... ...not
against

Annex 18 gives some examples of wording in Estonian for various recommendation
scenarios.
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10.4 Good practice statements

Good practice statements represent recommendations that guideline panels feel
are important but that are not appropriate for formal ratings of quality of evi-
dence. These statements characteristically represent situations in which a large
and compelling body of indirect evidence — made up of linked evidence, includ-
ing several indirect comparisons — strongly supports the net benefit of the recom-
mended action. Linked evidence means that several separate bodies of evidence
together allow inferences regarding net benefit (e.g. evidence regarding diagnos-
tic test accuracy (DTA) and evidence regarding the effectiveness of treatment im-
plemented on the basis of that test). To issue a good practice statement, the Panel
should ensure five key criteria are met (see Box 10.2).

Box 10.2. Conditions to be met for good practice statements

A question applicable to any recommendation is:

(1) s the statement clear and actionable?

Questions particular to good practice statements include those listed here (ii—v).
(i) Is the message really necessary in regard to actual health-care practice?

(ii1) After consideration of all relevant outcomes and potential downstream
consequences, will implementing the good practice statement result in
large net positive consequences?

(iv) Is collecting and summarizing the evidence a poor use of a Guideline
Panel’s limited time and energy (e.g. opportunity cost is large)?

(v) Is there a well-documented clear and explicit rationale connecting the
indirect evidence?

The answers to all questions (ii) to (v) should be yes in order to proceed with
a good practice statement.

10.4.1 Examples of acceptable good practice statements'

- For patients with congenital adrenal hyperplasia, it is recommended to monitor
patients for signs of glucocorticoid excess (ungraded good practice statement).

12 Note that ungraded good practice statements are denoted as such, following the statement, as
these examples show.
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Health services should be made available, accessible, and acceptable to sex
workers based on the principles of avoidance of stigma, non-discrimination,
and the right to health (ungraded good practice statement).

Patients with chronic pain not related to cancer that are considering opioid
therapy should be made aware of non-opioid alternatives (good practice state-
ment).

In patients presenting with heart failure, initial assessment should be made of
the patient’s ability to perform routine/desired activities of daily living (un-
graded good practice statement).

The Panel believes that in patients presenting with heart failure, initial assess-
ment of the patient’s ability to perform routine/desired activities of daily living
represents good practice (ungraded good practice statement).

In patients presenting with heart failure, clinicians should make an initial as-
sessment of the patient’s ability to perform routine/desired activities of daily
living (ungraded good practice statement).
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11. Interim report, review, and approval of guidelines

Guidelines should be developed in accordance with the principles and metho-
dology set out in this handbook, and the evidence-based nature and clarity of the
recommendations should be guaranteed. Any methodological and substantive
issues emerging during guideline development are to be addressed by the Guideline
Unit.

11.1 Interim report

In order to monitor the compliance of the guideline development process with the
approved scope and timetable, the Panel submits an interim report on the devel-
opment of the guideline to the GAB, no later than six months after the approval
of the scope. The interim report should describe the progress on the formulation
of evidence-based recommendations and, if necessary, make reasoned proposals
for modifying or complementing clinical issues in the final scope.

If necessary, the Chair of the Panel will submit suggestions for changes in the
composition of the Panel and/or the Secretariat; for example, if an additional expert
needs to be involved.

11.2 Review

When the guideline is close to being finalized, the GAB initiates a review by
three reviewers (ideally a general practitioner, a content expert and one GAB
member). The Chair of the Panel submits the final draft (approved by the Panel)
to the Guideline Unit, who forwards it to the approved reviewers, as well as for
consultation by other relevant parties.

A Panel member reviews the received feedback and comments, together with the
Guideline Unit, and suggests any required changes to the guideline to be made by
the Secretariat. Substantive changes will have to be approved by the Panel based
on recommendation by the the Chair; justifications for any amendments should
be provided.

11.3 Approval by the GAB

In order for the GAB to approve the guideline, including its implementation plan and
other relevant material, it has to evaluate whether the guideline has been developed
according to the principles and methodology set out in this handbook, and whether
the necessary processes have been followed and documented (see Fig. 11.1).
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The focus of the evaluation and subsequent discussion in the GAB is not the con-
tent of the guideline, but the rigor of its development. In general, this evaluation
should follow the principles highlighted in the GIN-McMaster checklist, devel-
oped in collaboration with Estonia (8), as well as the AGREE 1I tool (5), and the
checklist accompanying the Essential Reporting Items for Practice Guidelines in
Healthcare (RIGHT) statement (33,34).

The key questions that would signal to the GAB the quality, clarity and consisten-
cy of a guideline include those listed here.

Did the Panel and the Secretariat report using the RIGHT (and, if an adaptation,
RIGHT ADAPT) reporting checklist(s)?

Did the recommendations appropriately describe the population, intervention
and comparator (if necessary) and include the rating of the strength and quality/
certainty of the evidence?

Is there a link between the evidence and the recommendations?

Are the reasons for the EtD judgements clear?

Did the guideline working group only make strong recommendations when
justified? (The rationale for all strong recommendations should be checked.)
Was COI appropriately managed and addressed? (The meeting minutes should
be checked.)

Are the results of the public consultation available?

How does the guideline score on the AGREE items?

Fig. 11.1. The process of review and approval

Source: authors” own compilation.
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12. Dissemination of the guideline recommendations

The reliability of guidelines is ensured by maximum transparency of the devel-
opment process. To enable this, the procedure for preparing the guideline must be
carefully documented and all documents involved should be stored electronically
in order to be publicly disclosed and used again in future.

Alltopic proposals and scopes approved by the GAB, along with the minutes of the
meetings of the GAB are publicly available on the website.!* Recommendations that
have been completed and approved by the Panel during the guideline development
process are also published (in SIRU format) on the guidelines’ website.

During the guideline development process, implementation plans are prepared for
the dissemination and use of the information contained in the guidelines by the
various target groups. The evaluation metrics for implementing the guidelines are
also provided.

Once the guideline development process reaches the final stage, all assessments,
comments, and reviews of interested parties are made publicly available, in addi-
tion to the working copy of the guideline, the summaries of the evidence gathered
by the team, the protocols of the Panel meetings, and an overview of any DOI.

Following approval of the guideline, the following items are also made available

on the website:

- recommendations (in SIRUs);

- the guideline in full (in web and printable (.PDF) versions);

- algorithm(s) illustrating the choices and recommendations given in the guide-
line (if created) (in web and printable (.PDF) versions);

- ashort version (executive summary) of the guideline if necessary (1-2 pages);

- patient recommendations and patients versions (if applicable) (in web and
printable (.PDF) versions);

- the implementation plan;

- the final scope of the guideline;

- summaries of the evidence/findings and EtD summaries;

- minutes of the Panel meetings;

- an overview of any DOI of the guideline developers, listing their names and
professions.

Depending on the guideline topic the information from the recommendations,
EtD summaries and algorithms is integrated into a clinical decision support tool,
which is developed and maintained by the EHIF.

13 Ravijuhend [website]. Tallinn: Estonian Health Insurance Fund (https://www.ravijuhend.ee/).
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12.1 Guidance material based on the guideline
12.1.1 Algorithms and other instructional materials

In order to illustrate the choices and recommendations offered in the guidelines,
it is often useful to develop algorithms describing the treatment of patients and
reflecting the movement of patients through the Estonian health-care system.

In this handbook, the term algorithm (clinical pathway) means consolidated in-
formation or a step-by-step guide, presented as a schematic diagram (e.g. as a
flowchart of the process), including activities for a specific target group of pa-
tients within a defined time period. The algorithm is based in part on substan-
tial evidence that links various health-care professionals to the process of joint
decision-making, while also reflecting the structure of the Estonian health-care
system by facilitating the division of labour to provide the patient with appropri-
ate services.

The algorithm outlines the purpose and main elements of the activities (research,
treatment, etc.), taking into account ethical practice, patient expectations, the na-
tional health-care system and the necessary sequence of activities. In addition to
the mapping of patient mobility in different treatment stages, patient-related in-
formation is documented and movement between different health-care providers
is also described.

The algorithm is developed by the Secretariat, which submits it to the Panel for
supplementation and agreement. In the near future, GRADEpro will allow these
pathways or algorithms to be developed within the tool. The algorithm is based
on the guideline recommendations, informed by scientific sources and the orga-
nization of the Estonian health-care system. If the algorithm presents different
solutions compared to the current division of labour (in terms of the sequence
of the provision of health services or the assignment of tasks) the Panel must
justify the feasibility of and approach to the evidence underpinning the proposed
changes. The algorithm is presented, together with the guidelines, for approval
by the GAB.

12.1.2 Evidence-based instruments

Modern evidence-based guidelines often recommend different standardized
quantitative and qualitative tools (scales, questionnaires) used by health-care pro-
fessionals to diagnose illnesses and monitor treatment, and to help patients them-
selves to assess changes in their state of health.
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For the successful implementation of the guideline, it may be necessary to trans-
late into Estonian and validate the evidence-based instruments (scales and re-
flective tests) used to assess the patient’s condition, its severity and/or the effec-
tiveness of treatment. Developing or translating evidence-based instruments is
considered a part of the implementation process. The relevant instruments must
be ready for use and publicly available as appendices to the guideline.

12.1.3 Guideline materials for patients and lay people

If recommendations are to be included in the guidelines that help patients to better
cope with their health condition and its management, simple language versions of
the recommendations are developed.

In addition to simple language recommendations, the Panel may decide that other
information from the guideline should be provided to patients in order to ensure
better implementation. In such cases, special information materials can be developed
for independent use by the patient. Such materials, for instance in the format of
an information leaflet will help the patient to better understand and follow certain
recommendations in the guideline.

Making guideline recommendations easily understandable to patients, as well as
providing them with helpful practical information facilitates better cooperation
between health-care professionals and patients (and their loved ones), which is
one of the key facilitators of guideline implementation, and thus also leads to
better health outcomes for patients.

Simple language recommendations are prepared by the Guideline Secretariat. When
additional information materials for patients are considered, first the Secretariat
(with information also provided by the Panel) determines which information
materials for patients on the same health topic have been previously published
in Estonia. If the previously published information is in line with the developed
guideline, the Panel decides whether creating new materials is justified. To
develop patient information material, a working group within the Panel may be
set up, and/or patients outside the Panel asked to provide feedback on the material
at different stages of its development.

