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EXECUTIVE SUMMARY

In the last decade, myocardial perfusion imaging (MPI) with PET
has emerged to play a pivotal role in the clinical routine process for
the detection of hemodynamically significant obstructive coronary
artery disease (CAD) and cardiovascular risk stratification (/-5).
The high spatial and contrast resolution in concert with photon
attenuation-free images of PET have led to high image quality
associated with the highest sensitivity and specificity of PET/CT
perfusion imaging in the detection and characterization of CAD
(1,2,6,7). In addition, the noninvasive evaluation and quantification
of global and regional myocardial blood flow (MBF) in milliliters
per gram per minute during hyperemic stress and at rest, as well as
the calculation of the resulting myocardial flow reserve (MFR), ex-
tends the scope of standard MPI from the detection of advanced and
flow-limiting epicardial CAD to a comprehensive assessment of ische-
mic burden. This improved scope results not only from the tradition-
ally sought significant left main or multivessel disease, but also from
the more recently appreciated cardiac effects of nonobstructive CAD
and coronary microvascular disease (CMD), which conveys important
diagnostic and incremental prognostic information (/,2,4-11).

The increased availability and high sensitivity of PET MPI in
concert with concerns about missed diagnoses, however, may at
times lead to an inappropriate application of this technology. Thus,
to avoid unnecessary financial burden on the health-care system
and, in some cases, unnecessary exposure of patients to ionizing
radiation, we have established a consensus document that outlines
the most appropriate and cost-effective use of PET MPL. It is hoped
that this expert guidance will help to render the use of PET MPI
more consistent and will improve health-care outcomes for the
targeted patient population while minimizing unnecessary imaging
costs. The goal of this document is to describe the appropriate use of
PET MPI in patients with suspected or known CAD and in patients
with suspected microvascular angina. Through these recommenda-
tions, it is expected that PET MPI will be applied to benefit these
patients in the most cost-effective manner.

Representatives from the Society of Nuclear Medicine and
Molecular Imaging (SNMMI), the American College of Cardiology
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(ACC), the American Society of Nuclear Cardiology (ASNC), the
Canadian Cardiovascular Society (CCS), the Canadian Society of
Cardiovascular Nuclear and CT Imaging (CSCNCTI), the Society
of Cardiovascular CT (SCCT), the American Heart Association
(AHA), the American College of Physicians (ACP), and the
European Association of Nuclear Medicine (EANM) assembled as
an autonomous workgroup to develop the following appropriate use
criteria (AUC). This process was performed in accordance with the
Protecting Access to Medicare Act of 2014. This legislation requires
that all referring physicians consult AUC by using a clinical decision
support mechanism before ordering any advanced diagnostic imaging
services. Such services are defined as diagnostic MRI, CT, nuclear
medicine procedures (including PET), and others as specified by
the Secretary of Health and Human Services in consultation
with physician specialty organizations and other stakeholders
(12). The AUC in this paper are intended to aid referring medical
practitioners in the appropriate use of PET MPI for the most com-
mon scenarios encountered in patients with suspected or known
CAD as well as in patients with suspected microvascular angina.

INTRODUCTION

This document describes the appropriate use of MPI and concurrent
MBF assessment with PET (PET MPI). The authors have strived to
include the most common clinical scenarios for PET MPI in patients
with suspected CAD or CMD, or with known CAD, in order to
assist health-care practitioners in the cardiovascular field who are
considering PET MPL. It is important to keep in mind, however, that
a patient may have variations of the clinical scenarios covered in the
current document, or signs or symptoms not described, for which
PET MPI may still be indicated. Because each patient is unique, as
is each patient’s clinical presentation, this document is not intended
to replace clinical judgment. PET MP1 is also applied in conjunction
with '8F-FDG PET for myocardial viability and cardiac sarcoidosis
assessment, for which myocardial perfusion flow characterization is
integral to diagnosis and, thus, patient management.

PET affords not only the assessment of relative differences in
myocardial perfusion, but also, in conjunction with tracer kinetic
modeling, the calculation of regional and global MBF of the left
ventricle in absolute terms in milliliters per gram per minute
(1,2,6,7). This enables the calculation of MBF during pharmaco-
logically induced hyperemic flow and at rest in milliliters per gram
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per minute. The assessment of hyperemic MBF and MFR (MFR =
MBEF during hyperemia/MBF at rest), therefore, allows the assess-
ment of CMD as a potential substrate for angina symptoms or
shortness of breath in the absence of obstructive CAD (3,13). In
this respect, the noninvasive evaluation and quantification of hy-
peremic MBF and MFR expand the scope of conventional MPI
from detection of end-stage, advanced, flow-limiting epicardial
CAD to early stages of atherosclerosis or CMD. It is important
to keep in mind that the identification of stress-induced myocar-
dial perfusion deficits with conventional MPI indicates hemody-
namically obstructive CAD that carries important diagnostic and
prognostic information for the evaluation of patients with sus-
pected or known CAD. Conversely, the assessment of only the
“relative” distribution of the radiotracer uptake in the left ventric-
ular (LV) myocardium with standard MPI commonly identifies the
culprit or most advanced CAD lesion, and the hemodynamic ef-
fects of less severe lesions may be missed in multivessel CAD
disease (2,8-10). Adding the concurrently PET-determined re-
gional hyperemic MBF and MFR aids in the unraveling of the
flow-limiting effects of the remaining CAD lesions of less or in-
termediate severity. Another advantage can also be seen in the
identification of diffuse or balanced myocardial ischemia because
of significant left main or 3-vessel disease with PET. Pronounced
reductions in hyperemic MBF and MFR in all 3 major coronary
artery distributions, in conjunction with transient ischemic cavity
dilation at peak stress versus rest on PET imaging, identifies dif-
fuse ischemia, otherwise likely to be missed by MPI alone (2,8—
10). From a methodologic point of view, the high spatial and
contrast resolution of the photon attenuation-free images of PET
in conjunction with the superior properties of positron-emission
blood flow radiotracers, such as !3N-ammonia or 32Rb, affords
several unique advantages of cardiac PET perfusion and flow as-
sessment. The principle of coincidence detection, together with
the superior properties of MBF radiotracers, has resulted in an
increase in spatial and contrast resolution of PET MPI, explaining,
at least in part, the high sensitivity (mean ~92%) and specificity
(mean ~90%) in the detection of hemodynamically obstructive
CAD lesions (/,2).

A systematic review of the literature for this AUC document
demonstrated that evidence was strongest for diagnostic accuracy
and predictive utility of PET MPI perfusion defects in signifying
hemodynamic effects of flow-limiting obstructive CAD. In addition,
there was good evidence to support the diagnostic accuracy and
predictive utility of abnormal MBF or flow quantification, as well
as the predictive utility of reduced LV systolic function. Taken
together, the evidence is excellent to good that findings on PET MPI
perfusion and flow quantification precisely identify persons with
CAD and, at the same time, find persons at risk for mortality and
future cardiovascular events. Although the assessment of CMD in
obstructive and nonobstructive CAD has incremental and indepen-
dent prognostic value, further evidence is needed to clarify the
diagnostic accuracy of PET for diagnosing CMD and the optimal
threshold to define abnormal hyperemic MBF increases or MFR.
Only a few studies describe the effects of PET MPI perfusion and
flow quantification on the clinical decision-making process and
clinical outcome (/4-18), which thus warrants further evaluation in
well-designed and large-scale clinical trials. In principle, further
evidence is also needed to define the role of PET MPI perfusion
and flow quantification in asymptomatic adults and children, leaving
the decision of its use in these populations for the time being to best
clinical judgment.
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From the evidence of this systematic review, outcome data,
clinical expertise, and standard clinical practice, we evaluated a
total of 210 clinical scenarios for PET MPI and covered them in
the following 11 sections: section 1: Symptomatic Patients with
Suspected or Known CAD; section 2: Asymptomatic Patients
(Without Symptoms or Ischemic Equivalent); section 3: Diagnosed
Heart Failure (Resting LV Function Previously Assessed but No
Prior CAD Evaluation); section 4: Evaluation of Patients with
Known or Suspected Cardiac Sarcoidosis; section 5: Evaluation of
Arrhythmias Without Ischemic Equivalent (No Prior Cardiac Eval-
uation); section 6: Syncope Without Ischemic Equivalent; section 7:
Assessment of CMD in Symptomatic Patients; section 8: Specific
Populations; section 9: Prior Testing or Procedures; section 10: Pre-
operative Evaluation for Noncardiac Surgery; and section 11: Deter-
mination of Exercise Level Before Initiation of Exercise Prescription
or Cardiac Rehabilitation. This comprehensive list of elaborated
clinical scenarios aims to guide health-care practitioners to an ap-
propriate use of PET MPI, but the document does not claim to cover
all potential clinical scenarios or to substitute for clinical judgment
in an individual clinical scenario.

METHODOLOGY

Expert Workgroup Selection

The experts of this AUC workgroup were convened by the SNMMI
to represent a multidisciplinary panel of health-care providers with
substantive knowledge in the use of PET MPI. In addition to
SNMMI members, representatives from the ACC, ASNC, CCS,
CSCNCTI, SCCT, AHA, ACP, and EANM were included in the
workgroup. Eighteen physician members were ultimately selected to
participate and contribute to the AUC. A complete list of workgroup
participants and external reviewers can be found in Appendix A. Ap-
pendix B is a summary of definitions of terms and acronyms, Appen-
dix C provides the disclosures and conflicts-of-interest statements,
and Appendix D describes the solicitation of public commentary.

AUC Development

The process for AUC (/7) development was modeled after the
RAND/UCLA Appropriateness Method (79,20) and included the
development of a list of common indications for the use of PET in
MPI, a systematic review of evidence related to these indications,
and the development of an appropriateness score for each indica-
tion by using a modified Delphi process. This process strove to
adhere to the standards of the Institute of Medicine of the National
Academies for developing trustworthy clinical guidance (27). The
process included a systematic synthesis of available evidence, in-
dividual and group ratings of the clinical indications by using a
formal consensus process, and AUC recommendations based on
final group ratings and discussions.

