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1. Overview of Methodology

1.1 Importance of ACCF/AHA Guidelines

The Institute of Medicine defines clinical practigeidelines as “systematically developed statements
to assist practitioner and patient decisions abpptopriate healthcare for specific clinical
circumstances.” (1990) Evidence-based mediciaecsherent approach to clinical decision making.
The Institute of Medicine defines evidence-basedianee as the “integration of best researched
evidence and clinical expertise with patient valu@sstitute of Medicine. (2001). Crossing the

guality chasm: A new health system for the 21ducgnWashington, DC: National Academies
Press)Well-developed guidelines have the potential toagle the appropriateness of clinical practice,
improve the quality of cardiovascular care, leablétier patient outcomes, improve cost effectivenes
and identify areas of further research needs.

The creation of clinical practice guidelines hasrba joint activity between the American College of
Cardiology Foundation (ACCF) and the American Héagociation (AHA) since the 1980s. Practice
guidelines are clinical documents of high methodulal rigor, which facilitate evidence-based
decision making and incorporate group values atidqigoreferences. The development of these
guidelines is intended to be evidence-based, tearsp and systematic. The guidelines advance the
missions of both organizations by providing clinicecommendations to healthcare providers for the
purpose of improving cardiovascular 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. These guidektiesnpt to define practices that meet the needs of
most patients in most circumstances. They reflesminsensus of expert opinion after a thorough
review of the available, current scientific eviderand are intended to improve patient care. These
guidelines may be used as the basis for regulg@ygt decision making; however, the ultimate geal i
guality of care and serving the patient’s bestrggts. The final judgment regarding the care of a
particular patient must be made by the healthcareiger and patient in light of circumstances

specific to that patient.

Appropriately constructed practice guidelines idtém minimize harm, reduce inappropriate practice
variations, and assist in producing optimal healitcomes for patients. Patient centric guidelinils
be a keystone of patient-centered care.

The following non-exhaustive list includes impottanmmon uses of ACCF/AHA Practice
Guidelines:
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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 Performanceies 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 overseenrdaticn of this manual to assist guideline writing
committees in navigating guideline developmentisThanual is intended to assist guideline authors
with crafting recommendations that will influencare or assess performance and/or quality. The
recommendations can then be translated into aoti@etivity that can be implemented and measured.

The bulk of this manual consists of tools to aggistieline writers in interpreting and applying the
methodology. A flowchart highlighting the key stap the development of evidence-based guidelines
(Figure 1) serves as the basis for organizing the manBattion 8describes general operating
procedures that are integral to the guideline agrakent process. These include relationships with
industry and other entities (RWI), confidentialadgreement, copyright assignment and license
agreement and the ACCF/AHA editorial response polic

The Task Force understands the challenges in aygpéyuniform methodology to guidelines that
represent diverse diseases, conditions, diagnpatickinterventions. In all cases, writing comagtt
members should familiarize themselves thoroughty wie manual, as these policies and standards
provide the framework for guideline developmeniowséver, if warranted, the Task Force may allow
exceptions to the written policies.
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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

h

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

h

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

Y

Create tables, diagrams, algorithms and

mnemonics describing recommendations
and synthesizing evidence

Y
Ballot recommendations during writing committee sign-off

}

Send draft document for peer review

)

Respond to peer review comments

)

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

h

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
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1.3 Staff Support

The ACCF and AHA provide scientific and project ragament staff to support the development of
evidence-based guidelines. A Research Analystdfvie-Based Medicine Specialist and Document
Manager are assigned to each guideline to assistrsvwith the methodology and process of guideline
developmentTable 1 describes the roles and contributions of the Rebe@nalyst/Evidence-Based
Medicine 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 and| - Assist chair(s) with outline development
collect RWI for Task Force and Chair review - Conduct, review, and maintain records of
Coordinate the invitation process for committees literature searches

Create and maintain document timeline, track taple Assist writing committee members with the
containing outline and writing assignments, rost¢rs creation of evidence tables, graphs, charts, meta-

disclosures of RWI, confidentiality agreements, analysis, the creation of algorithms and other
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, monfhly 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 commitfee Assist chair with pocket guide and executive
meetings summary development

Manage and populate a Web-based document | - Provide other scientific, technical, and writing
management tool support as requested

Track committee member adherence to deadlings
Brief chair regarding important matters
Compile, enter, and edit text, references,
recommendations, and tables/figures
Manage preparation of pocket guide and executjve
summary
Manage peer review process, including invitatiofs
and comment spreadsheet

Facilitate Board approval and endorsement by
outside organizations

Assist chair with galley review/publication
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2. Tools and Methods for Developing Guidelines

2.1. Selecting Topic and Chair/Writing Committee

The Task Force on Practice Guidelines establishesath policy, chooses the individual topics for
guidelines, and monitors existing guidelines teedaine when revisions and focused updates are
required. The members of the Task Force are sereoy well-respected individuals who have
previously served on a guideline writing committee.

ACCF/AHA clinical practice guidelines are written three general categories: health conditions,
procedures, and diagnostics. Generally high-volungh-cost, major treatment-impact and high-
practice variation procedures and treatments aendiighest priority. Once a topic is identified,
writing committee is organized to develop the glirde(Table 2).

The Task Force identifies nominees, who are cawdists or other experts in the field of cardiolayy
cardiovascular research, for consideration forrgldividual writing committee members and
organizations that will be invited to participatethe development effort. For each guideline, thisp
nominate a member to serve as the Task Force hiaidwey participate as an author on the document
and are responsible for guiding the writing comedtthrough the development process especially with
respect to policy issues and concordance with @hbielelines. The Liaison also keeps the Task Force
updated on any controversial issues the writingradtee may be debating. In addition to the varied
scientific and clinical expertise that is germaméhte guideline development, a broad spectrum of
healthcare practitioners are identified to divgrsépresentation from different geographical regjon
genders, ethnicities, and experts from both acaclamd nonacademic settings. The Task Force also
attempts to balance the number of content expeoteftially including a pharmacologist, QI
representative, and a representative from the feafioce Measures Task Force) and senior practicing
clinicians.

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 Liaison Task Force

and Lead Reviewer) Writing Committee Chair(s)
Collaborating Organizations
Performance Measurement Representative PerfornMeasurement Task Force Chair
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Finally, every writing committee has an officialSkaForce Lead Reviewer. The reviewer role is to
ensure that the guideline is consistent with o#lssiociated documents, peer review the document and
then review the peer review comments and respdodas sure they have been fairly taken into
consideration and the document edited accordifigigy also make the recommendation to the Task
Force Chair whether a guideline is ready for legki@rreview and approval.

Part- or full-time employees of industry are protatl from serving as members of a guideline writing
committee. The chair/co-chair(s) and all prospecthembers of writing committees are required to
disclose relationships with industry and othertesgi(RWI) during the past 12 months with (1) the
manufacturer(s) of any commercial product(s) angrowider(s) of commercial services related to the
content of the document and (2) any commercial stipgs of the activity and (3) any relationships
with other entities (i.e., academic institutionygmment, not-for-profit corp., or foundations).
Participation on the writing committee is dependgan a review of all relevai®WI by the Task
Force. Every possible effort is made to formukateriting committee with a reasonable balance of
RWI. To ensure this, the Task Force will strive 5@% of writing committee members without any
relevant RWI at the onset, noting a minimum of 3@%eadership approval. While RWI does not in
itself prohibit participationthe Chair of the writing committee is required vk no relevant RWI.

All recommendations will be balloted during the epgl process. Writing committee members with a
significant relevant RWI must recuse themselvemfumting on the recommendation. The minimum
30% RWI is necessary to ensure that an adequatberurhwriting committee members are available
at all times to reach consensus should recusal &#oote be required. Recusal information is
published on the guideline title page and on thel R\Mthor appendix. The RWI policies and form are
included inAppendix B. See Section 5.4.2. for more details about the emusebuilding process and
balloting process.

Writing committee representation is increasinghedsified, which gives the guidelines greater impac
on clinical practice and acceptance by more stdkeh® Healthcare providers with a stake in caring
for patients during the course of treatment shbeldepresented on the writing committee as
appropriate to ensure that physician guidanceifgedrfrom all specialty areas. Other medical
associations or societies may be asked to joieffioet at varying levels of participation (see
Appendix D for elaboration on the specific levels of orgatiaaal participation). The decision
regarding the level of participation is determifgcthe Task Force with input from the writing
committee chair/co-chair

The above policy will vary slightly with the implentation of the new Guideline Focused Update
process (se8ection §.

DM #355705 9



2.2. Determining the Guideline Scope and Clinicabjectives

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 determining writingigtiments (se€hecklist 1). A literature search is
conducted to define the scope of the guideline §&ation 3.1 Finding the Evidence). The draft scope
is shared with invited organizations to ensurgaities are confident with the guideline directaod
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 keep track of wtoualies are included and what 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 written in collatlon with the European Society of Cardiology or
other partners have a broader target audience.mefleodology for international guidelines is the
same as national guidelines, with conclusions andmmendations based on expert judgment applied
to clinical evidence. International differenceglisease management and healthcare resource
availability may be noted when such differenceshnitave significant impact on the implementation
of recommendations.

ACCF/AHA Guidelines are generally meant to provitiaically relevant information outside of the
context of costs and reimbursement. If cost issuest be included, guideline writers should lirhié t
scope to previously published analyses and nahattéo create any new economic analysis within the
document. Cost effectiveness is not factored iat@mmmendations, which are strictly based on the
scientific evidence. However, on a case-by-casesp cost effectiveness information is available
the writing committee may choose to mention itha supporting text for a given 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 adee#s the guideline?

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

improvement)?

Can flow diagrams and evidence tables help summénz guideline, or at least key subsection$

How does the guideline impact and improve broadtihegstem based public health improveme

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?