Any guideline materials addressed to patients (e.g. simple language recommenda-
tions and additional information material(s)) are presented to the Panel for feed-
back and endorsement. The Panel must ensure that the content is consistent with
the guideline. Once approved by the Panel, the materials are tested on patients.
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In the interest of diversity of feedback when identifying any potential issues in the
recommendations and material(s), people with a history of the illness/condition
addressed in the guideline (or their representatives) should be included, ensuring
people of varying ages and with different social and educational backgrounds are
consulted.

Feedback from patients is structured and documented, and necessary changes
made in the recommendations and information material(s) by the Secretariat.
The improved work, together with the feedback, is presented to the Panel, which
takes a formal position on it and makes reasoned decisions in considering the
recommendations or observations received. Based on these agreements, the work
is supplemented, and a final version is submitted to the Panel for approval. Final
versions of any guideline materials (including recommendations) addressed to
patients are approved by the GAB, which receives the version approved by the
Panel, accompanied by a summary of the patient feedback, and the decisions of
the Panel. Materials for patients are then published, along with the guideline.

All materials for patients are produced in Estonian and also translated into Russian.
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13. Implementation of the guidelines

In order to successfully implement guidelines, awareness and approval of them
by health-care professionals, patients and other relevant parties must be achieved,
and the activities in this regard must be thoroughly considered and detailed in the
implementation plan. When developing a guideline, the Panel should consider
simultaneously certain actions for implementation.

13.1 Implementation plan

The implementation plan is prepared by the Guideline Secretariat and approved
by the Panel. It is added to the guideline after extensive discussion of all the re-
sponsibilities and needs (including scheduling) with the parties implementing the
guidelines. The implementation plan, along with the guideline, is submitted to the
GAB for approval (see Annex 19).

When developing an implementation plan, activities must be planned taking into
consideration time constraints and requirements, along with the availability of
the measurement and evaluation system, and the resources required for imple-
mentation. If necessary, the implementation process may be divided into several
stages (for example, to accommodate local circumstances, or for other reasons).
A specific checklist can be developed for guideline implementation planning, and
supporting literature exists to assist with the process (35).

To prepare the implementation plan, certain steps should be carried out, as listed
here.

- Aims and target groups of the implementation activities should be determined,
considering the challenges of the current practice, new recommendations and
target groups along with their characteristics/specifications.

- Possible barriers to implementation should be identified and a plan prepared
of measures for overcoming them. The criteria for success should be defined,
along with the indicators that describe them.

- The need for resources should be assessed. The resources required should be
clearly indicated in the operational plan, including funding, staffing and time
requirements.

- Notification needs must be assessed and planned. It should be considered how
vital information reaches interested parties, and the relevant spokespeople
should be identified to disseminate information about the guideline.

- Training should be identified and the necessary activities outlined, such as reg-
ular training sessions and online training.
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- Existing structures and networks should be used for implementation. If possi-
ble, the implementation of the guideline should be included in the performance
management system.

- The reference data of the indicators should be measured, ensuring that the data
collected adequately reflect the current situation and provide a starting point
for tracking further changes.

- The implementation process should be monitored by setting up a system for
regular evaluation. Feedback should be given and a report submitted to the
GAB within the agreed time frame.

- Clear roles and responsibilities should be defined for each activity.

- Milestones and a schedule should be set out for each implementation activity.

An example of an implementation plan can be found in Annex 19 and on the
guidelines website.'*

13.2 Indicators for assessing guideline implementation

In order to assess the implementation of guidelines, indicators are selected and
added to the implementation plan. The indicators may be process indicators (e.g.
frequency of prescription of specific drugs, length of hospital stay), outcomes
(e.g. re-hospitalization for a particular reason), or clinical cases (e.g. patients
with myocardial infarction). Processes or events that can be measured on the ba-
sis of health statistics or data received by the EHIF, along with audits or applied
research in cooperation with universities or health-care institutions can also be
used as indicators.

Upon the final selection of the indicators, the key stakeholders involved in the
implementation of the guidelines should be consulted. Indicators and their mea-
surement methodology are part of the implementation plan. The Panel confirms
the indicators — in particular, for the final recommendations evaluated as being
“strong” — to monitor the implementation of the health guideline and assess its
impact. From among the indicators prepared by the Guideline Secretariat, the
Panel selects those that are considered relevant in implementing the recommen-
dations. Clinical indicators are confirmed within the implementation plan by the
GAB. The EHIF compiles and monitors the results of the actual implementation
of guidelines in medical practice.

14 Ravijuhend [website]. Tallinn: Estonian Health Insurance Fund (https://www.ravijuhend.ee/).

79



14. Updating guidelines

When new knowledge, skills, and possibilities become available, the approved
guidelines should be reviewed periodically to assess the extent of the need to up-
date them. This need will arise if new evidence suggests any substantial change in
the content of the current recommendations is needed; any organizational changes
to the health-care system occur; or if assessing the implementation of the guide-
lines indicates a review of the recommendations is necessary. The process of up-
dating guidelines should start no later than four years after their initial approval.

Review of the prepared guidelines is arranged by the Guideline Unit by request-
ing — at the latest during the fourth year after a guideline’s approval — an expert
opinion from the Chair and/or the members of the Panel that prepared the existing
guideline. The expert opinion distinguishes between the guideline’s health ques-
tions that would require the evidence to be updated, and other questions that have
arisen in the meantime and which require further response.

The Guideline Unit, on the basis of expert opinions, provides the GAB annu-
ally with an overview of approved guidelines that need to be updated, together
with proposals for the content and volume of the updates. In addition, the GAB
considers the need to update the guidelines on the basis of the results of relevant
statistics, audits or applied research, or based on feedback from interested parties
(all attached to the proposal of the Guideline Unit).

Updating the guidelines may mean supplementing or modifying the scope. In
addition to changing health questions, this also includes selecting essential out-
comes, if they differ from those of the current guideline. The process of updating
guidelines is based on the same principles and methodology as preparing a new
guideline and should similarly be based on existing EtD frameworks.

In order to facilitate the updating procedure, the Guideline Unit must ensure the
archiving and availability of key documents (including evidence summaries (SoF
and EtD tables) and scientific literature used to develop the approved guidelines).
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16. Annexes

16.1 Annex 1. Definitions and explanations

Adolopment

This is a new term in the epidemiological lexicon. Adolopment allows guidelines
groups to capitalize on previous work and not have to repeat much of the arduous
basic work that currently occurs when a new guidelines group is set up. It pro-
vides a structured approach to combine the advantages of selectively combining
adoption, adaptation and de novo development of guideline recommendations,
whether updated or new. The most important basis for updating is the existence
of a trustworthy systematic review that can be then used for making judgements
by the particular Guideline Panel. The efficiency of this process has also been
greatly helped by the GRADE Evidence to Decision (EtD) frameworks that can
be completed online.

Appraisal of Guidelines for Research and Evaluation (AGREE) instrument

This is a tool developed through international cooperation that provides a frame-
work for assessing the quality of guidelines.'

Algorithm

In the context of this handbook, an algorithm is a drawing illustrating the choices
and recommendations described in the guideline.

Budget impact analysis

This enables evaluation of costs and impacts when interventions are implemented
throughout the country. In order for it to be comprehensive, such an analysis must
—in addition to assessing investments and potential savings at the level of doctors,
health-care institutions and patients — take into account how many of these differ-
ent actors are involved in the implementation of the intervention.

1 AGREE Next Steps Consortium. The AGREE II instrument. Ottawa (ON): AGREE Enterprise; 2017
(https://www.agreetrust.org/wp-content/uploads/2017/12/AGREE-II-Users-Manual-and-23-item-

Instrument-2009-Update-2017.pdf, accessed January 2018).
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Clinical guideline

A clinical guideline documents systematically developed evidence-based recom-
mendations on health-related activities. As a general rule, guidelines focus on one
disease or condition and provide guidance for health-care professionals on how to
diagnose and treat the condition, and/or recommendations for disease prevention.
The information in the guideline informs choices between different interventions
that affect health, treatment quality, and the use of health-care resources.

Clinical (or health) question

A clinical question is formulated using the PICO method. Questions (and an-
swers) are provided by health-care professionals with the aim of obtaining in-
formation about patients and their conditions, the interventions carried out (or
those that should have been), the current treatment and comparison with possible
alternatives, and the achieved (or desired) outcomes.

Cost analysis

This is an analysis of the cost of two or more interventions that focus on the com-
parison of resource use and expected results.

Evidence retrieved

This is a methodical search for systematic reviews and research (in the form of
materials from libraries or journals) relevant to a specific clinical question, result-
ing in the retrieval of a body of evidence, which is then reviewed.

Evidence to Decision (EtD) framework or table

This is a standardized approach to making recommendations that provides struc-
ture and transparency.

Formal consensus

This is a systematic method for reaching agreement in a working group (in this
case among the Panel).
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Guideline Advisory Board (GAB)

This is a body consisting of experts representing major stakeholders in the Es-
tonian health system, responsible for the development of credible guidelines in
Estonia. This includes overseeing the guideline development process, keeping the
methodology updated, solving problems that have emerged during the process
and managing any conflict of interest (COI).

Guideline Panel or guideline development group

The Guideline Panel is a body comprising external experts for a particular guide-
line with a central task to develop evidence-based recommendations according to
the methodology and processes set out in this handbook.

Guideline Unit (at the University of Tartu)

The Guideline Unit is the team supporting the GAB and the various teams (both
the Panel and the Secretariat) for the guidelines being developed. Members of the
Guideline Unit operate as guideline development methodologists — ensuring that
the guidelines are developed in accordance with the methodology and principles
agreed upon in this handbook.

Grading of Recommendations Assessment, Development and Evaluation
(GRADE) system

GRADE is a method of coherent, reasonable and transparent assessment of evi-
dence and recommendations; it is used by many international organizations.