Scope and Development of Clinical Scenarios

To begin this process, the workgroup discussed various potential
clinical scenarios for the appropriate use of MPI and concurrent MBF
assessment with PET. For clinical scenarios, some of the relevant
populations of interest were patients who had known or suspected
CAD; who were obese; who were symptomatic; who had prior
equivocal or discordant studies, suspected microvascular angina, prior
revascularization, or failed medical therapy; and who were of all
genders, ages, races, and geographic locations.

The workgroup identified 210 clinical scenarios for PET MPI that
are evaluated and covered in 11 sections. The scenarios are intended
to be as representative of the relevant patient population as possible
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for development of AUC. The resulting AUC are based on evidence
and expert opinion regarding diagnostic accuracy and effects on
clinical outcomes and clinical decision making as applied to each
scenario. Other factors affecting the AUC recommendations were
potential harm—including long-term harm that may be difficult to
capture—costs, availability, and patient preferences.

Systematic Review

To inform the workgroup, a systematic review of the relevant
evidence was commissioned by an independent group, the Pacific
Northwest Evidence-Based Practice Center of Oregon Health and
Science University (22). The primary purpose of the systematic
review was to synthesize evidence on PET MPI for the detection
of CAD and CMD, the prediction of future cardiovascular events,
the effects on clinical decision making, and the effects on clinical
outcomes in symptomatic adults and children. The workgroup
selected the following key questions to guide the review:

1. In adults and children undergoing evaluation for symptoms of
potential CAD, what is the accuracy of PET MPI for diagnosis
of CAD or CMD?

2. In symptomatic adults and children, what is the utility of PET
MPI for predicting future cardiovascular events?

3. In adults and children undergoing PET MPI for evaluation of
symptoms of potential CAD, what are the effects on clinical
decision making (use of treatments, subsequent testing)?

4. In adults and children undergoing PET MPI for evaluation of
symptoms of potential CAD, what are the effects on clinical
outcomes?

5. In adults without symptoms of CAD, what is the utility of PET
MPI for predicting future cardiovascular events?

6. In asymptomatic adults who undergo PET MPI, what are the
effects on clinical decision making (use of treatments, subse-
quent testing)?

Potential modifiers of effects of interest were demographic and
clinical characteristics of the populations studied, use of stress
techniques (pharmacologic or exercise), and use of alternative tracers.
The inclusion and exclusion criteria for papers for this review were
based on the study parameters established by the workgroup, using the
PICOTS (population, intervention, comparisons, outcomes, timing, and
setting) approach. Searches for relevant studies and systematic reviews
were conducted in the following databases: Cochrane Central Register
of Controlled Trials, Cochrane Database of Systematic Reviews,
and Ovid MEDLINE (through November 2017). These searches
were supplemented by reviewing the reference lists of relevant
publications and suggestions from SNMMI workgroup members.

Two investigators independently reviewed abstracts and full-
text articles against prespecified eligibility criteria, as defined by
PICOTS. For diagnostic accuracy, we included studies of symp-
tomatic adults and children undergoing imaging with PET MPI or
PET/CT MPI with any tracer for suspicion of or confirmation of
CAD or CMD. Studies had to assess diagnostic accuracy against a
reference standard of coronary angiography, usually a >50% or
>70% reduction in luminal diameter for an anatomic diagnosis of
CAD, with or without a functional measure of obstruction (usually
a fractional flow reserve of <0.8). The reference standard in the
only study that assessed CMD was epicardial artery vasomotor
dysfunction during cold pressor testing on coronary angiography;
in the 2 studies that assessed cardiac allograft vasculopathy
(CAV), it was the International Society for Heart and Lung Trans-
plantation criteria, including angiographic stenosis and evidence

of allograft dysfunction. For predictive utility, we included longi-
tudinal studies of symptomatic and asymptomatic adults and chil-
dren regarding the association between PET MPI findings and
death and future cardiovascular events, as well as clinical decision
making (use of treatments, subsequent testing) and clinical out-
comes (e.g., mortality, morbidity, quality of life, and harms). PET
findings included perfusion deficits at rest or with stress and mea-
sures of MBF, including response to cold pressor testing. For pre-
dictive utility, we also evaluated PET measures of left ventricular
ejection fraction (LVEF). Non-English language articles and stud-
ies published only as conference abstracts were excluded.

Two investigators independently assessed the quality (risk of
bias) of each study as “good,” “fair,” or “poor” by using prede-
fined criteria that were specific for each study design. Specifically,
AMSTAR (A MeaSurement Tool to Assess systematic Reviews)
(23) was used for systematic reviews (except diagnostic accuracy),
adapted by the US Preventive Services Task Force criteria for
randomized trials and cohort studies, and the QUADAS-2 (Quality
Assessment of Diagnostic Accuracy Studies-2) (24) for primary
studies and systematic reviews of diagnostic accuracy. Discrep-
ancies were resolved through a consensus process. The strength of
overall evidence was graded as high, moderate, low, or very low
by using GRADE (Grading of Recommendations Assessment, De-
velopment and Evaluation) methods on the basis of quality of
evidence, consistency, directness, precision, and reporting bias.

Database searches resulted in 1,189 potentially relevant articles.
After a dual review of abstracts and titles, we selected 206 articles
for full-text dual review, and 76 studies (in 82 publications) were
determined to meet inclusion criteria and were included in this
review.

Rating and Scoring

In developing these AUC (/7) for PET MPI, the workgroup
members used the following definition of appropriateness to guide
their considerations and group discussions: “The concept of appro-
priateness, as applied to health care, balances risk and benefit of a
treatment, test, or procedure in the context of available resources for
an individual patient with specific characteristics” (25).

At the beginning of the process, workgroup members convened
via webinar/teleconference to develop the initial clinical indications.
On evaluating the evidence summary of the systematic literature
review, the workgroup further refined its draft clinical indications to
ensure their accuracy and facilitate consistent interpretation when
scoring each indication for appropriateness. Using the evidence
summary, workgroup members were first asked individually to
assess the appropriateness and provide a score for each identified
indication. Workgroup members then convened in a group setting
for several successive webinars to discuss each indication and
associated scores from the first round of individual scoring. After
deliberate discussion, a consensus score was determined and then
assigned to the associated appropriate use indication. For this
scoring round, the expert panel was encouraged to include their
clinical expertise in addition to the available evidence in determining
the final scores. All members contributed to the final discussion, and
no one was forced into consensus. After the rating process was
completed, the final appropriate use ratings were summarized in a
format similar to that outlined by the RAND/UCLA Appropriateness
Method.

The workgroup scored each indication as “appropriate,” “may
be appropriate,” or “rarely appropriate” on a scale from 1 to 9.
Scores 7-9 indicate that the use of the procedure is appropriate for
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the specific clinical indication and is generally considered accept-
able. Scores 4-6 indicate that the use of the procedure may be
appropriate for the specific indication. This implies that more re-
search is needed to classify the indication definitively. Scores 1-3
indicate that the use of the procedure is rarely appropriate for the
specific indication and is generally not considered acceptable.

As stated by other societies that develop AUC, the division of
these scores into 3 general levels of appropriateness is partially
arbitrary, and the numeric designations should be viewed as a
continuum. In addition, if there was a difference in clinical opinion
for an indication such that workgroup members could not agree on a
common score, that indication was given a “may be appropriate”
rating to indicate a lack of agreement on appropriateness based on
the available literature and the members’ collective clinical opinion,
indicating the need for additional research.

SECTION 1: SYMPTOMATIC PATIENTS WITH SUSPECTED
OR KNOWN CAD

Introduction and Background

The accuracy and prognostic value of MPI (PET or SPECT) to
define ischemia in order to detect CAD and to risk stratify patients
is well established. A wealth of data for SPECT and now a large
body of evidence for PET MPI support this concept, applying PET
for diagnosis and prognostication. Driven by the Bayes’ theorem,
defining the pretest likelihood of disease must be a step in con-
sidering a decision to order PET MPI. This, along with knowing
the impact of a positive or negative test result on decision making,
helps the clinician and imager determine the need for PET MPIL.
Guidelines indicate a role for ischemia testing with MPI (SPECT
and PET can both provide this role). However, the superiority of
PET over SPECT for accuracy is now well established, as is the
prognostic value of PET MPI. Although not explicitly mentioned
in the case scenarios, the advantage of PET for flow quantification
is implicit when considering PET for symptomatic patients, given
its added value in the diagnosis of obstructive disease, in particular
multivessel CAD, and in the detection of CMD or even nonres-
ponsiveness to pharmacologic stress. Moreover, the incremental
prognostic value of flow quantification beyond relative MPI fur-
ther empowers PET as a risk assessment tool beyond the known
utility of relative perfusion imaging alone.

Clinical Scenarios and AUC Scores

Table 1 presents the following clinical scenarios and final AUC
scores for the use of stress—rest perfusion PET to assess the presence
of flow-limiting obstructive CAD as a potential substrate for chest
pain (or equivalent) symptoms, or for risk stratification and prognostic
value, in symptomatic patients with suspected or known CAD.