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/quideli

)

nt

9%
o

2.2.2. Identifying the Clinical Objectives

The main goal of guideline creation is to develepommendations that allow users to understand the

evidence on the topic and apply it to clinical pice (see articles by Shaneyfelt and Grilli in the

Suggested Readings As such, guideline writers should progress wjikcific clinical objectives in
mind. It may be helpful at the outset to considbat kind of guidance the readers will expect m th

completed document, such as:
the role of exercise testing in asymptomatic pasien

the use of inotropic agents in patients with eradystheart failure, and
managing mitral regurgitation medically versus statly.
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A comprehensive collection of clinical objectivd®ald be created within each main concept
addressed by the guideline outline. These clirobgctives serve as the basis for literature $@agc
and sorting, and later for the compilation of glilk® recommendations.

2.2.3. Development of the Guideline Outline

Guideline writers are encouraged to define as pedcias possible the overall guideline outline wigri
the early stages of development. The Task Fors@lavided standard guideline outlines for each
guideline type (se&able 3). These outlines improve consistency across gumegland facilitate the
effectiveness of online searching of our guidelifidwey provide a common structure while allowing
for flexibility as the topic demands. Guidelineiters should determine at the outset which “stashdar
concepts” apply to their guideline, then proceethwreating detailed clinical objectives under each
concept. The standard outlines are not presceptior are they meant to encourage the creation of
textbook-style 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

Classifications
Characterization

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

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
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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/or
instruments

Interventional Procedures

Standard Concepts Related Content
Introduction Purpose of the guideline
Scope
Definition of intervention/procedure General corsations
Background
Specific conditions Clinical uses
Management strategies Procedure-specific considesat

Associated medical therapies
Procedural complications
Reducing risk

Outcomes Definitions of success
Short-term and long-term outcomes
Comparisons with other interventions

Institutional/operator issues Quality assurancefanement
Volume considerations
Special populations Patient groups (e.g., elderbmen, 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

Specific conditions Clinical uses (Note: Diagnosfisdelines 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., eldarbmen, pediatric)

Prior to the first writing committee meeting of newrevised guidelines, staff works with the chair
begin development of a comprehensive outline. TégeRrch Analyst may conduct a preliminary
search from terms provided by the chair and forwhedabstracts to the chair to help frame the
backbone of the outline. For guideline focusedates, staff works with the chair to identify spaxif
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areas in the outline for which there is sufficielimical evidence to justify updating. The scope,
outline, and writing assignments are preferablgieined prior to the first writing committee
meeting.

2.2.4. Determining Writing Assignments

Writing assignments are determined by the guidethr@r/co-chairs in concert with writing committee
members. Each section (or subsection) of the gn&les assigned both a primary author and
secondary author(s). The primary author is ultetyatesponsible for the final content of the satfs)
to which he/she is assigned. The secondary asdse(ves as a reviewer and provides content as
requested to the primary author or chair.

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 literadaoeirs. A key component of the ACCF/AHA

Guidelines methodology is the development of recemaations based on the entirety of the evidence

currently available. The Institute of Medicine delses 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 annuallye dtallenge
of finding relevant articles among the millionsc@mpounded by
the availability of multiple electronic databasal$of which

offer different but partially overlapping pools ioformation.

The current resources for guidelines developmeéeavefor
searching in MEDLINE (via PubMed), the Cochraneratly,
and a clinical trials database. The Research Abhalysigned to
the guideline will compile all citations relevantthe guideline
topic and forward them to the writers.
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on an incomplete or biased
evaluation of the literature
can lead to inappropriate
recommendations, the
search for relevant
research should be
comprehensive, research
should be selected using
explicit criteria, and the
validity of the results
should be judged in a
rigorous and reproducible
fashion.

-Cook, 1997
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3.1.1. Literature Search Methodology

Figure 2 outlines the ACCF/AHA process for conducting conmaresive guideline literature. Initial
literature searching focuses on published metayaaaland systematic reviews. If high quality,
relevant, and up-to-date meta-analyses or systemstiews are found, these articles allow writers t
focus on critiquing and updating an existing reveessmopposed to creating one (see articles by Pogue
and Lau inSuggested Readings For the majority of topics, literature searchalso includes
randomized clinical trials, and is expanded to aadomized studies, case studies, and opinion
documents until the evidence base is sufficienefmrh clinical question identified in Section 2.2.2
Each article should be critically evaluated asualiy and clinical limitations, as discussed irctsen
3.1.3. When appropriate and at the request oivtitang committee, the Research Analyst will
compile evidence tables for easy review and inolugn the guideline. The Research Analyst will also
help to compile a list of key literature searchrerthat will be included in the final published
document.
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Figure 2. Process for Conducting Comprehensive LiteraturecBea for Guidelines
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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 e@mal Research Analyst to construct the text of
the guideline describing the literature searcledat thereby allowing guideline users to assess
the comprehensiveness of the search.

In addition to searches conducted by staff, writbgimittee 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 @liltks

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

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 aredirto the time period following the
publication of the last version of the guideline.

In the case of a new guideline or full revision,tmoe 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-anals 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.

DM #355705 17



3.1.3. Balancing Scientific Rigor Vith Feasibility

The Cochrane Collaboration publishes perhaps thet ngorous 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 entn 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-intensnage feasible approach is to establish a few
basic criteria (such as randomized controlledgraadly or studies with at least six-month follow-
up) and to be as inclusive and unbiased as posss##e Figure 3 to compare the interplay
between bias and evidence.

Figure 3. Systematic Evidence Reviews

Systematic Reviews

i
| Bias I
i Case report
® Case series \ /
o Case-control

o Cohort studies
o Clinical Trial
® Randomized clinical trial

®  Blinded randomized
clinical trial

Best
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The Task Force recommends rigorous review of theles used in evidence tables and meta-
analyses—those articles that are most fundamemthktguideline recommendations.
Documentation of why studies are included and aedadiurom consideration will provide
additional scientific rigor to the document andlié published on the ACCF Web site as a
component of the guideline methodology.

3.1.3.1. Unpublished Data

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: Fir$y, 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 unpublgHbata 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 presentdreofrial for guidance, keeping in mind that
the trial group has the prerogative to requesttti@information 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 tlahot yield significant results, or results ttat
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 [CCTwww.controlled-
trials.comand NIH’s Clinical Trials registry www.clinicalts.gov) provides additional
unpublished information pertaining to specific lgiand assists with eliminating publication bias.

Guideline staff shares guideline topics with theidtfel 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 guiédiapic, or request specific analysis of data.
However, this data may not be used to support@meeendation unless published in a peer
reviewed journal.
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3.1.3.2. Discussing Pharmacotherapy in Guidelines

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 consutbigto review the guideline’s pharmacotherapy

discussions before publication.

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

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 indicgpunder 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

about them and the issues raised by their use
e.g., possible interactions

e.g., use “micrograms” or “mcg” instead of “ug”

some commonly used abbreviations (included ingbaction)

should be reviewed by a pharmacologist during paeew

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

When so-called “alternative medicines” are knowiéowidely used, discuss the evider

Avoid the use of symbols and abbreviations wheouising drug dosing and timing

The Institute for Safe Medication Practices hasadsa drug error alert regarding

Whenever a guideline includes specific drug infaiorg such sections of the guideline
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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 listnthas Class Il or to not list them at all. The
presence or absence of FDA approval of a drugacedor a specific purpose should generally
not be mentioned. The criteria used by regulasamtyorities are frequently different, and the
ACCF/AHA process should be independent of theselatgry issues.

In the case of international guidelines cosponsbsethe 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) pergpec

3.1.3.3. Therapeutic Substitution

The Task Force recommends that in developing recamdations for drugs, the writing
committee consider the following major criteriatthaust 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 reewitthe 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 theseamid to be met, making it difficult to determineaif
class effect is truly present.

Additional considerations that should be reviewdgtwevaluating the interchangeability of
drugs:

side-effect profile

cost

inclusion and exclusion criteria in supporting wad trials

absolute and relative degree of benefit

the particular subgroups in which benefit (or latkenefit) was demonstrated.
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Where appropriate, drugs in a therapeutic clastisdeel 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

Table 4. Thelnstitute for Safe Medication Practicekist of Error-Prone Abbreviations

Abbreviations Intended Meaning Misinterpretation Correction
Hg Microgram Mistaken as “mg” Use “mcg”
BT Bedtime Mistaken as “BID” (twice |Use “bedtime”
daily)

cc Cubic centimeters Mistaken as “u” (units) Use mL

D/C Discharge or discontinue Premature discontinnaif
medications if D/C (intendegd
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 (intravenou|Use “units”
or 10 (ten)

0o.d. or OD | Once daily Mistaken as “right eye” |Use “daily”
(OD-oculus dexter), leading
to an oral liquid medications
administered to the eye
Per os By mouth, orally The “0s” can be mistaken as
“left eye” (OS-oculus
sinister)
g.d. or QD | Every day Mistaken as g.i.d., especidlise “daily”

if the period after the “q” or
the tail of the “q” is
misunderstood as an “”

ghs At bedtime Mistaken as “ghr” or everyUse “at bedtime”
hour

gn Nightly Mistaken as “gh” (every |Use “nightly”
hour)

g.o.d. or QOD| Every other day Mistaken as “q.ddikg or

“g.i.d. (four times daily) if
the “0” is poorly written
gld Daily Mistaken as g.i.d. (four  |Use “daily”
times 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 SL Use “subcut” or
(sublingual); SQ mistaken @subcutaneously”
“5 every”; the “q" in “sub "
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has been mistaken as

ordered “sub g 2 hours
before surgery”
misunderstood as every 2
hours before surgery)

