. (e
American Heart
Associatione

Learn and Live..

Methodology Manual and Policies
From the ACCF/AHA Task Force on
Practice Guidelines

June 2010

Permissions: Multiple copies, modification, altéat enhancement, and/or distribution of this doenbhare not
permitted without the express permission of the Acam College of Cardiology Foundation. Pleasedirequests
to copyright permissions@acc.org

© 2010 American College of Cardiology Foundation ash American Heart Association, Inc.

1



Table of Contents

1. Overview Of MethOdOIOgY .......ccoeiiiiiiiiimiiiiir et e e e e e e e eees 4
1.1. Importance of ACCF/AHA GUIAEIINES ..o 4
1.2. Purpose and Scope of the Manual..........cuieiiiii e 5
I S = 1 10 o 0T o S 8

2. Tools and Methods for Developing GUIAEIINES e ... 9
2.1. Selecting Topic and Chair/Writing COMMITEE............uuueiiiiiiiee e eeeeeeeeveeeeeeeeeeanns 9
2.2. Determining the Guideline Scope and CliniCBJEBLIVES ...........coooiiiiiiiiiiiiiiii s 15

2.2.1. Determining the GUIAEliNE’S SCOPE ... e eeererreiiiiiiiiiae e e e eeeeeeeeeeeeevveeeeneeeeneene 15
2.2.2. Identifying the Clinical ODJECHIVES ....cccci oo 18
2.2.3. Development of the Guideline OULHNE .ccceeeceeeieeeieee e 18
2.2.4. Determining Writing ASSIGNMENTS ... 20

3. Defining and Conducting Appropriate and Compnsine Literature Searches..................... 22

3.1. FINAING the EVIAENCE .....uuiiiiii e a e e e e e e e e e ee e 22
3.1.1. Literature Search MethodOolOgy ... oeeeeeeeeiiiieiiiiiiirrr e ererees e e eeeaaes 22
3.1.2. Documentation of Literature Search .............ouuuuiiuiiiiiiiiiieeeeeeeeeeeeeeeeeeeaees 23
3.1.3. Balancing Scientific Rigor With Feasibility...........ccccooviiiiiiiiiiiiiieeeeeeeaees 24

3.2. SOrtiNG the EVIAENCE .....eueiiiiie et ee e e e e e e e e s 32
3.2.1. ReVieWiNg the EVIAENCE .........cooo e e e eeeeeeeeeeeeettsss s e e e e e ennnaen e e e e e aaaaeeees 32

3.3. Synthesizing and Interpreting the EVIeNCe. cc...........oiiiiiiiiiiiieeeeeeeiis 33
3.3.1. Synthesizing the EVIAENCE ........ooveeeecii i eeree e e e e 33

3.4. Expert Interpretation of the EVIAENCE . oo oeeeeeiiiee e 35

4. Writing RECOMMENTALIONS ........cceeeiiiiieeeeees e e e e e e e e e et s e e e e e e e e aeeeaesaaaeaaeeeeeesensnnnnns 36
4.1. Overview of ReCOMMENAALIONS........oi e 36

4.1.1. Patient-Centered Care ............. oo eeeeeeeeeeeaaaaasaaiiisbsssseeseeereeeasasaaseessenneees 39

4.2. Assigning Classification of Recommendationd bevel of Evidence ...............cceeeennn. 39
4.2.1. Classification of Recommendations and Lev&vidence ..................ccccceennn 4L
4.2.2. Applying the Classifications and LeVvels............oooooiiiiiiiiiiiiiiiii e 42
4.2.3. PerformancCe MEASUIES ...........ooiiceeeeeeeiiiiiiiieieeeeee ettt e e e e e e e e e e s s s s smnnne e e e e e e e e e e e e 43

4.3. Creating Visual Descriptions of Recommendatiand Evidence .............................44..
4.3.1. Communicating the Key POINTS ........coummeriiiieeeeeeeeeieeeeiiiiiiinns s eeseeessns e 44
4.3.2. Creating TaDIES .......uuuuiii oottt e e e e e e e e e e aea e e e e e e eeeeeeeeeannnnes 45
4.3.3. Creating FIQUIES ......civvieieieiiiimmmmmme e e e e e e ettt s s e e e e e e e e e eaneaaaaeeeaeeeeeeeenennnnnns 48
4.3.4. Additional Important Points on Tables anguFes ...............ccceeeiiiiiiiiiiiiiiiiinenee. 50

5. Writing Committee Discussions and Consensus DPWEENT.............ccvvireereeeeeeeeeeeeees o 51
5.1. Group DeCISION-MaAKING .. .oieiiieeeiees ittt s s s e e e e e e e e aaaeeneeaaeaaaeeeeessnnnes 51
5.2. Maintaining Consistency with Other Documemidite Same or Related Topics............ 53
5.3. Writing Committee SIgN-Off ........ooiiii e 56
5.4, PEEI REVIBW ...ttt ettt ettt et e e e e e e e ettt e e e e e e e e e e e e e e e e e 57

5.4.1. Selection Of PEEr REVIEWETS ...... .ottt e 57
5.4.2. Writing Committee Response to Peer ReviedvFanal Sign-Off ........................... 57
5.4.3. Document Sent to Governing Bodies of ACCHAAand Partner Organizations ... 58

6. Web Posting and PUDIICAtION ...........oicoemeeeeiee e e e e e e e 59
6.1. Preparing the POCKEt GUIAE .........co e e e e e 59

7. Maintaining Guideline Relevance and UpdatingdBuice ...............cooeuviviiiiiiiiiienneeeeeeeeenn, 59

2



7. 1. EVIAENCE REBVIEW ... e e e eanaans 60

7.1.1. CUITENCY REVIBW ... e et s e e e e e e e e e e aaaees 60
7.1.2. Late-Breaking Clinical THalS ........cooeeeiiiiiiiiii e 60
7.2. DEVEIOPMENT PrOCESS ... .ttt i i e i eeei s eeeeeeeer s e s e e e e e e e e aeeeeeeeeaaaassse s aaaeaaeeeaeeeees 61
7.2.1. FOCUSEA UPAALES .....uuuuiiiiie oottt s e e e e e e e e e e e eeeeaaeaaaeeeeeeeessennnnns 62
8. General Operating ProCEAUIES ..... ..o eeeeeeeeiiiie e eee et e e e e e e e e e aeees 64
8.1. Disclosure of Relationships with Industry @ither Entities PoliCy...........cccooeeeeeeiee. 64
8.2. Confidentiality/NondisSclosure Agre€mMeNt ...........ooovvveveiriiiiiiiiiiiee e e eeeeeeeeeeeeeeeeeees 65
8.3. Copyright Assignment and LiCENSE AQreeMEeNTt . ...coceeeeiiiiieiiiiiiiiieee e 66
8.4. Editorial RESPONSE POIICY ....uuuiiii it e e e e e 66
Appendix A. Suggested REAAINGS. ... ..coi i it 68
Appendix B.RWI: Policies and Procedures for the Developmer@wtielines ....................... 73
Appendix C. Types of Organizational Relationshipd &lature of Relationship .................... Q.8
Appendix D. Literature Search REQUESE FOIMM coeeeeaerurniiiieie e eeeeeeeeeeeiii e 85
Appendix E. Checklists for Ensuring Guidelines Irpmrate Desired Criteria...................... 86



1. Overview of Methodology

1.1. Importance of ACCF/AHA Guidelines

The Institute of Medicine defines clinical practgeidelines as “systematically developed
statements to assist practitioner and patient ecsabout appropriate healthcare for specific
clinical circumstances.” (1990) Evidence-basedimed is a coherent approach to clinical
decision making. The Institute of Medicine defimesdence-based medicine as the “integration
of best researched evidence and clinical expestitepatient values.”Iistitute of Medicine
(2001). Crossing the quality chasm: A new heal8tesy for the 21st century. Washington, DC.:
National Academies Pres#jell-developed guidelines have the potential toagle the
appropriateness of clinical practice, improve thaliy of cardiovascular care, lead to better

patient outcomes, improve cost effectiveness, dedtify areas of further research needs.

The creation of clinical practice guidelines hasrba joint activity between the American
College of Cardiology Foundation (ACCF) and the Aicen Heart Association (AHA) since the
1980s. Practice guidelines are clinical documehtsgh methodological rigor, which facilitate
evidence-based decision making and incorporatepgvalues and patient preferences. The
development of these guidelines is intended tovieace-based, transparent, and systematic.
Guidelines advance the missions of both organimatiy providing clinical recommendations to

healthcare providers for the purpose of improviagiovascular health.

ACCF/AHA Guidelines are intended to assist healthgaoviders in clinical decision making by
describing a range of generally acceptable appesafdr the diagnosis, management, or
prevention of specific diseases or conditions. sehguidelines attempt to define practices that
meet the needs of most patients in most circumetanthey reflect a consensus of expert
opinion after a thorough review of the availablgirent scientific evidence and are intended to
improve patient care. These guidelines may be asdde basis for regulatory/payer decision

making; however, the ultimate goal is quality ofecand serving the patient’s best interests. The



final judgment regarding the care of a particulatignt must be made by the healthcare provider

and patient in light of circumstances specifichtattpatient.

Appropriately constructed practice guidelines idtém minimize harm, reduce inappropriate
practice variations, and assist in producing optinealth outcomes for patients. Patient centric

guidelines will be a keystone of patient-centeraikc

The following nonexhaustive list includes importanmmon uses of ACCF/AHA Practice

Guidelines:

Improve patient outcomes

Synthesis of latest clinical research

Determine whether practice follows the current exick-based recommendations
Reduce practice variation

Influence policy

Promote efficient resource usage

Identify gaps in the evidence base

Serve as a basis for development of Performanceides and Appropriate Use Criteria

1.2. Purpose and Scope of the Manual

To continue as a leader in the field of clinicagtice guidelines, the ACCF/AHA Task Force on
Practice Guidelines (Task Force) has overseenrdation of this manual to assist guideline
writing committees in navigating guideline develaggrh This manual is intended to assist
guideline authors with crafting recommendationg il influence care or assess performance
and/or quality. The recommendations can then Imskaged into action or activity that can be

implemented and measured.

The bulk of this manual consists of tools to asgistieline writers in interpreting and applying
the methodology. A flowchart highlighting the ketgps in the development of evidence-based

guidelines Figure 1) serves as the basis for organizing the man8attion 8describes general



operating procedures that are integral to the dnielelevelopment process. These include
relationships with industry and other entities (RVébnfidentiality agreement, copyright

assignment and license agreement and the ACCF/AditAral response policy.

The Task Force understands the challenges in aygpéyuniform methodology to guidelines that
represent diverse diseases, conditions, diagngatickinterventions. In all cases, writing
committee members should familiarize themselvesotighly with the manual, as these policies
and standards provide the framework for guidelieestbpment. However, if warranted, the

Task Force may allow exceptions to the written@es.



Figure 1. Process of Document Development

Document Development Process

Select topic and writing committee
Determine guideline scope, clinical objectives and draft outline

Y

Determine writing assignments
Define and conduct appropriate and comprehensive literature searches

Y

Sort, evaluate and synthesize the evidence

Y

Write recommendations based on expert interpretation of the evidence
in full sentences using Task Force verb list

Y

Reach consensus on classification of recommendations,
strength of evidence and supporting references

Y

Create tables, diagrams, algorithms and

mnemaonics describing recommendations
and synthesizing evidence

‘ Ballot recommendations during writing committee sign-off ‘

}

‘ Send draft document for peer review |

}

| Respond to peer review comments ‘

)

Final writing committee sign-off
Re-ballot any recommendations that have changed during peer review process

Y

Send document for review to governing bodies of ACCF and AHA
Send document to other partner organizations and then to organizations for endorsement consideration

Y

Web-posting and publication




1.3. Staff Support

The ACCF and AHA provide scientific and project ragament staff to support the
development of evidence-based guidelines. A Rekeamalyst/Evidence-Based Medicine
Specialist and Document Manager are assigned togadeline to assist writers with the
methodology and process of guideline developnikeatble 1 describes the roles and
contributions of the Research Analyst/Evidence-Bddedicine Specialist and the Document
Manager.

Table 1. Staff Support for ACCF/AHA Guidelines

Document Manager Research Analyst/Evidence-Based Medicine
Specialist
Track potential writing committee nominees, - Assist chair(s) with outline development
collect RWI and assist vetting of relevant - Conduct, review, and maintain records of
companies for Task Force and Chair review literature searches

Coordinate the invitation process for committeeq - Assist writing committee members with the
Create and maintain document timeline, outline pnd creation of evidence tables, graphs, charts, meta-

writing assignments, rosters, disclosures of RWI, analysis, the creation of algorithms and other
and copyright assignment and license agreement  visual summaries of recommendations
Monitor status of guideline process with frequenf - Assist the chair in writing the methodology
updates to chair and/or writing committee section of the guideline

Draft communication from the chair to committeg¢ -  Assist the chair and Task Force Liaison in
members (e.g., agendas, meeting minutes, monthly ensuring that the recommendations are consisfent

updates) with other ACCF/AHA Guidelines and other
Distribute materials to committee members documents on the same or related topics
Maintain copy of citations relevant to the guidelip - Assist the chair in responding to peer review and
content Board comments

Coordinate conference calls and writing commitee Assist chair with executive summary and pockgt
meetings guide development

Track committee member adherence to deadlings  Provide other scientific, technical, and writing
Brief chair regarding important matters support as requested

Compile, enter, and edit text, references,
recommendations, and tables/figures
Manage peer review process, including invitatiofs
and comment spreadsheet

Manage preparation of executive summary and
pocket guide

Facilitate Board approval and endorsement by
outside organizations

Assist chair with galley review/publication




2. Tools and Methods for Developing Guidelines

2.1. Selecting Topic and Chair/Writing Committee

The Task Force on Practice Guidelines establishesab policy, chooses the individual topics
for guidelines, and monitors existing guidelinesiedermine when revisions and focused updates
are required. The members of the Task Force aierseery well-respected individuals with a

variety of expertise who generally have previowssywed on a guideline writing committee.

ACCF/AHA clinical practice guidelines are written 8 general categories: health conditions,
procedures, and diagnostics. Generally high-volungh-cost, major treatment-impact and
high-practice variation procedures and treatmemgaen highest priority. Once a topic is

identified, a writing committee is organized to dep the guidelineTable 2).

The Task Force identifies nominees, who are cawdists or other experts in the field of
cardiology or cardiovascular research, for consitien for chair, individual writing committee
members and organizations that will be invitedddipipate in the development effort. The
chair (and co-chair and/or vice chair if necessargiesired) should be a known leader in the
clinical community who is committed to building s@nsus. At meetings, the chair must be able
to facilitate equitable discussion and to negotsat®ng differing opinions. Beyond attending
official all-committee meetings and participatimgdonference calls, s/he must also be willing to
commit time and make him/herself available to staifi committee members, especially while
working independently reviewing and editing secsi@uthored by members of the writing

committee, and while resolving peer review comménitgards the end of the process.

Chair and/or Vice Chair Responsibilities:

Assist the Task Force and staff in determiningingitommittee membership, e.g., expertise
needed, organizational involvement
Refine scope of document, determine outline, anklemaiting assignments

Review studies and data



Review areas of expertise of writing committee merslio determine appropriate
writing assignments.
Assign writing committee members with RWI to wréted participate on
sections not relevant to their RWI
Manage RWI
Work with oversight Task Force and staff to idgntibmpanies (and competing
companies) that produce products and servicesael¢o the document
Enforce disclosure policy during meetings and/arfecence calls. Options for
disclosing:
Disclosure table distributed to each member fararaineeting
Each member states RWI
Slides/tent cards for each member showing discéssduring discussion
Require experts with RWI to recuse themselves fnoiting and/or voting per
current policy
Determine if policy exemptions may be required thueecessary expertise
Work with staff to track RWI for each vote
Manage the document
Maintain timeline and encourage writing committeerteet deadlines
Write or facilitate writing of sections if writingommittee members fail to submit
sections
Edit full document for consistency of style andoeoi
Facilitate consensus throughout development
Manage the meetings
Enforce adherence to document outline and scope
Ensure discussion is balanced
Facilitate consensus development
Maintain RWI policy compliance
Respond to peer review and BOT/SACC review
Work with staff and the writing committee to detémmlist of peer reviewers

Work with staff to review and respond to all pesriew comments
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Assign peer review comments to writing committeenbers, based on areas of
expertise, when appropriate
Consider RWI of reviewers who seem particularlysisted in one topic when
responding to their specific comments
Respond to Advance BOT, BOT, and SACC review conteags hecessary
Develop executive summary, pocket guide and pgadteiin development of derivative
products as requested
Assist throughout publication and promotion phadetocument, e.g., page proof review,

press release, interviews

Writing committee members must also be committeoliitding consensus and comfortable with
a collaborative writing process. Attendance at dahexd face-to-face meetings and on all-
committee conference calls is essential, as iabilgy to work independently on assigned
sections of the guideline and to review and comroarthe draft as needed via e-mail. Ideally,
committee members will be easily available to saéaidl fellow committee members as they

work.