Clinical Scenarios 1-15. The following scenarios address patients
presenting a low pretest probability of CAD:

Scenario 1: Low pretest probability for CAD, with an interpretable
electrocardiogram (ECG) and where the patient is able to un-
dergo adequate exercise stress (Score 2 — Rarely Appropriate)

Scenario 2: Low pretest probability of CAD, ECG uninterpretable
or unable to exercise (Score 3 — Rarely Appropriate)

Scenario 3: Low pretest probability for CAD, with an uninterpretable
ECG (Score 3 — Rarely Appropriate)

Scenario 4: Low pretest probability for CAD, where the patient
is unable to undergo adequate exercise stress (Score 3 — Rarely
Appropriate)
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The following scenarios address patients presenting an inter-
mediate pretest probability of CAD:

Scenario 5: In symptomatic patients with intermediate pretest
probability for CAD, where ECG is interpretable and where
the patient is able to undergo adequate exercise stress (Score
7 — Appropriate)

Scenario 6: Intermediate pretest probability for CAD, where
ECG is uninterpretable (Score 9 — Appropriate)

Scenario 7: Intermediate pretest probability for CAD, where the
patient is unable to undergo adequate exercise stress (Score
9 — Appropriate)

The following scenarios address patients presenting a high
pretest probability of CAD:

Scenario 8: In symptomatic patients with high pretest probability
for CAD, where ECG is interpretable and where the patient is
able to undergo adequate exercise stress (Score 8 — Appropriate)

Scenario 9: High pretest probability for CAD, where ECG is
uninterpretable (Score 9 — Appropriate)

Scenario 10: High pretest probability for CAD, where the patient
is unable to undergo adequate exercise stress (Score 9 —
Appropriate)

The following scenarios address symptomatic patients present-
ing to the emergency department (ED) (or inpatients) with acute
coronary syndrome (ACS) features:

Scenario 11: Patients presenting to the ED (or inpatients) with
symptoms suspicious for CAD without (or with) known CAD
who have features consistent with non—ST elevation myocardial
infarction (non-STEMI)/ACS (increase in troponin (Tn) level(s)
or dynamic ECG changes) (Score 1 — Rarely Appropriate)

Scenario 12: Patients presenting to the ED (or inpatients) with symp-
toms suspicious for CAD without (or with) known CAD who
have features consistent with unstable angina/ACS (no increase in
Tn level(s), no dynamic ECG changes) (Score 7 — Appropriate)

The following scenario addresses patients presenting to the ED
(or inpatients) with chest pain or equivalent symptoms without (or
with) known CAD who have equivocal Tn level(s) or a temporal
Tn pattern not consistent with ACS:

Scenario 13: Patients presenting to the ED (or inpatients) with
chest pain or equivalent symptoms without (or with) known
CAD who have equivocal Tn level(s) or a temporal Tn
pattern not consistent with ACS (Score 8 — Appropriate)

The following scenario addresses patients presenting to the ED
(or inpatients) with symptoms of chest pain that may be due to
ACS, with normal Tn level(s) and no dynamic ECG changes:

Scenario 14: Patients presenting to the ED (or inpatients) with
symptoms of chest pain that may be due to ACS, normal Tn
level(s) and no dynamic ECG changes (Score 8 — Appropriate)

The following scenario addresses patients presenting to the ED
(or inpatients) with symptoms of chest pain that is unlikely to be
due to ACS, with normal Tn level(s) and no dynamic ECG changes:

Scenario 15: Patients presenting to the ED (or inpatients) with symp-
toms of chest pain that is unlikely to be due to ACS, normal Tn
level(s) and no dynamic ECG changes (Score 7 — Appropriate)
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TABLE 1
Clinical Scenarios for the Use of Stress—Rest Perfusion PET to Assess the Presence of Flow-Limiting Obstructive
CAD as a Potential Substrate for Chest Pain (or Equivalent) Symptoms, or for Risk Stratification and Prognostic Value,
in Symptomatic Patients with Suspected or Known CAD

Scenario no. Description Appropriateness Score

Symptomatic patients with low pretest probability of CAD: interpretable ECG AND able to exercise

1 Symptomatic patients with a low pretest probability for CAD, who have an interpretable Rarely 2
ECG and are able to undergo adequate exercise stress Appropriate

Symptomatic patients with low pretest probability of CAD: uninterpretable ECG OR unable to exercise

2 Symptomatic patients with a low pretest probability of CAD, who have an uninterpretable Rarely 3
ECG or are unable to exercise Appropriate

3 Symptomatic patients with a low pretest probability for CAD, who have an uninterpretable Rarely 3
ECG Appropriate

4 Symptomatic patients with a low pretest probability for CAD, who are unable to undergo Rarely 3
adequate exercise stress Appropriate

Symptomatic patients with intermediate pretest probability of CAD: interpretable ECG AND able to exercise

5 Symptomatic patients with an intermediate pretest probability for CAD, who have an Appropriate 7
interpretable ECG and are able to undergo adequate exercise stress

Symptomatic patients with intermediate pretest probability of CAD: uninterpretable ECG OR unable to exercise

6 Symptomatic patients with an intermediate pretest probability for CAD, who have an Appropriate 9
uninterpretable ECG

7 Symptomatic patients with an intermediate pretest probability for CAD, who are unable Appropriate 9
to undergo adequate exercise stress

Symptomatic patients with high pretest probability of CAD: interpretable ECG AND able to exercise

8 Symptomatic patients with a high pretest probability for CAD, who have an interpretable Appropriate 8
ECG and are able to undergo adequate exercise stress

Symptomatic patients with high pretest probability of CAD: uninterpretable ECG OR unable to exercise

9 Symptomatic patients with a high pretest probability for CAD, who have an uninterpretable  Appropriate 9
ECG
10 Symptomatic patients with a high pretest probability for CAD, who are unable to undergo Appropriate 9

adequate exercise stress
Patients who present to the ED (or inpatients) with ACS features

11 Patients who present to the ED (or inpatients) with symptoms suspicious for CAD with or Rarely 1
without known CAD, who have features consistent with non-STEMI or ACS (increase in Appropriate
Tn levels or dynamic ECG changes)

12 Patients who present to the ED (or inpatients) with symptoms suspicious for CAD with or Appropriate 7
without known CAD, who have features consistent with unstable angina or ACS (but no
increase in Tn levels and no dynamic ECG changes)

Patients who present to the ED (or inpatients) with chest pain or equivalent symptoms with or without known CAD, who have
equivocal Tn levels or a temporal Tn pattern not consistent with ACS

13 Patients who present to the ED (or inpatients) with chest pain or equivalent symptoms with ~ Appropriate 8
or without known CAD, who have equivocal Tn levels or a temporal Tn pattern not
consistent
with ACS

Patients who present to the ED (or inpatients) with symptoms of chest pain that may be due to ACS, normal Tn levels, and no
dynamic ECG changes

14 Patients who present to the ED (or inpatients) with symptoms of chest pain that may be Appropriate 8
due to ACS, with normal Tn levels and no dynamic ECG changes

Patients who present to ED (or inpatients) with symptoms of chest pain that are unlikely to be due to ACS, normal Tn levels,
and no dynamic ECG changes

15 Patients who present to the ED (or inpatients) with symptoms of chest pain that are unlikely ~ Appropriate 7
to be due to ACS, with normal Tn levels and no dynamic ECG changes

The preceding scenarios evaluate the role of MPI PET in the In symptomatic patients with suspected or known CAD,
management of symptomatic patients with suspected or known CAD  scintigraphic MPI such as with PET (PET MPI) is best performed
(scenarios 1-10) or who present to the ED (scenarios 11-15). for risk stratification with a clinically intermediate risk of subsequent
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cardiac events (/,4,5,26-28). This also relates to the optimal applica-
tion of PET MPI to patients with an intermediate likelihood of having
CAD. Critical determinants of outcome in patients with CAD can be
determined by stress-related myocardial perfusion and function
(26,27,29,30). Although indices that determine the extent of LV
dysfunction (LVEF, the extent of infarcted myocardium, transient
ischemic dilation of the left ventricle, and increased radiotracer
uptake in the lungs) are relevant predictors of cardiac mortality,
parameters related to ischemia induction (exertional symptoms,
ECG alterations, extent and severity of reversible perfusion deficits,
and ventricular wall motion abnormalities) are independent predic-
tors of acute ischemic syndromes (26,28-32). PET MPI, in partic-
ular, affords the advantage of high diagnostic accuracy, concurrent
evaluation of myocardial perfusion (radiotracer uptake) and regional
MFR, and wall motion assessment at peak pharmacologic stress
(2,8,10,26,33-39). This enables the accurate identification and de-
scription of the extent and severity of stress-induced ischemia in
individuals with suspected CAD and intermediate and high pretest
probability. In addition, the concurrent assessment of regional and
global hyperemic MBF and MFR enables the detection and char-
acterization of flow-limiting effects of each single vessel in multi-
vessel disease (2,4-8,10,11,40—46), and reductions in global MFR
also convey important and incremental prognostic information in
patients with and without obstructive CAD (2,3,7,14,26,39,46—48).

In symptomatic patients with suspected CAD but low pretest
probability in scenarios 1-4, the application of PET MPI in general
is rarely appropriate after standard clinical practice guidelines
(27,28). Conversely, for scenarios 5-7 in the category of interme-
diate pretest probability for CAD, the performance of PET MPI has
been judged as appropriate in accordance with standard clinical
practice in scintigraphic MPI (27,28). In patients with high pretest
probability for CAD, who have an uninterpretable ECG and are able
or unable to exercise, PET MPI was seen as appropriate (scenarios
8-10) according to standard clinical practice in MPI (27,28).

In symptomatic patients who present to the ED (or inpatients)
with ACS features that are consistent with non-STEMI or ACS
(increase in Tn levels or dynamic ECG changes) (scenario 11), MPI
PET is not indicated, as these patients are at high risk and, thus, they
are commonly referred to further triage with invasive coronary
angiography and potential intervention according to standard clinical
practice (49,50). In scenario 12, this group of patients with some
type of unstable angina or ACS and with positive Tn results but with
neither an increase in Tn levels later nor dynamic ECG changes,
PET MPI was seen as appropriate for further cardiovascular risk
stratification and triage of the patient (27,28,32,49-54).

Scenarios 13-15 address the role of PET MPI in patients who
present to the ED (or inpatients) with chest pain or equivalent symp-
toms with or without known CAD who have equivocal Tn levels or a
temporal Tn pattern not consistent with ACS (scenario 13); patients
who present to the ED (or inpatients) with symptoms of chest pain
that may be due to ACS, with normal Tn levels and no dynamic ECG
changes (scenario 14); and patients who present to the ED (or inpa-
tients) with symptoms of chest pain that are unlikely to be due to
ACS, with normal Tn levels and no dynamic ECG changes (scenario
15). Given the clinical constellation and standard clinical practice
(27,28,32,49-54), these scenarios were seen as appropriate.

Summary of Recommendations

Rest—stress PET MPI is considered an appropriate test in pa-
tients with or without known CAD who have symptoms with an
intermediate-to-high pretest likelihood of disease regardless of
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whether the patient has normal ECG results or can (or cannot)
exercise. Both diagnostic accuracy and prognostic value are con-
siderations. PET MPI is not appropriate when patients have a low
pretest likelihood of disease. For patients in the ED or for inpa-
tients with chest pain or symptoms related potentially to ischemia,
when there are clear markers or high risk (elevated Tn levels,
dynamic ECG changes), PET MPI is rarely appropriate. On the
other hand, when such markers are not present, PET MPI is gen-
erally considered appropriate.