“every” (e.g., a heparin dosg

t/d One daily Mistaken as “tid” Use “1 daily”
TIW or tiw |3 times a week Mistaken as “3 times g"'daUse “3 times weekly”
or “twice a week”
Uoru Unit Mistaken as the number O|dise “unit”
4, causing a 10-fold
overdose or greater (e.g., 4U
seen as “40” or 4u seen as
“44™); mistaken as “cc” so
dose given in volume inste
of units (e.g., 4u seen as 4¢c)
Dose Intended meaning Misinterpretation Correction
Designations
and Other
Information
Trailing zero |1 mg Mistaken as 10 mg if the |Do not use trailing zerd
after decimal decimal point is not seen |for doses expressed in
point whole numbers
(e.g., 1.0 mg)

No leading zerg0.5 mg
before a decimg

Mistaken as 5 mg if the
decimal point is not seen

Use zero before a
decimal point when the

le

together (e.g.,
10mg, 100mL)

dose (e.g., .5 dose is less than a wh
mg) unit
Numerical dos¢10 mg The “m” is sometimes Place adequate space
and unit of mistaken as the number 1 {between the dose and
measure run |100 mL written poorly unit of measure

Large doses
without

commas (e.g.
100000 units)

properly placed

100,000 units

10,000 or 1,000,000

100000 has been mistaken

Use commas for dosin
units at or above 1,000
or use words such as
100 “thousand” to
improve readability

L4

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

intended; mistakenly use
correct symbol; “< 10"
mistaken as “40”

“less than”

/ (slash mark)

Separates two doses or
indicates “per”

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

Use “per” rather than al
slash mark to separate
ldbses

At

Mistaken as “2”

Use “at”

Q@
&

And

Mistaken as “2"

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

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

seen as g 20)

Adapted from ISMP list of error-prone abbreviatiosggmbols, and dose designations. Institute foe Saf

Medication Practices Medication Safety Alert 200V 27);8(24):3-4. Available at

http://www.ismp.org/Tools/abbreviationslist.pdf. dessed April 6, 2006. See ISMP Web site for update

WWW.ismp.org

3.1.3.4. Use of Other Guidelines/Authorities

Guideline text, recommendations, and evidence sabl@y be replicated
from previous ACCF/AHA Guidelines and statementdaesed by both
organizations (e.g., National Cholesterol EducaRoogram).
Consensus statements or guidelines developed kysadind not
endorsed by the AHA and ACCF should not be citegefarenced unless
absolutely necessary, as this implies endorsenretiteopart 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&ehk 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 includdgtle development of a recommendation.
This often requires review of the article’s fulkt@nd 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 golddsed.
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3.3. Synthesizing and Interpreting the Evidence

3.3.1. Synthesizing the Evidence

Guidelines rest on a foundation of peer-reviewauadl research.
Once the evidence has been gathered, the writhialenged with

Evidence based
practice is the

integration of best synthesizing the evidence in a systematic waylémats itself to
research evidence decision making. After choosing the studies tdlde, the research
with clinical _ results must be assessed so conclusions can beamalde basis of the
expertise and patient , . o .

values. body of evidence as a whole. As a guide to intéipyesvidence, a

-IOM, 2001 | series of articles on basic statistics for healthgaoviders 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/questiofhis statement is defined in Section
2.2.2. and serves as the “heading.”

(2) Recommendation One or more clinical recommendations that ansixeclinical
guestion/objective. Each recommendation is asdigndassification and level of
evidence along with the supporting reference(d)ledkls of evidence A and B must
have references. Level of evidence C does not re@uieference since it corresponds
to expert opinion. (see Section 4.2. Assigning Sifemtion of Recommendations and
Level of Evidence).

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

(4) References The references include both citations in the texcluding all
publications reviewed in writing the text and recoendations) 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).
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3.3.1.1. Narrative Synthesis of Evidence

Summaries of evidence should generally be in talfaten 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 post-myocardial infarction) a single arte with appropriate references may suffice.
Long, descriptive paragraphs of the methodologyfamttings of individual trials are
discouraged.

3.3.1.2. Visual Synthesis of Evidence

Preparing an evidence table involves identifyind artracting the key data from the relevant
studies. The Cochrane Collaboration recommendsibi&g by deciding what comparisons
need to be made, then identifying the data elenmesdsssary to make those comparisons.
Salient data elements may include, but are noteanio, 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 irbke tinat allows the studies’ designs and results
to be easily compared. However, sometimes theatataetter 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. Crgatisual Descriptions of Recommendations and
Evidence).

3.3.1.3. Analytical Synthesis of Evidence

Sometimes recommendations can confidently be wrlitssed on the organization of evidence in
tables or graphs. Other times, an additional isteyecessary; analyzing the data statistically to
get an estimate of the heterogeneity of the indi@icffect sizes, an estimate of the summary
effect size, and a measure of its variance. Guneelriters generally rely upon meta-analytic
methods to conduct such analyses.
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A detailed guide to the methods of meta-analysieignd the scope of this manual. Use of the
Cochrane Collaboration is recommended, which offers on its Web siterww.cochrane.ory
software called Review Manager 4.2 btt://www.cochrane.org/software/revman. htioften
called RevMan. RevMan allows for entry of the euderistics of studies and their findings, and
the creation of comparison tables. It can perforetaranalysis of the data entered, and present
the results graphically. A comprehensive handdookonducting systematic reviews that can
be printed from the same Web site accompaniesofivwase.

3.4. Expert Interpretation of the Evidence

Despite all the evidence that may be availablevidting 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 conabuns, the evidence may only apply to specific
subpopulations, the evidence may be from methodttyg 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 recommeiodati

Figure 4. Turning Evidence Into a Recommendation

EVIDENCE
. EXPERT RECOMMENDATION
. d INTERPRETATION
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Writing guidelines and formulating recommendaticas be less than straightforward, and very
time-consuming. The guideline writer is frequentlya dilemma as to whether to delay making
a decision or come to a conclusion despite lackorgplete evidence (s€&hecklist 3). Section
4.1., Overview of Recommendations provides a ligfualities 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

Previous sections of this documeleiscribe the methodology of guideline developmemnwaell

as meta-analysis and systematic review. Guidelavelopment, unlike the other methodologies,
goes beyond the compilation and analysis of dataclade recommendations. Guideline writers
are challenged with considering a vast array od@vte and creating clinically applicable and
clear recommendations. While in-depth text covgetopic areas is

an important element of the guideline, the conyisgted full Patients should receive care

sentence recommendations are more likely to bearddjuide ba_sed. on the best available
scientific knowledge. Care

practice. should not vary illogically
from clinician to clinician or
As the evidence is considered, conclusions andwaeendations from place to place.

naturally evolve. Whenever this occurs, the recemaation should g, 2o

be condensed into a sentence or two and separatadie text. The
recommendations are the core guideline contentewine text enhances the recommendations
by providing further descriptive information, suaé exceptions to the recommendations and
clinical options. The recommendations are assigtiehgths of recommendation based upon
evidence, benefit vs. harm, and patient preference.

If Checklist One determined that flow diagrams were appropriatepmanendations 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 papeause criteria and Guidelines Applied in
Practice [GAP] projects), recommendations shouldthed-alone text that are written in
complete sentences with as much detail as pos3ibéeTask Force suggests specific language
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for full sentence recommendations that reflectdégnitions of the classification of
recommendations (sé&hecklist 3). Guidelines are intended to be applied by heatth
providers in real-world settings, so the recomménda should be practical, feasible, and
clinically flexible, thus facilitating the translah and implementation of recommendations.
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Checklist 3. How to Write a Recommendation

Write all recommendations in complete sentenceasguke 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 Il
may/might be considered - is not recommended
may/might be reasonable - is not indicated
usefulness/effectiveness is - should not
unknown/unclear/uncertain/not - is not useful/effective/beneficial
well established - may be harmful

Assigneachrecommendation eeference (LOE:C does not require a reference).
Write separate recommendations that apply to dpegihical objectives.

Write recommendations that are practical in théweald setting.

Describe the patients to whom the recommendatiphesp Specify subpopulation
variability and exceptions in the recommendatiobist the exceptions whenever
possible.

Use unambiguous language and clearly defined tertmes writing recommendations.
Write recommendations in terms of active/positieBams rather than passive/negative
actions (e.g., Class | recommendation to perfotestgive a treatment that is
useful/effective rather than a Class Ill recommeiodanot to perform/give it).
Include information on any areas of uncertaintgamtroversy.

Quantify benefits, harms, and time frames, as nascpossible.

Incorporate data on patient preferences, when cgigé.

Include flexibility in applying the recommendatignghere applicable.
Remain consistent with previous ACCF/AHA Guidelinesless there is new

evidence or changes in patient practice. Botm#we evidence and the change mus
be described in detail.

—

Craft recommendations that are measurable and@blke used in a Performance
Measures document.
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The following examples were Class lla recommendatublished in th2006 ACC/AHA/ESC
Guidelines for the Management of Patients withaffibrillation (emphasis added);

1. For primary prevention of thromboembolism in patsewith nonvalvular AF who have
just 1 of the following validated risk factors, entombotic therapy with either aspirin or
a vitamin K antagonist is reasonable, based upassessment 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 eithepiam or a vitamin K antagonist is
reasonable for prevention of thromboembolism: dg®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 selectionfofquently 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 Recommendationsdalnevel of Evidence

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

classifying recommendations.

Once recommendations are written, a classificasfaecommendation (e.g., anticipated benefit,

harm, risk are considered) and level of evidenag,(quality of individual studies, including
design and execution) grade must be assigned koreacommendatiorkEvery recommendation
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requires at least one reference as support if assigd a Level of Evidence of A or B; Level of
Evidence C does not require a reference unless oegists as this refers to expert opinion.
Classification of recommendations and levels oflentce are expressed in the ACCF/AHA
COR/LOE Table referenced in every guideline (sead8).