Writing Committee Member Responsibilities:

Review and reach consensus on the scope of themdodtu

Participate in outline discussions and volunteegago writing assignments
Distill studies and data pertinent to assignedicest

Adhere to RWI policy
Disclose all RWI related to healthcare goods amdices during the invitation
process
Report new RWI that arise during the writing effionimediately to staff and writing
committee chair
Avoid initiation of newrelevantRW!I during the writing effort to ensure writing
committee balance
Agree to publish disclosure informatioglevantto the document and webpost
comprehensivdisclosure information

Comply with disclosure policy during writing effort

11



Create the document
Work with other writing committee members to dratommendations
Edit sections written by other authors as requesyeithe chairs
Write and edit assigned sections by the agreed dpadlines
Work with staff to incorporate and process data@ridence
Provide appropriate references to support section
Review and approval
Submit ballot during pre-peer review sign-off ainthf sign-off as needed
Submit names of possible content reviewers

Review section carefully and check referencesethyjures and cover page

For each guideline, the Task Force also nominatesraber to serve as the Task Force Liaison.
The Liaison is a full voting member of the writingmmittee and must therefore abide by all
current RWI policies and attend the meetings amdezence calls. The Liaison monitors the
progress of the effort, may be a section authat,@ovides feedback to the parent task force
concerning any problems or issues that need taltdeessedThis member has the

responsibility of ensuring that the document undeidevelopment is consistent with

previously published ACCF/AHA documents. This member also maintains close contact with
other writing committees in progress pertinent® topic and facilitates (with staff) the sharing
of drafts. If there are significant differencesang ongoing writing committees, these should be
made known to the parent Task Force Chair and eatézynpt should be made to reach a
compromise. We have recently expanded this roledlade participation in the RWI
adjudication process which initially occurs duringting committee formulation; however, the
liaison may be asked to also review companies geadly throughout the process. The new
requirement for all writing committees to have 5afits members (including the chair) with no
relevantRWI requires intense discussions about compamyaeke. The adjudication process
will now include the Task Force Liaison in addititinthe Writing Committee Chair/Vice Chair

and Task Force Chair.
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Table 2. ACCF/AHA Selection of Writing Committee Manbers

Writing Committee Role Responsible for Selection
Writing Committee Chairperson(s) Task Force
Writing Committee Members (including Task Force
Liaison and Lead Reviewer) Writing Committee Chair(s)
Collaborating Organizations
Performance Measurement Representative Performanddeasurement Task Force
Chair

In addition to the varied scientific and clinicalpertise that is germane to the guideline
development, a broad spectrum of healthcare pi@awits are identified to diversify
representation from different geographical regigesders, ethnicities, and experts from both
academic and nonacademic settings. The Task Flseatempts to balance the number of
content experts (potentially including a pharmagat QI representative, statistician and a

representative from the Performance Measures Tagsle}-and senior practicing clinicians.

Finally, every writing committee has an officialSkaForce Lead Reviewerhe Lead Reviewer
assumes the responsibility to conduct a thorough veew of the document on behalf of the
Task Force, including consideration of concordanceith other ACCF/AHA documents. All
Task Force members have the opportunity to reviendbcument, but the Lead Reviewer
reviews the document as an “official” peer reviewerbehalf of the Task Force. The Lead
Reviewer also ensures that the guideline is cadistith other associated documents, that all
peer review comments are responded to and thedrtifoversial issues are resolved. S/He then
makes a recommendation in writing to the Task FQicair that the document is ready for

formal approval.

Part- or full-time employees of industry (PhARMARgrohibited from serving as members of a
guideline writing committee. The chair/co-chairgs)d all prospective members of writing
committees are required to disclose RWI duringpst 12 months with 1) the manufacturer(s)
of any commercial product(s) and/or provider(st@nmercial services related to the content of

the document and 2) any commercial supportersenéthivity and 3) any relationships with

13



other entities (i.e., academic institution, goveemt not-for-profit corp., or foundations).

Participation on the writing committee is dependgin a review of all relevai®RWI by the

Task Force. Anajority of writing committee memberaust be free of relevant RWI.* At least
50% of writing committee members, plus the Chaiyrhave no relevant RWI. The Task Force
monitors writing committee composition for RWI,\asll as other potential areas of bias, such
as intellectual bias/perspectives or organizatioglationships potentially competitive with the
College, and must approve each writing committderbenvork begins. Once chosen, authors
are requested to withhold from forming any newwvate RWI during the writing effort in order

to maintain the RWI balance of the writing comnatte

Of note, the Task Force also reviews writing conmmitoalance for other issues such as a
diversity of geographic location, private practie¥sus academic physicians, gender, race, and

appropriate organizational/content expertise.

At the discretion of the TFOG/TFPG, certain diselbselationships of the chair, co-chair, vice-
chair, or writing committee member such as parétgn in government-sponsored or
university-managed Data Safety Monitoring Boardsesearch, as well as certain
institutional/organizational and government/nongnafiationships may be considered as NOT

relevant to the writing of the document.

All recommendations will be balloted during the epal process. Writing committee members
with a relevant RWI may patrticipate in the discasdbut must recuse themselves from voting on
the recommendations where their RWI applies. Rednfsamation is published on the

guideline title page and with the RWI table as ppeadix to the document. The detailed and
complete RWI policies and form are includedAjppendix B. See Section 5.4.2. for more details
about the consensus building process and ballptingess.

Writing committee representation is increasinghedsified, which gives the guidelines greater
impact on clinical practice and acceptance by nstakeholders. Healthcare providers with a
stake in caring for patients during the courseedtment should be represented on the writing

committee as appropriate to ensure that physiaigtagce is unified from all specialty areas.
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Other medical associations or societies may bedaskpin the effort at varying levels of
participation (seéppendix C for elaboration on the specific levels of orgatizaal
participation). The decision regarding the levepafticipation is determined by the Task Force

with input from the writing committee chair/co-chai

The above policy will vary slightly with the impleantation of the new Guideline Focused

Update process (s&ection §.

2.2. Determining the Guideline Scope and Clinich|gdtives

2.2.1. Determining the Guideline’s Scope

Before and during the first meeting, the writingrouittee primarily focuses on coming to
consensus on the guideline’s scope and determimittigng assignments (sé&hecklist 1). A
literature search is conducted to define the sobplee guideline (see Section 3.1., Finding the
Evidence). The draft scope is shared with inviteghaizations to ensure all parties are confident

with the guideline direction and inclusion topics.

Once the date range for literature inclusion i®deined, it is added to the Introduction of the
document so that we are able to track which stualiesncluded and which are not. It is also

important for the reader to know this information.

ACCF/AHA Guidelines are usually intended to provideommendations applicable in the
United States; however, some guidelines writtecoifaboration with the European Society of
Cardiology or other partners have a broader taargdience. The methodology for international
guidelines is the same as national guidelines, eoticlusions and recommendations based on
expert judgment applied to clinical evidence. in&ional differences in disease management
and healthcare resource availability may be noteenasuch differences might have significant

impact on the implementation of recommendations.
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ACCF/AHA Guidelines are generally meant to provitiaically relevant information based on
clinical effectiveness outside of the context aftscand reimbursement. If cost issues must be
included, guideline writers should limit the scdpeoreviously published analyses and not
attempt to create any new economic analysis witiendocument. Cost effectiveness is not
factored into recommendations, which are strictlgdal on the scientific evidence. However, on
a case-by-case basis, if cost effectiveness infiiomé available, the writing committee may

choose to mention it in the supporting text foiveeg recommendation.
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Checklist 1. Determining the Guideline Scope and Clinical Obyest
Questions related to the guideline overall

What is the guideline’s targeted health conditiprdsagnostic test(s), or interventional
procedure(s)?

What is the purpose of the guideline?

What is within the scope of the guideline?

What is outside the scope of the guideline?

What is the literature inclusion date range?

What is the epidemiology of the topic?

Who are the guideline’s intended users?

What is the public health impact?

What is the target patient population to be adée#s the guideline?

How does the guideline relate to other existing ALXHA documents (e.g., expert consensus,
scientific statements, performance measures, tltdards, appropriate use criteria, quality

improvement)?

)

Can flow diagrams and evidence tables help summé#nz guideline, or at least key subsection$

How does the guideline impact and improve broadtihagstem based public health improvemgnt

goals such as the Healthy People 2010 Initiative?
Questions related to the guideline’s clinical objdo/es

What are the important clinical objectives relatethe guideline topic?

9%
o

What subtopics and related topics must be inclundéde guideline? Are the subtopics and relat
topics already covered by another organization?tWaorbidities are being covered or should
be covered by the topic area/guideline?

Are flow diagrams appropriate to these subtopicsratated topics?

What are the potential benefits and risks for irdlial patients associated with an intervention gr
procedure?

What amount of clinical flexibility is appropriafer the topic area?
What clinical options are available?

What topics have already been covered in existi@EMAHA Guidelines?

17



2.2.2. ldentifying the Clinical Objectives

The main goal of guideline creation is to develeppommendations that allow users to
understand the evidence on the topic and appdydlinical practice (see articles by Shaneyfelt
and Grilli in theSuggested Readings As such, guideline writers should progress wjkcific
clinical objectives in mind. It may be helpfulthe outset to consider what kind of guidance the
readers will expect in the completed document, sisch

the role of exercise testing in asymptomatic pasien
the use of inotropic agents in patients with eradystheart failure, and

managing mitral regurgitation medically versus satly.

A comprehensive collection of clinical objectivé®ald be created within each main concept
addressed by the guideline outline. These clirobgctives serve as the basis for literature

searching and sorting, and later for the compihatibguideline recommendations.

2.2.3. Development of the Guideline Outline

Guideline writers are encouraged to define as pefcas possible the overall guideline outline
during the early stages of development. The Taskeé~has provided standard guideline outlines
for each guideline type (s@@ble 3). These outlines improve consistency across gumegland
facilitate the effectiveness of online searchingof guidelines. They provide a common
structure while allowing for flexibility as the tmpdemands. Guideline writers should determine
at the outset which “standard concepts” apply &rthuideline, then proceed with creating
detailed clinical objectives under each concepte $tandard outlines are not prescriptive, nor

are they meant to encourage the creation of tektsode guidelines.

Table 3. Standard Outlines by Guideline Concept frm the ACCF/AHA Task Force

Disease or Condition Guidelines

Standard Concepts Possible Content
Introduction Purpose of the guidelines
Scope
Definition of the disease/condition Overview
Epidemiology

18



Classifications
Characterization

Clinical Evaluation

Recognition
Methods for risk stratification
Other issues related to clinical assessment
Clinical comparative effectiveness

Diagnosis and Testing

Noninvasive testing
Invasive testing
Laboratory testing
Risk assessment

Treatment

Principles of management
Therapy
Medication
Procedures
Interventions
Alternative/complementary medicine
Monitoring

Special populations

Concomitant disorders
Patient groups (e.g., elderly, women, pediatric)

Follow-up

Discharge
Long-term management
Patient education

Future directions

Address areas lacking evidendbairhave
conflicting evidence
Address newer and/or better designed studies
Head-to-head comparisons of pharmacological
treatments, new clinically applicable tests, and/c
instruments

Dr

Interventi

onal Procedures

Standard Concepts

Related Content

Introduction

Purpose of the guideline

Scope

Definition of intervention/procedure General comsations
Background

Specific conditions Clinical uses

Management strategies

Procedure-specific considaesat
Associated medical therapies
Procedural complications
Reducing risk

Outcomes

Definitions of success
Short-term and long-term outcomes
Comparisons with other interventions/ Clinical
comparative effectiveness

Institutional/operator issues

Quality assurancedangment
Volume considerations
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| Special populations | Patient groups (e.g., elderymen, pediatric) |

Diagnostic Procedures

Standard Concept Related Content
Introduction Purpose
Scope
Description of the diagnostic tool Specific procestu
Equipment
Sensitivity/specificity

General considerations

Comparison with other diagnostic tools/ Clinical
comparative effectiveness

Specific conditions Clinical uses (Note: Diagnosfigdelines are usually
subdivided by the diseases/conditions that they can
diagnose. These discussions include diagnosis,
assessment, prognosis, risk stratification, scregni
etc.)

Special populations Patient groups (e.g., elderbmen, pediatric)

Prior to the first writing committee meeting of newrevised guidelines, staff works with the
chair to begin development of a comprehensive meitllhe Research Analyst may conduct a
preliminary search from terms provided by the chanl forward the abstracts to the chair to help
frame the backbone of the outline. For guidelimeused updates, staff works with the chair to
identify specific areas in the outline for whicleth is sufficient clinical evidence to justify
updating. The scope, outline, and writing assigmshare preferably determined prior to the first

writing committee meeting.
2.2.4. Determining Writing Assignments

Writing assignments are determined by the guidethmar/co-chairs in concert with writing
committee members. Each section (or subsectiotijeofjuideline is assigned both a primary
author and secondary author/reviewer(s). The pyiraathor is responsible for drafting the
original content of the section(s) to which he/ghassigned. The secondary author/reviewer(s)
edits and provides additional content as requdstéite primary author or chair. The primary
section author MAY NOT have any relevant RWI sgedid the document section; the
secondary author/reviewer MAY have relevant RWI. IRMiting and voting procedures require

thatrelevantrelationships be managed according to the follgvgalicy:
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If a member of a writing committee has a relevaviRegarding a product or competing
product, and the section of the document relatéise@pecific or competing product,
then the membas permitted to participate in the discussions Imihot permitted to

draft or vote on a recommendation or correspontirg

If a member of a writing committee has a relevaviRegarding a product or competing
product, and the section of the documismiot related to the specific or competing
product,and the company does not manufacture or sponsor dewyarg product/service
or competing product/service, then the mem&@ermitted to participate in the
discussions ani$ permitted to draft and vote on the recommendation and/or

corresponding text.

If a member of a writing committee has a relevavlRegarding a product or competing
product, and the section of the document relatéise@ompany that manufactures or
sponsors the product/service or competing proderstitsebut not the specific product or
class of products involved in their relationshipern the membas permitted to

participate in the discussions bsitnot permitted to draft or vote on the recommendation

andor corresponding text.

For determining eligibility to serve on a writingromittee, a

person has eelevantrelationship IF: Because a guideline based
on an incomplete or biased
. . . | evaluation of the literature
— Therelationship or interestelates to the same or similal can lead to inappropriate
recommendations, the

_ _ search for relevant research
issue addressed in tdecument or should be comprehensive,
research should be selected
. _ using explicit criteria, and
exists)makes a drug, drug class, or device addressed | the validity of the results
should be judged in a

rigorous and reproducible
addressed in thégocument or fashion.

subject matter, intellectual property or assmtjc, or

— The company/entitywith whom the relationship

thedocumentor makes a competing drug or device

-Cook, 1997

— Theperson or a member of the person’s househdids
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a reasonable potential for financial, professiarather personal gain or loss as a result

of the issues/content addressed indbeument

3. Defining and Conducting Appropriate and Comprehasive
Literature Searches

3.1. Finding the Evidence

Once the outline, scope, and writing assignmentiefuideline have been determined,
comprehensive searching of the published literadareirs. A key component of the
ACCF/AHA Guidelines methodology is the developmehtecommendations based on the
entirety of the evidence currently available. Tingitute of Medicine describes literature

searching as the key step in developing valid dunes.

It has been estimated that over 2 million artieled more than 17,000 biomedical books are
published annually. The challenge of finding reletvarticles among the millions is
compounded by the availability of multiple electiodatabases, all of which offer different but

partially overlapping pools of information.

The current resources for guidelines developmeéenivebr searching in MEDLINE (via
PubMed), the Cochrane Library, and a clinical ¢ridditabase. The Research Analyst assigned to
the guideline will compile requested searches aati@ans relevant to the guideline topic from

the above mentioned databases and forward thehe teriters.

3.1.1. Literature Search Methodology

The ACCF/AHA process for conducting comprehensivelgline literature search is briefly
described in the following text. Initial literagisearches requested by guideline writing
committee authors focus on published articles, RETs followed by observational studies,
meta-analyses and systematic reviews). If highityueelevant, and up-to-date meta-analyses
or systematic reviews are found, these articleswallriters to focus on critiquing and updating
an existing review as opposed to creating oneddeses by Pogue and Lau $uggested

Readingg. For the majority of topics, literature searckaesis mostly on randomized clinical
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trials, and is expanded to nonrandomized studase studies, and opinion documents until the
evidence base is sufficient for each clinical quesidentified in Section 2.2.2. Each article is
evaluated as to quality and clinical limitations,discussed in Section 3.1.3. At the beginning of
a guideline development process, the section asithitirbe provided with a summary table
template and requested to populate the table widvant article/study summaries. When
appropriate/feasible and at the request of thengritommittee, the Research Analyst will help
the writing committee member compile/complete thnaary table for easy review and
inclusion in the guideline. The Research Analydt also help to compile a list of key literature
search terms, for the searches conducted by &idf€ included in the final published document.
Guideline authors who conduct their own searchéido@iasked to provide their list of key

search terms which will then be added to the lsated by the research staff.

3.1.2. Documentation of Literature Search

All literature searches for guideline developmenistrbe documented by the Researcher and
stored as an electronic file. This enables thér @mal Research Analyst to construct the text of
the guideline describing the literature searchenat thereby allowing guideline users to assess
the comprehensiveness of the search.

In addition to searches conducted by staff, writngimittee members are welcome to conduct
their own literature searches, including searcteca beyond what the ACCF/AHA resources
are able to provide (see Section 3.1.2.1., StanBeaadch Criteria for ACCF/AHA Guidelines).
The documentation for all literature searches ghbelforwarded to the Research Analyst using

the literature search request foingluded in Appendix E.

3.1.2.1. Standard Search Criteria for ACCF/AHA Giliides

Literature searching includes the following onlofeabases:
MEDLINE/PubMed;
Cardiosource Clinical Trials Database; and

Cochrane Library.
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Searches are limited to English language. (Seansfiebe expanded to languages other
than English as requested.)

Searches are limited to human subjects.

In the case of a guideline update, searches aiedirto the time period following the
publication of the last version of the guideline.

In the case of a new guideline or full revision,tmee limits on searches are imposed, unless
the writing committee determines that a differ@miet frame is appropriate (e.g., a guideline
on a diagnostic that did not exist before a cerdaite).

Gender and age are not limited, except when afgpelinical objective applies only to a
particular sex or age group.

Publication type is initially limited to meta-anabs and systematic reviews. Publication
type is expanded on an as-needed basis to includi®mized controlled trials,
nonrandomized studies, case studies, and opiniocandents.

If an acceptable systematic review or meta-analgsentified, searches to update it are

typically limited to the time period following treearch cut-off date reported in the review.

3.1.3. Balancing Scientific Rigor With Feasibility

The Cochrane Collaboration publishes perhaps thst mgorous and comprehensive guide to

conducting systematic reviews of evidence, and thethodology has provided the basis for

much of this manual. However, due to time and enun constraints, some components of their

methodology (such as creating and validating gatir which articles to include and removing

the journal and author names from articles beingeveed) are beyond the scope of ACCF/AHA

Guidelines development. A less resource-intensnagge feasible approach is to establish a few

basic criteria (such as randomized controlledgrially or studies with at least six-month follow-

up) and to be as inclusive and unbiased as possi#e Figure 3 to compare the interplay

between bias and evidence.