SECTION 2: ASYMPTOMATIC PATIENTS (WITHOUT
SYMPTOMS OR ISCHEMIC EQUIVALENT)

Background

Confirmation of the effectiveness of systematic screening for
CAD in asymptomatic patients has been elusive. The evidence to
support the use of stress testing and imaging in general and PET
MPI in particular is limited. The guidelines suggest that only high-
risk subjects should be considered for further noninvasive or
invasive testing. The clinical cardiovascular risk evaluation is
commonly based on the patient’s 10-y atherosclerotic cardiovas-
cular disease (ASCVD) risk estimate according to the ACC/AHA
guidelines (low ASCVD risk < 7.5%, intermediate ASCVD risk
= 7.5%-20%, high ASCVD risk > 20%) (55).

Although the data are limited on how to manage asymptomatic
patients who have a positive test result, the principles of risk
stratification used in other patient groups described in this document
also apply to asymptomatic individuals. The scenarios identified
below represent common clinical situations in which imaging tests
are often considered. In all of these categories, the use of quantitative
MBF and flow reserve in combination with semiquantitative PET
MPI has generally been considered to be a unique advantage of PET
MPI over SPECT MPIL. The combination of PET MPI and flow
quantification can help improve the sensitivity for detecting obstruc-
tive CAD or CMD and refine the cardiovascular risk assessment.

Clinical Scenarios and AUC Scores

Table 2 presents the following clinical scenarios and final AUC
scores for the use of PET MPI in asymptomatic patients (without
symptoms or ischemic equivalent).

Clinical Scenarios 16-25: Asymptomatic Patients (Without Sym-
ptoms or Ischemic Equivalent) by Pretest CAD Risk.

Scenario 16: Asymptomatic patients with a low ASCVD risk
(<7.5%) (Score 1 — Rarely Appropriate)

Scenario 17: Asymptomatic patients with an intermediate ASCVD
risk (7.5%-20%), who have an interpretable resting ECG and
are able to exercise (Score 2 — Rarely Appropriate)

Scenario 18: Asymptomatic patients with an intermediate ASCVD
risk (7.5%—20%), who have an uninterpretable resting ECG or
are unable to exercise (Score 5 — May be Appropriate)

Scenario 19: Asymptomatic patients with a high ASCVD risk
(>20%) (Score 5 — May be Appropriate)

Scenario 20: Asymptomatic patients with an intermediate ASCVD
risk (7.5%-20%), who have a calcium score of 400-1,000
(Score 6 — May be Appropriate)

Scenario 21: Asymptomatic patients with a high ASCVD risk
(>20%), who have a calcium score of 400-1,000 (Score
8 — Appropriate)

THE JOURNAL OF NUCLEAR MEDICINE ¢ Vol. 61 ¢ No. 8 * August 2020



TABLE 2

Clinical Scenarios for the Use of PET MPI in Asymptomatic Patients (Without Symptoms or Ischemic Equivalent)

Scenario no. Description Appropriateness Score

Asymptomatic patients by pretest CAD risk

16 Asymptomatic patients with a low pretest global CAD risk (<7.5%) Rarely Appropriate 1

17 Asymptomatic patients with an intermediate pretest global CAD risk (7.5%-20%), Rarely Appropriate 2
who have an interpretable resting ECG and are able to exercise

18 Asymptomatic patients with an intermediate pretest global CAD risk (7.5%-20%), May be Appropriate 5
who have an uninterpretable resting ECG or are unable to exercise

19 Asymptomatic patients with a high pretest probability of CAD (>20%) May be Appropriate 5

20 Asymptomatic patient with an intermediate pretest CAD risk (7.5%—-20%), who May be Appropriate 6
have a calcium score of 400-1,000

21 Asymptomatic patients with a high pretest CAD risk (>20%), who have a calcium  Appropriate 8
score of 400-1,000

22 Asymptomatic patients who have a calcium score of >1,000 Appropriate 8

23 Asymptomatic patients with peripheral vascular disease May be Appropriate 5

24 Asymptomatic patients with a family history of premature CAD Rarely Appropriate 3

25 Asymptomatic patients with familial hyperlipidemia May be Appropriate 5

Asymptomatic patients with equivocal or abnormal prior test results

26 Asymptomatic patients with equivocal or abnormal prior test results from CCTA Appropriate 8
or ICA

27 Asymptomatic patients with recent (<90 d) equivocal or abnormal prior test May be Appropriate 6
results from stress testing (imaging or nonimaging)

28 Asymptomatic patients with regional or global LV systolic dysfunction Appropriate 8

29 Asymptomatic patients with new LBBB Appropriate 8

30 Asymptomatic patients with AF May be Appropriate 5

31 Asymptomatic patients with abnormal resting ECG results that show abnormal May be Appropriate 6
or pathologic Q waves

32 Asymptomatic patients with abnormal resting ECG results that show ST-T May be Appropriate 5
segment abnormalities

33 Asymptomatic patients with known stable CAD without prior revascularization May be Appropriate 6

Asymptomatic patients with a history of revascularization (PCI or CABG)

34 Asymptomatic patients with a history of PCl of <2y Rarely Appropriate 2

35 Asymptomatic patients with a history of PCI of >2 y May be Appropriate 6

36 Asymptomatic patients with a prior CABG of <5y Rarely Appropriate 2

37 Asymptomatic patients with a prior CABG of >5y May be Appropriate 6

Asymptomatic patients with prior heart transplantation

38 Evaluation for CAV in asymptomatic patients with prior heart transplantation Appropriate 8

Asymptomatic patients being considered for solid organ transplantation (kidney, lung, liver)

39 Evaluation for CAD in patients being considered for solid organ transplantation Appropriate 8
(e.g., kidney, lung, liver)

Asymptomatic patients undergoing cancer treatment

40 Asymptomatic patients during or after chemotherapy or radiation therapy May be Appropriate 5
for cancer who have a reduced LVEF

41 Asymptomatic patients during or after chemotherapy or radiation therapy Rarely Appropriate 1
for cancer

Asymptomatic patients with a history of coronary vasculitis or high-risk coronary anomalies

42 Asymptomatic patients with a history of coronary vasculitis and evidence of Appropriate 7
structurally abnormal coronary arteries (e.g., aneurysms)

43 Asymptomatic patients with a history of high-risk coronary anomalies May be Appropriate 5
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Scenario 22: Asymptomatic patients who have a calcium score
of >1,000 (Score 8 — Appropriate)

Scenario 23: Asymptomatic patients with peripheral vascular
disease (Score 5 — May be Appropriate)

Scenario 24: Asymptomatic patients with a family history of
premature CAD (Score 3 — Rarely Appropriate)

Scenario 25: Asymptomatic patients with familial hyperlipidemia
(Score 5 — May be Appropriate)

PET was rated as rarely appropriate in asymptomatic patients
with a low (<7.5%) or intermediate ASCVD risk (7.5%-20%) if
they have an interpretable resting ECG (e.g., left bundle branch
block [LBBB], paced rhythm, Wolff-Parkinson-White changes)
and are able to exercise (scenarios 16 and 17). In keeping with
other modalities, the use of PET was rated as may be appropriate
in patients with an intermediate ASCVD risk who have an unin-
terpretable resting ECG or who are unable to exercise, as well as
in those with a high ASCVD risk (>20%) (scenarios 18 and 19).
Regarding asymptomatic patients with prior coronary artery cal-
cium (CAC) scoring, the use of PET was rated as may be appro-
priate in patients with an intermediate ASCVD risk and a CAC
score of 400-1,000 (scenario 20). However, PET MPI was rated as
appropriate in patients with a high ASCVD risk (>20%) and a
CAC score of 400-1,000 or a very high CAC score (>1,000)
regardless of clinical risk (scenarios 21 and 22). This rating was
based on the fact that the presence of an elevated CAC score
(>400) increases the likelihood of obstructive CAD and risk of
events, especially in patients with multiple coronary risk factors
with a high ASCVD risk. The use of PET in patients with a history
of peripheral vascular disease (e.g., stroke) or familial hyperlipid-
emia was rated as may be appropriate because their clinical
ASCVD risk is high (scenarios 23 and 25). However, a family
history of premature CAD without any other risk qualifier was
rated as rarely appropriate (scenario 24) (28,56—66).

Clinical Scenarios 26-33: Asymptomatic Patients with Equivo-
cal or Abnormal Prior Test Results.

Scenario 26: Asymptomatic patients with equivocal or abnormal
prior test results from coronary CT angiography (CCTA) or
invasive coronary angiography (ICA) (Score 8 — Appropriate)

Scenario 27: Asymptomatic patients with recent (<90 d) equivocal
or abnormal prior test results from stress testing (imaging or
nonimaging) (Score 6 — May be Appropriate)

Scenario 28: Asymptomatic patients with regional or global LV
systolic dysfunction (Score 8 — Appropriate)

Scenario 29: Asymptomatic patients with new LBBB (Score 8 —
Appropriate)

Scenario 30: Asymptomatic patients with atrial fibrillation (AF)
(Score 5 — May be Appropriate)

Scenario 31: Asymptomatic patients with abnormal resting
ECG results that show abnormal or pathologic Q waves
(Score 6 — May be Appropriate)

Scenario 32: Asymptomatic patients with abnormal resting ECG
results that show ST-T segment abnormalities (Score 5 — May be
Appropriate)

Scenario 33: Asymptomatic patients with known stable CAD with-
out prior revascularization (Score 6 — May be Appropriate)

1228 THE JOURNAL OF NUCLEAR MEDICINE ¢ Vol. 61 e

The use of PET was considered appropriate in patients with
equivocal or abnormal coronary angiography (CCTA or ICA) results,
regional or global LV dysfunction, or new LBBB (scenarios 26,
28, and 29). PET imaging was rated as may be appropriate in
asymptomatic patients with recent (<90 d) abnormal or equivo-
cal stress testing with or without imaging, as well as in those
with atrial fibrillation (AF), abnormal resting ECG results show-
ing pathologic Q waves or ST-T segment abnormalities, or stable
CAD without prior revascularization (scenarios 27, 30-33)
(28,67-71).