Table 5.COR/LOE Table (always Table 1 in an ACCF/AHA guideline)
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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 IlI: Conditions for which there is evidence and/or gehagreement that the
procedure/treatment is not useful/effective ansame cases may be harmful.

Like the collection and

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

collection and grading of

randomized clinical trials or meta- . 2
the evidence for guideline

analyses development allow
conclusions (i.e., guideline
Level of Evidence B: Data derived from a single recommendations) to be

developed in a manner

randomized trial, or non-randomized that is supportable by the

studies data (i.e., scientific
evidence in the literature).
Level of Evidence C: Consensus opinion of experts, case -Heffner, 1998

studies, or standard of care

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
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classification later after re-examining the datait®¥ys preferring the first method sort, review,
synthesize, and interpret the evidence concurrently

The classification of recommendations and levehaflence 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 can®ass |, 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 assigaddevel 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.

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 contraifeds may not be available, the clinical
guestion may be so relevant that it would be delkemq to not include it in the guideline.

4.2.3. Performance Measures

Performance measures must be quantifiable (i.ecisely 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, guiterecommendations should be written with
minimal ambiguity and with adequate specificitystgport translation into performance
measures and facilitate the rapid incorporatiothefbest evidence into practice. Guideline
recommendations that clearly specify, for examgble,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 supportirggpotential performance measure (class of
recommendation and LOE);

2) Defining the clinical significance of the outcemrmost likely to be achieved by adherence with
the performance measure (e.g., decreased morialpypved functional status); and

3) Assessing the magnitude of the association leetwaeherence to the potential performance
measure and a clinically important outcome.

DM #355705 34



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

In general, ACCF/AHA Class | and Il guideline remmendations 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 Recommendatsoand

. The broad mandate of
Evidence

most guidelines
ensures that guideline
documents tend to be

_ _ longer and less
Once the evidence tables and recommendations legre b formulaic than other

created, guideline writers should look for waywigually articles . . . [but]
summarize the key points in tables, diagrams, anemonics. | SUrveys reveal that
The flow di identified in Section 2.2.1.. it 1 clinicians prefer
e flow diagrams identified in Section 2.2.1., Ckiest 1, pocket cards, concise

should be considered again in light of the evideraikected pamphlets, and
and recommendations written. Frequently, the aexi/or journal grticle
recommendations can be condensed into a clinithivasy, LTS

. . . . -Cook, 1999
algorithm, or decision-tool. These visual sumnesssist
physicians in understanding and applying the bas for

individual patients. Visual presentations showd b

4.3.1. Communicating the Key Points

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 approgrinappropriate, and equivocal.
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The guideline users expect the evidence to be piesgas 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 aai@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 theerdaenows all terms (exceptions
include common units of measurement and abbrensiacepted in the dictionary as
words, such as HIV/AIDS);

All data sources cited; reprint/modification infeation indicated,;
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, and
unnecessary repetition of information already idelti in the text should be avoided.
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If highlighting bullet points is the aim, a bulléter 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 \ersus 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 mitria
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 surgéiRACE, 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)

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 tablgmized by type of statistical analysis is
Presenting Your Findings: A Practical Guide for @mmg TablegNicol & Pexman, 1999).
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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, or RR

The ARR is the difference in event rates (i.e e @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 probabilifysomething occurring. ARR is known as the
arithmetic difference (or risk difference) in radsharmful outcomes between experimental and
control groups. ARR and RR can be combined anchbathwith many factors that are not
limited to seriousness of disease, commonnesgity odthe condition, absolute risk reduced
with treatment, side effects, costs, and so forth.

Relative risk is the difference between risk levrlselative terms (control group harmful
outcome rate of harmful outcome in the experinamgroup/rate of harmful outcome in the
control group); however, it is not the same asnaneiase 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 interval @&\ recommended 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% CI is not reported in
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-Illa Antagonists
Involving More Than 1000 Patients

Trial Study Drugs Results ARR RR 95% p
Population Placebo llb-1lla Cl

n % n %

PCI
IMPACT AlIPTCA  eptifibatide 112/1328 8.4 93/1349 6.9 0.015 0.83 0.630.134
Il (1) to
1.06
ESPRIT  Elective eptifibatide  104/1024 10.2 66/40 6.4  0.038  0.62 0.46 0.0016
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(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, absaklative 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 atitiens should be explained in the figure
caption (in alphabetical order).

Camera-ready figures should be submitted with cabgar lines, along with the author’'s name
and figure reference. The preferred file formaflik-; 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.
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Figure X. Mitral regurgitation grade by echocardiogram accordng to location and time
period

Figures submitted in four color format will be @ad 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 pattark well to differentiate data,
as in the following example.

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 itsimieats 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.
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The order of appearance for footnote symbols feléswvs: (top to bottom, left to right; for
figures, use this order for the caption)
*) T) i! §! )ﬂ! **! TT! :t:t) §§) 1 ﬂﬂ! ##) etC'

Table notes and figure captions may contain tHeahg material (in order): general note,
explanation of symbols, copyright note (see Secti@¥.1. Permissions), explanation of
abbreviations, and finally references.

4.3.4.1. Permissions

Sources are cited by including a reference indbéetnote 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 wratgrand should include an indication about
whether the table or figure is reprinted or modifie

If an original table or figure is created with d&tam multiple sources or by reconfiguring data
from one source, it is not necessary to obtain agptypermission from those sources. The
source of the data should be noted, however. leosdke of uniformity, the entire reference
from which the data are obtained should again benrout.

Items in the public domain are those for whichabpyright is not privately held. These

materials are usually produced by government agsrai government employees and are clearly
marked “In the public domain” and do not requirenpission.
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5. Writing Committee Discussions and Consensus Ddepment

5.1. Group Decision-Making

Writing committee discussions and consensus dewedopare ongoing at all stages of guideline
development. Since ACCF/AHA Guidelines are tearittgmw documents, coming to consensus

on the scope, clinical objectives, evidence taltked, recommendations, and visual summaries
occurs throughout document development. Subsewatitbers 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 da¢aACCF/AHA Guidelines development
process allows for the incorporation of controvardiscussions in the text since minority
opinions are not permitted. For certain ACCF/AHAI@lines consensus development is
challenging due to a lack of supporting data.

The safeguards of a group

Consensus Development: e
) . process should be initiated so
The process for tracking a vote must be flexibleugi to as to ensure that the

address the specific area(s) of concern and therefay consensus achieved by the
vary by writing committee. Because the decisionabfor a | guideline development experts
vote is at the discretion of the chair (or designse too is would reflect the consensus of

- . _ the larger group of experts on
the administration of some aspects of the votirag@ss. In

the topic around the world.
all cases, the name and vote of each writing cotamit -Heffner, 1998

member must be maintained for the record. Circantss
for which an informal vote may be necessary incl(mé 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 recommdiodavith one being developed by
another guideline writing committee or one thasexin a published guideline
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Formal Balloting:

Confidential balloting is required for ALL guideks. All guideline recommendations are
formally voted on during pre-peer review writingnomittee sign-off, and then again on
recommendations that changed as a result of peileswéollowing the finalization of the draft
but prior to the ACCF Board of Trustees (BOT) antdAAScience Advisory Coordinating
Committee (SACC) reviews. Writing committee memkbames required to recuse themselves
from voting on any recommendations to which theyeha significant relevant RWI. A tracking
cover sheet is developed and the ballots maintaasqghrt of the permanent files.

5.2. Maintaining Consistency with Other Documenta the 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
measures, data standards and scientific statenfentsxample of this interconnectedness for
revascularization is shown Figure 5. The policy for addressing nonconcordance is that &l
ACCF/AHA Guidelines must be consistent unless thers new evidence or a change in
patient practice patterns If there is a change, it must be vetted and reiteoh with the

respective writing committee and the Task Force.

Whenever possible, guidelines should refer to edleér, 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 cosstst 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).

Figure 5. Associated Guidelines
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Additionally, the Task Force Lead Reviewer is clear¢p look for consistency issues with other
guidelines at the time of peer review.tHé issues are substantial, the writing committesrc
may agree to have a member from another guidetinerittee participate in a conference call
or face-to-face meeting for a specific time perfimdrder 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, andthe PCI guideline focused update,
shown inFigure 6). If consensus cannot be reached within the wyitommittees of the
respective guidelines, the chairs of the pertigeidelines will confer and make the final
decision about the Class of Recommendation or exaxding.
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Figure 6. Overlapping Guidelines

5.3. Writing Committee Sign-off/Peer Review

At the final stages of guideline development, wstehould 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 documetit before peer review and after peer review
edits have been incorporated.

Approval is obtained from all writing committee mieens (including revisions and focused
updates) through a formal ballot of every recomna¢iod PRIOR to peer review and then again
PRIOR to leadership review on recommendationsrttaat have changed. Recommendation
ballots received from writing committee membersp@er tally sheet, and recusal information
are printed and maintained in the permanent palesr f

Writing committee members with significant, relev&WI1 specific to a recommendation must
recuse themselves from voting. Recusal informadimth RWI information is reviewed by the
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writing committee Chair and Task Force Chair toueaghat all members have appropriately
interpreted and implemented the RWI/recusal proeedd he ballot recusal information is
included on the cover page of the document andhemiVI table.

Checklist 3in section 4.1. is provided as a tool to condudnéernal review of the guideline
recommendations at both of these junctions. Addlily, 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 Clegtmuse (NGC) database, which is an initiative
of the Agency for Healthcare Research and Qualtyw.Guideline.gov) posts guidelines that
meet quality standards; and the Appraisal of Ginds|Research & Evaluation (AGREE)
instrument is a widely used generic measure ofajimd quality and provides its attributes for
evaluation as well.

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 unbiaseaérsific and literary appraisals of the document.