GRADE profiles or Summary of Findings (SoF) tables

This is a tabular format for presenting synthesized information about interven-
tion effects, diagnostic test accuracy (DTA), prognosis, values and preferences,
or cost. It includes a rating of the certainty of evidence, sizes of effects in relative
and absolute terms, measures of associations, DTA estimates or estimates of val-
ues, depending on the type of question asked.

Health Technology Assessment (HTA)

HTA is the systematic evaluation of the properties and effects of a health technology,
addressing the direct and intended effects of this technology, as well as its indirect
and unintended consequences, and aimed mainly at informing decision-making
regarding health technologies (pharmacological technologies, devices, etc.).
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Implementation plan

An implementation plan outlines the dissemination, measurement and evaluation
of the benefits of the guidance being provided. The plan should include analysis
of possible barriers, success criteria and outcomes, baseline datasets, resources,
training and educational needs. Other considerations within the plan include dis-
semination of information to relevant stakeholders and users, identification of
existing mechanisms or networks, methods for monitoring implementation pro-
cesses, reporting and feedback mechanisms, and milestones within the schedule.

Intervention

An intervention should weigh up the evidence-based options for the diagnosis,
treatment and care of patients, taking into consideration disease prevention,
drugs, surgical methods, patient education strategies and other treatment-related
choices.

Outcome

The outcome is the planned changes in the state of health of the subjects or
patients that may result from the causative factor or intervention.

PICO (patient/target group — intervention — comparator — outcome) method

This helps health-care professionals to remember the four questions that are most
useful for formulating clinical/health questions and finding the right answers in
assessing patient care. For a table describing the PICO method, see Table 6.1 in
section 6.4 of this handbook.

Patients’ version

The patients’ version of a guideline is a tool designed for independent use by the
patient. It may include information about the disease/condition its costs and prog-
nosis, treatment, follow-up treatment and self-help techniques.

Peer review

Peer review is a thorough evaluation by experts in a field of scientific work,
research, or health-care organizations.?

2 Ware M. Peer review: benefits, perceptions and alternatives. PRC Summary Papers 4:4-20.
London: Publishing Research Consortium; 2008 (https:/ils.unc.edu/courses/2015 fall/
inls700_001/Readings/Ware2008-PRCPeerReview.pdf).
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Randomized controlled clinical trials

These are detailed planned studies that monitor the actual effects of treatment or
interventions on patients. Targeted methods are used to reduce possible errors (in-
cluding randomization and blind trials) and to allow comparison of interventions
and control groups.

Recommendation

This is the direction recommended by a guideline, resulting from clinical ques-
tions and based on evidence.

Risk of bias assessment

This is a systematic analysis of the design and conduct of a clinical trial, resulting
in bias (systematic error); that is, whereby the impact assessment is imprecise.
This is also referred to as clinical trial quality assessment. Further details can be
found in the Cochrane Handbook.?

Scope

The scope specifies the boundaries necessary for the development of guidelines.
It is determined by the following aspects: patient/target group; medical care level;
involved or abandoned interventions and treatments; information and support
provided to patients and health-care professionals; the outcomes to be taken into
account; and the relationship with other relevant guidelines.

Systematic review

This is an overview of scientific literature, which usually focuses on a particular
clinical/health topic and responds to a specific research question. A systematic
collection of specialized literature is carried out to identify all relevant studies.
Published studies are evaluated, and the results are summarized on the basis of
established criteria.

Topic

The topic specifies the disease or condition to be addressed by the guideline, as
well as identifying the target group and the required level of medical/health care.

3 Higgins J, Green S, editors. Cochrane handbook for systematic reviews of interventions. Version
5.1.0 [updated March 2011]. London: The Cochrane Collaboration; 2011 (http://training.
cochrane.org/handbook).
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16.2 Annex 2. Guideline Panel Chair checklist

Checklist for Guideline Panel chairs®

(https://heigrade.mcmaster.ca/guideline-development/chair-checklist)

v.3.2 20180130

Name of meeting:

Getting yourself prepared for the meeting

O

O

Familiarize yourself with:

= the organization’s process and rules for guideline development;

= the organization’s policies for declaring and managing conflict of interest
(COI);

= background material, particularly evidence tables and Evidence to Deci-
sion (EtD) tables;

= panellists, their areas of expertise and their declared COI;

= observers, technical staff and other meeting participants;

= controversial issues.

Ensure involvement of Panel members in the question (PICO) development

process.

Ensure background material (particularly evidence tables and EtD tables) is

disseminated to Panel members ahead of time for their review and input.

Getting the team prepared for the meeting

O

O

Allow for sufficient face-to-face or video/remote meeting time with the tech-
nical team (coordinating team, systematic reviewers and guideline methodol-
ogists) before the meeting.

Ensure meeting worksheets (e.g. EtD frameworks, including straw/mock
recommendations — see below) are ready for the meeting in hard copies or
online.

Identify one or two people to record the minutes of the meeting. In addition,
consider video or audio recording.

Identify one person to edit to the EtD frameworks on a live screen. Instruct
that person to refer to the Chair for final decisions or notes to record.

Agree with the systematic review or knowledge synthesis team on what spe-
cific information to present (PICO question, summary of the search and its
results, major results of the review, and evidence profile).
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O

O
O

Ask members of the technical team (particularly systematic reviewers) to ad-
dress during the meeting any clarification questions from the Panel, but not to
make any judgements or value-laden comments.

Discuss how to conduct the voting.

Assign someone to help with timekeeping if needed.

At the beginning of the meeting

OO OO0

oo

O
O

Clarify specific objectives/goals of the meeting and scope of the guidelines.
Make appropriate acknowledgments.

Introductions. As people introduce themselves, note names and seating of
panellists.

Solicit any new COI since they were last declared.

Remind panellists about COI management policy, and that you will not allow
strong advocacy, e.g.: “please state your point clearly once, and don’t keep
hammering the same point. Everyone is clever enough to understand it from
the first time, and to ask for clarification if they feel the need to”.

Remind panellists about the confidentiality of the discussions, up to the point
they are published or made public by the responsible parties, e.g. the organi-
zation.

Clarify to panellists that they are expected not to ask after the meeting for
changes in the quality of evidence or strength of recommendation agreed on
during the meeting unless errors are apparent.

Clarify ground rules (rules of process).

Stress the importance of adhering to methodology and that “this is not the time
to discuss its value”; for example, “you have accepted to be part of this game,
so you need to play by its rules and not attempt to bend the rules”.

Clarify who is a voting panellist, non-voting panellist, observer, technical ad-
viser and other participants.

Review the agenda and stress the importance of adhering to schedule.

Check if Panel members are representing organizations; in most cases, even if
selected from organizations, Panel members should use their own judgements.

Structuring the discussion

O

O

Structure the discussion around the GRADE EtD frameworks (and the criteria
that affect the final recommendation).

Repeat the PICO at the beginning of each recommendation, present the straw
recommendation, and work through the EtD criteria.

Do not refer to or show recommendations made by other groups or guideline
panels.
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O As panellists raise points that are relevant but not directly related to crite-
ria that do not directly affect the recommendation, attempt to classify them
as: conditions/key remarks to go underneath the recommendation statement;
implementation considerations; monitoring considerations; implications for
future research or other content of the EtD.

O Show the straw or mock recommendation as a starting point for discussing the
recommendation statement:
= e.g. for patients suspected of having tuberculosis (TB) who are smear neg-

ative, the WHO expert panel suggests/recommends using/not using test
. over test ... (conditional/strong recommendation ... certainty in the
evidence).

Building consensus

O When there seems to be a consensus on the direction of the recommendation
(for versus against), agree on the direction first, then attempt to achieve con-
sensus on its strength (strong versus conditional).

O When there seems to be a consensus on the strength of the recommendation
(strong versus conditional), agree on that strength by consensus.

O In trying to achieve consensus among panellists:
= check first whether there is agreement by allowing anyone on the Panel to

speak;
= if there seems to not be agreement, highlight the disagreement; clarify
what people are agreeing on and what they are disagreeing on; and check
whether those disagreeing would be willing to accept the majority’s opin-
ion (e.g. “can you live with it?”);
= if not, ask whether a modification or addition would enable them to
agree;
= if not, resort to voting; in the case of voting, keep a record and note
results.

Managing COI

O Enforce the COI management strategy.

O Stay alert to strong advocacy (e.g. aggressive argumentation, leading state-
ments, repeating the same point).

O When you detect strong advocacy, highlight it in front of the Panel and ask the
person of interest to cease strong advocacy; also consider reminding the group
about the specific COI in front of the Panel.

O Repeat the statement about confidentiality (in particular, if the meeting is lasting
more than one day).

O Avoid statements that reflect your own views on the matters being discussed;
aim to show neutrality.
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Additional points for the meeting

O

O
O
O
O

Enforce timekeeping.

Note to minute-taker important points to go in the meeting report or guideline
document; this is particularly relevant when you need to ensure transparency.
Clarify conceptual issues as needed.

Ensure everyone has the chance to participate, particularly community/patient
representatives.

Allow for time to debrief with the technical team during the meeting at regular
intervals and as needed.

At the end of the meeting

ooooo

Summarize what has been achieved.

Agree on what needs to be achieved after the meeting.

Clarify the communication plan.

Make appropriate acknowledgments.

Repeat the statement about confidentiality of discussion (describe what should
remain confidential and what can be made public in agreement with relevant
organizations).

Let the panellists know that they may be receiving a survey for feedback and
evaluation (when applicable).

After the meeting

O

O

Send a follow-up message the day after the meeting summarizing the positive
aspects of the meeting and accomplishments.
Provide summary information in writing about what is next.
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16.3 Annex 3. Guideline participant tool

Guideline Participant Orientation Tool (GPOT)* (v6)®

https://heigrade.mcmaster.ca/guideline-development/guideline-participants

1. Preparations — before you join a guideline development group meeting

1.1

1.2

1.3

1.4

1.5

1.6

1.7

1.8

Be clear on the guideline group objectives, deliverables and timeline.

Commit to attending all conference calls and in-person meetings. If you
are not able to attend, this should be explicitly mentioned to the guideline
sponsor in advance.

Be clear on what role you are taking within the guideline group and how much
time is required to fulfil this role. Understand the experience, knowledge or
training that is expected for the role you are filling. For more information
on guideline group membership see the guideline group membership section
of the GIN-McMaster Guideline Development Checklist* and the Participant
Roles document for your guideline group.