Clinical Scenarios 34-37: Asymptomatic Patients with Prior
Revascularization (Percutaneous Coronary Intervention [PCI] or
Coronary Artery Bypass Graft [CABG]). The following scenarios
address asymptomatic patients with a history of PCI:

Scenario 34: Asymptomatic patients with a history of PCI of
<2y (Score 2 — Rarely Appropriate)

Scenario 35: Asymptomatic patients with a history of PCI of
>2 y (Score 6 — May be Appropriate)

The following scenarios address asymptomatic patients with a
prior CABG.

Scenario 36: Asymptomatic patients with a prior CABG of <5y
(Score 2 — Rarely Appropriate)

Scenario 37: Asymptomatic patients with a prior CABG of >5y
(Score 6 — May be Appropriate)

In keeping with the prior multimodality AUC document, the use
of PET in asymptomatic patients with a history of prior PCI (<2
y) or CABG (<5 y) was considered rarely appropriate. However,
PET MPI was rated as may be appropriate for asymptomatic pa-
tients >2 y after PCI or >5 y after CABG (scenarios 34-37)
(28,61).

Clinical Scenario 38: Asymptomatic Patients with Prior Heart
Transplantation.

Scenario 38: Evaluation for CAV in asymptomatic patients with
prior heart transplantation (Score 8§ — Appropriate)

Annual surveillance to assess the presence and severity of CAV
is the current standard of care after orthotopic heart transplanta-
tion. Although the current standard for CAV screening is ICA, it is
considered inadequate because of its low yield and limited sensitivity
to detect diffuse CAV. In addition, it is a costly, invasive procedure
with a low but measurable risk for complications that is associated
with relative contraindications in many patients transferred from
outside the hospital because of the high prevalence of renal
dysfunction. Noninvasive imaging modalities such as dobutamine
stress echocardiography and SPECT MPI are relatively insensitive
for the detection of CAV. Recent evidence supports a unique role for
quantitative PET imaging for CAV screening with high accuracy. In
keeping with this evidence, the workgroup rated the use of PET
MPI for CAV screening as appropriate (scenario 38) (68,72-75).

Clinical Scenario 39: Asymptomatic Patients Being Considered
for Solid Organ Transplantation (Kidney, Lung, Liver).

Scenario 39: Evaluation for CAD in patients being considered
for solid organ transplantation (e.g., kidney, lung, liver)
(Score 8 — Appropriate)

Although coronary revascularization before noncardiac surgery
has not been shown to reduce the risk of cardiac events, pre-
operative noninvasive screening for obstructive CAD is commonly
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performed among patients who are candidates for solid organ
transplantation. The rationale for such testing in these candidates
includes the need to determine the perioperative risk and whether
the patient’s cardiovascular risk is high enough that organ trans-
plantation would be futile and lead to an inappropriate use of a
scarce organ. Given the high sensitivity of quantitative PET MPI
for detection of obstructive CAD, the workgroup rated its use in
this group of patients as appropriate (scenario 39) (76).

Clinical Scenarios 40 and 41: Asymptomatic Patients Undergoing
Cancer Treatment.

Scenario 40: Asymptomatic patients during or after chemotherapy
or radiation therapy for cancer who have a reduced LVEF
(Score 5 — May be Appropriate)

Scenario 41: Asymptomatic patients during or after chemotherapy
or radiation therapy for cancer (Score 1 — Rarely Appropriate)

The use of PET MPI in patients with cancer before or during
chemotherapy or radiation therapy was rated as may be appropri-
ate in asymptomatic patients with new LV dysfunction (scenario
40). This was predicated on the fact that radiotherapy and newer
chemotherapeutic drugs may cause accelerated progression of
atherosclerosis. However, its use in patients with normal LV function
was rated as rarely appropriate (scenario 41) (68).

Clinical Scenarios 42 and 43: Asymptomatic Patients with a
History of Coronary Vasculitis or High-Risk Coronary Anomalies.

Scenario 42: Asymptomatic patients with a history of coronary
vasculitis and evidence of structurally abnormal coronary
arteries (e.g., aneurysms) (Score 7 — Appropriate)

Scenario 43: Asymptomatic patients with a history of high-risk
coronary anomalies (Score 5 — May be Appropriate)

The use of PET MPI in asymptomatic patients with a history
of coronary vasculitis (e.g., Kawasaki disease) and evidence of
structurally abnormal coronary arteries (e.g., coronary obstruction
or aneurysms) was rated as appropriate (scenario 42). The use of
PET MPI in patients with high-risk coronary anomalies was rated
as may be appropriate, especially if it can be performed with
exercise stress testing (scenario 43) (77-79).

Summary of Recommendations

The evidence to support the use of stress—rest PET MPI in
asymptomatic patients is commonly limited to indications such
as an intermediate-to-high probability of the presence of CAD,
an uninterpretable resting ECG, coronary artery calcifications of
=400 HU, or the presence of familial hyperlipidemia in the ap-
propriate clinical setting. Further, in asymptomatic patients with
equivocal or abnormal prior test results, further testing with PET
MPI is commonly needed for risk stratification and to further tri-
age the patient’s care. In asymptomatic patients with prior revas-
cularization procedures, the recommendation is to follow the
SPECT guidelines with potential application of PET MPI with a
history of PCI of >2 y and CABG of >5 y. Other important
indications for PET MPI are seen in asymptomatic patients with
CAV who are being considered for solid organ transplantation,
who have cancer and LV dysfunction during or after chemother-
apy or radiation therapy, who have a history of coronary vasculitis
and evidence of structurally abnormal coronary arteries (e.g., an-
eurysms), or who have a history of high-risk coronary anomalies.

SECTION 3: DIAGNOSED HEART FAILURE (RESTING LV
FUNCTION PREVIOUSLY ASSESSED BUT NO PRIOR
CAD EVALUATION)

Introduction

Heart failure is a common and highly morbid condition affecting
20% of Americans over their lifetimes (7/). CAD is among the
most common causes of heart failure. Consequently, evaluation
for CAD is an important part of the workup of most patients who
are diagnosed with heart failure. Because surgical revasculariza-
tion of patients with ischemic heart failure with reduced ejection
fraction is associated with improved survival (80), it is critical to
identify this modifiable cause of heart failure. Depending on
clinical risk factors and symptoms, suspicion of CAD may be
sufficiently high that traditional noninvasive testing modalities,
such as SPECT MPI, may have insufficient negative predictive
value to avoid further testing in many patients. Conversely, be-
cause of the greater sensitivity and specificity of PET MPI, a
PET-based testing strategy may be sufficient to avoid invasive
angiography. Selection of appropriate patients for such a strategy
requires assessment of the clinical risk of CAD on the basis of
symptoms, history, and risk factors, as well as consideration of
whether the patient has reduced or preserved ejection fraction.
Furthermore, although conflicting clinical data have been report-
ed for other viability testing modalities (87), most evidence sup-
ports the use of PET MPI combined with '8F-FDG PET viability
assessment for selecting patients for whom the benefits of re-
vascularization outweigh the risks (82,83).

Clinical Scenarios and AUC Scores

Table 3 presents the following clinical scenarios and final AUC
scores for the use of stress and rest perfusion PET in patients with
diagnosed heart failure (resting LV function previously assessed
but no prior CAD evaluation).

Clinical Scenarios 44—46: Patients with Diagnosed Heart Fail-
ure with Reduced Ejection Fraction.

Scenario 44: Patients with diagnosed heart failure with reduced
ejection fraction, no established history of CAD, and a low
clinical risk of CAD: stress and rest perfusion PET (Score
7 — Appropriate)

Scenario 45: Patients with diagnosed heart failure with reduced
ejection fraction, no established history of CAD, and an
intermediate clinical risk of CAD: stress and rest perfusion
PET (Score 9 — Appropriate)

Scenario 46: Patients with diagnosed heart failure with reduced
ejection fraction, no established history of CAD, and a high
clinical risk of CAD: stress and rest perfusion PET (Score
8 — Appropriate)

Ischemic heart disease is an important cause of heart failure
with reduced ejection fraction. Patients without established CAD
may, in many cases, warrant workup for ischemic causes, although
this will vary depending on the clinical risk of CAD, which
includes the presence of angina (77). In some cases, stress testing
has been felt to be insufficiently sensitive to rule out ischemic
causes for heart failure in patients with a higher clinical risk
(i.e., insufficient negative predictive value). However, the greater
sensitivity of stress perfusion PET, which is always combined with
some form of attenuation correction, leading to a higher specific-
ity, led the panel to rate this test as appropriate across the entire
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TABLE 3
Clinical Scenarios for the Use of Rest or Stress Perfusion PET in Patients with Diagnosed Heart Failure (Resting LV Function
Previously Assessed but No Prior CAD Evaluation)

Scenario no. Description Appropriateness Score

Patients with diagnosed heart failure with reduced ejection fraction

44 Patients with diagnosed heart failure with reduced ejection fraction, no established = Appropriate 7
history of CAD, and a low clinical risk of CAD

45 Patients with diagnosed heart failure with reduced ejection fraction, no established = Appropriate 9
history of CAD, and an intermediate clinical risk of CAD

46 Patients with diagnosed heart failure with reduced ejection fraction, no established  Appropriate 8

history of CAD, and a high clinical risk of CAD
Patients with diagnosed HFpEF

47 Patients with diagnosed HFpEF, no established history of CAD, and a low clinical May be Appropriate 5
risk of CAD

48 Patients with diagnosed HFpEF, no established history of CAD, and an intermediate ~Appropriate 9
clinical risk of CAD

49 Patients with diagnosed HFpEF, no established history of CAD, and a high clinical Appropriate 9
risk of CAD

Patients with diagnosed heart failure undergoing assessment of viability and hibernation

50 Patients with diagnosed heart failure who are undergoing assessment of viability Appropriate 9
and hibernation with '8F-FDG PET: rest perfusion PET

51 Patients with diagnosed heart failure who are undergoing assessment of viability Appropriate 9

and hibernation: rest and stress perfusion PET

spectrum of risk. Notably, the addition of quantification of MBF
and flow reserve will further improve the sensitivity and negative
predictive value.