5.4.1. Selection of Peer Reviewers

The Task Force has adopted a policy to collect REART information regarding reviewers'

RWI pertaining to the topics covered in the revidweideline. Reviewers are required to
provide this information and sign a confidentiabtyreement in order to participate in the review
process. As with guideline writing committee memnshb&WI 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 representataes 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. Officisdviewers 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.
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5.4.2. Writing Committee Response to Peer Review drrinal Sign-Off

The final stages of document development involveere and approval from the guideline
writing committee, the Task Force Lead Revieweg, Task Force Chair, the ACCF BOT and
the AHA SACC.

The chairs (or their designees) should considet 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
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 docueseappropriate, based on the responses. In
addition, the responses are sent to the ACCF BQTAHMA 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. Document Sent for Endorsement Considaratio

Collaborating/endorsing organizations that havenbeeted to participate in the
development of the guideline get a final chanceeteew and approve the guideline after
peer review comments have been incorporated. @wecguideline is approved by
partnering organizations, and after the final baanhments have been incorporated, the
guideline is sent to the organizations that hageiested endorsement consideration.

If an organization decides to endorse the guideltng given the opportunity to publish
the guideline and provide its Web posting inforrmatiThe Publication Manager and/or
Document Manager coordinates with the endorsingraggtions to determine file
transfer requests and to schedule copublication.
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If an organization decides not to endorse the decunthe introduction will note that the
organization provided a representative to servéhemwriting committee but their name
will be removed from the cover page.

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 the
focused update into an e-publishdigifhig” version of the guideline. For new guidelinesggaideline
revisions, an executive summary provides an abdidgesion of the full-text guidelines, including al
recommendations. Publication of the summary articlexecutive summary and e-publication of the
full-text guidelines appear in tlIurnal of the American College of CardiologiydCirculation.

6.1. Preparing the Pocket Guide

The information in the pocket guide should floweditly 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 paackgde. 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 disition to ACCF members and others to
facilitate implementation of the guideline, spezafiy at the point of care.

However, ACCF and AHA prepare other supplementakneds 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/pslaieboth 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 fondes and Radiological Health; FDA-
Center for Drug Evaluation and Research; FDA-Dmg Bevice Safety Alerts such as Black
Box Warnings; Centers for Medicare and MedicaidvBes (CMS)-National Coverage
Analyses, Medicare Payment Advisory Commission (&) 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 Researcalysh compiles the reference articles and
data from the LBCTs, and then determines whichgjuids may be affected.

7.2. Development Process
A full revision of a guideline occurs when therevbdeen 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 reasamamge the scope or focus of an existing
guideline. Revisions are managed the same as guiewline, except for writing committee
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selection. One half of the previous writing comestis rotated off to allow for the inclusion of
new members.

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

manual applies to focused updates and revisionselhss 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 evidence Substantial rewrite of entire document with
from LBCTs during a specified time comprehensive literature review

period

Number of meetings  Two 4-hour meetings held inwaction Up to 4 full-day meetings
with ACCF/AHA sessions and multiple
conference calls

Target time frame to 6 months 12 months

peer review

Publication Summary article (table format to highti  Executive summary (includes all
recommendation changes) recommendations and substantive

Updated and new sections are highlighted comments regarding document)
in the Table of Contents of the full-text No track changes shown in full-text Web
guideline with new text incorporated into publication
Web publication

7.2.1. Focused Updates
7.2.1.1. Topic Selection

Research staff compiles LBCT summary sheets byegjneltopic in order to develop a table of
LBCT data and other critical new evidence and tinety match the data with the appropriate
guideline(s). The data is organized by guidelirag,by trial; this aids in determining which
guideline(s) will update and in ensuring that reamgndations that impact multiple guidelines
will be updated in all relevant guidelines simutansly to maintain concordancauideline
updates focus on substantive changes to recommenigais rather than editorial changes to
the document.
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When it appears that a trial or a series of tmadsy have a significant impact on a specific
guideline topic, the Document Manager polls thatigline’s writing committee requesting their
input on whether the relevant trials may drive arge to recommendations.

If a majority of the writing committee agrees vialbt that a potential change to
recommendations may be required, their commentshamed with the Task Force Oversight
Group (TFOG) and a decision is made about whetheotvene a teleconference. A full
committee conference call is held to further disdhe evidence and make a recommendation to
the Task Force on whether a focused update wrifingp should be convened.
Recommendations that impact multiple guideline$ balupdated in all relevant guidelines
simultaneously so that concordance can be maimtaine

Once all decisions are finalized, the researchicainpile all LBCTs decisions into a master
tracking form to maintain one historical file fdt eeviews.

7.2.1.2. Chair and Committee Selection

The writing committee for a focused update con®§irevious members of the original
guideline writing committee. The Document Managgmds an invitation letter, confidentiality
agreement, and RWI form to the potential chairks @hwriting committee members. Writing
committee members are given the option to partieipanot. Those who accept are listed as the
Focused Update Writing Group (“writing on behalf.af[full writing committee]”).

If the chair has a conflict of interest relevanthie LBCTs that have prompted the update, a new
chair is selected. Focused updates also must Aitlee writing committee chair rotation
process, which states that a chair may only remsichair for 2 focused update rotations. If the
chair must rotate off, then the Task Force wileselanother member of the current writing
committee to serve as chair.

Previous organizational representatives are intaezbntinue to represent their respective
organizations upon approval by organization staff.

7.2.1.3. Development Format

A new ‘Bethesda Conference-Style’ approach to itatihg 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. Vreppropriate, it is recommended that evidence
tables or hyper-linking to studies be utilized @&t of lengthy text to support recommendations.
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The focused update is a summary article and wilirONLY the changes made to the full
guidelines. This is done in several ways.

First, in the recommendation tables, the left caluwrantains the old recommendations, the
middle column contains the new recommendations tlaadight column contains the
comments/explanation of the change. The Chaircanumittee also go through each individual
sentence in the full original guideline sectionsttlequire update to determine what changes
should be made in the text.

The full-text guidelines should remain the “go-toaterial that a user would consult for all
relevant information to date regarding the subjdtis the Chair’s responsibility to assure that
there are no references to discarded materialtolated text sentences.

The focused update will alert the reader to angpidl change from the old guidelines.
This may simply be a summary statement which pewitie reader with the knowledge that
certain parts of the guidelines have been changed.

7.2.1.3.1. Incorporation into Full Text Guideline

The full text guideline will again be e-publishedibcorporate the focused update akvang’
guideline, and the title changed to reflect theomporation 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. If a completection is deleted,

then a summarizing sentence will be included erpigithe deletion. Additionally, an entirely
NEW Preamble and Introduction will be written by t@hair to incorporate the old preamble
while explaining the rationale for the update arfthtrevidence is incorporated.

The Focused Update writing group will be includedtioe cover page of the e-published version

of the full text guideline. The full guideline wing committee (last full revision) is also listed o
the cover since the entire original writing comentis asked to peer review the focused update.
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8. General Operating Procedures

8.1. Disclosure of Relationships with Industry ar@ther Entities Policy(see Appendix B for
formal ACCF/AHA Guideline Policy and Proceduresiand additional detail; 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 recognizettiias difficult to form anexpertpanel

devoid of industry relationships. Therefore, abbgpective writing committee members are
required to submit a signed disclosure statemetiteaf RWI. Their participation on the writing
committee is dependent on a review of all rele\®M by the Task Force, which makes every
possible effort to formulate a writing committeethva reasonable balance of RWI. The purpose
of this review is to ensure that an adequate nummberiting committee members are available
at all times to reach consensus should recusal &#@ote on any given recommendation be
required due to relevant RWI.

A new policy beginning in 2009 incorporates a minimof 30% of the writing committee with
no relevant RWI, with the ideal percentage being5Uhis requirement will help to ensure that
at the end of the process, the writing committe&eng will meet the required 30% free of
conflict. The disclosure period was also changetRtmonthsprior to the initiation of the
writing effort. Lastly, a comprehensive list of &WI will be published online for writing
committee and Task Force members in order to maintanplete transparency.

RWI information for all writing committee membessincluded in the agenda of each writing
committee meeting and/or conference call and virb@idated as changes occur. Publication of
relevant RWI is mandatory and is included as areagix to the guideline. It is essential that
writing committee members and reviewers fully andusately disclose all relevant RWI to

avoid even the perception of a conflict of intenggh industry, which could negatively impact
the hard work of others on the committee.

Authors/reviewers in a position to control the @ritfor an ACCF/AHA-sponsored document
are expected to disclose edlevantfinancial, personal and/or professional relatiopstauring

the pastl2 monthswith (1) the manufacturer(s) of any commercialduet(s) and/or provider(s)
of commercial services related to the content efdbcument and (2) any commercial supporters
of the activity and (3) any relationships with atleatities (e.g., academic institution,
government, not-for-profit corp., or foundations).
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These reported relationships are relevant to thiesmr issues addressed in or implicated by the
guideline. A person hasralevantrelationship if the relationship is with a compamigh an
interest in the content of the guideline in terrharmy of the following:

The same or similar subject matter, topic, or issue

The same, similar or competing drug or device, pebdr service, intellectual property

or asset relating to topic(s) raised in the documen

A drug, drug class, or device addressed in themeat, or the competitor of a drug or
devise addressed in the guideline; or

A reasonable potential to result in financial, psxional or other personal gain or loss for
the writing committee member, reviewer, or the mematof household and employers of
writing committee members or reviewers.

All such relevant RWI should be noted and the disates should be classified as either
significant,modesbr none A person is deemed to havsignificantinterest in a business if the
interest represents ownership of 5% or more of/tieg stock or share of the business entity, or
ownership of $10,000 or more of the fair marketeadbf the business entity; or if funds received
by the person from the business entity exceed 5#eoperson’s gross income for the previous
year. A relationship is considered torhedesif it is less tharsignificantunder the preceding
definition. If an individual has no conflicts odagionships to disclose, he or she must indicate
none

An individual may NOT serve as Writing Committeea@hf he/she has any relevant RWI. The
Chair may also not be a principle investigator lemtrial that is prompting a Focused Update.