Figure 3. Systematic Evidence Reviews
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Systematic Reviews

®  Case report \
. B
® Case series ‘
B
o Case-control |
o Cohort studies “
®  Clinical Trial ‘=
o Randomized clinical trial \
\r

®  Blinded randomized
clinical trial

The Task Force recommends rigorous review of theles used in evidence tables and meta-
analyses—those articles that are most fundamemthktguideline recommendations. Scientific
rigor and transparency is also provided throughrhblision/citation of relevant statistical
findings in an effort tgrovide clinicians with a comprehensive set of dataenever possible.
The exact event rates in various treatment arnetiro€al trials are presented, when available, to
permit calculation of the absolute risk differerfé&D) and number needed to treat (NNT) or
harm (NNH); the relative treatment effects are dbed either as odds ratio (OR), relative risk
(RR), or hazard ratio (HR), or incidence rate naf{lRR), depending on the format in the
original publication. Along with other point statcs, confidence intervals (ClI) for those

statistics are added when available.

3.1.3.1. Unpublished Data
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Guideline writers are frequently familiar with ddtam review articles, abstracts, and late-
breaking trials that may impact the guideline’steo.  The results from unpublished data
shouldnot be considered except in a few instances: Firsy, wmpublished data in trials
presented at a major national or internationalrgifie meeting are allowed; and second, such
data should be no older than two years Uldpublished datamay not be used to support a
recommendation Additionally, unpublished data shouidt be used in guideline figures and
tables. The rare exception for including unpublgbata in the guideline text, figures, or tables
is when the data have important public health iogtions. The Task Force will review such
cases on an ad-hoc basWhen trial data are discussed, the text shouldlglstate that the data
are preliminary. Additionally, guideline writere@uld obtain slides from the trial presentation,
perform a detailed review, and ask the present#reofrial for guidance, keeping in mind that
the trial group has the prerogative to requesttti@tnformation not be published in a guideline.

Publication bias, which is defined as the tenddnqyublish articles containing positive findings,
especially new results, in contrast to reports tleahot yield significant results, or results tat
not accord with previously published findings Dictionary of Epidemiology3 ed. New York:

Oxford University Press, 1995), must be considénethe writing committee.

Searching clinical trial registries (e.g., Curr@untrolled Trials [CCTwvww.controlled-

trials.comand NIH’s Clinical Trials registry www.clinicaltts.gov) provides additional

unpublished information pertaining to specific lgiand assists with eliminating publication bias.

Guideline staff shares guideline topics with theidtel Cardiovascular Data Registry (NCDR)
staff and with AHA’s Get With the Guidelines (GWT&hRff to facilitate early coordination
among topics, obtain data pertinent to the gui@diapic, or request specific analysis of data.
However, this data may not be used to support@meeendation unless published in a peer

reviewed journal.

3.1.3.2. Discussing Pharmacotherapy in Guidelines
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The Task Force has provided a detailed list ofguedi on discussing pharmacotherapy in
guidelines (se€hecklist 2 and Table 4) In addition, when necessary, a pharmacologist is
assigned to a guideline or is used in a consuttigto review the guideline’s pharmacotherapy

discussions before publication.

Investigational treatments or drugs that are natlable for general use may be mentioned but
should be clearly described as such and not givassQ, lla, or Ilb recommendations. The
writing committee should decide whether to listthas Class 1l or to not list them at all. The
presence or absence of FDA approval of a drugwacedor a specific purpose should generally
not be mentioned. When addressing recently pudigipproved drugs, recommendations will
be based on the available strength of evidenceadsof waiting for FDA post-marketing
surveillance data. The criteria used by regulaguthorities to approve and to follow approved
drugs and issue recommendations/alerts when negessafrequently different, and the
ACCF/AHA process should be independent of theselatgry issues.
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Checklist 2. Discussing Pharmacotherapy in Guideties

Use generic or chemical nhame not trade name
e.g., simvastatin, not Zocor

Use broadest and most generic name of class ajgepr
e.g., sirolimus-eluting stent, not Cypher stent

List classes of drugs or drugs within classes atingrto evidence-based rationale, and
state rationale

e.g., first-line, second-line or side effects ostoeffectiveness

If no evidence-based rationale for listed ordet,diphabetically

List all drugs (or none) within class
Indicate whether each is approved for the indicgipunder discussion
e.g., statins for primary prevention
Indicate whether each has evidence for the indin&) under discussion
e.g., GP lIb/llla inhibitors

Discuss evidence for or against “class effect”
e.g., issue raised by ramipril in HOPE study

When so-called “alternative medicines” are knowibéovidely used, discuss the evidence
about them and the issues raised by their use
e.g., possible interactions

Avoid the use of symbols and abbreviations wheouising drug dosing and timing
e.g., use “micrograms” or “mcg” instead of “ug”
The Institute for Safe Medication Practices hasadsa drug error alert regarding
some commonly used abbreviations (included ingbdion)

Whenever a guideline includes specific drug infaiorg such sections of the guideline
should be reviewed by a pharmacologist during paeew
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In the case of international guidelines cosponsbrethe ACCF/AHA/ESC, it is understandable
that rare occasions may require a discussion efnational availability of certain medications.
However, such content should be addressed frometspective of the patient or clinical use,

and not from a policy (i.e., drug-approval) pergwec
3.1.3.3. Therapeutic Substitution

The Task Force recommends that in developing recemdations for drugs, the writing
committee should consider the following major aréehat must be present for a therapeutic

class effect:

a clearly defined biological target or pathway
comparable efficacy demonstrated for multiple ag&vithin the class (with multiple
randomized trials for each agent)
absence of convincing evidence that there is a reewifithe class that does not have
comparable benefit to that of other agents withendlass
no demonstrated ineffectiveness for any of thesalasmbers for the recommended
indications.

In practical terms it is unusual for all theseemid to be met, making it difficult to determineaif

class effect is truly present.

Additional considerations that should be reviewdgewevaluating the interchangeability of
drugs:

side-effect profile

cost

inclusion and exclusion criteria in supporting cad trials

absolute and relative degree of benefit

the particular subgroups in which benefit (or latkenefit) was demonstrated.

Where appropriate, drugs in a therapeutic clastisdegl in tables in alphabetical order unless
there is a preference, along with indications @it use and recommendations as to which

agents (if any) can be substituted within the class
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Table 4. Thelnstitute for Safe Medication Practicekist of Error-Prone Abbreviations

causing a 10-fold overdose or

Abbreviations Intended Meaning Misinterpretation Correction
ug Microgram Mistaken as “mg” Use “mcg”
BT Bedtime Mistaken as “BID” (twice daily) Use “biitie”
cc Cubic centimeters Mistaken as “u” (units) Use mL
D/C Discharge or discontinue Premature discontinnaif
medications if D/C (intended to
mean “discharge”) has been
misinterpreted as “discontinued”
when followed by a list of
discharge medications
1J Injection Mistaken as “IV” or Use “injection”
“intrajugular”
U International unit Mistaken as IV (intravenows) |Use “units”
10 (ten)
o.d. or OD Once daily Mistaken as “right eye” (OD- |Use “daily”
oculus dexter), leading to an oral
liquid medications administered
to the eye
Per os By mouth, orally The “0s” can be mistaken as “I
eye” (OS-oculus sinister)
g.d. or QD Every day Mistaken as q.i.d., especidlly|Use “daily”
the period after the “q” or the tail
of the “g” is misunderstood as an
i
ghs At bedtime Mistaken as “ghr” or every hour Usebedtime”
gn Nightly Mistaken as “gh” (every hour) | Use “nibyfit
g.o.d. or QOD | Every other day Mistaken as “q.ddilg or
“g.i.d. (four times daily) if the
“0” is poorly written
qld Daily Mistaken as q.i.d. (four times |Use “daily”
daily)
g6pm, etc. Every evening at 6 PM Mistaken as e@drgurs Use “6 PM nightly” or “6
PM daily”
SC, SQ, sub g | Subcutaneous SC mistaken as SLr(gudl); |Use “subcut” or
SQ mistaken as “5 every”; the |“subcutaneously”
“g” in “sub q” has been mistaken
as “every” (e.g., a heparin dose
ordered “sub g 2 hours before
surgery” misunderstood as every
2 hours before surgery)
t/d One daily Mistaken as “tid” Use “1 daily”
TIW or tiw 3 times a week Mistaken as “3 times g'dar  |Use “3 times weekly”
“twice a week”
Uoru Unit Mistaken as the number 0 or 4Use “unit”

greater (e.g., 4U seen as “40”

Dr
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4u seen as “44"); mistaken as
“cc” so dose given in volume

Dr

instead of units (e.g., 4u seen as
4cc)
Dose Intended meaning Misinterpretation Correction
Designations and
Other
Information
Trailing zero afterl mg Mistaken as 10 mg if the decimab not use trailing zeros fq
decimal point point is not seen doses expressed in whole
(e.g., 1.0 mg) numbers
No leading zero|0.5 mg Mistaken as 5 mg if the decimgdlse zero before a decima

before a decimal

dose (e.g., .5 mg)

point is not seen

point when the dose is les
than a whole unit

Numerical dose
and unit of
measure run

together (e.g.,

10mg, 100mL)

10 mg

100 mL

The “m” is sometimes mistaker

as the number 1 if written poor

Place adequate space
petween the dose and uni
of measure

Large doses
without properly
placed commas
(e.g. 100000 unitg

100,000 units

100000 has been mistaken a
10,000 or 1,000,000

sUse commas for dosing
units at or above 1,000 or
use words such as 100
“thousand” to improve

readability
Symbols Intended meaning Misinterpretation Correction
x3d For three days Mistaken as “3 doses” Use faetilays
>and < Greater than and less than Mistaken assitppaf Use “greater than” or “lesg

intended; mistakenly use corre

symbol; “< 10” mistaken as “4Q

dhan”

/ (slash mark)

Separates two doses or indic
per”

Aléstaken as the number 1 (e.g
“25 units/10 units” misread as
“25 units and 110 units” units)

Use “per” rather than a

slash mark to separate doses

@ At Mistaken as “2” Use “at”

& And Mistaken as “2” Use “and”

+ Plus or and Mistaken as “4” Use “and”

° Hour Mistaken as a zero (e.g., 2° se&fse “hr”, “h” or “hour”

as q 20)

Adapted from ISMP list of error-prone abbreviatiosgmbols, and dose designations. Institute foe S&fdication Practices
Medication Safety Alert 2003 (Nov 27);8(24):3-4valable at http://www.ismp.org/Tools/abbreviatibsispdf. Accessed
April 6, 2006. See ISMP Web site for updatesmatv.ismp.org

31



3.1.3.4. Use of Other Guidelines/Authorities

Guideline text, recommendations, and evidence sabkgy be replicated
from previous ACCF/AHA Guidelines and statementdaesed by both
organizations (e.g., National Cholesterol EducaRoogram). Without
the support of published new evidence, such exisegommendations
and tables cannot be changed. Instances allowttychanges will have
to be approved by the Task Force and allowable evarrunique patient
population is addressed or patient characteridiféer significantly from
what exits. Consensus statements or guidelinedajsat by others and
not endorsed by the AHA and ACCF should not bedaitereferenced
unless absolutely necessary, as this implies eanwst on the part of

the organizations.

3.2. Sorting the Evidence

3.2.1. Reviewing the Evidence

It is important to err on
the side of over-
inclusion because once
a trial has been
excluded from the
selection process it is
unlikely to be
reconsidered.
Questionable articles
which are included at
one stage can be
excluded at a latter
stage when more
information on the study
is available.

-Mulrow, 1996

Literature search results are maintained by the&eh Analyst who reviews the abstracts and

removes nonrelevant citations. At this step, ahéyarticle’s title and abstract are assessed, so

any article likely to be relevant to the guidelisenaintained. Additionally, the Research

Analyst sorts the abstracts to correspond witrsgieific clinical objectives identified in Section

2.2.2. This initial sort creates a comprehensit@tpotentially relevant studies.

Although the Research Analyst does a preliminavgllef sorting, the clinical expertise of

writing committee members is necessary to makdinaédecision as to whether the article is a

relevant piece of evidence that should be includdgte development of a recommendation.

This often requires review of the article’s fulkteind critique of the research methodology

employed. As necessary, the Research Analyspvailide the full text of all peer-reviewed,

published randomized controlled trials, meta-aredysystematic reviews of evidence, and

diagnostic studies using comparison with a golddsad.
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3.3. Synthesizing and Interpreting the Evidence

3.3.1. Synthesizing the Evidence

Evidence based
practice is the
integration of best
research evidence
with clinical
expertise and patient
values.

-IOM, 2001

Guidelines rest on a foundation of peer-reviewauaal research.
Once the evidence has been gathered, the writhialenged with
synthesizing the evidence in a systematic waylémats itself to
decision making. After choosing the studies tdude, the research
results must be assessed so conclusions can beomalde basis of the
body of evidence as a whole. As a guide to intéiqpyesvidence, a

series of articles on basic statistics for healthgmoviders is included

in Appendix A: Suggested Readings.

For each clinical objective within the guidelinleetwriter should attempt to include the

following components:

(1) Statement of the clinical objective/questiofMhis statement is defined in Section
2.2.2. and serves as the “heading.”

(2) Recommendation One or more clinical recommendations that ansixeclinical
guestion/objective and is written in full sentenc&ach recommendation is assigned
a classification and level of evidence along witl supporting reference(s). All
levels of evidence A and B must have referencesellef evidence C does not
require a reference since it corresponds to exjpenion. (see Section 4.2. Assigning
Classification of Recommendation and Level of Exich).

(3) Explanatory text See 3.3.1.1. Narrative Synthesis of Evidence.

(4) References The references include both citations in the giexcluding all
publications reviewed in writing the text and recoandations) and the tabular
summary of relevant trials.

(5) Evidence table See 3.3.1.2. Visual Synthesis of Evidence aBd 3. Analytic
Synthesis of Evidence.

(6) Diagram, table, or graphic summaryThe clinical objective should be linked back to
algorithms, diagrams, or tables that summarizekéyepoints (see Section 4.3.
Creating Visual Descriptions of Recommendations Bvidence).

3.3.1.1. Narrative Synthesis of Evidence
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Summaries of evidence should generally be in taldatan and not in the text of the guideline.
Text should be reserved for qualifying or clarifyithe recommendations. The Task Force
prefers that clinical trial data and other evidebeealisplayed in an evidence table or included in
meta-analysis. When multiple trials have yieldmlilar, noncontroversial results (e.g., the use
of aspirin postmyocardial infarction) a single sae with appropriate references may suffice.
Long, descriptive paragraphs of the methodologyfanmttings of individual trials are

discouraged.

3.3.1.2. Visual Synthesis of Evidence

Preparing an evidence table involves identifying artracting the key data from the relevant
studies. The Cochrane Collaboration recommendsibieg by deciding what comparisons
need to be made, then identifying the data elenmesdsssary to make those comparisons.
Salient data elements may include, but are noteainio, number of patients, morbidity,
mortality, dose-response, sensitivity, specifigityalues, confidence intervals, positive

predictive value, negative predictive value, angodlite and relative risk.

The next step is to prepare visual summaries ofdbelts of the studies included in each
comparison. The data are usually displayed ik thhat allows the studies’ designs and results
to be easily compared. However, sometimes theatathetter summarized in a bar chart or
other graphic summary. Information presented gcatlly can replace the need for “text-heavy”
sections of the guideline (see Section 4.3. Crgafisual Descriptions of Recommendations and

Evidence).

3.3.1.3. Analytical Synthesis of Evidence

Sometimes recommendations can confidently and iscitgibe written based on the
organization of evidence in tables or graphs. Otinges, an additional step is necessary;
analyzing the data statistically to get an estinohtihe heterogeneity of the individual effect
sizes, an estimate of the summary effect sizeaaméasure of its variance. Guideline writers

generally rely upon meta-analytic methods and Coslhmeta-analytic studies are frequently
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used for evidence review/analysis. A detailed gtidihe methods of meta-analysis is beyond

the scope of this manual.

3.4. Expert Interpretation of the Evidence

Despite all the evidence that may be availablevating the guideline, expert interpretation is
always necessary. Expert interpretation servesfasnel through which evidence on multiple
guestions and clinical situations is combined, emseéd, and formulated into recommendations

(see Figure 4).

Unfortunately, much of the evidence falls into tgeay zone” of uncertainty. The evidence

from different trials may come to divergent conabus, the evidence may only apply to specific
subpopulations, the evidence may be from methodtdtg weak studies, or the evidence may
simply be insufficient to make a decision. Les®ofis there an abundance of evidence available

that leads directly to an indisputable recommerodati

However, the final interpretation of evidence amel tecommendation based on the evidence
synthesis needs to be concordant with other recordat®ns in other ACCF/AHA guidelines
along with nationally recognized standard settinglglines such as Seventh Report of the Joint
National Committee on Prevention, Detection, Eviau and Treatment of High Blood
Pressure (JNC 7) when there is an exact overlgatoént populations, treatment therapies and
disease states between different guidelines. Adddoncordance among new and existing

recommendations is allowable based on new publiskizttnce only.

Figure 4. Turning Evidence Into a Recommendation

‘ EVIDENCE

EXPERT
. . INTERPRETATION |:> RECOMMENDATION
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Writing guidelines and formulating recommendaticas be less than straightforward, and very
time-consuming. The guideline writer is frequentya dilemma as to whether to delay making
a decision or come to a conclusion despite lackomgplete evidence (s€thecklist 3). Section
4.1., Overview of Recommendations, provides aoligjualities of guideline recommendations to
consider when writing the document. Also, an &tan the development of recommendations
in clinical practice guidelines is included in Apyix A: Suggested Readings for further

guidance.