Clinical Scenarios 47-49: Patients with Newly Diagnosed
Heart Failure with Preserved Ejection Fraction (HFpEF).

Scenario 47: Patients with diagnosed HFpEF, no established
history of CAD, and a low clinical risk of CAD: stress and
rest perfusion PET (Score 5 — May be Appropriate)

Scenario 48: Patients with diagnosed HFpEF, no established
history of CAD, and an intermediate clinical risk of CAD:
stress and rest perfusion PET (Score 9 — Appropriate)

Scenario 49: Patients with diagnosed HFpEF, no established
history of CAD, and a high clinical risk of CAD: stress and
rest perfusion PET (Score 9 — Appropriate)

HFpEF is a complex syndrome with contributions from myocardial
ischemia, LV hypertrophy and stiffening, vascular stiffening, renal
dysfunction, and altered pulmonary and skeletal muscle function,
among other systemic alterations. Several previous studies have
demonstrated a link between abnormalities in microvascular function
and myocardial strain, as well as with clinical HFpEF (84,85). In
patients with low clinical risk of CAD, the yield of stress PET will
generally be suboptimal, although in select patients, testing may be
helpful. Conversely, in patients with intermediate to high clinical risk,
evaluation for myocardial ischemia as a cause of or contributor to
heart failure symptoms is appropriate.

Clinical Scenarios 50 and 51: Patients with Diagnosed Heart
Failure Who Are Undergoing Assessment of Viability and Hibernation.

Scenario 50: Patients with diagnosed heart failure who are un-
dergoing assessment of viability and hibernation with '8F-
FDG PET: rest perfusion PET (Score 9 — Appropriate)
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Scenario 51: Patients with diagnosed heart failure who are un-
dergoing assessment of viability and hibernation: rest or
stress perfusion PET (Score 9 — Appropriate)

A detailed discussion of the role of rest and stress perfusion
PET in the assessment of viability and hibernation can be found in
scenario 164.

Summary of Recommendations

Rest—stress PET MPI is an appropriate test for the evaluation of
CAD in many patients with heart failure, although careful consid-
eration of clinical risk and ejection faction are warranted to opti-
mize testing efficiency and minimize complications.

SECTION 4: EVALUATION OF PATIENTS WITH KNOWN OR
SUSPECTED CARDIAC SARCOIDOSIS

Introduction

This section addresses the value of rest and stress PET MPI,
along with '8F-FDG PET imaging, for the evaluation of patients
with known or suspected cardiac sarcoidosis.

Background

IBE-FDG PET imaging has emerged as a powerful tool for the
evaluation of myocardial inflammation in patients with known or
suspected cardiac sarcoidosis. MPI is an integral part of the study
protocol for '®F-FDG PET imaging for cardiac sarcoidosis. An ab-
normal resting myocardial perfusion pattern in a typical or atypical
location, in conjunction with '8F-FDG PET, increases diagnostic ac-
curacy and enhances the accuracy of clinical outcome prediction in
these patients. Adding stress to rest perfusion imaging may be in-
dicated to identify flow-limiting CAD lesions in symptomatic patients
with known or suspected CAD, as outlined in section 1. Although 2
recent multisocietal consensus documents (86,87) discussed the
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clinical indications and procedural aspects of '8F-FDG PET for cardiac
sarcoidosis, the appropriate use of MPI in the context of '*F-FDG PET
for cardiac sarcoidosis has not been previously described.

Clinical Scenarios and AUC Scores

Table 4 presents the following clinical scenarios and final AUC
scores for the use of rest or stress perfusion PET in the evaluation
of patients with known or suspected cardiac sarcoidosis.

Clinical Scenarios 52-55: Evaluation of Patients with Known
or Suspected Cardiac Sarcoidosis.

Scenario 52: Patients undergoing assessment of myocardial in-
flammation with '8F-FDG PET: rest perfusion PET (Score
9 — Appropriate)

Scenario 53: Patients with suspected cardiac sarcoidosis who
have not been previously evaluated for CAD, in whom
myocardial inflammation imaging with '8F-FDG PET is
planned: stress and rest perfusion PET (Score 5 — May
be Appropriate)

Scenario 54: Patients with suspected cardiac sarcoidosis who
have been previously evaluated for CAD in whom myocardial
inflammation imaging with '8F-FDG PET is planned: stress
and rest perfusion PET (Score 1 — Rarely Appropriate)

Scenario 55: Patients undergoing reevaluation for response to
therapy or recurrent inflammation with '8F-FDG PET: rest
perfusion PET (Score 9 — Appropriate)

Rest MPI along with '8F-FDG PET imaging is essential for the
evaluation of cardiac sarcoidosis. A pattern of perfusion metabolic
mismatch may be seen in active myocardial sarcoidosis, as well as
in hibernating myocardium. Hence, knowledge of the presence or
absence of coronary artery obstruction is essential to the appro-
priate interpretation of the perfusion and metabolic patterns in
patients with suspected sarcoidosis. For diagnosing CAD, imaging
of the coronary arteries with either invasive or CT-based imaging
is preferred over stress perfusion imaging; stress—rest MPI is an
alternative to angiography. Some experts have expressed concern
over same-day '8F-FDG and stress testing, as ischemia may pro-
mote glycolysis in noninflamed myocardium. Others, however, felt
that this effect could be surmounted by use of vasodilator stress,
careful comparison of inducible perfusion defects with '8F-FDG up-
take, or temporal separation of stress testing and '8F-FDG injection.

Because of the variable success rates in the suppression of
physiologic '8F-FDG uptake by normal myocardium, rest perfu-
sion imaging is helpful and may improve specificity, especially
during reevaluation for response to therapy. When myocardial '3F-
FDG uptake is present on the follow-up scan (persistent inflam-
mation), a decrease in perfusion defect size may indicate partial
response. When myocardial '®F-FDG uptake is absent on the fol-
low-up scan, the presence of a perfusion defect may indicate fi-
brosis (worsening), whereas the absence of a perfusion defect may
indicate improvement with resolution of myocardial inflammation.

Detailed discussion of the role of rest and stress perfusion PET
in the assessment of cardiac sarcoidosis can be found in scenarios
162 and 163.

Summary of Recommendations

Rest PET MPI was rated by the experts as appropriate in
patients undergoing assessment of myocardial inflammation with
I8E.FDG PET at baseline and during reevaluation for response to
therapy or recurrent inflammation. In contrast, stress MPI was rated
as may be appropriate in the evaluation of patients with suspected
sarcoidosis who have not been previously evaluated for CAD, and
as rarely appropriate in patients with suspected sarcoidosis who
have been previously evaluated for CAD.

SECTION 5: EVALUATION OF ARRHYTHMIAS WITHOUT
ISCHEMIC EQUIVALENT (NO PRIOR CARDIAC EVALUATION)

Introduction

Ischemia is a critical causal factor in a relatively small subset
of arrhythmias. Most common arrhythmias such as AF are not
believed to primarily be a consequence of myocardial ischemia.
Nonetheless, evaluation for ischemia is often clinically necessary
for patients with AF accompanied by ischemic symptoms, in
patients treated with antiarrhythmic drugs, and in patients being
considered for some invasive therapies. Furthermore, ischemia
is a primary cause of ventricular fibrillation (VF), and prior
infarctions may provide a substrate for ventricular tachycardia
(VT) and premature ventricular contractions (PVCs). Conse-
quently, many patients with arrhythmia may be referred for
evaluation of CAD either invasively or noninvasively. Some of
these patients may be appropriately evaluated with PET MPI,
depending on clinical stability, clinical risk of CAD, and type
of arrhythmia.

TABLE 4
Clinical Scenarios for the Use of Rest or Stress Perfusion PET in the Evaluation of Patients with Known or Suspected
Cardiac Sarcoidosis

Scenario no. Description Appropriateness Score
52 Patients undergoing assessment of myocardial inflammation with '8F-FDG PET: Appropriate 9
rest perfusion PET
53 Evaluation of patients with suspected cardiac sarcoidosis who have not been May be Appropriate 5
previously evaluated for CAD in whom myocardial inflammation imaging with
18F-FDG PET is planned: stress and rest perfusion PET
54 Evaluation of patients with suspected cardiac sarcoidosis who have been Rarely Appropriate 1
previously evaluated for CAD in whom myocardial inflammation imaging
with 18F-FDG PET is
planned: stress and rest perfusion PET
55 Patients undergoing reevaluation for response to therapy or recurrent Appropriate 9

inflammation with '8F-FDG PET: rest perfusion PET
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TABLE 5

Clinical Scenarios for the Use of Stress Perfusion PET in the Evaluation of Arrhythmias Without Ischemic Equivalent

(No Prior Cardiac Evaluation)

Scenario no. Description Appropriateness Score

Clinically stable patients with sustained VT

56 Clinically stable patients with an episode of sustained VT who have a low May be Appropriate 6
global clinical risk of CAD

57 Clinically stable patients with an episode of sustained VT who have an Appropriate 9
intermediate clinical risk of CAD

58 Clinically stable patients with an episode of sustained VT who have a high Appropriate 8
clinical risk of CAD

59 Clinically unstable patients with an episode of sustained VT Rarely Appropriate 1

Patients with a recent episode of VF

60 Clinically stable patients with a recent episode of VF who have a low clinical Rarely Appropriate 1
risk of CAD

61 Clinically unstable patients with a recent episode of VF Rarely Appropriate 1

Patients with exercise-induced VT or nonsustained VT

62 Patients with nonsustained VT who have a low clinical risk of CAD May be Appropriate 4

63 Patients with exercise-induced VT who have a low clinical risk of CAD May be Appropriate 5

64 Patients with nonsustained VT who have an intermediate clinical risk of CAD Appropriate 7

65 Patients with exercise-induced VT who have an intermediate clinical risk of CAD Appropriate 8

66 Patients with nonsustained VT who have a high clinical risk of CAD Appropriate 8

67 Patients with exercise-induced VT who have a high clinical risk of CAD May be Appropriate 4

Patients with frequent PVCs

68 Patients with frequent PVCs who have a low clinical risk of CAD Appropriate 7

69 Patients with frequent PVCs who have an intermediate clinical risk of CAD Appropriate 8

70 Patients with frequent PVCs who have a high clinical risk of CAD Rarely Appropriate

Patients with infrequent PVCs

71 Patients with infrequent PVCs who have a low clinical risk of CAD Rarely Appropriate 1

72 Patients with infrequent PVCs who have an intermediate clinical risk of CAD May be Appropriate 5

73 Patients with infrequent PVCs who have a high clinical risk of CAD May be Appropriate

Patients with new-onset AF

74 Patients with new-onset AF who have a low global clinical risk of CAD Rarely Appropriate

75 Patients with new-onset AF who have an intermediate global clinical risk of CAD May be Appropriate

76 Patients with new-onset AF who have a high global clinical risk of CAD May be Appropriate

Evaluation of patients before the initiation of antiarrhythmic medications

77 Patients with a low global CAD risk before initiation of antiarrhythmic medications May be Appropriate 5

78 Patients with an intermediate global CAD risk before initiation of antiarrhythmic May be Appropriate
medications

79 Patients with a high global CAD risk before initiation of antiarrhythmic medications  Appropriate 7

Clinical Scenarios and AUC Scores
Table 5 presents the following clinical scenarios and final AUC scores
for the use of stress perfusion PET in the evaluation of patients with
arrhythmias without an ischemic equivalent (no prior cardiac evaluation).
Clinical Scenarios 56-59: Clinically Stable Patients with Sus-
tained VT.