If additional expertise is needed in a leadersbig on the writing committee, a co-chair may be
added that is permitted to have RWI.

Table 7. Current ACCF/AHA RW!I Policies — 12/08

Role Focused Updates New and Revised Guidelines
Writing Committee Not Allowed: Not Allowed:
Chair Relevant RWI Relevant RWI

*Potential Exceptions (at discretion of
TFPG):
Participation in a government-
sponsored DSMB

Allowed (but discouraged)
Principal Investigator (PI) on trial(s) to be
included in GL
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Institutional RWI with direct-decision
making responsibility
Organizational relationship

*Potential Exceptions (at discretion of
TFPG):

- Participation in a government-
sponsored DSMB

making responsibility
Organizational relationship

Writing Committee
Members

Not Allowed:

30% of members must have no relevant

RWI (strive for 50%)
Potential exceptions noted above for
Chair apply*

Allowed (but discouraged) (at discretion of
TFPG):

Other70% MAY have Relevant RWI
with the exception of S/R stock
ownership

Members MUST recuse themselves from vot
on any recommendation that could be percei
as being relevant to one of their RWI. ALLL

recusals are prominently noted in the documg

Not Allowed:

30% of members must have no
relevant RWI (strive for 50%)
Potential exceptions noted above fo
Chair apply*

Allowed (but discouraged) (at discretion of
TFPG):

Other70% MAY have Relevant RW
with the exception of S/R stock
ownership

ngembers MUST recuse themselves from
yebting on any recommendation that could b
perceived as being relevant to one of their
2iRWI. All recusals are prominently noted in
the document.

Institutional RWI with direct-decision

Co-Chair

Same as Writing Committee Members

Same as Writing @nmittee Members

Task Force Liaison

N/A

N/A

Task Force Lead N/A N/A
Reviewer
Peer Reviewers

RWI Allowed:

- No restrictions. Required to include
reviewers from all relevant trials for
which there are recommendations.
Inclusion of peer reviewers with
opposing views and no S/R RWI.
They do NOT have to make

RWI Allowed:

- No restrictions. Required to include
reviewers from all relevant trials for
which there are recommendations.
Inclusion of peer reviewers with
opposing views and no S/R RWI.
They do NOT have to make

comprehensive RWI available online.

comprehensive RWI available onlin

D

*S/R — Significant/relevant

8.2. Confidentiality Policy/Agreemer(see Appendix C)

All Writing Committee members must sign aConfidentiality/Nondisclosure Agreemeifibrm
agreement. Members of a guideline in progress have been orlmagxposed to certain
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confidential and/or proprietary information, masdsi or data related to the writing committee’s
work and final document(s). It is important to theegrity of the writing process and final
document that this information is kept strictly idential and not disclosed at any time. All
writing committee members, Task Force membersjdriteviewers, and staff are required to
sign a Confidentiality Agreement for any guidelingrogress.

All guideline content is confidential and embargaedil approved by the governing bodies of
both ACCF and AHA and posted on ACCF and AHA Webssi Guideline content
(recommendations, algorithms, figures, tables)teamnot be disclosed under any
circumstances. During the course of guideline graent, writing committee members may be
approached (e.g., by colleagues, industry, or mediprovide their expert opinion on an issue
relevant to the guideline content. Additionalligff 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 guidelineteoihor indication of areas of writing
committee agreement or disagreement on any tojpiolsibited. Writing committee members
may share content from any previously publishedgjine, 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 (recommetnatas, algorithms, figures, tables, text) in
any form whatsoever prior to the guideline publimats strictly prohibited. Breach of
confidentiality may result in removal from the geiithe writing committee and possibly other
consequences.

8.3. Copyright Assignment and License Agreemésde Appendix C)

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, enhan@st) and/or distribution of this document are
not permitted without the express permission ofARKCF and the AHA. Please direct requests
to healthpermissions@elsevier.com. It is importargo through the proper channels to obtain
permission to reprint/modify guideline content.fe® is associated with obtaining permission to
use guideline content in for-profit publications.
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8.4. Editorial Response Policy

Due to the rigorous process for document developnies ACCF/AHA Task Force on Practice
Guidelines does not formally respond to specifimnents 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 (asaat#id 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 so, and the letter is correct an erratum willdoafted and published as early as feasibly
possible but at least within 30 days to addresssthee.

If not, the information will be taken into considéon by the writing committee during

the next update or revision of the guideline unkas®arlier response is considered
necessary by the Task Force or Writing Group Chair.

Of note,JACCandCIRC policy, established by the journal editors indegeily from ACCF

and AHA, prohibits printing of letters to the editegarding ACCF/AHA guidelines. Other
journals may allow publication of letters to thetedabout ACCF/AHA Guidelines. When this
occurs, if the chair and/or writing committee be#ig¢hat a response is necessary to correct the
inaccuracies of the letter to the editor, they megguest 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 evidmnin 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, Albb®A et al. Why don't physicians follow
clinical practice guidelines? A framework for impement. JAMA 1999;282(15):1458-65.

Callaham ML, Wears RL, Weber EJ, et al. Positiuezome 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. Relationshipsween authors of clinical practice guidelines and
the pharmaceutical industry. JAMA 2002; 287:612-7.

Cook D, Giacomini M. The trials and tribulationsabihical 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 (3)p-5B1

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 Gluides: Directions for a New Program. Institute of
Medicine, Washington, DC: National Academy Pre©8Qt38..

Field MJ and Lohr KN, eds. Guidelines for Clini€ahctice: 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 IwitarB, 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, Jaeschikéeddle 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 Medicinekigg 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 N2a¥5)

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.

DM #355705 60



Mulrow DC, Oxman AD, eds. Cochrane Collaboratiamibook [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: AaEtical 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 gelides 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 meétk. 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/stats@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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edition. Philadelphia: Elsevier Saunders, 2007.
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Appendix B. Policy and Procedures Regarding Relatiwships With Industry
and Other Entities for Writing Committee Members and Peer Reviewers

I. Policy

The ACC and AHA recognize the importance of manitaj high ethical standards and avoiding confladts
interests. Because the development of Clinicattite Guidelines (and other scientific policy doants) depends
on the knowledge and experience of its voluntaaes)y of whom have relationships with industry (RWe policy
addressing writing committee members’ RWI mustdadistic and workable, as well as implementedvag that
protects the integrity of the process while allogvan open and honest exchange of information betwesnbers
and industry.

All writing committee members and reviewers musivile complete, timely, accurate, and signed dssoi®
statements of therelevantRWI using the Form in Section Ill. They are infadhof this policy during the invitation
process and are further advised that publicatidRWA is mandatoryfor participation on the writing committee or as
a reviewer. The names and information regarding RMall writing committee members and peer reviesis
published in both thdournal of the American College of CardiologgydCirculation. It is also posted on the ACC
(www.acc.org and AHA (vww.americanheart.oyjgVorld Wide Web sites.

RWI statements from writing committee members awewers are reviewed by the Task Force on Practice
Guidelines (or other appropriate document overstghtmittee). To ensure transparency and full dgale during
the writing process, RWI for all writing committegembers also are included in the agenda of eadimgyri
committee meeting and/or conference call and viribgldated as changes occur. Further, writing cdtemi
members who have disclosed RWI information (asnéefibelow) are subject to the procedures outlingte
Appendix.

Il. Procedure

Each writing committee member and reviewer mustldée ALL relevantfinancial, personal or professional
relationships with industry, individuals, or orgaations as defined below (including such relatignsbf their
spouse and dependent children). It is essenaahititing committee members and reviewers aresprarent and
accurately disclose alelevantrelationships to avoid even the perception ofrr&laxt of interest with industry,
which could negatively impact the hard work of ethen the committee.

Using the form in Section Il below, all writing sonittee members and reviewers are required toifglent

relationships within the lasine year that could beelevantto the topics or issues addressed in or implichyethe
guideline.
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A person has arelevantrelationship if the relationship is with a companywith an interest in the content of
the document in terms of any of the following:

The same or similar subject matter, topic, or issue

The same, similar or competing drug or device, pebdr service, intellectual property or assettietp
to topic(s) raised in the document;

A drug, drug class, or device addressed in therdeaots, or the competitor of a drug or devise add@kss
in the guideline; or

A reasonable potential to result in financial, pssional or other personal gain or loss for théingi
committee member, reviewer, or the members of Hmldeand employers of writing committee
members or reviewers.

All suchrelevantrelationships should be noted and the financsdldsures should be classified as eiignificant
or modest A person is deemed to havsignificantinterest in a business if the interest representgeoship of 5%
or more of the voting stock or share of the busiratity, or ownership of $10,000 or more of the ifi@arket value
of the business entity; or if funds received byplkeson from the business entity exceed 5% of énegqm’s gross
income for the previous year. A relationship isgidered to benodestf it is less tharsignificantunder the
preceding definition. If an individual has no caci$ or relationships to disclose, he or she muitatenone

. FORM

AMERICAN COLLEGE OF CARDIOLOGY FOUNDATION/AMERICAN HEART ASSOCIATION
Author/Reviewer Disclosure/Vested Interest Form

The American College of Cardiology Foundation (AG@Rd the American Heart Association (AHA) are
committed to ensuring balance, independence, odfgctand scientific rigor in its sponsored educatl activities.
Authors/reviewers in a position to control the @nitfor an ACC/AHA-sponsored document are expetdetisclose
all relevantrelationships during the pak2 monthswith (1) the manufacturer(s) of any commercialdurct(s)
and/or provider(s) of commercial services relatethe content of the document and (2) any commlesajgporters
of the activity and (3) any relationships with atleatities (e.g., academic institution, government;for-profit
corp., or foundations). (Ahelevantrelationships are described below.)