4. Writing Recommendations

4.1. Overview of Recommendations Patients should receive care
based on the best available

Previous sections of this documelasscribe the methodology| Sciéntific knowledge. Care
should not vary illogically

of guideline development as well as meta-analysis a from clinician to clinician or

systematic review. Guideline development, unli@other | from place to place. OM. 2001
methodologies, goes beyond the compilation andyaisabf '

data to include recommendations. Guideline wriggeschallenged with considering a vast array
of evidence and creating clinically applicable atehr recommendations. While explanatory
text covering topic areas is an important eleméth® guideline, the concisely-stated full

sentence recommendations are more likely to beaerddjuide practice.

As the evidence is considered, conclusions andweeendations naturally evolve. Whenever
this occurs, the recommendation should be condensed sentence or two and separated from
the text. The recommendations are the core guielelamtent, while the text enhances the
recommendations by providing further descriptii@imation, such as exceptions to the
recommendations and clinical options. The recontdagons are assigned strengths of

recommendation based upon evidence, benefit v, teard patient preference.

Given the current guideline methodology environnaand the increased use of clinical
comparative effectiveness, Class | and lla - Levélvidence A and B recommendations, only,
can make statements regarding the comparativetieaess of one treatment with respect to
another, these words or phrases may be accompayib@ additional terms “in preference to”

or “to choose” to indicate the favored interventibonr example, "Treatment A is recommended
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in preference to treatment B for..." or "It is reaable to choose Treatment A over Treatment B
for..." Studies that support the use of comparatobs should involve direct comparisons of the

treatment or strategy being evaluated.

Furthermore, recommendations are solely basedeomdrit of available clinical evidence;
therefore, even though a new-just approved-drug meayrave postmarketing surveillance data
on population based effects, the drug may be meadion guidelines and recommended as an
option for treatment. There may be instances wtene is a lack of evidence and/or treatment
options available, at such times off-label drugs, pharmacotherapies already approved and
available in the United States, can be used t@ rabmmendations. For further information

please refer to Section 3.1.3.1. Unpublished Data.

Furthermore, newly crafted recommendations thatlagevith and are directly related to

existent recommendations and address the exactdiagase states, patient populations or
treatments should be concordant with the “oldecbremendations unless there is a compelling
reason not to do so. The only instances where éa@ommendations are allowed to be discordant
is when there is a special consideration such asevelence, an orphan drug/population or a
very specific sub-set of the general patient papaiaFor further discussion of concordance
please refer to Section 5.2. Maintaining Concordasmith Other Documents on the Same or

Related Topics.

If Checklist One determined that flow diagrams were appropriatepmemnendations should be

incorporated into the flow diagrams where apprdpria

Because guidelines often serve as the basis fer &##6CF and AHA activities (such as pocket
guides, performance measures, data standards paigpeause criteria and Guidelines Applied in
Practice [GAP] projects), recommendations shouldthed-alone text that are written in
complete sentences with as much detail as pos3ib&eTask Force suggests specific language
for full sentence recommendations that reflectdégnitions of the classification of

recommendations (s&hecklist 3). Guidelines are intended to be applied by heatth
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providers in real-world settings, so the recomménda should be practical, feasible, and

clinically flexible, thus facilitating the translah and implementation of recommendations.

Checklist 3. How to Write a Recommendation

Write all recommendations in complete sentencargube correct verb for the COR, as follows:

Class | Class lla

should - isreasonable
is recommended - can be useful/effective/beneficial
is indicated - is probably recommended
is useful/effective/beneficial - is probably indicated

Class lIb Class IlI-No Benefit
may/might be considered Procedure/Test-Not helpful
may/might be reasonable Treatment-No proven benefit

usefulness/effectiveness is
unknown/unclear/uncertain/not well
established

is not recommended
is not indicated
should not be done
is not useful/effective/beneficial
may be harmful
Class lll-Harm
Procedure/Test-Excess cost w/o benefit
or Harmful
Treatment-Harmful
potentially harmful
causes harm
associated with excess morbidity/mortality
should not be done

Assigneachrecommendation eeference (LOE:C does not require a reference).
Write separate recommendations that apply to spegifical objectives.
Write recommendations that are practical in théweald setting.

Describe the patients to whom the recommendatiptiesp Specify subpopulation variability and
exceptions in the recommendations. List the exaeptwhenever possible.

Use unambiguous language and clearly defined tesmes writing recommendations.
Write recommendations in terms of active/positigéans rather than passive/negative actions (e.g.,

Class | recommendation to perform a test/give ainent that is useful/effective rather than a Cldss
recommendation not to perform/give it).

The following examples were Class lla recommendatublished in th2006 ACC/AHA/ESC
Guidelines for the Management of Patients withaftFibrillation (emphasis added);
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1. For primary prevention of thromboembolism in patgewith nonvalvular AF who have
just 1 of the following validated risk factors, @ntombotic therapy with either aspirin or
a vitamin K antagonist is reasonable, based upassassment of the risk of bleeding
complications, ability to safely sustain adjustbdonic anticoagulatigrand patient
preferences age greater than or equal to 75 y (especialfgnmale patients),
hypertension, HF, impaired LV function, or diabetesllitus.(Level of Evidence: A)

2. For patients with nonvalvular AF who have 1 or mof¢he following less well-validated
risk factors, antithrombotic therapy with eithepias or a vitamin K antagonist is
reasonable for prevention of thromboembolism: 674 y, female gender, or CAD.
The choice of agent should be based upon the fisleeding complications, ability to
safely sustain adjusted chronic anticoagulataord patient preferences(Level of
Evidence: B)

3. Patient preferenceis a reasonable consideration in the selectionfodquently repeated
cardioversions for the management of symptomatrecurrent AF(Level of Evidence:
C)

4.1.1. Patient-Centered Care

To assist with shared decision-making betweenafins and patients, writing committees
should consider the role of patient preferencegeitisions with substantial personal choice or
values. Patient-specific modifiers, comorbiditiasd issues of patient preference that may
influence the choice of particular tests or thezare considered as well as frequency of follow-
up. This should especially be considered when twoare treatment therapies are

recommended at the same class of recommendation.

4.2. Assigning Classification of Recommendatiortslagvel of Evidence

The Task Force developed a color grid to adjudittaesvidence including consideration of
validity and clinical relevance, which providesransparent, explicit mechanismfor

classifying recommendations.

Once recommendations are written, a classificasfmecommendation (e.g., anticipated benefit,
harm, risk are considered) and level of evidenag,(quality of individual studies, including
design and execution) grade must be assigned koreaommendatiorkEvery recommendation

requires at least one reference as support if assigd a Level of Evidence of A or B; Level of
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Evidence C does not require a reference unless oarists as this refers to expert opinion,
case studies or standards of car@lso note thatecommendations are crafted based on the
treatment effect, i.e., risk versus benefit contimyand now allow for Class Il
recommendations to be separated into ‘no benefitiarm’ categoriesClassification of
recommendations (COR) and levels of evidence (L&E)expressed in the ACCF/AHA
COR/LOE Table referenced in every guideline (seeld ).

Table 5.COR/LOE Table (always Table 1 in an ACCF/AHA guideline)

E = Recommendation that = Recommendation in favor m Recommendation’s
= procedure or treatment is of treatment or procedure usefulness/efficacy less
= useful/effective being useful/effective well established
ad, -Dr!Iy expert opinion, case m Only diverging expert - l_Jr_lIy diverging e_xpan
; studies, or standard of care apinion, case studies, opinion, case studies, or
= or standard of care standard of care
4]
Siuggesfed phrases for should is reasonable may/might be considerard COR Il COR NI
writing recomrmendations™ is recommended can be usefulfetiestve/eneficial may/might be reasonable No Benefit Harm
is indicated is probably recommended usefulness/effectivenass is is not potentially
is usefuleffectve/beneficial or indicated unknown/unclearuncer tain recommended harmiul
OEatMeljesbil=od is notindicated causes harm
should not associated with
Comparative treament/strategy A is Teatmenystrategy A is probably g EX;:]EQE‘ L=
effectiveness phrasest recommended/indicated in recommendedyindicated in is not useful/ Vi Yy
prelerence o Lealmenl B preference Lo realienl B beneficial/ should not
treatment A should be shosen itiss reasmnable t chonse slisclie bedane
over treatment B freatment A over treatment B

Data available from clinical trials or registries about the usefulness/efficacy in different subpopulations,
such as gender, age, history of diabetes, history of prior myocardial infarction, history of heart failure,
and prior aspirin use. A recommendation with Level of Evidence B or C does not imply that the
recommendation is weak. Many important clinical questions addressed in the guidelines do not lend
themselves to clinical trials. Even though randomized trials are not available, there may be a very clear
clinical consensus that a particular test or therapy is useful or effective.

Tstudies that support the use of comparator verbs should involve direct comparisons of the treatments
or strategies being evaluated.
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4.2.1. Classification of Recommendations and Levef Evidence

Classification Types

Class I: Conditions for which there is evidence and/or gehagreement that a given
procedure or treatment is useful and effective.

Conditions for which there is conflicting evideraxed/or a divergence of opinion
about the usefulness/efficacy of a procedure atrment.

- lla: Weight of evidence/opinion is in favor of uskfess/efficacy
- llb: Usefulness/efficacy is less well establishgdelidence/opinion.

Class llI: Conditions for which there is evidence and/or gaehagreement that the
procedure/treatment is not useful/effective ansame cases may be harmful.

No Benefit- Procedure/Test not helpful or Treatmefu established proven
benefit

Harm- Procedure/Test leads to excess cost w/o themefs harmful, and or
Treatment is harmful

Like the collection and

scientific data from an
Level of Evidence A: Data derived from multiple experimental study,

collection and grading of

randomized clinical trials or meta- . o
the evidence for guideline
analyses. References used to development allow
determine level of evidence must be| conclusions (i.e., guideline
provided and cited with the recommendations) to be

developed in a manner
that is supportable by the
data (i.e., scientific

Level of Evidence B: Data derived from a single evidence in the literature).

randomized trial, or nonrandomized -Heffner, 1998
studies. References used to determipe

recommendation.

level of evidence must be provided and cited whth t
recommendation.

Level of Evidence C: Consensus opinion of experts, case studies, ndatd of care
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Comparator Verbs:

Class I:  Treatment/strategy A is recommended/indicated @fgoence to treatment B
Treatment A should be chosegr dreatment B

Class lla: Treatment/strategy A is probably recommendaeli¢ated in preference to
treatment B
It is reasonable to choosattrent A over treatment B

Given the current interest in and research oppai#srfor comparative effectiveness, along with
the new health reform initiatives, the ACCF/AHA @eline Task Force members have added to
the current COR/LOE and introduced specificatiarscfafting comparative effectiveness
related recommendationBhe current COR/LOE allows for the use of comparatve
effectiveness phrases/verbiage for Class | and Ckala recommendations with LOE A or B
only. Studies supporting the use of comparator verbsegpaéred to have been direct
comparisons of treatments or strategies being ateduand addressed. These direct comparison
studies can be RCTs, longitudinal registries andbservational studies; furthermore, due to the

strength of evidence requirements, the recommemuatire restricted to LOE A and B.

4.2.2. Applying the Classifications and Levels

Some writers prefer to assign the classificatioreabmmendation and level of evidence when
writing the recommendations, whereas others ptefstate the recommendation and assign the
classification later after re-examining the datait®¥vs preferring the first method sort, review,

synthesize, and interpret the evidence concurrently

The classification of recommendations and levehwaflence are considered by many to be the
core of the guidelines. As such, they are amoagrtbst debated aspects of the guideline within
the writing group. Any combination of classifiaati of recommendation and level of evidence
is possible. For example, a recommendation cam®kass |, even if it is based entirely on
expert opinion and no research studies have ewsr d@nducted on the recommendation (Level
C). Similarly, a Class lla or llb can be assigadcevel A if there are multiple randomized
controlled trials coming to divergent conclusioktega-trials shouldnot be considered

sufficient sole justification for assigning a recormendation to Level of Evidence A.
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Assigning a Level of Evidence B or C should notbastrued as implying that the
recommendation is weak. Many important clinicagsfions addressed in the guidelines either
do not lend themselves to experimentation or hate/et been addressed by high quality
investigations. Even though randomized contradifeds may not be available, the clinical

guestion may be so relevant that it would be delkmq to not include it in the guideline.

Comparative effectiveness statements in recommemgadre based solely on clinical
comparative effectiveness and can be made for Ckss lla - Level of Evidence A and B
recommendations, only. Studies that support theofisemparator verbs should involve direct
comparisons of the treatment or strategy beinguesetl. For example, "Treatment A is
recommended/indicated in preference to treatmednt.B" or "It is reasonable to choose

Treatment A over Treatment B for..."

4.2.3. Performance Measures

Performance measures must be quantifiable (i.ecig@ly defined numerator and denominator
with valid reasons to exclude patients from the sneaidentified) so that data for the measure
can be collected in a reliable way. Ideally, guiteirecommendations should be written with
minimal ambiguity and with adequate specificitystgpport translation into performance
measures and facilitate the rapid incorporatiothefbest evidence into practice. Guideline
recommendations that clearly specify, for examble ,characteristics of the patient population
appropriate for a given treatment or the optinmairtg for initiation of a therapy (e.g., within 30
minutes of arrival to the hospital, prior to hogpiischarge, early outpatient period) lend
themselves best to translation into performancesores.

Selecting performance measures involves:

1) Evaluating the strength of evidence supportirggotential performance measure (class of
recommendation and LOE);

2) Defining the clinical significance of the outcermost likely to be achieved by adherence with

the performance measure (e.g., decreased moriaipypved functional status); and
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3) Assessing the magnitude of the association letwaeherence to the potential performance

measure and a clinically important outcome.

In addition, performance measure writing committeesst also weigh the feasibility of any
potential performance measure and the costs assgeidth implementing it, which may include
the relative cost of the therapy/intervention addeel by the performance measure, the
availability of reimbursement for the therapy/ivention, as well as the cost of collecting the

data required for the measure

In general, ACCF/AHA Class | and Il guideline resmendations identify potential dimensions
of care and processes that are considered forrpgfice measurement, although not all such
recommendations are translated into performancesunes. The goal is to identify a set of
measures that address areas where there are gage;ithat are likely to improve quality; that
address, to the degree possible, the full speatfurare; and that conform to the ACCF/AHA

Attributes of Performance Measures.

4.3. Creating Visual Descriptions of Recommendati

DT,
and Evidence Jrhe broad mandate of

most guidelines
ensures that guideline
documents tend to be
longer and less
formulaic than other
created, guideline writers should look for waysigually articles . . . [but]
surveys reveal that
clinicians prefer

The flow diagrams identified in Section 2.2.1., Cklest 1, pocket cards, concise
pamphlets, and
journal article

and recommendations written. Frequently, the aexi/or summaries.

4.3.1. Communicating the Key Points

Once the evidence tables and recommendations femre b

summarize the key points in tables, diagrams, anennonics.

should be considered again in light of the evideratkected

recommendations can be condensed into a clini¢hiyvzgy, -Cook, 1999

algorithm, or decision-tool. These visual sumnegssist
physicians in understanding and applying the bas for individual patients. Visual
presentations should be:
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written in clear and unambiguous language;

logically organized;

easy to follow;

specific about relevant populations and clinicatwmstances; and

specific about which elements of care are approgriaappropriate, and equivocal.

The guideline users expect the evidence to be piedas proof of the recommendations’
quality. Howeverin clinical circumstances, the key points of howelevidence applies to
patients are the take-home messages that must éarlgl presented and easily accessible in the

guideline Examples of good summaries of recommendatiagatuded in this section.

4.3.2. Creating Tables

The purpose of a table is to augment the text)ayspata, or organize information visually. A
well-organized, legible table helps the reader amin@nd content. In general, tables fall into 2

categories: text tables and data tables.

4.3.2.1. Characteristics of a Good Table

The following criteria define a good table and sihewn in examples in this document.

Includes supplemental content original to the takitet merely a repetition of
information already presented in text;

Brief but explanatory title—titles and headings sldandicate units of measurement if
applicable;

Each column and each row has its own descriptiagling—again, data should be easily
identifiable;

Each cell of a data table makes sense across tine-mthe x andy axes should
intersect logically;

Can be taken out of context—readers should betahladerstand the table without
having read the text;

Abbreviations are spelled out—do not assume théerdenows all terms (exceptions
include common units of measurement and abbrewviggccepted in the dictionary as
words, such as HIV/AIDS);

All data sources cited; reprint/modification infeation indicated,;
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Concise but clear;
Entries in alphabetical order.

4.3.2.2. Text Tables

Text tables are used for description and/or exptinaThe text in word tables is not meant to
replace scientific text in article, but is meanptovide clarification by simplifying burdensome
language. Text tables should be used sparinglyaaige explanations when needed, list signs
and/or symptoms when necessary and unnecessatiiogpef information already included in

the text should be avoided.

If highlighting bullet points is the aim, a bulldter numbered (or lettered) list is the proper

format if a sentence containing an itemized list@y will not do.

Example A. Text table.
Table X. Selection of Initial Treatment Strategy:Invasive Versus Conservative Strategy

Strategy Status Patient Characteristic

Invasive Preferred  Recurrent angina or ischemia atest or with low level
activities despite intensive medical therapy
Elevated cardiac biomarkers (TnT or Tnl)
New or presumably new ST-segment depression
Signs or symptoms of HF or new or worsening mitra
regurgitation
High-risk findings from noninvasive testing
Hemodynamic instability
Sustained ventricular tachycardia
PCI within 6 months
Prior CABG
High risk TIMI or GRACE score
Patient prefers invasive evaluation
Reduced left ventricular function (LVEF less than40%)
Invasive Considered Diabetes
Chronic renal insufficiency
Conservative Preferred  Low risk TIMI or GRACE score
Patient or physician preference in the absence bigh risk
features

CABG indicates coronary artery bypass graft surgéiACE, Global Registry of Acute Coronary
Events; HF, heart failure; LVEF, left ventriculgeetion fraction; PCI, percutaneous coronary
intervention; TIMI, thrombolysis in myocardial infdion; Tnl, troponin I; and TnT, troponin T (Ref).
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4.3.2.3. Statistical Analysis

Often the best way to determine what type of fortoatse is to go by type of statistical analysis.
A useful reference guide to structures of tablgmoized by type of statistical analysis is
Presenting Your Findings: A Practical Guide for @teg TablegNicol & Pexman, 1999).