Accurately represent your content knowledge and methodological skills
to the guideline sponsor (e.g. basic statistics, clinical epidemiology,
assessing risk of bias, rating quality of evidence according to the GRADE
process).

Familiarize yourself with guideline methodology that the group will use
for moving from evidence to recommendations. Guideline sponsors may
have specific preparation materials or handbooks for training. For GRADE
methodology training, see the McMaster GRADE Online [earning
Modules. For WHO guidelines, see the WHO Handbook for Guideline
Development.

Complete the declaration/conflict of interest (DOI/COI) as requested by the
guideline sponsor in an honest, timely and transparent manner, in advance
of the meeting. For more information on DOI/COI considerations, see the
GIN-McMaster Guideline Development Checklist.

If your DOI should change at any point in the guideline development
process, provide changes in writing as soon as possible.

Understand that participation in the guideline group may be made public
as part of guideline transparency.

4

GIN: Guidelines International Network.
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1.9

1.10

1.12

2.1

2.2

23

24

Ensure you have a firm understanding of the guideline question(s)
addressed in the guideline — often in the PICO (Population, Intervention,
Comparator, Outcome) question-framing format. If you have any
concerns about the question these should be clarified prior to the
meeting. For more information on PICO question generation see the
GIN-McMaster Guideline Development Checklist.

Prepare for all meetings, including conference calls by reviewing
distributed materials (e.g. minutes from previous meetings or terms of
reference) in advance.

Review the evidence summarized in draft systematic reviews
conducted. In particular, provide feedback as early as possible if you
disagree with any evidence that has been included or omitted. For more
information on the inclusion of evidence see the GIN-McMaster Guideline
Development Checklist.

If at this stage or at any other stage of the guideline development process
you have any concerns, express these to the Chair or co/vice-Chair and/
or the guideline sponsor so that they can be appropriately addressed
according to the sponsor’s rules. Refrain from hidden criticism that can
undermine the group process.

2. Meetings — considerations during guideline group meetings

Ensure that the process, methods, and agenda are clear to you. Ask any
questions of clarification at the outset of the meeting. For more information
on the guideline group process see the GIN-McMaster Guideline
Development Checklist.

The Chair will conduct introductions at the beginning of each meeting.
If there is any doubt about the role of any guideline group participants,
you should seek clarification.

Avoid any undue interruption of the guideline development process.
Arrive on time for all meetings and conference calls. Where extenuating
circumstances arise, inform the guideline group sponsor/Chair at the
earliest opportunity. If you have any urgent business or phone calls that
need to be attended to during a meeting, please step outside to avoid
disrupting the group.

Adhere to methods that have been endorsed by the guideline sponsor,
unless otherwise advised (e.g. GRADE).
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2.5

2.6

2.7

2.8

2.9

2.10

2.11

2.12

2.13

2.14

2.15

Refer to the PICO question that is being addressed to ensure that you and
the group stay on task.

Through the course of the meeting, adhere to the contribution rules for
your specific role (e.g. if you are an observer, do not contribute unless you
are specifically requested to do so). See the Participant Role definitions
provided.

Unless specifically asked to represent an organization in the guideline
group, your contributions should be made from your perspective, not on
behalf of an organization.

Contribute your perspectives to the discussions when appropriate.
Remember that you were chosen specifically for your expertise or the
perspective you represent. If you do not contribute, your perspective will
be lost.

Speak only when the Chair calls on you—avoid interrupting other members.

When you do speak, please ensure that you speak clearly so that everyone
can hear you and stick to the point of the current topic of discussion.

When vocalizing an opinion, ensure you have the evidence and/or a clear
rationale to back up your opinion. Speak only based on the evidence
reviewed during the meeting or explicitly referenced in the guideline
process.

Contribute to the discussions in a fair and equitable manner. Be succinct
and direct with your contributions, and be respectful to others so that all
may have an opportunity to contribute.

Be attentive and mindful of meeting schedule. Assist the Chair in keeping
the discussions on time and on topic. Where the Guideline Panel Chair
has indicated that a discussion on a topic is closed, abide by this request.

When there is no agreement by consensus for a topic, a vote may be
carried out according to rules set out by the Panel Chair and/or sponsor.
Participants with a DOI deemed in conflict with the topic should abstain
from the vote according to the sponsor’s rules.

If asked to present material to the guideline group, please consider the
following presentation suggestions: prepare and submit slides or handouts
ahead of the meeting to the responsible parties; adhere to the time allotted
for the presentation; make your presentation brief and minimize the
recounting of information that has already been reviewed by guideline
Panel members; present material objectively and do not make leading
statements unduly influenced by your opinion on the evidence.
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3. Follow-up — after guideline group meetings

Maintain confidentiality as per agreed-upon procedures, including
abiding by data or content embargoes as relevant. Typically, the content
of guidelines can only be discussed after formal publication or with
explicit permission by the sponsoring organization.

3.1

Do not undermine the guideline development process by incorporating
new evidence or attempting to change the quality of evidence or the

3.2 | strength of recommendations after the guideline group meeting, without
explicit permission from the guideline sponsor organization and guideline
group members.

Review meeting minutes for discrepancies and provide feedback in a

33 timely fashion.

3.4 | If requested, conduct a thorough review of draft guideline documents.

If requested to contribute to the guideline writing process, please
consider these suggestions: focus on the specific writing task given,
meet deadlines requested, use written language and style for clear

3.5 'and effective communication to end-users (this includes avoiding
excessive use of acronyms/abbreviations). For guidance on wording and
reporting in guideline publications see the GIN-McMaster Guideline
Development Checklist.

If requested, assist the sponsoring organization with the publication,
3.6 | promotion, dissemination and evaluation of the guideline. For more
information see the GIN-McMaster Guideline Development Checklist.

* Note: This tool is designed to be comprehensive and modular. Three modules are designed to iden-
tify steps participants should consider or take in the (i) preparation phase, (ii) during guideline group
meetings and (iii) in follow-up. For specific guideline committees or at certain stages in the process,
only relevant sections should be used. The online version of this tool is designed to filter based on the
guideline contributor role.
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16.4 Annex 4. Example of an Evidence to Decision (EtD)
framework: Estonian sepsis guideline

w Sepsise ja sepilse Soki avijuhend 2017 e 40 @

W Should diinaamilisi hemodiinaamika parameetreid vs. staatilisi pa” M Bottom panel & Explanations [
Probleem @
Kas probleem on prioriteetne? H

Soovitud maju @
Kui suured on eeldatavad soovitud toimed?

Soovimatu maju @
=1 Comparisona Kui suur on eeldatav soovimatu mju?

Evidence table

Toendatuse kindlus @
Recommendations Kui kindel vdib kokkuvéttes olla sekkumise méju toendatuses?

-
Vartushinnangud @

@ Mt comparisons i e o o
Kui ebakindel voi varieeruv on see, kuivord inimesed peamisi tulemusnaitajaid vaartustavad?

Panetvoie
ent sectons Méjude tasakaal @
Kas soovitud ja soovimatu mdju vahekord soosib sekkumist vai vérdlus(tegevus)t?

i Dissemination

Vajaminevad ressursid @
Kui suur on ressursside vajadus (kulud)?

®

Vajaminevate ressursside tdendatuse kindlus &
Milline on ressursivajaduse (kulude) toendusmaterjali kindlus? H

Kulutdhusus @
Kas sekkumise kulutdhusus soosib sekkumist voi vordlust?

Vérdsed voimalused @
Kas keegi (patsientide riihm) jiks ebavérdsesse seisu? Kui suur (milline) oleks selle méju?

Vastuvdetavus &
kkumine on huvitatud osapooltel

Teostatavus @
Kas sekkumine on teostatav?

rroaLEn .
soowuowon

Soowmu oL

[

MoUDE TS

Ry ssisos B - re——
s i o = st o ot

Vorosovomusep - ek o

stes o ot ‘.‘. otasen

TYPE OF RECOMMENDATION

asutada stemtiv,

CONCLUSIONS.

Soovtus
Sepsise sh septilise Soki korral peaks vedeliktundlikkuse hindamiseks kasutama diinaamilisi
eelkoormuse parameetreid.

Source: GRADEpro GDT (2015).°

5 GRADE working group. GRADEpro GDT [website]. Hamilton (ON): McMaster University;
2015 (http://gradepro.org/, accessed 3 January 2018).
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16.5 Annex 5. Form for declaration of interest (DOI) and
confidentiality

For this DOI, you are asked to disclose economic, professional or other interests
that may in fact, or in effect, affect the proper performance of your duties related
to the preparation of the clinical guidelines; that is, there may or may not be a
conflict between obligations and private interests.

You are also asked to declare the relevant interests of those connected to you who
may, or who are thought to be, adversely affecting your decision-making, such as
close family members, employers, close associates, or other people with whom
you have significant common personal, financial or professional interests.

You are asked to give consent that any significant interests may be disclosed to the
participants in the guideline development process and presented in the minutes
of the meetings.

You are also asked to keep all information and decisions and any other aspects
related to this work confidential unless permission has been given by the GAB or
what you disclose has been publicly released.

[First and last name]

Interest to be declared Yes No

1. Work relations and counselling: have you received
remuneration from pharmaceutical and medical companies
over the past 2 years, including fees for expert advice and/or
counselling?

2. Research grant: has your institution or research unit
received support or funding from pharmaceutical and medical O O
companies over the last 2 years?

3. Public views and positions: have you been in a paid or unpaid
profession for the past 2 years, or have you worked in another
role, in which you were expected to represent or defend your
position regarding clinical guidelines?

4. Additional information: to the best of your knowledge,
does the guideline benefit people with whom you have shared
personal, financial or professional interests, or have an adverse = [ O
effect on them?

(This means your close family members and close colleagues.)

929



[If yes, list all relevant companies and organizations]

DECLARATION.

I confirm that to the best of my knowledge, the above data are correct and com-
plete. If the above information changes, I will inform the parties concerned and
complete a new DOI reflecting the changes. Such changes include all those that
occur before or during the meeting, and until the final results are published.