Scenario 56: Clinically stable patients with an episode of sus-
tained VT who have a low global clinical risk of CAD
(Score 6 — May be Appropriate)

Scenario 57: Clinically stable patients with an episode of sus-
tained VT who have an intermediate clinical risk of CAD
(Score 9 — Appropriate)
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Scenario 58: Clinically stable patients with an episode of sus-
tained VT who have a high clinical risk of CAD (Score 8 —
Appropriate)

Scenario 59: Clinically unstable patients with an episode of sus-
tained VT (Score 1 — Rarely Appropriate)

Transient myocardial ischemia is more commonly a trigger of
polymorphic rather than monomorphic sustained VT. Monomorphic
VT in the setting of prior myocardial infarction (MI) is typically due
to scar-related reentry and not to acute ischemia. For patients
suspected of having myocardial ischemia, stress testing or
coronary angiography along with subsequent revascularization
should be performed before catheter ablation when possible to

No. 8 * August 2020



avoid significant ischemia during VT induction, mapping, and
ablation. In clinically stable patients with an episode of sustained
VT, the use of stress perfusion PET is thought to be dependent
on the global clinical risk of CAD in the patient. Patients with a
low global clinical risk are given an AUC score of 6, may be
appropriate. However, in patients considered to be at intermedi-
ate or high clinical risk, stress perfusion PET is considered
appropriate. It is important to realize that in clinically unstable
patients, stress perfusion PET may occasionally contribute to
assessment but is more likely to delay definitive clinical care.
Consequently, it was considered rarely appropriate, irrespective
of the clinical risk of CAD.

Clinical Scenarios 60 and 61: Patients with a Recent Episode of VF.

Scenario 60: Clinically stable patients with a recent episode of
VF who have a low clinical risk of CAD (Score 1 — Rarely
Appropriate)

Scenario 61: Clinically unstable patients with a recent episode
of VF (Score 1 — Rarely Appropriate)

In clinically stable and unstable patients with a recent episode
of VF who have a low clinical risk of CAD, stress perfusion PET
is thought to be rarely appropriate, as it may result in delay of
definitive therapy and will only rarely change the clinical management.

Clinical Scenarios 62-67: Patients with Exercise-Induced VT
or Nonsustained VT.

Scenario 62: Patients with nonsustained VT who have a low
clinical risk of CAD (Score 4 — May be Appropriate)

Scenario 63: Patients with exercise-induced VT who have a low
clinical risk of CAD (Score 5 — May be Appropriate)

Scenario 64: Patients with nonsustained VT who have an in-
termediate clinical risk of CAD (Score 7 — Appropriate)

Scenario 65: Patients with exercise-induced VT who have an
intermediate clinical risk of CAD (Score 8 — Appropriate)

Scenario 66: Patients with nonsustained VT who have a high
clinical risk of CAD (Score 8 — Appropriate)

Scenario 67: Patients with exercise-induced VT who have a
high clinical risk of CAD (Score 4 — May be Appropriate)

Exercise-induced VT rarely occurs in the absence of structural
heart disease. In its absence, idiopathic monomorphic VT has a
relatively benign prognosis. The main aspect of the risk stratifi-
cation process is recognizing subtle forms of organic heart disease
such as arrhythmogenic right ventricular cardiomyopathy. Exer-
cise-induced polymorphic VT is often malignant and may be
related to myocardial ischemia. Exercise-induced polymorphic VT
has also been seen in mitral valve prolapse (88). Patients with
stable coronary disease may have short bursts of polymorphic
VT during exercise tests that are not reproducible during repeated
testing and that have unknown long-term clinical significance.
Therefore, the appropriateness of stress perfusion PET increases
with increasing risk of clinical CAD. However, among those with
high clinical risk and exercise-induced VT, appropriateness is
somewhat lower, as noninvasive testing may result in delay of
definitive therapy.

Clinical Scenarios 68-70: Patients with Frequent PVCs.

Scenario 68: Patients with frequent PVCs who have a low clin-
ical risk of CAD (Score 7 — Appropriate)

Scenario 69: Patients with frequent PVCs who have an inter-
mediate clinical risk of CAD (Score 8 — Appropriate)

Scenario 70: Patients with frequent PVCs who have a high
clinical risk of CAD (Score 2 — Rarely Appropriate)

PVCs are the most common ventricular arrhythmia. Their
prognostic significance cannot be interpreted without considering
the presence or absence of any associated underlying cardiac
condition. In the absence of structural heart disease, PVCs were
generally considered to be benign. In the 1970s and 1980s, it was
postulated that frequent PVCs could be a trigger for VT, VF, and
sudden cardiac death after an MI, and therefore PVC suppression
was thought to be warranted in this context. In a normal healthy
population, PVCs have been observed in up to 75% of subjects
during 48-h Holter monitoring (89), with >60 PVCs/h detected in
up to 4% of individuals (90). This latter prevalence increases pro-
gressively with age, comorbidity burden, and duration of monitor-
ing, ranging from 1% to 69% (91,92). The adverse impact of
frequent PVCs on the prognosis in patients with underlying or
structural cardiac disease, such as a previous MI, is well established
(93). In the late 1990s, Duffee et al. demonstrated that pharmaco-
logic suppression of PVCs in patients with presumed idiopathic
dilated cardiomyopathy subsequently improved LVEF (94). Recent
studies have demonstrated the potential detrimental effects of fre-
quent PVCs in patients with structurally normal hearts and the
development and reversibility of PVC-induced cardiomyopathy
(95,96). Frequent PVCs can also worsen a preexisting cardiomyop-
athy, in which case PVC suppression may only lead to partial re-
covery of LV dysfunction (97). A PVC burden > 24% has been
suggested to have the highest sensitivity and specificity (79% and
78%, respectively) in predicting the occurrence of PVC-induced
cardiomyopathy (96). However, a recent study has shown that
heart failure may be caused by a much lower PVC burden than
that traditionally associated with PVC-induced cardiomyopathy
(98). In the presence of LVEF impairment or regional wall motion
abnormalities, stress imaging may be performed in patients with
impaired LV systolic function, depending on their cardiovascular
risk profile. Therefore, in patients with frequent PVCs with low or
intermediate clinical risk of CAD, stress perfusion is appropriate.
Stress perfusion in patients with frequent PVCs and a high clinical
risk of CAD is rarely appropriate, as it may delay definitive therapy.

Clinical Scenarios 71-73: Patients with Infrequent PVCs.

Scenario 71: Patients with infrequent PVCs who have a low
clinical risk of CAD (Score 1 — Rarely Appropriate)

Scenario 72: Patients with infrequent PVCs who have an
intermediate clinical risk of CAD (Score 5 — May be
Appropriate)

Scenario 73: Patients with infrequent PVCs who have a high
clinical risk of CAD (Score 5 — May be Appropriate)

As stated earlier, the prognostic significance of PVCs cannot
be interpreted without considering the presence or absence of any
associated underlying cardiac condition. However, a low PVC
burden has no prognostic significance. Therefore, patients with
infrequent PVCs are to be evaluated according their clinical risk of
CAD; that is, stress PET perfusion in patients with infrequent
PVCs and a low clinical risk of CAD is rarely appropriate, and
stress PET perfusion in patients with an intermediate to high
clinical risk may be appropriate in certain circumstances, depending
on associated clinical factors.
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Clinical Scenarios 74-76: Patients with New-Onset AF.

Scenario 74: Patients with new-onset AF who have a low global
clinical risk of CAD (Score 2 — Rarely Appropriate)

Scenario 75: Patients with new-onset AF who have an intermediate
global clinical risk of CAD (Score 5 — May be Appropriate)

Scenario 76: Patients with new-onset AF who have a high global
clinical risk of CAD (Score 6 — May be Appropriate)

CAD is only one of many risk factors associated with the
development of AF. Patients with recent-onset AF should be
evaluated according to their clinical risk of CAD and in relation to
their LVEF. Therefore, in patients with new-onset AF who have a
low global clinical risk of CAD, stress perfusion PET is rarely
appropriate. However, in patients with new-onset AF who have an
intermediate to high global clinical risk of CAD, stress perfusion
PET may be appropriate, depending on the presence of LV systolic
or diastolic dysfunction (99).

Clinical Scenarios 77-79: Evaluation of Patients Before the
Initiation of Antiarrhythmic Medications.

Scenario 77: Patients with a low global CAD risk before initiation
of antiarrhythmic medications (Score 5 — May be Appropriate)

Scenario 78: Patients with an intermediate global CAD risk
before initiation of antiarrhythmic medications (Score 5 — May
be Appropriate)

Scenario 79: Patients with a high global CAD risk before initi-
ation of antiarrhythmic medications (Score 7 — Appropriate)

The safety of antiarrhythmic drug therapy typically deter-
mines the initial choice of antiarrhythmic drugs. The 2016 ESC
Guidelines for the Management of Atrial Fibrillation (99) em-
phasize the assessment of risks of harm from ventricular arrhyth-
mogenesis before initiation of long-term rhythm control therapy,
the goal being to improve symptoms in AF safely. Appropriate
options are related to specific patient characteristics, including
the global clinical risk of CAD among others, with appropriate-
ness of stress perfusion PET increasing with increasing clinical
CAD risk (99).