Relative Risk

In clinical documents, relative risk (RRs) and odatsos (ORs) are used to compare risk
between 2 different groups. An absolute risk rednctARR) should be listed for tables that
contain values such as hazard ratio (HR), OR, oaRRg with the 95% Confidence Intervals

(95% CI) for the statistical point estimates wheaikble.

The ARR is the difference in event rates (i.e g @tharmful outcome in the control group rate
of harmful outcome in the experimental group). atent is associated with it, that is, no
comparison with any other risk, but a probabilitysomething occurring. ARR is known as the
arithmetic difference (or risk difference) in rasharmful outcomes between experimental and
control groups. ARR and RR can be combined anchbathwith many factors that are not
limited to seriousness of disease, commonnesgity ohthe condition, absolute risk reduced

with treatment, side effects, costs, and so forth.

Relative risk is the difference between risk levrlgelative terms (control group harmful
outcome rate of harmful outcome in the experinamroup/rate of harmful outcome in the
control group); however, it is not the same asnangase in risk. When the study involves an OR
or RR, the ARR is simply a subtraction betweenabents rates. However, if an HR is given, a 2
x 2 table is needed to calculate the ARR.

Multiple references are provided below to helpstsgiu create the ARR, including calculators
that will calculate the 95% confidence intervalre®ommended calculator can be found at
http://ebem.org/nntcalculator.htnany studies do not include the 95% ClI in thelgtabstract;

however, we prefer to list this value in tablesanfOR, HR, RR, or a 95% ClI is not reported in
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the study, the table should simply reflect “notadpd.” (see Section on Web Resources at end

of Appendix A.)

Example C. Descriptive Statistics.

Table X. Outcome of Death or Myocardial Infarction in Clinical Trials of GP llb-llla Antagonists
Involving More Than 1000 Patients

Trial Study Drugs Results ARR RR 95% p
Population Placebo lIb-llla Cl
n % n %
PCI
IMPACT  AllPTCA eptifibatide 112/1328 8.4  93/1349 6.9* 0.015 0.83 0.630.134
(1) to
1.06
ESPRIT  Elective eptifibatide 104/1024 10.2 66/1040 6.4 0.038 0.62.4® 0.0016
(2 stenting to
0.84
ISAR- Elective abciximab  42/1080 3.9 43/1079 4.0 - 1.02 0.68 0.91
REACT (3) stenting with 0.00096 to
clopidogrel 1.55
pretreatment
ACS
UA/NQWMI eptifibatide 744/4739 15.7 67/4722 1.42* 01428 0.09 0.07 Less
PURSUIT to than
4 0.12 0.0001
GUSTO  UA/NQWMI abciximab  209/2598 8.0 450/5202t 8.7 -0.0060 1.08 0.92 0.36
IV ACS (5) to
1.26
UA/NQWMI lamifiban 296/2597 11.4 278/2628 10.6 0.8Q2 0.94 0.77 0.32
PARAGON to
B (6) 1.09

ACS indicates acute coronary syndrome; ARR, absoklative risk; Cl, confidence interval; NQWMI, m@) wave
myocardial infarction; PCI, percutaneous coronatgrivention; PTCA, percutaneous transluminal conpna
angioplasty; RR, risk ratio; and UA, unstable aagihBest treatment group selected for analysRodled results
for 24 and 48 hr infusion arms.

4.3.3. Creating Figures

4.3.3.1. Characteristics of a Good Figure

Like tables, figures should be self-explanatorghibuld not be assumed that the reader ascribes
the same meaning to all abbreviations, so all atdtiens should be explained in the figure

caption (in alphabetical order).
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Camera-ready figures should be submitted with cabgar lines, along with the author's name
and figure reference. The preferred file formaflig-; however, if staff needs to edit a figure, it
should be submitted in Microsoft PowerPoint (.PRIBCC's Instructions to authors is a solid

reference for how to submit figures.

4.3.3.2. Color Figures

Example D. Color line graph using shapes for datagints.
Figure X. Mitral regurgitation grade by echocardiogram accordng to location and time
period

Figures submitted in four color format will be ped as such; figures submitted in black and
white (B/W) will be submitted as such. It is suggesthat simple line graphs and charts be
submitted in B/W. ACCF/AHA Guidelines, in additiom being published in JACC, are printed
in the AHA journalCirculation, which is not in color. When using color for clsaand graphs, it
should be remembered that not all colors translaleto B/W. If a figure is to be published in
Circulation as well, techniques such as shapes and line patterk well to differentiate data,

as in the following example.
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4.3.4. Additional Important Points on Tables and Fgures

If a cell in a table does not contain data for seesson, use an ellipsis (...) and explain its
significance in the footnote (e.g., “Ellipses iratie that data could not be computed because the

sample was too small for analysis”).

Because of the error-prone abbreviation alert sglddy the Institute for Safe Medication
Practices, the ACCF does not use symbols in itsirieats for dosages. For example, to show
range in dosing, ACCF uses the word “to” instead dbash (0.5 to 0.1 mg versus 0.5-0.1).
Follow this practice for Cls as well, to avoid asHdeing misread as a minus sign.

The order of appearance for footnote symbols fsléswvs: (top to bottom, left to right; for
figures, use this order for the caption)

<t 58 T # % Tt 1, 88, 11, #4#, etc.

Table notes and figure captions may contain tHeahg material (in order): general note,

explanation of symbols, copyright note (see Secti@¥.1. Permissions) and finally references.
4.3.4.1. Permissions

Sources are cited by including a reference inabéetnote or figure caption. Tables and figures
that are to become intellectual property of the Aoaa College of Cardiology Foundation that
are copyrighted by another source will require@udiege to obtain permission for their use. For
this reason, the entire reference should be wrdtgrand should include an indication about
whether the table or figure is reprinted or modifie

If an original table or figure is created with datam multiple sources or by reconfiguring data
from one source, it is not necessary to obtain agpypermission from those sources. The
source of the data should be noted, however. eosdke of uniformity, the entire reference

from which the data are obtained should again benrout.
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Items in the public domain are those for whichdbpyright is not privately held. These
materials are usually produced by government agerari government employees and are clearly

marked “In the public domain” and do not requirenpission.

5. Writing Committee Discussions and Consensus Ddepment

5.1. Group Decision-Making

Writing committee discussions and consensus demeopare ongoing at all stages of guideline
development. Since ACCF/AHA Guidelines are teanttgm documents, coming to consensus
on the scope, clinical objectives, evidence taliked, recommendations, and visual summaries
occurs throughout document development. Subsewtiiters often come to consensus through
conference calls or email exchanges of informatrdmle the entire writing committee comes to

consensus during the 2 to 4 meetings, whole coreenttbnference calls, and mail ballots.

In evidence-based documents such as clinical peagtiidelines, consensus development is
often most important around topics that have revdiure base. Writing groups are faced with
the challenge of addressing an important clinicedsgion despite a lack of data. If consensus
can not be reached due to lack of supporting tla¢aACCF/AHA Guidelines development

process allows for the incorporation of controvargiscussions in the text since minority

opinions are not permitted. For certain
The safeguards of a group
process should be initiated so
challenging due to a lack of supporting data. as to ensure that the

consensus achieved by the
guideline development experts
Consensus Development would reflect the consensus of
the larger group of experts on

the topic around the world.
enough to address the specific area(s) of concern -Heffner, 1998

ACCF/AHA Guidelines consensus development is

The process for tracking a vote must be flexible

and therefore may vary by writing committee. Besgathe decision to call for a vote is at the
discretion of the chair (or designee), so too ésaiministration of some aspects of the voting
process. In all cases, the name and vote of eathgwcommittee member must be maintained
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for the record. Circumstances for which an infdratde may be necessary include (but are not

limited to) the following:

When consensus is not obvious

When there are numerous or significant RWI suchttiere may be a real or perceived
conflict of interest

When one or more individuals appéare unduly influencing the outcome of the
discussion on the recommendation (Note: this inldial may be asked to leave the room
during a portion or all of the discussion at thecdetion of the Chair)

When trying to reconcile a new guideline recomméiodavith one being developed by

another guideline writing committee or one thasexin a published guideline

Formal Balloting

All guideline recommendations are formally votedduming pre-peer review writing committee
sign-off, and then again on recommendations thamgéd as a result of peer review following
the finalization of the draft but prior to the AC@®®éard of Trustees (BOT) and AHA Science
Advisory Coordinating Committee (SACC) reviews. Wi committee members are required to
recuse themselves from voting on any recommendatmmwhich they have a relevant RWI.
Recusal information is published on the cover efdbcument. A tracking cover sheet is
developed and the ballots maintained as part opénsanent files. Confidential balloting is
required for ALL guidelines and all voting is basmuthe context of quorum as defined in
Robert's Rules of Order - 10th Edition*.

In all cases the name and vote of each writing citteenmember must be maintained for the

record indefinitely.
Voting MUST be by confidential written ballot
Chair must review all votes to ensure accuratesadoy all writing committee members

Individuals who have identified relevant RWI maytpmapate in the discussion but MUST

recuse themselves when the vote is taken

A recommendation is considered approved if it nee®ia majority vote of those present to
vote
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* Definition of quorum and the number needed torape:

1. "A quorum in an assembly is the number ofngtnembers (see definition below) who must
be present in order that business can be legaihs#cted. A quorum refers to the number

of such memberpresentnot those actually voting on a particular questidhe number of
members constituting a quoruma majority of those present amdy vary (depending on how

many members are present)." (unless organizatmias indicate otherwise)

“In all other committees and in boards, the quorsi@ majority of the members of the board or
committee unless a different quorum is fixed... by llylaws... or some other rule of parent

organization.”

2. The number of members needed to carry a vaerajority (more than half) of the votes cast
by persons legally entitled to vote, excluding B&rabstentions, & recusals, at any meeting or

conference call where a quorum is present.

In the case of a guideline: 1) at least 51% ofntleenbers must be present (at the meeting or on
the call) in order to have a quorum; 2) it doesmatter how many members do NOT vote
(recuse/abstain from voting) as long as thereggsaum and the number of voting

members does not go below 3 (which is the minimumiver you can have and still have a
"majority"). If the number of members is uneverg ttumber needed to pass must be rounded

“up” (e.g., if 19 votes are cast, a majority [mdnan 9 1/2] is 10).

Specific quotes from Robert's Rules of Order - Idition.

5.2. Maintaining Consistency with Other Documemtghee Same or Related
Topics

Guidelines in development often cover the samelated material as other documents, such as
other ACCF/AHA Guidelines, NHLBI guidelines, expednsensus documents, performance

53



measures, data standards and scientific statenfantsxample of this interconnectedness for
revascularization is shown Figure 5. The policy for addressing instances of
nonconcordance is that all ACCF/AHA Guidelines musbe consistent unless there is new
evidence or a change in patient practice patterndf there is a change, it must be vetted and

reconciled with the respective writing committeel éine Task Force.

Whenever possible, guidelines should refer to edloér, rather than repeat already-published
information. The chair, along with staff and thesK&orce Liaison, will help the writing
committee to identify related material in otherdglines. The Task Force Liaison to the writing
committee and research staff should monitor cogrscst across guidelines (and other documents
as appropriate) to identify potential areas of gisament. When adjudicating recommendations
among multiple writing committees that may overldisease-based guidelines will take
precedence over procedure-based guidelines (asguha@re is no new evidence and the

guidelines in question address the same patientlaigns).

Further information on concordance is provided écttn 4.

Additionally, the Task Force Lead Reviewer is clear¢p look for consistency issues with other
guidelines at the time of peer review.tHe issues are substantial, the writing committeserc
may agree to have a member from another guidetinerittee participate in a conference call
or face-to-face meeting for a specific time perliwdrder to hear the views of the other
committee without spending too much time on onéi@dar issue (e.g., primary PCl in the
STEMI guidelines, in the UA/NSTEMI guideline, amdthe PCI guideline focused update,
shown inFigure 6). If consensus cannot be reached within the vgritommittees of the
respective guidelines, the chairs of the pertigeidelines will confer and make the final
decision about the Class of Recommendation or exexding.
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Figure 5. Associated Guidelines

Figure 6. Overlapping Guidelines
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5.3. Writing Committee Sign-off

At the final stages of guideline development, watghould re-examine the original goals
regarding the scope of the guideline, as identifie8ection 2.2.2. Any identified gaps should
be filled or explained before the document is $enpeer review. The writing committee will
be asked to give formal approval of the documett before peer review and after peer review
edits have been incorporated.

Approval is obtained from all writing committee mieens through a formal ballot of every
recommendation PRIOR to peer review and then @@RIOR to leadership review on
recommendations that may have changed. Recommemdbailots received from writing
committee members, a cover tally sheet, and re@ofesimation are printed and maintained in

the permanent paper files.

Writing committee members with relevant RWI spexctt a recommendation must recuse
themselves from voting. Recusal information and RWiirmation is reviewed by the writing
committee Chair and Task Force Chair to ensuredlhatembers have appropriately interpreted
and implemented the RWI/recusal procedures. THethakcusal information is included on the
cover page of the document and on the RWI table.

Checklist 3in section 4.1 is provided as a tool to condudnéernal review of the guideline
recommendations at both of these junctions. Addltily, the Conference on Guideline
Standardization (COGS) has developed a framewstkd inChecklist A in Appendix F,

with 18 characteristics for standard guideline répg that is designed to promote quality and
facilitate implementationChecklists B and C(also in Appendix F) list 2 other systems of
reporting criteria: The National Guideline Clegtimuse (NGC) database, which is an initiative
of the Agency for Healthcare Research and Quaktyw.Guideline.gov) posts guidelines that
meet quality standards; and the Appraisal of GindslResearch & Evaluation (AGREE)
instrument is a widely used generic measure ofajimd quality and provides its attributes for

evaluation as well.
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5.4. Peer Review
A critical stage in the development process of ficaguidelines is peer review. Peer reviewers

are relied on for expert, critical, and unbiaseadrsific and literary appraisals of the document.

5.4.1. Selection of Peer Reviewers

The Task Force has adopted a policy to collelevantinformation regarding reviewers' RWI
pertaining to the topics covered in the reviewedlgline. Reviewers are required to provide
this information and sign a confidentiality agreetni@ order to participate in the review
process. As with guideline writing committee memsh&WI1 information for reviewers is
included in an appendix of the published document.

Practice guideline peer review should seek to oieldiverse, competing viewpoints, with
invitations sent to organizational representateaves other stakeholders (based on the topic of the
guideline) who will use and implement the guideli@ellaborating and endorsing organization
also participate by peer reviewing the documengr lReviewers are classified as “official,”
“content” and “organizational” reviewers. Officisviewers are nominated by the partnering
organizations with an effort to maintain an equahber of reviewers from each organization.
The Task Force Lead Reviewer is also considereaffanial reviewer. All other reviewers are
considered content or organizational (from endgrsirganizations) reviewers. The types of

organizational relationships and the nature oféhretationships are listed Appendix D.

5.4.2. Writing Committee Response to Peer Review drinal Sign-Off

The final stages of document development involweere and approval from the guideline
writing committee, the Task Force Lead Reviewes, TAsk Force, the ACCF BOT and the AHA
SACC.

The chairs (or their designees) should considef raspond to, each comment received.
Detailed responses must be provided for offici@rpeviewer comments since they are
officially representing their organizations. Staifl construct a peer review spreadsheet to track
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comments and responses. While content reviewer®teceive formal responses back to their
comments they should be equally considered an@dnsgs to their comments included in the
spreadsheet. The chairs should revise the docyuaeappropriate, based on the responses. In
addition, the responses are sent to the ACC BOTA& SACC, and shared with partnering

organization staff.

All responses to peer review comments and theedwd®cument are sent back to the writing
committee for final sign-off prior to leadershipview. Any recommendations that changed as a

result of peer review will be balloted a secondetim

5.4.3. Document Sent to Governing Bodies of ACCF,HA, and Partner Organizations
5.4.3.1. Partner Organization Approval

The ACC Board and AHA SACC receive the documentdorew and approval. Once any/all
changes are incorporated (if substantive, these beuapproved by the writing committee), the
revised guideline is then sent to all partneringaoiizations, and then lastly the guideline is sent

to the organizations that have requested endorderoasideration.

5.4.3.2. Collaborator/Endorsement Approval

Collaborating/endorsing organizations that havenbeeted to participate in the development of
the guideline get a final chance to review and appthe final document.

If an organization decides to endorse the guidgeltnis given the opportunity to publish the
guideline and provide its Web posting informati®he Publication Manager and/or Document
Manager coordinates with the endorsing organizattordetermine file transfer requests and to

schedule copublication.

If an organization decides not to endorse the decunthe introduction will note that the
organization provided a representative to servthemwriting committee but their name will be

removed from the cover page.
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6. Web Posting and Publication

The document is not final until approved and postedCCF and AHA Web sites. Guideline
focused updates are a summary article that accaegptre full-text guidelines and contains a table
highlighting changes in recommendations. Thet®tkguideline is updated to incorporate links to
sections where the focused update information wbalchost current. For new guidelines or
guideline revisions, an executive summary provaesbridged version of the full-text guidelines,
including all recommendations. Publication of thensnary article or executive summary and e-
publication of the full-text guidelines appear e ournal of the American College of Cardiologyd

Circulation.

6.1. Preparing the Pocket Guide

The information in the pocket guide should flowedily from the full guideline; thus, guideline
writers are responsible for ensuring that the dinddends itself to the pocket guide format.
The Task Force recommends that each writing coraendesignate one writer who will be
responsible for the pocket guide. The Documentadan and Research Analyst coordinate
production and help ensure consistency among theeki guidelines, executive
summary/summary article, and the pocket guide cintilaterial that does not appear in the
full-text guidelines should not appear in the paakgde. An online version of the pocket guide
is produced for all guidelines. When industry furglis obtained for a particular pocket guide, a
color laminated pocket guide is produced for disttion to ACCF members and others to
facilitate implementation of the guideline, spezdily at the point of care.