Date: Signature:
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16.6 Annex 6. Template for topic proposal

Topic proposal

1. The title of the guideline to be prepared

2. The need to develop a guideline
Including links to national health-care priorities and clinical guidelines

3. Patients/target group

Patients/target group(s) covered by the guideline, and excluded subgroups (age
groups).

Example 1.

People with a particular type of illness: adult patients with hypertension who
are being monitored by a family doctor. Patients who have previously been
diagnosed with cardiovascular pathology and/or diabetes are included. Elderly
patients (aged over 75 years of age) are included. Children aged under 18 years
and pregnant women are excluded.

Example 2.
Obese patients aged 18 years and over.

Example 3.

Adults with disorders affecting motor activity, movement, speech, swallowing,
bladder and/or intestinal function, cognitive function, and other disorders
caused by stroke (160-169).

Example 4.
Patients at risk of bed sores who are in care homes or nursing homes, including
bedridden patients, wheelchair users, and people with reduced mobility.

4. Burden of disease in Estonia

The number of patients/size of the target group with the disease or condition in
Estonia (morbidity, prevalence, mortality, etc.) and the impact on the Estonian
health- and social-care system.

5. Differences in treatment practices and/or health outcomes and/or costs

- Significant differences in treatment practices in different regions of Estonia
and among health-care providers and/or levels of care (e.g. primary care
versus specialist medical care) and in the treatment of patients/target groups
(including subgroups), or by different cost categories (drugs, inpatient
treatment, etc.).

- The difference in medical practice in Estonia in comparison with inter-
national practice.
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6. The expected impact on the health indicators of the patient and/or the
use of resources

Provide measurable examples, taking into account the following elements:

- modernizing current practices

- thepresence of new interventions (including diagnostic studies and services)

- the availability of new evidence-based practice, possibly altering current
practice

- more efficient use of resources.

7. The main users of the guideline
Areas or levels of health care in which the guideline is mainly applied.

general medical care O specialist medical care O emergency medicine OJ

other (specify) O

The main user:

8. Topics NOT addressed by the guideline

For example:

- screening and prevention of hypertension (covered by another clinical
guideline)

- smoking (covered by another clinical guideline)

- secondary hypertension

- prevention and reduction of overweight by conservative methods

- hypertensive crisis and first aid

9. Clinical issues or problems that need to be addressed

[See Chapter 7 of the Guideline Handbook]

What causes the problem? What happens if someone has this problem? How
often does the problem occur? The patients with which diagnoses have this
problem? How can this problem be prevented? How is this problem diagnosed
and/or treated? Which health-care measures should be taken to solve this
problem? What are the expected results of intervention?

10. Specialties consulted with the commentary of the person in charge

For example: Estonian Society of Cardiology, Estonian Nurses Union, etc.
This can also be presented as a stand-alone document. A (digitally) signed
document is preferred.

11. Contact details of the topic initiator.

Provide the name of the topic initiator and their e-mail and/or postal address.

(Digital) Signature: Date:
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16.7 Annex 7. Form for defining the scope of a guideline

Scope approved on: [date]

Guideline title

Target group of users

People/patients and
subgroups covered

Topics addressed by
the guideline

Topics NOT addressed
by the guideline

Other relevant clinical
guidelines in Estonia

Very important:

Outcomes Important:

Structure of the guideline or topics addressed:
Abbreviations:
Definitions:

Clinical questions:

1. Question

P ‘ I ‘ C ‘ o)

What problem does the question seek to solve?

2. Question

P ‘ I ‘ C \ o)

What problem does the question seek to solve?

3. Question

p ‘ I ‘ C ‘ 0

What problem does the question seek to solve?

(Digital) Signature: Date:
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16.8 Annex 8. Topic selection evaluation criteria examples
The problem statement and the purpose of the guideline

Example 1. The care of patients with stroke in the acute period must be optimal
in order to improve the patient’s prognosis and prevent the risk of recurrence of
stroke and the related costs of social assistance.

Example 2. HIV-positive patients not receiving or not adhering to treatment are
infectious, so the number of new infections is not decreasing in society. Early
diagnosis of the disease requires organizing HIV testing principles and expand-
ing HIV testing in the population. The goal is the earliest possible detection in
HIV-positive people. HIV testing has been recently extended to the primary care
level (decentralized).

Example 3. Sepsis and its more severe manifestations — severe sepsis and septic
shock — are important issues in the health-care system that require prompt action
and a massive amount of human and material resources.

Burden of disease in Estonia

Example 1. In many developed countries, stroke is second or third highest among
the causes of death, as well as a significant cause of disability. Epidemiologi-
cal studies in Estonia have shown that the first incidence of stroke is high com-
pared to other countries. The first incidence of stroke in Estonia is 230 people per
100 000 and the 30-day lethality is 26% (according to an epidemiological study
carried out in Tartu in 2001-2003). About one third of patients are aged under
65 years. Owing to population growth and ageing, the burden of stroke is rising
globally, despite a decline in morbidity and mortality.

Example 2. Over the years, a total of 9281 people have been diagnosed with HIV
in Estonia, including 455 people with AIDS. In 2015, 270 new cases of HIV in-
fection were discovered. Most of the HIV-positive people registered in 2015 were
aged 20-39 years (67.4%). In 2015, no HIV-positive neonates were registered.

The proportion of people aged over 40 years is increasing year on year. In 2008
they represented 14.5% of the total number; in 2015 they represented 30.4%.
Over the years, the gender structure of HIV infection has also changed; in recent
years the proportion of women has remained stable, accounting for about 40% of
the total number of infected people. The supposed paths/risk factors are known
in 60% of the HIV-positive cases detected in 2015: parenteral transmission (in-
jection of narcotic substances) — 46 (17.0%); heterosexual sexual activity — 75
(27.8%); homosexual sexual activity — 17 (6.3%); unspecified sexual path — 22
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(8.1%). The average indicator of new HIV cases per 100 000 inhabitants (as of
2014) in the European Union (EU) was 5.9 and in it was Estonia 20.6. The number
of HIV-positive people being monitored is 5513; of these, 37 are children. A total
of 2998 are receiving antiretroviral (ARV) treatment. The median annual cost of
medication for a single human ARV treatment regimen is €2500. In addition to
ARV treatment, HIV-positive people also need medical services (diagnostic tests,
appointments with medical specialists, and hospital care). Based on the Estonian
Health Insurance Fund (EHIF) database, in 2014, the average annual health-care
cost per patient was €333, while the cost of treatment of HIV-positive patients in
the same age group (2059 years) was €1202 per patient; 3.6 times higher than in
the general population. The treatment costs for AIDS patients was also three times
higher in comparison with a patient who had not yet developed AIDS.

Example 3. The overall global mortality rate for sepsis is estimated at 6.7%,
while the mortality rates in cases of its severe forms — severe sepsis and septic
shock — are 20% and 45%, respectively. Data are not readily available from the
EHIF on the cost of treating sepsis, because it is a complex syndrome that is
treated across a variety of specialties, and its care requires the use of a variety
of health-care services. According to the audit of severe sepsis and septic shock
performed in 2015, 52% of the patients were aged over 70 years. The most com-
mon causes were respiratory, urinary tract, and gastrointestinal infections. The
hospital mortality rate of the sample was 42.4% and the mortality rate after six
months was 59.2%.

Differences in practices and/or health outcomes and/or costs

Example 1. The audit (2010) and follow-up audit (2013) of stroke in Estonia
have shown that stroke treatment improved somewhat over the period between
audits, but the improvement is uneven across Estonian inpatient care settings.
Owing to the absence of a 24-hour watch by a neurologist, one central hospital
does not have the capacity to treat stroke patients round the clock. There are also
differences in treatment facilities; diagnostics and treatment in general hospitals
are lacking, in that these facilities do not currently meet the requirements for the
treatment of patients presenting with acute stroke. The follow-up (2013) audit
presented a proposal to modernize the Estonian stroke treatment clinical guide-
lines.

Example 2. Problems include: late diagnosis of HIV; a large proportion of in-
fected patients begin treatment late; and, in many cases, they do not adhere to the
treatment regimen or discontinue long-term treatment. A study performed by the
University of Tartu estimated that only 29% of diagnosed HIV-positive patients
receive treatment, and 19% of those with a reduced viral load are diagnosed at a
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late stage. However, HIV-positive people who are diagnosed late are costly for
the health system, as their treatment involves more expensive regimens and they
often already have health problems that require special attention. In addition, the
lack of patient compliance and discontinuation of treatment makes further treat-
ment more expensive, and there is a risk of patients building a resistance to the
drugs.

Example 3. The clinical audit conducted in 2015 evaluated the treatment of sep-
sis patients in Estonian active treatment hospitals. There were significant gaps in
terms of taking blood cultures and initiating antibacterial therapy.

The expected impact on the health indicators of the patient and/or the use of
resources

Example 1. Decreased lethality is expected through the reduced risk of recur-
rence of stroke. The functional capacity of patients that have survived stroke is
also expected to improve, leading to the return to work of patients of working age
and a reduction in the need for care.

Example 2. With early detection, provision of treatment and proper adherence
to treatment regimens, the spread of HIV stops. More effective HIV testing and
treatment referral help to detect more people with HIV infection. In 95% of cases,
the risk of infection decreases when the HIV-positive person receives treatment
and, accordingly, there is a significant reduction in the risk of infection of part-
ners, which could stop or control the spread of HIV. It also reduces the proportion
of expensive treatment at a later stage and diminishes the risk of complications.
The capacity for work of HIV-positive patients undergoing treatment is main-
tained. Ensuring compliance with and consistency of treatment by using medi-
cines to treat side-effects, organizing better treatment, and so on, not only reduces
the use of more expensive treatment regimens but also combats the emergence of
drug resistance. It is possible to use a system of joint procurement of HIV testing
equipment, potentially resulting in lower prices.

Example 3. An updated treatment guide will modernize the principles of sepsis
treatment in Estonia, thereby improving the current treatment outcomes. Measur-
able parameters include: the mortality rate for 30 days and 90 days; the proportion
of blood cultures collected during the first hour of hospitalization; and the propor-
tion of antibiotics administered.
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16.9 Annex 9. Table format for mapping guidelines to scope
questions

Availability of evidence (example form)
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16.10 Annex 10. Useful resources

Website

Scientific literature databases

PubMed https://pubmed.ncbi.nlm.nih.gov/
The Cochrane . .