All writers/reviewers must complete and sign therfoin order to participate in the document developnt
process.

Author/Reviewer Name:

Employer:

Title:

Author/Reviewer Signature: Date:

1. Do you have anyelevantfinancial and/or institutional relationships (sd®ve for description of relevant
relationships)?

____Yes (please complete form below) No
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*Explanation of “Significant” Relationships—For Writing Committee Members Onl\Please use the
space below to explain the nature of esicmificant relationship you reported in the disclosure table
above. Remember that ACC/AHA publishes all autimat @eviewer disclosures with the final document.
(The explanatory detail listed here are for intepuaiposes only.) The ACC/AHA Task Force on Praztic
Guidelines uses this information to assess wrigirtgip composition and balance. Completing this
information now will assist the committee when yawanuscript commission and writing group are being

considered for approval.
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If additional space is necessary, please provid@iadal detail on an attached sheet.
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Appendix 1. Additional Guidance for Managing Writing Committee RWI (from Methodology
Manual)

Consensus Development

The process for achieving consensus during a \Wgrédommittee meeting or conference call may vary by
writing committee and document type. See the eglegection in the Methodology Manual for more
information on achieving consensus. The ACC and\Aetognize that circumstances may arise during
the consensus process where an informal vote tededt is the responsibility of the Writing Conttae
Chair (or designee) to manage this process. Cwtamoes for which an informal vote 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 appearbe unduly influencing the outcome of the disous on
the recommendation (Note: this individual may besdsto leave the room during a portion or
all of the discussion at the discretion of the @hai

When trying to reconcile a new guideline recomméodawith one being developed by another
guideline writing committee or one that exists ipublished guideline

Formal Ballot:

To be consistent with the focused update processdidential balloting is required for ALL guidelise

A vote is taken for every recommendation prior ¢empreview and then again on recommendations that
changed as a result of peer review following thalfzation of the draft but prior to the ACC Boanad
AHA SACC reviews. A tracking cover sheet is develd@and the ballots maintained as part of the
permanent files.

In all cases the name and vote of each writing cittmenmember 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 significant/rele¥d&WI may participate in the discussion but
MUST recuse themselves when the vote is taken
A recommendation is considered approved if it n&®ia majority plus one vote of those eligible
to vote

Appendix 2. Additional Guidance Regarding Writing Committee Selection (from Methodology
Manual)

In the guideline writing committee selection pradbhe ACC/AHA Task Force on Practice Guidelines
attempts to balance the number of content expedseanior practicing clinicians, as well as incogte
representation from a variety of different regiamboth academic and nonacademic settings. Part- or
full-time employees of industry are prohibited fregrving as members of a guideline writing comraitte
All prospective members of writing committees argquired to discloseelevantrelationships during the
past 12 months with (1) the manufacturer(s) of @ymercial product(s) and/or provider(s) of
commercial services related to the content of ttmucthent and (2) any commercial supporters of the
activity and (3) any relationships with other @gst(e.g., academic institution, government, notpimfit
corp., or foundations). The purpose of this revigto ensure that an adequate number of writing
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committee members are available at all times tolreansensus should recusal from a vote on anygive
recommendation be required due to relevant RWttidfaation on the writing committee is dependent
upon a review of all relevant RWI by the Task Fontech may eliminate potential candidates to ensure
balance and increase the likelihood of fair andasdx consensus. Every possible effort is made to
formulate a writing committee with a reasonableabhat of RWI. An individual may NOT serve as
Writing Committee Chair if he/she has any relevRW|. If additional expertise is needed in a lealdgrs
role on the writing committee, a co-chair may bdeithat is permitted to have RWI.
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Appendix C. Confidentiality and Nondisclosure

I. Confidentiality/Nondisclosure Agreement

As a writer of documents produced by the ACCF/AHKr{ting Committee Name} (herein referred to as
“Writing Committee”), you have been or may be exgub# certain confidential and/or proprietary
information, materials or data related to the WgtCommittee’s work and final document(s). It is
important to the integrity of the writing procesgldinal work that this information is kept strigtl
confidential and not disclosed at any time undgrarcumstance.

Therefore, as a condition and in considerationaefrypeing selected to review these documents,rand i
recognition of the importance of the Writing Comied’'s work and for mutual consideration, the reicaim
adequacy of which are acknowledged by the pagmsagree to the following:

1. You will not disclose or cause to be disclosedrigome or any entity outside of the Writing
Committee or appropriate ACCF or AHA staff any adahtial and/or proprietary information,
materials or data related to the Writing Commitsegbrk, where such information, materials or data
have been previously identified in writing or maaiey the Writing Committee as “Confidential”
(hereafter referred to as “Confidential Informatijon

2. You will keep all such Confidential Information your possession or control in a safe and secure
place and will take all reasonable steps to ptagainst inadvertent disclosure or theft of the
information.

3. Upon request from the Writing Committee Chair orClrairs, you will promptly destroy all
Confidential Information that you have been seraaquired relating to the Writing Committee.
Notwithstanding the return or destruction of anglsConfidential Information, you will continue to
be bound by their obligations under this Agreement.

Please sign this letter and send it back to thersighed to confirm your understanding and acceptan
these conditions with respect to any Confidentifdimation. Breach of confidentiality will resut
disciplinary action that may include dismissal fridm Writing Committee. Thank you very much fouyo
cooperation and your continuing work and commitrerthe Writing Committee and the ACCF/AHA Task
Force on Practice Guidelines.

Sincerely,

Chair, ACCF/AHA Task Force on Practice Guidelines

Understood and Accepted By:

Signature

Print Name Date
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[l. Copyright Assignment and License AgreemeACCF/AHA

In consideration of the American College of Other uses of reproduction require the express
Cardiology Foundation (ACCF) and the American Heart permission from the ACCF and AHA which shall not be
Association (AHA) reviewing and editing the following  unreasonably withheld.

described work for first publication on an exclusive Author represents and warrants to AHA and ACCF
basis, that the Work shall be Author's original and unpublished

work, or, if applicable, that Author owns all right, ditl
Journal: Journal of the American College of and interest in the Work; and that it has the sole and
Cardiology; Circulation exclusive right to dispose of the Work and grant the
Anticipated Date of Publication: rights granted under this Agreement, and that the Work
First author: will contain no defamatory or unlawful matter and will in
Title of Work: no way infringe on the copyright or violate the

proprietary rights of any person. Author agrees to
the undersigned author(s) hereby assigns, conveys, anc indemnify and hold the AHA and ACCF, harmless frorn
otherwise transfers all rights, title, interest, and copyrigh any suit, demand, or claim made against the AHA and
ownership in the Work to the ACCF and AHA effective  ACCF, by reason of any breach of this warranty, and

upon acceptance of said work for publication. "Work" Author further agrees to pay any judgment or reasonable
includes the material submitted for publication and any  settlement offer resulting from any such suit, demand, or
derivatives thereof, and any other related material claim, and to pay any reasonable attorneys' fees incurrec
submitted to the ACCF and AHA. by AHA or ACCF in defending against such suit,

The assignment of rights to the ACCF and AHA demand, or claim. For purposes of this Paragraph, the:
includes but is not expressly limited to rights to edit, parties indemnified and insured shall include the AHA,

publish, reproduce, distribute copies, prepare derivative the ACCF, their officers, directors, members, agents,
works, include in indexes or search databases in print, volunteers, and employees.
electronic, or other media, whether or not in use at the In the event that the ACCF and AHA does not publish
time of execution of this agreement, and claim copyright the Work, author(s) will be so notified and all rights
in said work throughout the world for the full duratioh assigned hereunder will revert to author.
the copyright and any renewals or extensions thereof. If a joint work, all co-authors must transfer rights i
All accepted works become the property of the ACCF said work to the ACCF and AHA by executing this
and AHA and may not be published elsewhere without Agreement.

prior written permission from the ACCF and AHA. This Agreement is governed by the laws of the United
ACCF and AHA hereby license to author the rightto  States.
subsequently include the Work in articles, books, or This Agreement must be executed as is without revisiol

derivative works that he/she authors or edits provided  or substitution of terms. An original signature of the

said use does not imply the endorsement of ACCF and author is required; imprints, facsimiles, or photocopies

AHA. are not acceptable. The original will be housed with
ACCF and copies will be held at AHA.

Author(s) Name SIGNALUIE .oevveeeeeieeieeeeeieeeeeee e Date

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

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

this agreement transferring copyright.)

Name Signature Date
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Appendix D. Types of Organizational Relationships and Nature foRelationship

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

Collaboration w/Endorsement

Collaboration w/out Endorsement OR
Endorsement w/out Collaboration

General Principle

Welcome unlimited number of partn
organizations whose constituencies have vested
interest in treating patients specific to
disease/procedure under development. To maint
rigor and credibility organizations should be
ACGME accredited. In general organizations wi
be given the option of participating at partnerelev
or collaboration level but this is at the discratif
the Parent TF and the Writing Cmte Chair(s)

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

atlisease/procedure under development. To
maintain rigor and credibility organizations

| should be ACGME accredited. In general
organizations will be given the option of
participating at partner level or collaborationdé

the Writing Cmte Chair(s)

but this is at the discretion of the Parent TF and appoints a representative. They do NOT endag

Endorsement w/out Collaboration (rep): In

dsituations where an organization was NOT
invited to collaborate in the beginning (we weré
unaware of interest/existence) but requests to
endorse the final document.

Collaboration w/out Endorsement: An
organization signs on as a collaborator and

the final document because of philosophical

differences. In this case they may or may not
request that their representative be removed fr
the WC.

rse

Funding

Partnering organizations pay for the traxglenses
associated with their representative(s) — All othe
direct costs and overhead are supported by ACC
and AHA.