However, ACCF and AHA prepare other supplementakeneds independently of each other.

7. Maintaining Guideline Relevance and Updating Exdence

Maintaining guideline content that is up-to-datéhathe clinical evidence and best practices in
the field of cardiology is an ongoing challengeneTTask Force continuously explores new
processes to update guideline content more regularl
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7.1. Evidence Review
7.1.1. Currency Review

All guidelines are reviewed by the Task Force fosgible update one year after publication and
yearly thereafter. The Research Analyst and tlagr chonitor significant new clinical trials and
peer reviewed literature on the topic, and theymam the current guideline recommendations
against the latest data. After the new data ispiieah, the entire writing committee is surveyed
to determine whether the guideline (or sectionsiwithe guideline) needs updating. Other than
peer reviewed documents and clinical trials, tlseaech analyst also monitors key federal
regulatory bodies for changes/announcements/pslarneboth existing and emerging areas of
cardiovascular disease assessment and treatmeninféhmation gathered from these agencies
is then shared with the chair and a determinasanade regarding the necessity of a guideline

review.

The following Federal Agencies and specific agegmograms will be followed /monitored:
US Food and Drug Administration (FDA)-Center fonies and Radiological Health; FDA-
Center for Drug Evaluation and Research; FDA-Dmg Bevice Safety Alerts such as Black
Box Warnings; Centers for Medicare and Medicaid/ises (CMS)-National Coverage
Analyses, Medicare Payment Advisory Commission (FR&dC) Reports/findings/
recommendations; FDA-Circulatory Systems Devicesigaty Committee
Decisions/Outcomes; FDA-Cardiovascular and RenapgBAdvisory Committee

Decisions/Outcomes.
7.1.2. Late-Breaking Clinical Trials

Late-breaking clinical trials (LBCTs) are reviewgdm all major medical meetings and the list
is compiled twice yearly (first for the period fradanuary through June and second for the
period from July through December). The Researcilyst compiles the reference articles and
data from the LBCTSs, and then the respective wgitammittees are balloted, in addition to the

Task Force, to determine which guidelines will rieg@n update or revision.
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7.2. Development Process

A full revision of a guideline occurs when therevldeen at least two previous focused updates

and/or there is enough new evidence that a sigmfioumber of the recommendations need to

be revised or when there is a compelling reasamémge the scope or focus of an existing

guideline. Revisions are managed the same as guiewline, except for writing committee

selection. One half of the previous writing comestis rotated off to allow for the inclusion of

new members; however, new RWI rules must be foltba® additional member changes may be

required to in order to maintain the 50% free of R)s the chair.

Unless otherwise stated, the methodology and geopeaating procedures described in this

manual applies to focused updates and revisiongehss new guidelines. Sdable 6.

Table 6. Standard Formats/Definition for ACCF/AHA Guideline Focused Updates, Revisions,
and New Guidelines

Focused Update

Revision/New Guideline

Scope

Focused update based on new evidencs
from LBCTs during a specified time
period

Substantial rewrite of entire document
with comprehensive literature review

Number of meetings

Two 4-hour meetings held in conjunction
with ACCF/AHA sessions and multiple
conference calls

Up to 2-3 full-day meetings

highlight recommendation changes)
Updated and new sections are
highlighted in the Table of Contents of
the full-text guideline with links to the
focused update where necessary

Target time frame to | 6-9 months 12-18 months
peer review
Publication Summary article (table format to Executive summary (includes all

recommendations and substantive
comments regarding document)
No track changes shown in full-text Web
publication
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7.2.1. Focused Updates
7.2.1.1. Topic Selection

As noted above in 7.1.2, research staff compile TBGmmary sheets by guideline topic twice
yearly noting which guidelines are potentially inofed. These are then forwarded to the
appropriate writing committees for review and bitig. Criteria considered by writing

committees include:

Publication in a peer reviewed journal (this eletassures time for the evidence to “simmer” in
the clinical community, which helps protect againsing too reactionary)

Large, randomized, placebo-controlled trial(s)

Nonrandomized data deemed important on the basesafts impacting current safety and
efficacy assumptions

Strengths/weakness of research methodology anoh@jad

Likelihood of additional studies influencing curtdimdings

Impact on current and/or likelihood of need to depanew performance measure(s)

Requests and requirements for review and update tihe practice community, key stakeholders,
and other sources free of relationships with ingust other potential bias

Number of previous trials showing consistent result

Need for consistency with a new guideline or guigetevision

If a majority of the writing committee agrees viallbt that a potential change to
recommendations may be required, their commentshaed with the Task Force Oversight
Group (TFOG) and a decision is made about whetheotivene a teleconference. A full
committee conference call is held to further disdihe evidence and make a recommendation to
the Task Force on whether a focused update wrifingp should be convened.
Recommendations that impact multiple guidelines$ belupdated in all relevant guidelines

simultaneously so that concordance can be maimtaine

Once all decisions are finalized, the researcheeldgs a list containing all guideline
recommendations that potentially may be impactethbynew evidence. This becomes the basis
of the focused update. In addition, research stdffimaintain a master list to track all LBCT

decisions over time.

7.2.1.2. Chair and Committee Selection

The writing committee for a focused update cong$grevious members of the original

guideline writing committee, while taking into cataration the RWI relevant to the new trials.
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The Document Manager sends an invitation lettarfidentiality agreement, and RWI form to
the potential chair/s and all writing committee nfoems. Writing committee members are given
the option to participate or not. Those who aceeetlisted as the Focused Update Writing
Group (“writing on behalf of ... [full writing commig¢e]”).

If the chair has a relationship relevant to the IB@hat have prompted the update, a new chair
is selected. Focused updates also must abide hyritieg committee chair rotation process,
which states that a chair may only remain as dbai?2 focused update rotations. If the chair
must rotate off, then the Task Force will seleaithar member of the current writing committee

to serve as chair.

Previous organizational representatives are intdezbntinue to represent their respective

organizations upon approval by organization staff.

7.2.1.3. Development Format

A new ‘Consensus Conference-Style’ approach tditaitng guideline development will be
piloted for focused updates. This includes a mangaine- to two-day face-to-face meeting to
review, edit and finalize the draft guideline. Vdeppropriate, it is recommended that evidence

tables or hyper-linking to studies be utilized @&t of lengthy text to support recommendations.

The focused update is a summary article which aes@NLY the changes made to the full
guideline(s). A table of recommendations is devetbihat identifies all recommendations that
have been deleted and/or modified as well as allneeommendations. Every attempt is made
to “match by row” each deleted, changed and neamagendations. This can be difficult when

one recommendation is replaced with two or moremenendations and vice versa.

The full-text guidelines should remain the “go-toaterial that a user would consult for all
relevant information to date regarding the subj&rctions that require update to be consistent
with the focused update will contain links backhe focused update. New text will not be added
to the full-text guidelines. Updated sections W&l prominently called out in the table of

contents.
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7.2.1.3.1. Incorporation into Full Text Guideline

The full-text guideline will again be e-publishexihcorporate links to the focused update as a

‘living’ guideline, and the title changed to reflect tremporation of the focused update.

The table of contents will show which sections hagen updated. Next to the specific updated
section the wordJpdated will be included in bold, red font and a hyperlwil be added to the
section. Unless specifically noted as being updatéde focused update, all material from the

full-text guidelines remains current.

The Focused Update writing group will be includedtioe cover page of the e-published version
of the full-text guideline. The full guideline wirig committee (last full revision) is also listed o

the cover since the entire original writing comendtis asked to peer review the focused update.

8. General Operating Procedures

8.1. Disclosure of Relationships with Industry &@ither Entities Policysee
Appendix B for formal ACCF/AHA Guideline Policy dcbcedures; see Appendix D for types
of organizational relationships)

Because ACCF and AHA produce critical, truthfu@épendent practice guidelines, much
recognition is given to the importance of maintaghhigh ethical standards and avoiding
conflicts of interests. ACCF and AHA recognizetthas difficult to form an expert panel

devoid of industry relationships. Therefore, abbgpective writing committee member’s
participation is dependent on a review of all RWltlhe Task Force, which makes every possible
effort to formulate a writing committee with a reaable balance of RWI. All guidelines must
maintain 50% of the writing committee without redew RWI plus a chair free of relevant RWI

for a total of 51%. The purpose of this reviewaghsure that an adequate number of writing
committee members are available at all times tolreansensus should recusal from a vote on

any given recommendation be required due to retedR¥¥il. (See details in Section 2.1.
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Selecting Topic and Chair/Writing Committee andt®ec2.2.4. Determining Writing

Assignments)

8.2. Confidentiality/Nondisclosure Agreement

All Writing Committee members must sign aConfidentiality/Nondisclosure Agreement
attestation as part of the completion of the ACC olme disclosure system.Members of a
guideline in progress have been or may be expasedrtain confidential and/or proprietary
information, materials, or data related to the mwgtcommittee’s work and final document(s). It
is important to the integrity of the writing prosesnd final document that this information is
kept strictly confidential and not disclosed at d@inye. All writing committee members, Task
Force members, outside reviewers, and staff ang@negtjto maintain confidentiality for any

guideline in progress.

All guideline content is confidential and embargaomdil approved by the governing bodies of
both ACCF and AHA and posted on ACCF and AHA Webssi Guideline content
(recommendations, algorithms, figures, tables) teatinot be disclosed under any
circumstances. During the course of guideline graent, writing committee members may be
approached (e.g., by colleagues, industry, or médigrovide their expert opinion on an issue
relevant to the guideline content. Additionalligf6 members may be contacted within the
ACCF and AHA and by outside organizations to prewiaformation relevant to the Guidelines.
It is allowable to discuss the science and theessunder consideration based on any new
evidence. However, disclosure of any guidelinetenihor indication of areas of writing
committee agreement or disagreement on any tojpiolsbited. Writing committee members
may share content from any previously publishedegjine, but they may not indicate/imply that
the content will or will not change. All guidelimeaterials are the property of the ACCF and
AHA. Reproduction of guideline material (recommetnlas, algorithms, figures, tables, text) in
any form whatsoever prior to the guideline publimais strictly prohibited. Breach of
confidentiality may result in removal from the geiithe writing committee and possibly other

consequences.
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8.3. Copyright Assignment and License AgreergeatAppendix B)

All writing committee members must sign a Copyrigissignment and License agreement. This
agreement assigns, conveys, and otherwise trarafeights, title, interest, and copyright
ownership of the Work to the ACCF and AHA. The wgt committee member retains the right
to subsequently include the published guidelineariicles, books, or derivative works that he or
she authors or edits provided said use does ndy ithe@ endorsement of the ACCF or AHA.
Multiple copies, modification, alteration, enhanaat) and/or distribution of this document are
not permitted without the express permission ofARKECF and the AHA. It is important to go
through the proper channels to obtain permissiagepont/modify guideline content. A fee is
associated with obtaining permission to use guigetiontent in for-profit publications.

Permission requests are directed to healthperms@elsevier.com.

8.4. Editorial Response Policy

Due to the rigorous process for document developnties ACCF/AHA Task Force on Practice
Guidelines does not formally respond to specifimotents about published guidelines. Rather,
the Task Force sends a form letter to acknowledgeipt of the letter that summarizes the

process for handling letters to the editor (asaatiid below).

“Letters to the Editor” will be sent to the apprigpe writing committee for consideration to

determine whether they address a patient safaig.iss

If yes, and the letter is correct, an erratum baldrafted and published as early as
feasibly possible but at least within 30 days tdrads the issue.

If not, the information will be taken into considéon by the writing committee during
the next update or revision of the guideline unbasgarlier response is considered

necessary by the Task Force or Writing Group Chair.

Of note,JACCandCIRC policy, established by the journal editors indegatly from ACCF
and AHA, prohibits printing of letters to the editegarding ACCF/AHA guidelines.
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Other journals may allow publication of lettershe editor about ACCF/AHA Guidelines.
When this occurs, if the chair and/or writing cortie® believe that a response is necessary to
correct the inaccuracies of the letter to the egiteey may request permission from the Task
Force to publish a letter of response.
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Appendix A. Suggested Readings

Copies of these articles are available from Guidedi staff.

The AGREE Collaboration. Appraisal of Guidelines Research & Evaluation (AGREE) Instrument.
www.agreecollaboration.org

Ackman ML, Druteika D, Tsuyuki RT. Levels of evidanin cardiovascular clinical practice guidelines.
Can.J.Cardiol. 2000;16(10):1249-54.

Barratt A, Irwig L, Glasziou P, Cumming RG, Raffle Hicks N et al. Users' guides to the medical
literature: XVII. How to use guidelines and reconmdations about screening. Evidence-Based Medicine
Working Group. JAMA 1999;281(21):2029-34.

Bucher HC, Guyatt GH, Cook DJ, Holbrook A, McAlisteA. Users' guides to the medical literature:
XIX. Applying clinical trial results. A. How to usan article measuring the effect of an interventan
surrogate end points. Evidence-Based Medicine Wigridroup. JAMA 1999;282(8):771-8.

Cabana MD, Rand CS, Powe NR, Wu AW, Wilson MH, Albdb&A et al. Why don't physicians follow
clinical practice guidelines? A framework for imgemment. JAMA 1999;282(15):1458-65.

Callaham ML, Wears RL, Weber EJ, et al. Positiuvezome bias and other limitations in the outcome of
research abstracts submitted to a scientific mgetid\MA 1998;280(3):254-7.

Choudhry NK, Stelfox HT, Detsky AS. Relationshiggween authors of clinical practice guidelines and
the pharmaceutical industry. JAMA 2002; 287:612-7.

Cook D, Giacomini M. The trials and tribulationsadihical practice guidelines [editorial; comment].
JAMA 1999;281(20):1950-1.

Cook DJ, Greengold NL, Ellrodt AG, Weingarten SReTelation between systematic reviews and
practice guidelines. Ann.Intern.Med. 1997;127 (3051

Easterbrook PJ, Berlin JA, Gopalan R, Matthews [PRblication bias in clinical research. Lancet 1991
337(8746):867-72.

Field MJ and Lohr KN, eds. Clinical Practice Guides: Directions for a New Program. Institute of
Medicine, Washington, DC: National Academy Pre©€8Qt38..

Field MJ and Lohr KN, eds. Guidelines for Clini€ahactice: From Development to Use. Washington,
DC: National Academy Press; 1992.
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Friedland DJ, Go AS, Davoren JB, Shlipak MG, Bewt, Subak LL, Mendelson T. Evidence-Based
Medicine: A Framework for Clinical Practice. Stamd: Appleton & Lange; 1998.

Gibbons RJ, Smith S, Antman EM. American Colleg€afdiology/American Heart Association
Clinical Practice Guidelines: Part I: Where do tkeeyne from? Circulation 2003;107:2979-2986.

Gibbons RJ, Smith S, Antman EM. American Colleg€afdiology/American Heart Association
Clinical Practice Guidelines: Part II: Evolutionariyganges in a continuous quality improvement ptojec
Circulation 2003;107:3101-3107.

Greenhalgh T. How to read a paper. Getting youribgs (deciding what the paper is about). BMJ
1997;315(7102):243-6.

Greenhalgh T. Assessing the methodological quafifyublished papers. BMJ 1997;315(7103):305-8.

Greenhalgh T. Papers that summarise other papateifsatic reviews and meta-analyses). BMJ
1997;315(7109):672-5.

Grilli R, Magrini N, Penna A, Mura G, Liberati Ar&ttice guidelines developed by specialty societies
the need for a critical appraisal. Lancet 2000;3%98):103-6.

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

Grimshaw J, Freemantle N, Wallace S, Russell IntarB, Watt | et al. Developing and implementing
clinical practice guidelines. Qual.Health Care 1,495):55-64.

Grimshaw JM, Russell IT. Effect of clinical guide#is on medical practice: a systematic review of
rigorous evaluations [see comments]. Lancet 19238883):1317-22.

Guyatt G, Jaeschke R, Heddle N, Cook D, Shannaivddter S. Basic statistics for clinicians: 1.
Hypothesis testing. CMAJ. 1995;152(1):27-32.

Guyatt G, Jaeschke R, Heddle N, Cook D, Shannaivddter S. Basic statistics for clinicians: 2.
Interpreting study results: confidence intervalsIAJ. 1995;152(2):169-73.

Guyatt G, Walter S, Shannon H, Cook D, Jaeschikdeddle N. Basic statistics for clinicians: 4.
Correlation and regression. CMAJ. 1995;152(4):40%-5

Guyatt GH, Sinclair J, Cook DJ, Glasziou P. Usgugdes to the medical literature: XVI. How to use a
treatment recommendation. Evidence-Based Medicinekig Group and the Cochrane Applicability
Methods Working Group. JAMA 1999;281(19):1836-43.

Haycox A, Bagust A, Walley T. Clinical guidelindsethidden costs. BMJ 1999;318(7180):391-3.
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Hayward RS, Wilson MC, Tunis SR, Bass EB, Guyatt&ers' guides to the medical literature. VIII.
How to use clinical practice guidelines. A. Are teeommendations valid? The Evidence- Based
Medicine Working Group. JAMA 1995;274(7):570-4.

Heffner JE. Does evidence-based medicine helpeakeldpment of clinical practice guidelines? Chest
1998;113(3 Suppl):172S-8S.

loannidis JP, Cappelleri JC, Sacks HS, Lau J. €laionship between study design, results, and
reporting of randomized clinical trials of HIV irdeon. Control Clin Trials 1997 Oct;18(5):431-44.

Institute of Medicine. Crossing the Quality Chagkilew Health System for the 2Tentury. 2001
National Academy of Science, US. (6th Printing N2aY5)

Jadad A. Randomized Controlled Trials. London:BBboks; 1998.

Jaeschke R, Guyatt G, Shannon H, Walter S, Cod#elddle N. Basic statistics for clinicians: 3.
Assessing the effects of treatment: measures ot@d®n [published erratum appears in Can Med Asso
J 1995 Mar 15;152(6):813]. CMAJ. 1995;152(3):351-7.