Library http://www.cochranelibrary.com/
Clinical guideline databases

Estonian

clinical

guidelines http://ravijuhend.ce/

(in Estonian or

Russian)

WHO . http://www.who.int/publications/
guidelines uidelines/en/

database guicelines e

GRADE

Working Group http://dbep.gradepro.org/
database

GIN http://www.g-i-n.net/library
National

Guideline http://www.guideline.gov/
Clearinghouse

Nat.longl https://www.rcplondon.ac.uk/
Guideline ; —

Centre national-guideline-centre-ngc
SIGN http://www.sign.ac.uk/

National

Comprehensive  https://www.ncen.org/
Cancer Network

Comment
Published medical and scientific

literature database

Database of systematic overviews

http://ravijuhend.ee/

WHO Guidelines Review
Committee database (listed by
topic, year and title)

Database of EtD frameworks

International guideline library
United States AHRQ database
of summaries of evidence-based
clinical practice guidelines
Clinical guidelines developed by
NICE (platform hosted by the
Royal College of Physicians in
United Kingdom)

Clinical guidelines prepared for
the Scottish health system

Clinical guidelines for cancer
(United States)

Instruments for assessing the quality of published research, analyses and guidelines

http://www.bristol.ac.uk/social-

ROBIS community-medicine/projects/
robis/robis-tool/
CONSORT http://www.consort-statement.org/
STROBE http://www.strobe-statement.org/
AGREE T
guidelines/
Drummond
Criteria healthecon/drummond list.html

Assessment of the methodological
quality of systematic reviews

Assessment of the methodological
quality of randomized clinical
trials

Assessment of the methodological
quality of monitoring studies

https://www.agreetrust.org/practice- Assessment of the methodological

quality of clinical guidelines

https://www.nlm.nih.gov/nichsr/edu/ Assessment of the quality of

economic evaluations
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16.11 Annex 11. Examples of search strategies

What is the clinical disease? Hypertension
Question or definition for the search: | Are there guidelines for hypertension?

Using a search engine like PubMed (http://www.ncbi.nlm.nih.gov/mesh), begin
by searching for guidelines.

Example 1. Searching for guidelines as a topic

(“Guidelines as Topic”’[Mesh] OR “Health Planning Guidelines”’[Mesh] OR
“Practice Guidelines as Topic”[Mesh] OR “Guideline” [Publication Type] OR
“Standard of Care”[Mesh] OR “Evidence-Based Practice”[Mesh] OR “Evi-
dence-Based Medicine”’[Mesh] OR “Clinical Protocols”[Mesh]) OR “Practice
Guideline” [Publication Type]) AND “hypertension”

If the search fails to find guidelines, then the next type of search to initiate is for
systematic reviews.

Example 2. Searching for systematic reviews

To search for systematic reviews using PubMed, follow the steps outlined in this
example.

1. Go to PubMed Clinical Queries: http://www.ncbi.nlm.nih.gov/pubmed/clinical.

2. In the search box, type in the clinical term for which systematic reviews are
being sought.

For example: hypertension. Click the Search button. This will generate a list of
results.

3. Under the heading Systematic Reviews, look below the list of results for the
words “Filter citations for systematic reviews...” and click on the hyperlink for
Filter.

4. The result should then be a search strategy that allows for the retrieval of cita-
tions identified as systematic reviews, meta-analyses, reviews of clinical trials,
evidence-based medicine, and so on.

An example of this type of search is detailed below. In the event that PubMed
cannot be accessed or another search database is being used, the same text below
serves as an example of the type of search strategy that must be written in order
to find systematic reviews.
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(systematic review [ti] OR meta-analysis [pt] OR meta-analysis [ti] OR system-
atic literature review [ti] OR

(systematic review [tiab] AND review [pt]) OR consensus development confer-
ence [pt] OR

practice guideline [pt] OR cochrane database syst rev [ta] OR acp journal club
[ta] OR

health technol assess [ta] OR evid rep technol assess summ [ta])
OR

((evidence based[ti] OR evidence-based medicine [mh] OR best practice* [ti] OR
evidence synthesis [tiab])

AND

(review [pt] OR diseases category[mh] OR behavior and behavior mechanisms
[mh] OR therapeutics [mh] OR

evaluation studies[pt] OR validation studies[pt] OR guideline [pt]))
OR

((systematic [tw] OR systematically [tw] OR critical [tiab] OR (study selection
[tw]) OR

(predetermined [tw] OR inclusion [tw] AND criteri* [tw]) OR exclusion criteri*
[tw] OR main outcome measures [tw] OR

standard of care [tw] OR standards of care [tw])
AND

(survey [tiab] OR surveys [tiab] OR overview™ [tw] OR review [tiab] OR reviews
[tiab] OR search* [tw] OR

handsearch [tw] OR analysis [tiab] OR critique [tiab] OR appraisal [tw] OR
(reduction [tw]AND (risk [mh] OR risk [tw]) AND (death OR recurrence)))
AND

(literature [tiab] OR articles [tiab] OR publications [tiab] OR publication [tiab]
OR
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bibliography [tiab] OR bibliographies [tiab] OR published [tiab] OR

unpublished [tw] OR citation [tw] OR citations [tw] OR database [tiab] OR inter-
net [tiab] OR textbooks [tiab] OR

references [tw] OR scales [tw] OR papers [tw] OR datasets [tw] OR trials [tiab]
OR meta-analy* [tw] OR

(clinical [tiab] AND studies [tiab]) OR treatment outcome [mh] OR treatment
outcome [tw]))

NOT
(letter [pt] OR newspaper article [pt] OR comment [pt])

If the search does not yield (enough) guidelines or systematic reviews, the next
search would be for randomized controlled trials.

Example 3. Searching for randomized controlled trials
Combine the terms for the clinical condition with the search strategy below.

randomised controlled trial [pt] OR controlled clinical trial [pt] OR randomised
controlled trials [mh] OR random allocation [mh] OR double-blind method [mh]
OR single-blind method [mh] OR clinical trial [pt] OR clinical trials [mh] OR
(“clinical trial” [tw]) OR ((singl* [tw] OR doubl* [tw] OR trebl* [tw] OR tripl*
[tw]) AND (mask* [tw] OR blind* [tw])) OR ( placebos [mh] OR placebo* [tw]
OR random* [tw] OR research design [mh:noexp] OR comparative study [mh]
OR evaluation studies [mh] OR follow-up studies [mh] OR prospective studies
[mh] OR control* [tw] OR prospectiv* [tw] OR volunteer® [tw]) NOT (animals
[mh] NOT human [mh])
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16.12 Annex 12. ROBIS instrument®

Phase 1: Assessing relevance (Optional)

ROBIS is designed to assess the risk of bias in reviews with questions relating to
interventions, aetiology, diagnosis and prognosis. State your overview/guideline
question (target question) and the question being addressed in the review being
assessed.

For intervention reviews:

Category Target question (e.g. overview or guideline) | Review being assessed
Patients/Population(s):

Intervention(s):

Comparator(s):

Outcome(s):

For aetiology reviews:

Category Target question (e.g. overview or guideline) | Review being assessed

Patients/Population(s):

Exposure(s) and
comparators:

Outcome(s):

For DTA reviews:

Category Target question (e.g. overview or guideline) | Review being assessed
Patient(s):

Index test(s):
Reference standard:

Target condition:

For prognostic reviews:

Category Target question (e.g. overview or guideline) | Review being assessed
Patient(s):
Outcome to be predicted:

Intended use of model:

Intended moment in time:

Does the question addressed by the review match the target question? YES/NO/UNCLEAR

6  Whiting P, Savovi¢ J, Higgins JPT, Caldwell DM, Reeves BC, Shea B, et al. ROBIS: a new tool to
assess risk of bias in systematic reviews was developed. J Clin Epidemiol. 2016; 69:255-334 (https:/
www.jclinepi.com/article/S0895-4356(15)00308-X/fulltext, accessed 31 August 2020). This article is
available under the terms of the Creative Commons Attribution License (CC BY). The instrument can
be accessed at https://www.bristol.ac.uk/population-health-sciences/projects/robis/robis-tool/.
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Phase 2: Identifying concerns with the review process

DOMAIN 1: STUDY ELIGIBILITY CRITERIA

Describe the study eligibility criteria, any restrictions on eligibility and whether there was evidence that
objectives and eligibility criteria were pre-specified:

1.1 Did the review adhere to pre-defined objectives and eligibility criteria? Y/PY/PN/N/NI
1.2 Were the eligibility criteria appropriate for the review question? Y/PY/PN/N/NI
1.3 Were eligibility criteria unambiguous? Y/PY/PN/N/NI
1.4 Were any restrictions in eligibility criteria based on study Y/PY/PN/N/NI

characteristics appropriate (e.g. date, sample size, study quality,
outcomes measured)?
1.5 Were any restrictions in eligibility criteria based on sources of Y/PY/PN/N/NI
information appropriate (e.g. publication status or format, language,
availability of data)?
Concerns regarding specification of study eligibility criteria LOW/HIGH/UNCLEAR

Rationale for concern:

DOMAIN 2: IDENTIFICATION AND SELECTION OF STUDIES

Describe methods of study identification and selection (e.g. number of reviewers involved):

2.1 Did the search include an appropriate range of databases/electronic Y/PY/PN/N/NI
sources for published and unpublished reports?

2.2 Were methods additional to database searching used to identify Y/PY/PN/N/NI
relevant reports?

2.3 Were the terms and structure of the search strategy likely to retrieve Y/PY/PN/N/NI
as many eligible studies as possible?

2.4 Were restrictions based on date, publication format, or language Y/PY/PN/N/NI
appropriate?

2.5 Were efforts made to minimize error in selection of studies? Y/PY/PN/N/NI

Concerns regarding methods used to identify and/or select studies LOW/HIGH/UNCLEAR

Rationale for concern:

DOMAIN 3: DATA COLLECTION AND STUDY APPRAISAL

Describe methods of data collection, which data were extracted from studies or collected through other
means, how risk of bias was assessed (e.g. number of reviewers involved) and the tool used to assess risk
of bias:

3.1 Were efforts made to minimize error in data collection? Y/PY/PN/N/NI

3.2 Were sufficient study characteristics available for both review authors Y/PY/PN/N/NI
and readers to be able to interpret the results?