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

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

Staff

ACCF (funded by ACCF/AHA); Staff from
cosponsoring organizations are welcome to atte
the meetings at their own expense.

ACCEF (funded by ACCF/AHA)
nd

ACCF (funded by ACCF/AHA)

Shared Marquee

Yes — names of all partnering agsaluded in
the title of the document
Title: ACCF/AHA/SCAI GLs on PCI

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

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

Name not listed in title or in"2line.
Organizational rep may have asterisk indicatin
yorganization; name of organization may be list
in Intro if they endorse the document but did n
have a representative.

ed

Writing Committee
Chair

Parent TF suggests and ranks names for the
ACCF/AHA co-chair position which are then
forwards to the ACCF and AHA president for
approval. RWI is taken into consideration. Eve
effort is made to appoint a chair without

ACCF/AHA appoint the chair

ry

relevant/significant RW

ACCF/AHA appoint theaih
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Decision to invite additional chair(s)/co-chair(s)
representing a"¥3" specialty area (i.e. radiology
& surgery, or when one chair has RWI, is at the

discretion of the Parent TF and may occur one of

several ways:

1) Potential co-chairs may be provided by the
Parent TF for consideration OR; 2) tH&/2*
organization(s) may appoint its co-chair positio
through its own process; or 3) Cosponsoring

organizations are polled for suggestions for chal

of a writing committee that are discussed by the
ACCF/AHA Guideline Task Force. The top 2 o
3 choices are presented to the presidents of eq
cosponsoring organization for final approval.

If any organization voices concern about a
proposed chair, another person is chosen for th
position. (This process may vary for Guideline
Updates due to committee rotation policy.)

=

r

D

D

Committee
Representation

Official & Equal (2 to 4 members per organizatio
depending on participation by other organization
with single representatives; pharmacologist

member is also in addition to official organizatbn
reps.)

Once all organizational members have been

appointed the writing committee roster is reviewe

by the parent TF one final time to insure
appropriate balance among specialty areas.

n Official but NOT Equal, usually one
srepresentative

2d

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

Content Control/
Approval

ACCF and AHA are required to negotiate areas
disagreement among BOT and SACCF.

OfACCF/AHA

Partnering organizations conduct their own process

within a time frame of three to six weeks. They
have an “up/down” vote to approve/disapprove
document.

It should be noted that at the Board approval phase

ACCF/AHA
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in document development, we are seeking forma
approval only and trying to avoid major documen
revision. Major changes are best made earlier
during the peer review stage.

— —

Policy Decisions/
Methodology (Parent
TF)

ACCF/AHA methods and policies are mandated.

ARGCERA

ACCF/AHA

Peer Review

Two official reviewers from each orgatipn;
official reviewers receive a detailed response fro
the chair regarding the disposition of their
comments. In addition, content reviewers are
invited and the names/number are at the discreti
of the WC.

ACCF coordinates peer review process.

A lead reviewer from the ACCF/AHA Task Force
on Practice Guidelines provides oversight of the
process to ensure that all appropriate revisioas g
made.

Invited to provide organizational review and
mindicate desire to review final document for
endorsement consideration (thank you letter or
no detailed response)

on

Invited to provide organizational review and
indicate desire to review final document for
lndorsement consideration (thank you letter o
no detailed response)

Copyright Ownership | ACCF/AHA holds the copyrightwever ACCF/AHA ACCF/AHA
unrestricted license is granted all partner orfisis
is done only to facilitate the administration and
management of the intellectual property.
Publication Joint Joint encouraged but not mandated ACCF/AHA
Endorsement Implied Implied All participating organizations have endorseme

option; if endorsed, organization can opt to be
listed as “collaborating” (¥ line billing) or may
be listed as “endorser”ine billing). For
participating organizations that do not endorse
guideline, the guideline Introduction mentions
participation on the writing committee and in th
peer review process.

—

Derivative Products

ACCF and AHA share costs awemues for

pocket guidelines, slides sets, and PDAs which fall

under the joint ACCF/AHA Guideline Task Force
budget and underwrite continuing guideline
development. Other derivative products fall unde
the purview of the ACCF or AHA and do not hav
to be done, but may be done, jointly.

—

W
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Partnering organizations are free to develop
derivate products based on the guideline. They

assume responsibility for costs associated with the

use of the guideline or any derivative works and
retain any revenue associated with sale or
distribution of the derivative work. Partner

organizations may not license the guideline to othe
entities without written permission from the ACCF

or AHA.

Concordance

New documents developed subsequently by the
partnering and/or collaborating organization, bas
on the same evidence, must maintain concordan
with the guideline recommendations. This does 1
apply iffwhen new evidence is published which
would render the guideline recommendations ou
date.

Guideline recommendations are endorsed by
collaborating organizations but are monsidered
organizational policy. Therefore, collaborating
organizations are not obligated to maintain
concordance.

Updating a Guideline

ACCF/AHA will notify all paréming organizations
when an update is initiated to ascertain interest i
continued participation.

Notify collaborating organization when time to
update to inquire if it would like to continue
participation.

Notify participating organization when time to
update to inquire if it would like to continue
participation.

EXAMPLES

ACC/AHA/ESC AF GL; ACC/AHA/HRS
Pacemaker GL; ACC/AHA/ASE Echo GL;
ACC/AHA/SCAI PCI GL;
ASA/ACC/AHA/SCAI/SIR/ SVMB/SVS Guideline

on ECVD

HF GL with ISHLT
AF GL with HRS

HF GL with HFSA (3 line billing for
endorsement; did not desire collaboration billin
HF GL with ACP and AAFP (no billing on cove
preferred; just indicated participation in GL

=

Intro)

Note: This table reflects current policy; howewbge ACCF/AHA Task Force on Practice Guidelinessigsithese policies periodically and revises themeeded.
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Appendix E. Literature Search Request Form

The ACCF/AHA methodology for guideline developmesdjuires the documentation of all literature
searches performed for the creation of guidelif@ease complete this form for each literaturecdear
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
o 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

#311733v15/cmay




Appendix F. 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 abstthat includes the guideline’s release date
status (original, updated), and print and electr@ources.

2. Focus Describe the primary disease/conditiah an
intervention/service/technology that the guideltiglresses. Indicate
any alternative preventive, diagnostic, or theréipenterventions that
were considered during development.

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

including the rationale for development of a guitkelon this topic.

4. Users/setting

Describe the intended userseoftiideline (e.g., provider types,
patients) and the settings in which the guidelinimiended to be used.

5. Target Population

Describe the patient popuailigible for guideline recommendation
and list any exclusion criteria.

6. Developer

Identify the organization(s) respiolesfor guideline development and
the names/credentials/potential conflicts of irged# individuals
involved in the guideline’s development.

7. Funding source/sponsor

Identify the fundingree/sponsor and describe its role in developirn
and/or reporting the guideline. Disclose poterg@iflict of interest.

8. Evidence collection

Describe the methods ugestarch the scientific literature, including
the range of dates and databases searched, archa@jpplied to filter
the retrieved evidence.

9. Recommendation grading
criteria

Describe the criteria used to rate the qualityvad@ence that supports
the recommendations and the system for describmgtrength of
recommendations. Recommendation strength comntesitae
importance of adherence to a recommendation alpasisd on both the
guality of the evidence and the magnitude of apaitdd benefits or
harms.

10. Method for synthesizing
evidence

Describe how evidence was used to create recomriensige.g.,
through evidence tables, meta-analysis, decisiaiysis).

11. Prerelease review

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

12. Update plan

State whether or not there isa @ update the guideline and, if
applicable, an expiration date for this versionhaf guideline.

13. Definitions

Define unfamiliar terms and thasiical to correct application of the
guideline that might be subject to misinterpretatio

14. Recommendations and
rationale

State the recommended action precisely and théfispgocumstances
under which to perform it. Justify each recomméiotiaby describing
the linkage between the recommendation and itsastipg evidence.
Indicate the quality of evidence and the recommgodatrength, base
on the criteria described in 9.

|5

15. Potential benefits and harms

Describe amtieih benefits and potential risks associated with
implementation of guideline recommendations.

16. Patient preferences

Describe the role of papieeferences when a recommendation
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involves a substantial element of personal choiceatues.

17. Algorithm

Provide (when appropriate) a graphitescription of the stages and
decisions in clinical care described by the gurdeli

18. Implementation
considerations

Describe anticipated barriers to application ofrdf@mmendations.
Provide reference to any auxiliary documents fawjaters or patients
that are intended to facilitate implementation ggast review criteria
for measuring changes in care when the guidelimaptemented.

Checklist B. National Guideline Clearinghouse (NGCPatabase inclusion criteria

1. Content

The guideline contains systemically tped statements that include
recommendations, strategies, or information thsisaphysicians and/or
other healthcare practitioners and patients makisidas about
appropriate healthcare for specific clinical ciratamces.

2. Production

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

3. Corroboration

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

4. Language and Date of Creati

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

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

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

1. Explicit scope and purpose

Specific descnystiare given of the overall guideline objectivelisg,
clinical questions(s) covered, and the patienigtiom the guideline is
meant to apply.

2. Stakeholder involvement

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

3. Rigor of development

for formulating recommendations are clearly desatib
recommendations take into account health bensfis; effects; and
risks; recommendations are linked explicitly to poming evidence; the
guideline is externally reviewed by experts primptblication; and a
procedure for updating the guideline is provided.

4. Clarity of presentation

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

#311733v15/cmay
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5. Applicability Potential organizational barriénsapplying the recommendations are
discussed; potential cost implications are considiesind the guideline

presents key review criteria for monitoring anddadit purposes.

Externally funded gurdked should state explicitly that views and

interests of the funding body have not influenaedlf
recommendations; all group members should explisttite potential

conflicts of interest, which are recorded in th&gline.

6. Editorial independence
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