Jones RH, Ritchie JL, Fleming BB, Hammermeister Kéape LL. 28 Bethesda Conference. Task
Force 1: Clinical practice guideline developmeigsdmination and computerization. J Am Coll Cdrdio
1997 May;29(6):1133-41.

Juni P, Witschi A, Bloch R, Egger M. The hazardsadring the quality of clinical trials for meta-
analysis [see comments]. JAMA 1999;282(11):1054-60.

Kennedy HL. The importance of randomized clinicell$ and evidence-based medicine: a clinician's
perspective. Clin.Cardiol. 1999;22(1):6-12.

Krahn, M., Naglie, G. The next step in guidelineelepment: incorporating patient preferences. JAMA
2008:300:436-8.

Kuntz KM, Tsevat J, Weinstein MC, Goldman L. Expasihel vs decision-analysis recommendations for
postdischarge coronary angiography after myocaidfiatction. JAMA 1999;282(23):2246-51.

Landrum MB, Normand SL. Applying Bayesian ideasit® development of medical guidelines.
Stat.Med. 1999;18(2):117-37.

Lau J, loannidis JP, Schmid CH. Summing up evideoce answer is not always enough. Lancet
1998;351(9096):123-7.
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Mulrow DC, Oxman AD, eds. Cochrane Collaboratiambbook [updated 1 March 1997]. In: The
Cochrane Library [database on disk and CD-ROM]e Tochrane Collaboration. Oxford: Update
Software; 1996-. Updated quarterly.

Nicol AAM, Pexman PM. Presenting Your Findings: FaEtical Guide for Creating Tables. Washington:
American Psychological Association, 1999.

Oxman AD, Thomson MA, Davis DA, Haynes RB. No malgidlets: a systematic review of 102 trials of
interventions to improve professional practice. CMA995;153(10):1423-31.

Parmley WW. Practice guidelines and cookbook madicivho are the cooks? [editorial].
J.Am.Coll.Cardiol. 1994;24(2):567-8.

Petitti DB. Meta-Analysis, Decision-Analysis, a@dst-Effectiveness Analysis: Methods for
Quantitative Synthesis in Medicine. New York: OxdfdJniversity Press; 1994.

Pogue J, Yusuf S. Overcoming the limitations ofent meta-analysis of randomised controlled trials.
Lancet 1998;351(9095):47-52.

Sackett DL, Richardson WS, Rosenberg W, and HaBResEvidence-based Medicine: How to Practice
and Teach EBM. Edinburgh: Churchill Livingston;989

Shaneyfelt TM, Mayo-Smith MF, Rothwangl J. Are aelides following guidelines? The methodological
quality of clinical practice guidelines in the peeviewed medical literature. JAMA 1999;281(20):090
5.

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

Shekelle PG, Kravitz RL, Beart J, Marger M, Wangllde M. Are nonspecific practice guidelines
potentially harmful? A randomized comparison of ¢flect of nonspecific versus specific guidelines o
physician decision making. Health Serv.Res. 200@)31429-48.

Schiffman RN, Shekelle P, Overhage M, et al. Stedidad reporting of clinical practice guidelines: A
proposal from the conference on guideline standatidin. Ann Intern Med 2003; 139:493-8.

Ullyot DJ. President's page: practice guideliness]. J.Am.Coll.Cardiol. 1994;24(2):569-70.

Woolf SH. Practice guidelines, a new reality in meetk. 1. Methods of developing guidelines.
Arch.Intern.Med. 1992;152(5):946-52.

Woolf SH. Do clinical practice guidelines defineagomedical care? The need for good science and the
disclosure of uncertainty when defining 'best pcast. Chest 1998;113(3 Suppl):166S-71S.
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Woolf SH, Grol R, Hutchinson A, Eccles M, GrimshawClinical guidelines: potential benefits,
limitations, and harms of clinical guidelines. B¥999;318(7182):527-30

Web Resources
The following Web sites may be useful (type Ctrll &@tick mouse to follow the link):

The Centre for Evidence-Based Medicine, UniversitiHealth Network
(http://www.cebm.utoronto.cphas an online stats calculator available at
http://www.cebm.utoronto.ca/practise/ca/statse@aifl an online resource center available at
http://www.cebm.utoronto.ca/resources/websites.htm

The Evidence-Based Resource Centéhttp://www.ebmny.org/thecentr2.htjrdlso has an evidence-
based medicine calculatdit{p://www.cebm.utoronto.ca/palm/ebmc|stats calculator
(http://www.cebm.utoronto.ca/practise/ca/statyeaai software for critically appraised topics
(http://www.cebmh.con)/
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Appendix B.

ACCF/AHA Relationship With Industry (RWI) and Other Entities:
Policies and Procedures for the Development of Gualines

1.0. Introduction

The American College of Cardiology Foundation (AG@Rd American Heart Association
(AHA) are committed to the very highest ethicahstards in all its activities, including
development of clinical policy. Guideline developmhés core to our missions so no industry
funding is accepted for development. The ACCF/Akbe always taken a stringent approach
to ensuring responsible, transparent relationghipghich industry support and other relevant
entities have no influence on scientific conterte ACCF/AHA believes that including experts
who have relationships with industry and othervate entities on writing committees, when
transparent and properly managed, strengthensritiegreffort and final published document.
However, part- or full-time employees of industrg arohibited from serving as members of
guideline writing committees. The following polioytlines the ACCF/AHA methodology for
ensuring a document development process withoutdpgw bias or influence.

1.1. Scope

For those involved in the writing effort (i.e., hots, external peer reviewers, and Task Force on
Practice Guidelines), the ACCF and AHA requirediselosure of all relationships with industry
and other entities (as defined in Section 2.1i®Qlved in the production, marketing,

distribution or reselling of healthcare goods, gs, advice or information consumed by
patients, investors and/or physicians. This majuohe relationships with government entities as
well as not-for-profit institutions and organizatg(see category definitions for detail).

1.2. Terminology

1.2.1. Relationships with Industry (RWI) Versus Cofflict of Interest (COI)

The ACCF and AHA prefer the term Relationships vttustry (RWI) and Other Entities as
opposed to the term Conflict of Interest (COIl). RWY definition, does NOT necessarily imply
a conflict. When all relationships are disclosathwhe appropriate detail regarding category
and amount, and managed appropriately for buildongsensus and voting, the ACCF/AHA
believes that potential bias can be avoided andinbhepublished document is strengthened
since the necessary expertise is accessible.

In addition to managing RWI, the ACCF/AHA monit@sd manages other potential biases that
may be relevant to the writing effort including thiews of academic versus nonacademic
physicians, as well as other potential biasesrttegt stem from race, gender, geographic
location, or intellectual position on a particuissue.

1.2.2. The Task Force on Practice Guidelines
The ACCF/AHA Task Force on Practice Guidelines (GifEirects and oversees the
development of guidelines in addition to the pelscand procedures utilized for development.
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The TFPG coordinates: topic selection and priattan, writing committee formation,
document development methodology and procedurésire peer review, document approval,
and publication.

1.2.3. Writing Committees

Writing Committees are commissioned by the TFPGaradged with developing a guideline on
an assigned topic to be published in the respefiwmals. ACCF/AHA policy is based on the
ACC/AHA guidelines.

1.2.4. Chair, Co-Chairs, Vice Chairs

The term Co-Chair refers to two or more chairs whare equal responsibility. Co-Chairs (as
for Chairs) may have no relevant RWI. The term \@twir refers to an individual who serves in
conjunction with a Chair but is subordinate to tGaair. Unlike Chairs and Co-Chairs, Vice
Chairs may have relevant RWI.

2.0. General Principles for Managing RWI

2.1. Collecting RWI
Listed below is the information the ACCF/AHA coltedor the purposes of managing
relationships with industry and other entitiesdordeline development.

2.1.1. Reporting Timeframe

The ACCF/AHA requires the disclosure of all relasbips with industry and other entities for
the past 12 months, consistent with the reporimgframe for the National Institutes of Health
and the Food and Drug Administration. In additianthors are discouraged from adding new
RWI during the writing effort and prior to publican; however, if relevant relationships are
added, this information must be verbally disclodadng any conference calls or meetings, as
well as added to the author disclosure table.

2.1.2. Relationship Type
The following definitions are used to define catég®for reporting relationships with industry
and other entities.

REPORTING DEFINITION
CATEGORY
Consultant* Includes relationships resulting in honoraria frarthird party, gifts or other

consideration, or "in kind" compensation, includitigecting such honoraria be donated
to a nonprofit 501 C3 organization, whether forsgting, lecturing, travel, service on
an advisory board, or for any other similar purpiosthe prior calendar year. (This
includes private sector payers as well as pharntizeduevice or other mission-related
companies as well as consulting or advisory boagthbrership on any federal or
state government agency such as CMS and FDA).

Speaker’s Bureau* Includes compensation from speaker’s bureaus.

Ownership/ Includes status as any stock¥, stock option¥, ostmgyr partnership, membership or

Partnership/ other equity position in an entity regardless @f thrm of the entity, or any option or

Principal (excluding right to acquire such position, and any rights anddyalties in any patent or other

mutual diversified funds) intellectual property.

Personal Research Includes principal investigator (PI) or co-PI (@, please specify), investigator, steering
committee member, collaborator or consultant fardieg grants as well as grants T
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already awarded or received (including commercillyded, NIH, and university-
managed grants and DSMBSs). Also includes receigtads, supplies, equipment or
other in-kind support over which you have direatidi®on making responsibility.

Salary

Funding of a salary or position (partial or fulb) “in-kind” support of program.

Institutional or
Organizational
(including but not limited
to research)

Institutional Includes any institutional relationship betwe@uryemployer or academi
institution and a business or other entity (inchgdNIH grants or other government
agencies). Examples: If your institution is reting patients for a trial and you are a
sub-investigatort or co-investigatort (as definetbw) and/or if you are a Chief of
Cardiology and therefore have fiscal authority andirect decision-making
responsibility (such as support for research grdeti®wships, grand rounds, and
institutional supplies). These relationships shdaddeported here.

OrganizationalOrganizational competing relationships includg Exadership or
governance responsibilities or roles in anothefgasional or other nonprofit
organization, whether or not remuneration is rezeife.g., Officer, Director, Trustee ¢
other Fiduciary Role, Editor) that may have intesgmtentially competitive with the
ACC or AHA.

-

Expert Witness

Disclose all court cases or other legal proceediogwhich you served as a consultar
expert witness, or gave deposition at any timerdytihe past year —compensated or
uncompensated. Disclose the year the involvemeruroed, plaintiff or defendant
side, and the topic of the case/testimony, evémeiftase did not go to trial. Also
disclose if you are working on a document or enddgen activity that specifically
references or relates to a court case for whichggoe testimony. In this regard, case
that occurred more than 12 months ago must be nistedl cases, disclosure of exper
witness testimony should be consistent with appleaequirements and restrictions,

[92)

such as HIPAA, court rules, and confidentialityegments.

*ACCME-accredited programs do NOT have to be disetbdue to firewall restrictions between industrgl a

program content.

tSub-investigator or co-investigator in this ing&@re defined as an individual who has signedrmA®&72 and is
NOT a primary or co-author of data analyses inclgdibstracts and manuscripts; does NOT have o isighe
research, report data, or receive money from takgponsor (including direct salary support andtaiff salary
support [including staff that you share], overhehdrges); and does NOT receive travel funds tmatievestigator
meetings hosted by the sponsor. If the answerymathese modifiers is “YES’, then the relationskhould be
disclosed under thgersonal researchcategory and if all answers are ‘NO’, the relatlipsshould be disclosed
under thanstitutional category.

¥The divesting of stock or stock options will imnegdly nullify the specific relationship; therefortde 12 month

rule does not apply.

2.1.3. Financial Value/Level of Relationship

Financial disclosures should be classifiedigsificant, modest, or no financial relationshig
person is deemed to havsignificantinterest in a business if the interest representseoship

of 5% or more of the voting stock or share of theibess entity, or ownership of $10,000 or
more of the fair market value of the business gntit if funds received by the person from the
business entity exceed 5% of the person’s grogsnedor the previous year. A relationship is
considered to bmodesif it is less tharsignificantunder the preceding definitioNo financial
relationshippertains taelationshipgor which you receive no monetary reimbursement.

2.1.4. Relevance to Document /Topic
Authors must report ALlelationships with industry and other entities.
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For determining eligibility to serve on a writingramittee, all relationships are evaluated by the
respective oversight committee for relevancy. Asparhas aelevantrelationship IF:

— Therelationship or interestelates to the same or similar subject mattee]lettual
property or assetopic, or issue addressed in thecument or

— The company/entitwith whom the relationship exists)makes a drug, drug class, or
device addressed in thecumentor makes a competing drug or device addresstwin
document or

— Theperson or a member of the person’s househdids a reasonable potential for
financial, professional or other personal gainosslas a result of the issues/content
addressed in th@ocument

For determining eligibility to vote on and draftmenmendations and text, a person has a
relevantrelationship:

If a member of a writing committee has a relevavtlRegarding a product or competing
product, and the section of the document relatéisespecific or competing product,
then the membas permitted to participate in the discussions Imihot permitted to

draft or vote on a recommendation or correspontirg

If a member of a writing committee has a relevavlRegarding a product or competing
product, and the section of the documismiot related to the specific or competing
product,and the company does not manufacture or sponsor d&warg product/service
or competing product/service, then the mem&@ermitted to participate in the
discussions ani$ permitted to draft and vote on a recommendation and/or
corresponding text.

If a member of a writing committee has a relevavtlRegarding a product or competing
product, and the section of the document relatéseg@ompany that manufactures or
sponsors the product/service or competing proderstitsebut not the specific product or
class of products involved in their relationshipern the membas permitted to
participate in the discussions hsitnot permitted to draft or vote on a recommendation
andor corresponding text.

2.1.5. Disclosure Timing

Relationships are disclosed 1) in writing or onlin@dvance of the writing effort to determine
eligibility of members to serve on a writing comted and 2) during the document development
process to ensure complete transparency througheuwtriting and sign-off processes.
Relationships that develop during the writing psEceust be reported to the writing group chair
immediately.

2.2. RWI Management
2.2.1. Writing Committee Balance (bias)

Chair/Co-Chairs: The Chair or Co-Chairs may have no relevant RWI.* The writing group
chair is selected primarily for the competencyfédéaively managing the writing group. A
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general working knowledge and competency in théngritopic is also necessary, but the
chairperson does not have to be a leading expéntairtopic. The chairperson must be selected
to avoid relationships that could undermine thelitiéty of the writing group or its work
product.

Vice Chair: A vice chair may be added to the writing efforh@ eded for content expertise. Vice
chairs may have relevant RWI bafy not have aignificant relationship in the ownership
categoryas defined above.

Committee: A majority of writing committee memberaust be free of relevant RWI.* At least
50% of writing committee members, plus the Chaimyrhave no relevant RWI. The TFPG
monitors writing committee composition for RWI,\asll as other potential areas of bias, such
as intellectual bias/perspectives or organizatioglationships potentially competitive with the
College, and must approve each writing committderkenvork begins. Once chosen, authors
are requested to avoid forming any new relevant BWing the writing effort and prior to
publication in order to maintain the RWI balanceha writing committee.

Of note, the TFPG also reviews writing committeiabee for other issues such as specialty,
geographic location, private practice (versus ageclsetting/practice), gender, race, and
appropriate organizational/content expertise.

*At the discretion of the TFOG/TFPG, certain dis®d relationships of the chair, co-chair, vice-
chair, or writing committee member such as parétgn in government-sponsored or
university-managed Data Safety Monitoring Boardsegearch, as well as certain
institutional/organizational and government/nonpnaationships may be considered as NOT
relevant to the writing of the document.

2.2.2. Consensus Development

All writing committee members are invited to disswdl aspects of the document, including
those for which they have relevant relationshipgwidustry or other entities. The ACCF/AHA
values the expertise of all writing committee memskend allows open discussion to inform the
writing committee’s final deliberation on documewointent. However, if one or more
individualsappearto be unduly influencing the outcome of the disoois, whether they have a
relevant relationship with industry related to thpic under discussion, a relevant relationship
with another (non-industry) entity related to thpit (see above definition), or other bias related
to the discussion, the individual may be aske@#&vé the room or conference call during a
portion or all of the discussion at the discretudrthe chair.

2.2.3. Voting on Recommendations

In general, all committee members, even those reibvant RWI, may participate in all
discussions. However, writing committee memberg na draft or vote on recommendations
and/or text if they have a relevant relationshigleined in Section 2.1.4 above. For the purpose
of tracking adherence to this policy, a confiddniiatten vote is taken for every document
recommendation prior to external peer review arah gain on recommendations that change as
a result of peer review following the finalizatiohthe draft prior to the ACC Board and SACC
review/approval process. The writing committee chaist review all votes to ensure accurate
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recusal by all writing committee members. RecuBal® voting are published in the document
by author and section for the purpose of transgaren

2.2.4. External Peer Review

There are no RWI restrictions for participatiorthe external peer review process of a
document; however, all reviewers must discloseeddivant relationships with industry and other
entities related to the topic for publication inagwpendix of the document. This promotes the
opportunity for comment on the document from aetgrof constituencies/viewpoints to inform
final document content.

2.2.5. ACCF Board of Trustees and AHA Science Adwsy and Coordinating Committee
Review and Approval

BOT and SACC members may not comment or vote anceli documents at the time of board
review and approval if they have relevant RWI redto the document topic. Documents are
approved as ACCF and AHA policy by a majority vofBOT and SACC members who have
no relevant RWI related to the document under camnation.