3.3 Were all relevant study results collected for use in the synthesis? Y/PY/PN/N/NI

3.4 Was risk of bias (or methodological quality) formally assessed using Y/PY/PN/N/NI
appropriate criteria?

3.5 Were efforts made to minimize error in risk of bias assessment? Y/PY/PN/N/NI

Concerns regarding methods used to collect data and appraise studies LOW/HIGH/UNCLEAR

Rationale for concern:

Notes. Y = yes; PY = probably yes; PN = probably no; N = no; NI = no information.
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DOMAIN 4: SYNTHESIS AND FINDINGS

Describe synthesis methods:

4.1

4.2

4.3

4.4

4.5

4.6

Did the synthesis include all studies that it should?

Were all pre-defined analyses reported or departures explained?
Was the synthesis appropriate given the nature and similarity in
the research questions, study designs and outcomes across
included studies?

Was between-study variation (heterogeneity) minimal or
addressed in the synthesis?

Were the findings robust, e.g. as demonstrated through funnel
plot or sensitivity analyses?

Were biases in primary studies minimal or addressed in the
synthesis?

Concerns regarding the synthesis and findings
Rationale for concern:

Y/PY/PN/N/NI
Y/PY/PN/N/NI
Y/PY/PN/N/NI
Y/PY/PN/N/NI
Y/PY/PN/N/NI
Y/PY/PN/N/NI

LOW/HIGH/UNCLEAR

Phase

3: Judging risk of bias

Summarize the concerns identified during the Phase 2 assessment:

Domain

Concern Rationale for concern

1. Concerns regarding specification of study
eligibility criteria

2. Concerns regarding methods used to

identify

and/or select studies

3. Concerns regarding methods used to
collect data and appraise studies

4. Concerns regarding the synthesis and

findings

RISK OF BIAS IN THE REVIEW

Describe whether conclusions were supported by the evidence:

A.

B.

C.

Did the interpretation of findings address all of the concerns
identified in Domains 1 to 4?

Was the relevance of identified studies to the review's research
question appropriately considered?

Did the reviewers avoid emphasizing results on the basis of their
statistical significance?

Risk of bias in the review

Rationale for risk:

Y/PY/PN/N/NI
Y/PY/PN/N/NI
Y/PY/PN/N/NI

RISK: LOW/HIGH/UNCLEAR

Notes. Y = yes; PY = probably yes; PN = probably no; N = no; NI = no information.
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16.13 Annex 13. Examples of results of the search for
recommendations and systematic reviews

Guidelines

All of the guidelines recommended that hypertensive patients should limit salt intake. In
seven of the guidelines (VHA, BHS, CMA, WHO, SIGN, ICSI, JNC) specific recom-
mendations were given regarding the maximum daily amount. While two simply rec-
ommended it be reduced (NZ, SA), eight guidelines gave practical suggestions on how
this recommendation might be implemented (BHS, CMA, ISCI, WHO, SA, SIGN, JNC,
ESH). Two offered no suggestions on how salt reduction might be achieved (NZ, VHA).
Six guidelines (BHS, CMA, WHO, SIGN, ICSI) offered differing estimates (in the range
2-10/2.4-5.0 mmHg) of the potential benefit salt reduction could have on blood pressure.

Notes. VHA: Veterans Health Administration; BHS: British Hypertension Society; CMA: Compe-
tition and Markets Authority; SIGN: Scottish Intercollegiate Guidelines Network; ICSI: Institute
for Clinical Systems Improvement; JNC: Joint National Committee; NZ: New Zealand (guidelines
group); SA: SA Health (Government of South Australia); ESH: European Society of Hypertension.

Systematic reviews

A meta-analysis of 56 trials was performed to Midgley JP, Matthew AG,
evaluate the evidence on the effect of sodium Greenwood CM, Logan AG. Effect
restriction on lowering blood pressure in of reduced dietary sodium on

normotensive and hypertensive individuals. 28 trials | blood pressure: a meta-analysis of
included 1131 hypertensive subjects. Trials showed ' randomized controlled trials. JAMA
significant heterogeneity. Publication bias was 1996;275:1590-1597.

also evident. Decreases in systolic blood pressure

in response to sodium restriction of 100 mEq/day

were 2.4-6.3 mmHg in hypertensive patients. No

significant effect was seen in diastolic pressure.

Decreases in blood pressure were larger in trials of

older hypertensive individuals.

A meta-analysis of 17 trials in individuals with He FJ, MacGregor GA. Effect of
elevated blood pressure (n=734) was carried out. longer-term modest salt reduction on
In individuals with elevated blood pressure the blood pressure. Cochrane Database

median reduction in 24-h urinary sodium excretion | Syst Rev. 2004;(1):CD004937.
was 78 mmol (4.6 g/day of salt), the mean reduction
in systolic blood pressure was -4.97 mmHg (95%
confidence interval (CI): -5.76 to -4.18), and the
mean reduction in diastolic blood pressure was -2.74
mmHg (95% CI: -3.22 to -2.26). The meta-analysis
demonstrates a correlation between the magnitude of
salt reduction and the magnitude of blood pressure
reduction. Within the daily intake range of 3-12
g/day, the lower the salt intake achieved, the lower
the blood pressure.
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16.14 Annex 14. Examples of reporting single studies

Criteria Patients

Iles & 32 adult
Emerson |patients.
(1974);  Diagnosis
study following
period: excisional
1965—  biopsy in
1973 30 and
fine needle
aspiration
in2.

Duration

13 episodes
treated by
surgery

alone or with
Streptomycin.
The remainder
treated with
surgery and
chemotherapy,
or chemotherapy
alone.

Outcome

In2
patients,
fresh nodes
appeared
during
therapy.

Comments

Mean follow-
up 10 years
after treatment
with surgery
alone revealed
relapses in 12
cases.

5.5 year
follow-up after
surgery with
chemotherapy;
no relapses.
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16.16 Annex 16. GRADE SoF table in Estonian

Empiiriliselt monoteraapiat vorreldes 2 antibakteriaalse ravimi kombinatsiooniga septilise Sokiga neutropeenilistel patsientidel
Patient or population: sepsise voi septilise Sokiga neutropeenilistel patsientidel Intervention: empiiriliselt
monoteraapiat Comparison: 2 antibakteriaalset ravimi kombinatsiooni

) Anticipated absolute effects
Ne of

participants Cortainty of - Relative Risk with2  Risk difference
Outcomes (studies) the evidence ggect antibakteriaalset with empiiriliselt
Follow-up (GRADE)  (95% CI) ravimi monoteraapiat
kombinatsiooni

Suremuse vahenemine SSC

Paul metaanaliiiis (palavikuga 20 f L
neutropeenia pahaloomulise 1718 RR 0.74 ewer per 1,
kasvajaga patsiendil, sama (11 RCTs) ! MODaEbRATE (0.53 to 1.06) 78 per 1,000 (37 fewer to 5

beetalaktaamantibiootikum more)

molemas grupis)
Suremuse vihenemine Sjovall 267 @) RR 111 25 more per 1,000
metaanaliiiis (raske sepsisega (13RCTs)? MODERATE (0.95 to '1 29) 232 per 1,000 (12 fewer to 67
intensiivraviosakonna patsiendid) ¢ : : more)

Suremuse vahenemine SSC Paul
metaanaliiiis (sepsisega patsiendid, 143 000 RR 0.97 3 fewer per 1,000
sama beetalaktaamantibiootikum (13RCTs)* VER)L%OW (0.73 1o 1.30) 112 per 1,000 (30 fewer to 34

mdlemas grupis) more)
follow up: mean 30 days
Olntensiivravi suremuse
vihenemine SSC Kumar (12 @&®OO  Suremuse vihenemine kombinatsioonravigrupis
metaanaliiiis/metaregression observational LOW patsientidel, kel suremuse risk >25% (OR 0,51
(septilise Sokiga voi kriitilises studies) * ¢ (0,36-0,72).
seisundis patsiendid)
28-pdeva suremuse vahenemine 2446
SSC Kumar tdendosuspdhine (1 obser- 8000 HR 0.77 363 per 1.000 7(()1%’; Fr pe;rtl,;)go
sobitamisanaliiiis (septilise Sokiga ~ vational VERY LOW (0.67 to 0.88) per 2, fewe 0
2> O s e ewer)
patsiendid) study)

Suremuses ei esinenud statistiliselt olulist erinevust
kombinatsioonravi- ja monoteraapiagrupi vahel: 7

7,15 ja 30 paeva suremuse pdeva (OR 1,04; 0,36-3,02), 15 pdeva (OR 0,93;

vihenemine Ripa toeniosuspohine (| 0™ @O0 0,35-245) ja 30 pieva (OR 1.23; 0.48-3,12).
sobitamisanaliiiis (septilise Sokiga V? iionaé LOW Neutropeeniliste patsientide (n=69) suremus oli
patsiendid) study) stastiliselt oluliselt vdiksem kombinatsioongrupis
15 péeval (OR 0,29; 0,09-0,92) and 30 péeval (OR
0,25; 0,08-0,79).
N . . 648
14-péeva suremuse vihenemine 76 more per 1,000
Ong (raske sepsise ja septilise a qbserl— eO00 B 0(9)&1.; ]12 294 per 1,000 (13 fewer to 175
Sokiga patsiendid) vationa VERY LOW ¢ (0.94 0 2.12) more)

study)

62 andmetabeli analiiiisis ei esinenud erinevust
Intensiivravi suremuse vihenemine (62 ob suremuses kombinatsioonravi ja monoteraapia grupi
SSC Kumar metaanaliiiis/ 00Se (OO0 vahel (OR 0,856; 0,713-1,027). Madala suremuse
metaregression (sepsise voi VERY LOW ¢ riskiga patsientidel (<15% monoteraapia grupis)
septilise Sokiga patsiendid) esines statistiliselt oluliselt suurem Sanss surra
kombinatsioonravi korral (OR 1,53; 1,16-2,03)