2.2.6. Public Disclosure of RWiI

The ACCF/AHA disclosure policy is cited in the pishled document anglevantrelationships
with industry and other entities of authors andrpeeiewers are published in a document
appendix. In addition, to ensure complete trarepay, a hyperlink to theomprehensive RWI
of each author (in effect at the time of the wgtiffort) and TFPG member (updated in real
time) is included in the document. This informatr@sides omvww.acc.org and on
www.americanheart.org
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[I. Copyright Assignment and License AgreemenACCF/AHA

In consideration of the American College of
Cardiology Foundation (ACCF) and the American Heart
Association (AHA) reviewing and editing the following
described work for first publication on an exclusive
basis,

Journal: Journal of the American College of
Cardiology; Circulation

Anticipated Date of Publication:

First author:

Title of Work:

the undersigned author(s) hereby assigns, conveys, and
otherwise transfers all rights, title, interest, and copyrigh
ownership in the Work to the ACCF and AHA effective
upon acceptance of said work for publication. "Work"
includes the material submitted for publication and any
derivatives thereof, and any other related material
submitted to the ACCF and AHA.

The assignment of rights to the ACCF and AHA
includes but is not expressly limited to rights to edit,
publish, reproduce, distribute copies, prepare derivative
works, include in indexes or search databases in print,
electronic, or other media, whether or not in use at the
time of execution of this agreement, and claim copyright
in said work throughout the world for the full duratioh
the copyright and any renewals or extensions thereof.

All accepted works become the property of the ACCF
and AHA and may not be published elsewhere without
prior written permission from the ACCF and AHA.

ACCF and AHA hereby license to author the right to
subsequently include the Work in articles, books, or
derivative works that he/she authors or edits provided
said use does not imply the endorsement of ACCF and
AHA.

Other uses of reproduction require the express
permission from the ACCF and AHA which shall not be
unreasonably withheld.

Author represents and warrants to AHA and ACCF
that the Work shall be Author's original and unpublished
work, or, if applicable, that Author owns all right, ditl
and interest in the Work; and that it has the sole and
exclusive right to dispose of the Work and grant the
rights granted under this Agreement, and that the Work
will contain no defamatory or unlawful matter and will in
no way infringe on the copyright or violate the
proprietary rights of any person. Author agrees to
indemnify and hold the AHA and ACCF, harmless from
any suit, demand, or claim made against the AHA and
ACCEF, by reason of any breach of this warranty, and
Author further agrees to pay any judgment or reasonable
settlement offer resulting from any such suit, demand, or
claim, and to pay any reasonable attorneys' fees incurrec
by AHA or ACCF in defending against such suit,
demand, or claim. For purposes of this Paragraph, the:
parties indemnified and insured shall include the AHA,
the ACCEF, their officers, directors, members, agents,
volunteers, and employees.

In the event that the ACCF and AHA does not publish
the Work, author(s) will be so notified and all rights
assigned hereunder will revert to author.

If a joint work, all co-authors must transfer rights i
said work to the ACCF and AHA by executing this
Agreement.

This Agreement is governed by the laws of the United
States.

This Agreement must be executed as is without revisiol
or substitution of terms. An original signature of the
author is required; imprints, facsimiles, or photocopies
are not acceptable. The original will be housed with
ACCF and copies will be held at AHA.

Author(s) Name

Signature

For U.S. Government Employee Author (s):

The undersigned author (s) hereby warrants that the above dd3éfdrk was authored by employees of the
United States Government as part of their official duties lagittore may be published and reproduced
without restriction. (All non-government employee authors or co-authors mustg the prior portion of

this agreement transferring copyright.)
Name

Signature

Date
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Appendix C. Types of Organizational Relationships ad Nature of Relationship*

Joint Partnership
(e.g., ACC/AHA/SCAI GLs on PCI)

Collaboration w/Endorsement

Collaboration w/out Endorsement OR
Endorsement w/out Collaboration(very
rare)

General Principle

Welcome unlimited number of partner organizations
whose constituencies have vested interest in tigati
patients specific to disease/procedure under dpredat.
To maintain rigor and credibility, organizationsshd be
ACGME accredited. Number of members and/or size
organization should be a criterion for partnersiopvever
organization should be considered a “mainstream”
organization representing a major and legitimaga axf
interest (not a “fringe” group or narrowly focused
organization). In general, organizations will beayi the
option of participating at partner level or collahtion
level but this is at the discretion of the Taskdeoon
Practice Guidelines and the Writing Committee Qlsgir

Welcome unlimited number of collaborating
organizations whose constituencies have veste
interest in treating patients specific to

pfrigor and credibility organizations should be

ACGME accredited. In general, organizations will

be given the option of participating at partnerele
or collaboration level but this is at the discratif
the Task Force on Practice Guidelines and the
Writing Committee Chair(s).

disease/procedure under development. To maintaiere unaware of interest/existence) but

Endorsement w/out Collaboration: In
] situations where an organization was NC
invited to collaborate in the beginning (w

requests to endorse the final document.

Collaboration w/out Endorsement: An
organization signs on as a collaborator a
appoints a representative. They do NOT|
endorse the final document because of
unresolved differences. In this case they
may or may not request that their

representative be removed from the WC

T

D

Funding

Partnering organizations pay for the travel expgnse
associated with their representative(s) — All otttiezct
costs and overhead are supported by ACC and AHA.

Collaborating organization(s) does not pay for
travel costs for their rep(s) — ALL direct and
indirect guideline expenses are supported by A
and AHA - including staff & overhead.

Collaborating organization(s) does not p
for travel costs for their rep(s) — ALL
C@irect and indirect guideline expenses ar
supported by ACC and AHA — including
staff & overhead.

Formal Policy

Recommendations are formal policy of all partnering
organizations.

Generally recommendations are NOT formal

ACC endorses a document developed by anoth
organization, the document does NOT become
official ACC policy).

policy of the collaborating organizations. (Wher

N/A

er

Staff

ACC (funded by ACC/AHA); Staff from cosponsoring
organizations are welcome to attend the meetingseat
own expense.

ACC (funded by ACC/AHA)

ACC (funded by ACC/AHA)
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Shared Marquee

Yes — names of all partnering orgs are includetthértitle
of the document with ACC/AHA listed first and athers
following in alpha order.

Title: ACC/AHA/SCAI GLs on PCI

Name of collaborating orgs not listed in title.
2" line billing ONLY.
Title: ACC/AHA GLs on Device Based Therapy

2" line: Developed in Collaboration with HRS,
etc.

Name not listed in title or in"2line.
Organizational rep may have asterisk
indicating organization; name of
organization may be listed in Intro if they|
endorse the document but did not have &
representative.

Writing Committee
Chair

Task Force on Practice Guidelines recommends
individuals for the ACC/AHA chair position with the
final decision made by the Task Force Oversightu@ro
Chair may have no relevant RWI.

Decision to invite additional co-chair(s) and/ocesichair
representing a"¥3" specialty area (i.e., radiology &
surgery, or when vice chair has RWI, is at therdison
of the Task Force on Practice Guidelines and mayroc
one of several ways:

1) Potential co-chairs may be nominated by the Task
Force on Practice Guidelines for consideration @Rhe
2"Y3" organization(s) may appoint its co-chair position
through its own process; or 3) Partnering orgaiinat
are polled for suggestions for chair of a writing
committee that are discussed by the Task Force on
Practice Guidelines.

If any organization voices concern about a proposed
chair, another person is chosen for the positidhis(
process may vary for Guideline Updates/Revisiorestdu
committee rotation policy.)

ACC/AHA appoint the chair

ACC/AHA appoint the chai

Committee
Representation

Official & equal (2 to 4 members per organization,
depending on participation by other organizatioite w
single representatives; pharmacologist and Taske~or
liaison members are also in addition to official
organizational representatives.) Equal referbi¢ostme
number by both ACC and AHA in addition to any other
partners.

Once all organizational members have been appgitited

Official but NOT Equal, usually one representat

vOfficial but NOT equal, usually one
representative. If document is NOT
endorsed the participating organization
MAY request representatives name be
removed from the W.C. (but this action is
discourage)

A
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writing committee roster is reviewed by the Taskdeoon
Practice Guidelines one final time to ensure appate
balance among specialty areas and RWI.

Relationships with
Industry and Other
Entities (RWI)

The RWI for writing committee members must be
thoroughly reviewed and vetted for relevancy inewri
maintain the required 51% without relevant RWI (e¥hi
includes a chair with no relevant RWI). Every effoill
be made to implement the 51% rule equally acrdss al
organizational reps in order to maintain equalitthim the
selection process. This may require the partnemgtibg
multiple names during the RWI vetting process.

Partnering organizations must also abide by thigpo
(except in rare instances where an exception woeld
negotiated in advance) if a joint partner had déffé RWI
policies.

A balance of RWI must be maintained including
the 51% requirement which includes the

collaborating organizations. This may mean tha
multiple reps need to be recommended, some

vith

no relevant RWI before a final member is selected.

Content Control/
Approval

ACC and AHA are required to negotiate areas of
disagreement among BOT and SACC. If 4p@rtner is
added, the Task Force will work to negotiate firialy the
document with their respective Board.

If multiple partnering organizations are involvéioey
conduct their own process within a time frame oé¢hto
six weeks. They have an “up/down” vote to
approve/disapprove document.

It should be noted that at the Board approval pirase
document development, we are seeking formal approv
only and trying to avoid major document revisidviajor
changes are best made earlier during the peemrevie
stage, however every effort is made to facilitatpraval
iffwhen there are areas of controversy.

D

ACC/AHA

ACC/AHA

Policy Decisions/
Methodology

ACC/AHA methods and policies are mandated.

AGQTAA

ACC/AHA

Peer Review

Two official reviewers from each organization; ofél
reviewers receive a detailed response from the chai

Invited to provide organizational review and
indicate desire to review final document for

Invited to provide organizational review
and indicate desire to review final
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regarding the disposition of their comments. Idiadn,
content reviewers are invited and the names/nutzeat
the discretion of the WC. Additional content revesw are
welcomed from the partnering organizations with a
request that they be combined into 1 or 2 reviews
representing the views of the organization.

ACC coordinates the peer review process.
A lead reviewer from the ACC/AHA Task Force on

Practice Guidelines provides oversight of the psede
ensure that all appropriate revisions are made.

endorsement consideration (thank you letter on
no detailed response).

ydocument for endorsement consideratior
(thank you letter only; no detailed
response)

to

Copyright ACC/AHA holds the copyright; however, unrestricted | ACC/AHA ACC/AHA
Ownership license is granted to all partner orgs. This isedonly to

facilitate the administration and management of the

intellectual property.

Publication Joint publication. A partnering organization presgase | Joint encouraged but not mandated ACC/AHA

will be jointly developed and approved which wiiclude
the writing committee chair(s) as the guideline
spokesperson.

Endorsement Implied Implied All organizations have endorsement
option; if endorsed, organization can opt
be listed as “collaborating” {2line
billing) or may be listed as “endorser*{3
line billing). For organizations that do ng
endorse a guideline, the guideline
Introduction mentions participation on the
writing committee and in the peer review
process.

Derivative ACC and AHA share costs and revenues for pocket

Products guidelines, slides sets, and PDAs which fall urtter

joint ACC/AHA Guideline Task Force budget and
underwrite continuing guideline development. Other
derivative products fall under the purview of thE®@ or
AHA and do not have to be done, but may be done,
jointly.
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Partnering organizations are free to develop d&iva
products based on the guideline. They assume
responsibility for costs associated with the usthef
Guideline or any derivative works and retain anyereie
associated with sale or distribution of the dernxatvork.
Partner organizations may not license the guidebne
other entities without written permission from Hh€C or
AHA.

1%

Concordance New documents developed subsequently by the pargnerGuideline recommendations are endorsed by
and/or collaborating organization, based on theesam | collaborating organizations but are monsidered
evidence, must maintain concordance with the gimeel | organizational policy. Therefore, collaborating
recommendations. This does not apply iffwhen new organizations are not obligated to maintain
evidence is published which would render the gingel | concordance.
recommendations out of date.
Updating a ACC/AHA will notify all partnering organizations vem Notify collaborating organization when time to | Notify participating organization when
Guideline an update is initiated to ascertain interest irticoed update to inquire if they would like to continue | time to update to inquire if they would lik
participation. participation. to continue participation.
EXAMPLES ACC/AHA/HRS DBT GL;; ACC/AHA/SCAI PCI GL; HF GL with ISHLT HF GL with HFSA (3 line billing for

ASA/ACC/AHA/SCAI/SIR/ SVMB/SVS Guideline on
ECVD

AF GL with HRS

endorsement; did not desire collaboratio
billing)

HF GL with ACP and AAFP (no billing on
cover preferred; just indicated participati
in GL Intro)

DN
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Appendix D. Literature Search Request Form

The ACCF/AHA methodology for guideline developmesdjuires the documentation of all literature
searches performed for the creation of guideliféisase complete this form for each literaturectear
requested or conducted and return it to your ACERAGuidelines committee Research Analyst.

TO BE COMPLETED BY THE REQUESTOR

Name of Guideline:

Name of Requestor:

Years requested:

ATB:

Publication types:

0 Meta-analyses & systematic reviews o Randomized controlled trials
o Nonrandomized studies
o0 Opinion documents/letters

o Case studies

Describe clinical question or keywords:

TO BE COMPLETED BY THE SEARCHER

Template: Stored literature search summary

Guideline Name:

Requestor:
Date Search Years Publication | Database(s) Years Limits No. No. Notes Initials
requested| requested| requested types searched | requested search | references
requested results | selected
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Appendix E. Checklists for Ensuring Guidelines Incoporate

Desired Criteria

Checklist A. Conference on Guideline Standardizatin (COGS) Checklist for Reporting

Clinical Practice Guidelines

1. Overview Material

Provide a structured abstractthat includes the guideline’s release
date, status (original, updated), and print and eletronic sources.

2. Focus Describe the primary disease/condition dn
intervention/service/technology that the guidelin@ddresses.
Indicate any alternative preventive, diagnostic, otherapeutic
interventions that were considered during developmd.

3. Goal Describe the goal that following the guidime is expected to achieve,

including the rationale for development of a guidehe on this topic.

4. Users/setting

Describe the intended users ofelgyuideline (e.g., provider types,
patients) and the settings in which the guidelinesiintended to be
used.

5. Target Population

Describe the patient populatin eligible for guideline
recommendations and list any exclusion criteria.

6. Developer

Identify the organization(s) resporisle for guideline development
and the names/credentials/potential conflicts of terest of
individuals involved in the guideline’s development

7. Funding source/sponsor

Identify the funding aarce/sponsor and describe its role in
developing and/or reporting the guideline. Disclas potential
conflict of interest.

8. Evidence collection

Describe the methods usenldearch the scientific literature,
including the range of dates and databases searchexhd criteria
applied to filter the retrieved evidence.

9. Recommendation grading
criteria

Describe the criteria used to rate the quality of eidence that
supports the recommendations and the system for derbing the
strength of recommendations. Recommendation stretiy
communicates the importance of adherence to a reconendation
and is based on both the quality of the evidence drthe magnitude
of anticipated benefits or harms.

10. Method for synthesizing
evidence

Describe how evidence was used to create recommetidas (e.g.,
through evidence tables, meta-analysis, decision @gsis).

11. Prerelease review

Describe how the guidelideveloper reviewed and/or tested the
guidelines prior to release.

12. Update plan

State whether or not there is a ah to update the guideline and, if
applicable, an expiration date for this version othe guideline.

13. Definitions

Define unfamiliar terms and thoseritical to correct application of
the guideline that might be subject to misinterpreation.

14. Recommendations and
rationale

State the recommended action precisely and the spic
circumstances under which to perform it. Justify @ch
recommendation by describing the linkage between th
recommendation and its supporting evidence. Indida the quality
of evidence and the recommendation strength, based the criteria
described in 9.

15. Potential benefits and

Describe anticipated Ipefits and potential risks associated with
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harms

implementation of guideline recommendations.

16. Patient preferences

Describe the role of patiepreferences when a recommendation
involves a substantial element of personal choice walues.

17. Algorithm

Provide (when appropriate) a graphi@l description of the stages
and decisions in clinical care described by the gdéline.

18. Implementation
considerations

Describe anticipated barriers to application of the
recommendations. Provide reference to any auxiligrdocuments
for providers or patients that are intended to faciitate
implementation. Suggest review criteria for measung changes in
care when the guideline is implemented.

Checklist B. National Guideline Clearinghouse (NGCPatabase inclusion criteria

1. Content

The guideline contains systemically tped statements that include

recommendations, strategies, or information thsisaphysicians and/ar

other healthcare practitioners and patients makesid@s about
appropriate healthcare for specific clinical cir@tamces.

2. Production

The guideline was produced undentlspices of medical specialty
associations; relevant professional societies,ipablprivate
organizations; government agencies at the fedstatk, or local level,
or healthcare organizations or plans.

3. Corroboration

Corroborating documentation caproeluced and verified that a
systematic literature search and review of exissicigntific evidence
published in peer-reviewed journals was performatihgd the guideline
development.

4. Language and Date of Creati

bn  The full text glimng is available in English language. The guideis

current and the most recent version produced. Deoted evidence
can be produced or verified that the guideline deagloped, reviewed,
or revised within the last 5 years.

Checklist C. Appraisal of Guidelines Research & Eviuation (AGREE) Attributes

1. Explicit scope and purpose

Specific descniygtiare given of the overall guideline objective(lsg,
clinical questions(s) covered, and the patientgltom the guideline is
meant to apply.

2. Stakeholder involvement

The development ginajudes individuals from all relevant
professional groups; patients’ views and prefersm@re sought; target
users are clearly defined; and the guideline has pdoted among
target users.

3. Rigor of development

Systematic methods age s search for and select evidence; meth
for formulating recommendations are clearly desatib
recommendations take into account health bensfis; effects; and
risks; recommendations are linked explicitly to goiing evidence; the
guideline is externally reviewed by experts primpublication; and a

ods

procedure for updating the guideline is provided.
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4. Clarity of presentation

Recommendations peeific and unambiguous; different options fg
management are clearly presented; key recommendatie easily
identifiable; and the guideline is supported wabl$ for applications.

5. Applicability

Potential organizational barriensapplying the recommendations are
discussed; potential cost implications are consiiesind the guideline
presents key review criteria for monitoring andidadit purposes.

6. Editorial independence

Externally funded gurded should state explicitly that views and
interests of the funding body have not influendedlf
recommendations; all group members should explisitite potential
conflicts of interest, which are recorded in thégiine.
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