*The risk in the intervention group (and its 95% CI) is based on the assumed risk in the comparison group and the
relative effect of the intervention (and its 95% CI). CI: confidence interval; RR: risk ratio; OR: odds ratio;

HR: hazard ratio; RCT: randomized controlled trial

GRADE Working Group grades of evidence

High certainty: We are very confident that the true effect lies close to that of the estimate of the effect

Moderate certainty: We are moderately confident in the effect estimate. The true effect is likely to be close to the
estimate of the effect, but there is a possibility that it is substantially different

Low certainty: Our confidence in the effect estimate is limited. The true effect may be substantially different from the
estimate of the effect

Very low certainty: We have very little confidence in the effect estimate. The true effect is likely to be substantially
different from the estimate of effect

vational
studies) *

Source: authors’ own compilation.
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16.17 Annex 17. When to make a strong recommendation in the

Situation
1

Condition

When low-quality evidence
suggests benefit in a life-
threatening situation (evidence
regarding harms can be low or
high)

When low-quality evidence
suggests benefit and high-quality
evidence suggests harm or a very
high cost

When low-quality evidence
suggests equivalence of two
alternatives, but high-quality
evidence of less harm for one of
the competing alternatives

When high-quality evidence
suggests equivalence of two
alternatives and low-quality
evidence suggests harm in one
alternative

When high-quality evidence
suggests modest benefits

and low-/very low-quality
evidence suggests possibility of
catastrophic harm

face of low or very low certainty of evidence

Example

Fresh frozen plasma or vitamin K in a patient receiving
warfarin with elevated INR and an intracranial bleed. Only
low-quality evidence supports the benefits of limiting the
extent of the bleeding

Head-to-toe CT/MRI screening for cancer.

Low-quality evidence of benefit of early detection but high-
quality evidence of possible harm and/or high cost (strong
recommendation against this strategy)

Helicobacter pylori eradication in patients with early-stage
gastric MALT lymphoma with H. pylori positive. Low-quality
evidence suggests that initial H. pylori eradication results in
similar rates of complete response in comparison with the
alternatives of radiation therapy or gastrectomy; high-quality
evidence suggests less harm/morbidity

Hypertension in women planning conception and in
pregnancy. Strong recommendations for labetalol and
nifedipine and strong recommendations against ACE
inhibitors and ARBs — all agents have high-quality evidence
of equivalent beneficial outcomes, with low-quality evidence
for greater adverse effects with ACE inhibitors and ARBs

Testosterone in males with or at risk of prostate cancer.
High-quality evidence for moderate benefits of testosterone
treatment in men with symptomatic androgen deficiency

to improve bone mineral density and muscle strength.
Low-quality evidence for harm in patients with or at risk of
prostate cancer

Notes. INR: international normalized ratio; CT: computerized tomography; MRI: magnetic resonance
imaging; MALT: mucosa-associated lymphoid tissue; ACE: angiotensin converting enzyme; ARB: an-
giotensin receptor blocker.

Source: Neumann et al. (2016).”

7  Neumann I, Santesso N, Akl EA, Rind DM, Vandvik PO, Alonso-Coello P, et al. A guide for
health professionals to interpret and use recommendations in guidelines developed with the
GRADE approach. JCE 2016; 72:45-55 (https://doi.org/10.1016/j.jclinepi.2015.11.017, accessed
3 January 2018).
Reprinted from Journal of Clinical Epidemiology, 72, Neumann I, et al. A guide for health
professionals to interpret and use recommendations in guidelines developed with the GRADE
approach, 11, Copyright 2020, with permission from Elsevier.

119


https://doi.org/10.1016/j.jclinepi.2015.11.017

16.18 Annex 18. Examples of recommendations formulated in
Estonian

Qvv

vV Vv

Tugev
soovitus teha

Nork
(tingimuslik)
soovitus teha

Sdnastuse néited

Kui kahtlustate patsiendi kdrgvererdhktdbe,
hinnake alati tema tildist stidame-
veresoonkonna haiguste riski.

Koiki alkoholitarvitamise hédire kahtlusega
taiskasvanuid patsiente séeluge AUDITi testiga
esmatasandi tervishoius.

Patsiendi ohutuse tagamiseks kasutage kdikides
operatsioonitubades struktureeritud kirurgilise
ohutuse kontrollkaarti.

Tostke lamavatel patsientidel surve
viahendamiseks kandu.

Kasutage cale ja kognitiivsele vdimekusele
vastavat valideeritud valuskaalat.

Manustage valuvaigistavaid ravimeid
vodimalusel suukaudselt.

Ageda hingamisteede infektsiooni koral
méirake antibakteriaalne ravi astmahaigele
ainult juhul, kui tegemist on bakteriaalse
infektsiooniga.

Vajadusel sdeluge alkoholitarvitamise héire
kahtlusega patsiente AUDIT voi AUDIT-C
testiga eriarstiabis.

Kaaluge kaks aastat parast operatsiooni
luutiheduse uuringu tegemist.

Kontrollimatu soomiskditumisega patsiendile
soovitage kognitiiv-kditumuslikke
ravimeetodeid.

Mairake lamatisega patsiendile peale tavatoidu
lisatoitu vaid juhul, kui patsiendil on tuvastatud
puudujidk senises toitumises.
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X X

€9 X X

o5

Nork
(tingimuslik)
soovitus
mitte teha

Tugev
soovitus
mitte teha

Hea tava

suunis voi

praktiline
soovitus

Arge tehke keisrildiget, kui selle ainus
ndidustus on enneaegsus.

Kopsu- voi stidamehaiguste puudumisel ei ole
vaja patsiendile enne operatsiooni teha rindkere
rontgeniilesvotet.

Keha pindrohu modtmine ei ole lamatiste
tekkeriski hindamiseks pohjendatud, sest
mootmistulemusi ei saa raviotsuste tegemisel
kasutada.

Vorreldes tavameniiiiga ei enneta suurema
valgusisaldusega toit lamatiste teket.
Lisaravimeid preoperatiivselt kroonilise
postoperatiivse valu ennetamiseks pigem
mitte kasutada, sest nende efektiivsus ei ole
toendatud.

Mitteselektiivseid MSPVAsid ei ole soovitatav
preoperatiivselt kasutada, sest need vdivad
suurendada verituse teket.
Beeta-adrenoblokaatorid voivad olla vihem
tohusad hiipertensiooni tiisistuste drahoidmisel.
Kui patsiendil ei ole kaasuvat haigust, mis
nduab nende kasutamist, kaaluge enne monda
teise ravimrithma kuuluva ravimi méaramise
vOimalust.

Arge kasutage antidepressante.

Arge rakendage ravisoostumuse parandamiseks
tdiendavat omaosalust.

Enesekohased testid ei ole piisavad
alkoholisdltuvuse diagnoosimiseks.

Viiltige rasedal amoktsitsilliini-klavuaanhappe
kasutamist vastsiindinu nekrotiseeriva
enterokoliidi suurenenud riski tottu.

Viltige ravimite lihasesisest manustamist.
Ravivastuse ilmnemisel ei tohi ravi
bensodiasepiinidega kesta kauem kui 6 niddalat.
Ravijuhend sisaldab suuniseid, mis pShinevad
ravijuhendi toorithma litkmete kliinilisel
kogemusel, ja mis voivad olla praktikas abiks
parima ravitulemuse saamisel.
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16.19 Annex 19. Model form for the guideline implementation

plan

Objective

Barriers

Main success
factors

Resources or
preconditions
required for
implementation

Data

What is planned to be achieved with the help of the guideline?

Provide a brief description of the potential barriers to implementation
(related, for example, to a patient, specialist, organization, system,
economy or policy, or socio-cultural factor), taking into account the
needs and preferences of interested parties (through literature reviews,
observations, focus group interviews, or surveys).

How can they be overcome? Possible initiatives?
Examples of barriers include:

1. lack of resources and information for employees of health-care and
welfare institutions;

2. opposition to change;

3. fear that the use of new approaches/activities will increase the need
for resources;

4. limited availability of health services;

5. lack of regulation of the patient’s movement;

6. lack of standardized systems (e.g. for waiting times).

What does achieving the primary goals depend on?
Examples include:

1. availability of the guideline — making it available electronically, as
well as in hard copy;

2. introducing the recommendations of the guideline and raising

awareness among the target group;

. support from health-care institutions at all levels;

. modernization of health-care services;

5. constant assessment of the implementation of the guideline
recommendations in terms of treatment outcomes (audits, indicators)
and patient treatment (audits, surveys);

6. increased awareness and involvement of patients and their relatives
in the treatment process.

oW

A resource planning guide (labour force, infrastructure, technical
capability needed in order to implement and use the recommendations)
will be required.

Lists of resources (for implementation at different levels) will be
required.
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Activities or considerations related
to the implementation plan

Dissemination

Provision of
the clinical
guideline to
stakeholders

Media coverage

Education and
training

Monitoring

Integration into
the computerized
decision-making
support system

A brief description should be provided of the
channels that the implementer intends to use.

How are the guidelines and patient guidance
disseminated, including where, when and to
whom? As a result, consider print runs for all
print media. Different formats will be required
for the prepared guideline (for reading on a
mobile device, poster, podcast or webinar?),
plus a short version of the guideline
(containing algorithms, reminders, decision-
making support aids, etc.). The support of

a specialist association and/or local opinion
leaders is also required.

It should be planned by whom and when
articles will be written (published either in a
paper or online publication, or both), along
with any media campaign (press release,
social media coverage, or e-mail transmission
of information).

The following should be briefly described:

- educational events (conferences,
workshops, continuing education);

- topics of planned courses (lectures,
seminars, videos);

- list of leading trainers (for developing
teaching aids: slides, handouts, trainer
handbook, case descriptions, basic test for
learners, a summary of content and length
of videos); usually this comprises 4-6
members of the Guideline Unit and Panel.

A list should be compiled to outline the
expected process, outcomes and evaluation
dates, including:

- adescription of the indicators and
objectives of the audit;

- measurement of the reference level of
indicators (unless described in the topic
proposal).

It should be ensured that the recommendations

can be implemented and integrated into

the computerized decision-making support

system.

Responsible body/person
Involved parties/people
Intermediate periods,
timetable

Implementing measures
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