Summary of Recommendations

Appropriateness of PET MPI for the evaluation of CAD in
patients with arrhythmias varies greatly, depending on the
clinical risk of CAD, patient stability, and type of arrhythmia.
Consequently, careful consideration is required for optimal patient
selection.

SECTION 6: SYNCOPE WITHOUT ISCHEMIC EQUIVALENT

Introduction

In patients with syncope, it is important to differentiate cardiovas-
cular causes (i.e., bradycardia, tachycardia, hypotension due to poor
cardiac output, obstructions to blood flow, or arterial dissection) from
noncardiac causes (e.g., volume depletion, blood loss, neurally
mediated syncope) (/00). Syncope that occurs in the setting of heart
disease or during exertion is more likely to be of cardiovascular
etiology. It is important to understand that many cardiovascular
causes of syncope are serious and carry a high risk of life-threatening
or life-altering complications. MI and ischemia are uncommon causes
of syncope, especially outside of aortic dissection. Consequently,
the appropriateness of stress perfusion PET varies with the patient’s
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global clinical risk of CAD and other related clinical factors, such as
whether the syncope occurred during exertion.

Clinical Scenarios and AUC Scores

Table 6 presents the following clinical scenarios and final AUC
scores for the use of stress perfusion PET in patients with syncope
without an ischemic equivalent.

Clinical Scenarios 80-82: Patients With Syncope Without an
Ischemic Equivalent.

Scenario 80: Patients with syncope and a low global clinical
risk of CAD (Score 2 — Rarely Appropriate)

Scenario 81: Patients with syncope and an intermediate global
clinical risk of CAD (Score 5 — May be Appropriate)

Scenario 82: Patients with syncope and a high global clinical
risk of CAD (Score 7 — Appropriate)

Summary of Recommendations

Outside of a massive MI, CAD is a rare cause of syncope and
consequently the diagnostic focus should be elsewhere in patients
with a low clinical risk of CAD. However, in subsets of patients with
intermediate and higher clinical risk, PET MPI evaluation for ischemic
contributions to patients with ischemia may be appropriate.

SECTION 7: ASSESSMENT OF CMD IN SYMPTOMATIC
PATIENTS

Introduction

This section evaluates the role of PET MPI in the assessment of
CMD in patients with angina or chest pain symptoms who have
obstructive or nonobstructive hypertrophic cardiomyopathy (HCM),
known LV hypertrophy, diabetes mellitus, obesity, or syndrome X.
The role of PET MPI is also evaluated in the assessment of CMD in
postmenopausal women with these symptoms.

ICA and noninvasive coronary angiography are commonly
performed for the evaluation of obstructive CAD in patients with
angina pectoris (chest tightness) or shortness of breath. In the
United States, approximately 4 million invasive coronary angio-
grams are performed each year for diagnostic purposes (/01). In
these symptomatic patients undergoing invasive diagnostic coronary
angiography, up to 60% may have no CAD or nonobstructive epi-
cardial CAD (defined as a lesion with a stenosis diameter of <50%)
(101,102). A substantial portion of these symptomatic patients with
nonobstructive CAD may have underlying CMD as the functional
substrate of their symptoms (/02—107). This large subgroup of
patients with chest pain symptoms and CMD (microvascular angina
or vasospastic angina) commonly presents a substantial increase in
morbidity (/3,101,108) and impaired quality of life (/109) and thus
poses an important health-care concern (//0). Invasive testing of
CMD, with intracoronary acetylcholine application, for example, is
time-consuming and not risk free (//7). For this reason, such an
invasive approach is rarely applied in a busy catheterization labo-
ratory and commonly reserved for research purposes. Cardiac PET
with various positron-emitting flow radiotracers (8?Rb or '*N-am-
monia) affords the unique advantage of concurrently assessing myo-
cardial perfusion and MBF in milliliters per gram per minute (2).
Assessing hyperemic MBF during pharmacologic vasodilation and
at rest enables the calculation of the MFR (MFR = MBF hyper-
emia/MBF rest) and thus the noninvasive assessment of micro-
vascular function. Notably, normal stress perfusion (or absence of
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TABLE 6
Clinical Scenarios for the Use of Stress Perfusion PET in Patients With Syncope Without an Ischemic Equivalent

Scenario no. Description Appropriateness Score
80 Patients with syncope and a low global clinical risk of CAD Rarely Appropriate 2
81 Patients with syncope and an intermediate global clinical risk of CAD May be Appropriate 5
82 Patients with syncope and a high global clinical risk of CAD Appropriate 7

regional ischemia), as determined with PET, widely signifies the
absence of obstructive epicardial CAD, and the concurrent determi-
nation of hyperemic MBF and MFR affords the evaluation of the
CMD. Consequently, cardiac PET perfusion and flow assessment
may be applied not only to patients without evidence of obstructive
CAD on coronary angiography, but also directly to patients with a
likelihood of CMD without having to undergo coronary angiogra-
phy. In this respect, it is important to note that the identification and
characterization of microvascular disease by PET flow studies has
been recognized to carry important diagnostic and prognostic in-
formation that likely affects the treatment decision process and
treatment options (2,13,15,39,46,112,113).

Background

Given the wide variety of clinical manifestations in patients with
microvascular angina pectoris, the Coronary Vasomotion Disorders
International Study Group (COVADIS) recently established stan-
dardized criteria for microvascular angina pectoris related to CMD
(102). According to COVADIS, the criteria for diagnosing micro-
vascular angina pectoris requires the presence of (1) symptoms of
myocardial ischemia, (2) absence of obstructive CAD, (3) objective
evidence of myocardial ischemia, and (4) evidence of CMD. Proof
of impaired hyperemic MBF or MFR, indicative of CMD, has
therefore become an integral part of the diagnosis of microvascular
angina pectoris in patients with chest pain syndrome. An important
consideration is that CMD can be present either as a consequence of
detrimental effects of classic cardiovascular risk factors, such as
hypercholesterolemia, arterial hypertension, diabetes mellitus, or
smoking, or as a result of myocardial disease, such as occurs in
obstructive and nonobstructive HCM or secondary cardiomyopathy
because of valvular dysfunction with hemodynamic alterations. In
particular, LV hypertrophy or structural alterations, such as increased
interstitial and perivascular fibrosis, decreased capillary density, and
increased arterial stiffness, may be induced by arterial hypertension,
diabetes mellitus, or obesity, potentially leading to CMD. Overall, PET
assessment of CMD in these symptomatic patients has been demon-
strated to convey important diagnostic and prognostic information
about future outcomes (3,16,29,39,46,48,70,102,104,105,114-120),
which emphasizes the central role of a disturbance in microvascular
function in affecting the cardiovascular outcome. As CMD is ame-
nable to various treatment options (2,3,/21), its noninvasive detec-
tion in symptomatic patients seems to be pivotal in the treatment
decision process, which not only may improve symptoms, but likely
improves cardiovascular outcome as well, which warrants further
clinical evaluation. A variety of medical treatment options are avail-
able to address symptomatic CMD (2,3,114,121). In patients with
traditional cardiovascular risk factors, starting treatment or enhanc-
ing its intensity or dose by using, for example, angiotensin-convert-
ing enzyme inhibitors (ACE-Is) or statins, or achieving tight glucose
control in diabetic patients, may be the best first step in improving
CMD and thereby flow, likely also improving symptoms (/3). If

these attempts are without success, ranolazine or calcium-channel
blockers may offer additional treatment options. For more detailed
information and recommendations, see reference /21.

Clinical Scenarios and AUC Scores

Table 7 presents the following clinical scenarios and final AUC
scores for the use of PET MPI in the assessment of CMD in
symptomatic patients.

Clinical Scenarios 83-87: Symptomatic Patients with Known
Obstructive or Nonobstructive HCM. In patients with obstructive
or nonobstructive HCM (scenarios 83-87), CMD is frequently
encountered that accounts for angina or chest pain symp-
toms and that also conveys important prognostic information
(13,102,104,105,115-117,119). PET-determined CMD is helpful
here to identify those HCM patients who are likely to benefit, at
least in part, from intensified medical treatment with vasoactive
medications such as ACE-I, angiotensin type 2 receptor blocker
(ARB), calcium-channel blockers, or ranolazine in order to reduce
symptoms and improve outcome; this approach does, however,
still require large-scale evaluation (3,12/—124). Commonly, clas-
sic CAD is less likely to be present in this relatively young pop-
ulation with a lower burden of cardiovascular risk factors.
Nonetheless, obstructive CAD lesions may be present in up to
26% of these patients, which may manifest as regional perfusion
deficit on PET MPI images and require further evaluation with
either noninvasive coronary angiography or ICA (125,126). Over-
all, from the available prevalence and outcome data for CMD in
patients with HCM, and, in particular, from standard clinical prac-
tice regarding the clinical decision-making process and treatment
options for controlling symptoms, these scenarios were commonly
deemed appropriate.

The following scenarios address symptomatic patients with positive
or negative results of an exercise ECG stress test.

Scenario 83: Symptomatic patients with positive results of an
exercise ECG stress test (Score 8 — Appropriate)

Symptomatic patients with HCM and CMD have an increased
risk for cardiac arrhythmia and for a worse outcome. Positive
results of an ECG stress test are nonspecific because stress-related
disturbances can be related not only to ischemia, but also to wall
thickening or interstitial fibrosis. In these symptomatic patients
with HCM, stress—rest perfusion PET can be performed to assess
the presence of flow-limiting obstructive CAD and, at the same
time, to identify CMD as a potential substrate for angina symptoms
(102,105). Such symptomatic patients without obstructive CAD but
with CMD may benefit from ACE-I, ARB, or ranolazine to improve
hyperemic flow and symptoms (2,85,121-124,126,127). From the
available outcome data for CMD in this population (/15,117,119)
and, in particular, from the point of view of the clinical decision-
making process and treatment options, this scenario was scored as
appropriate (score 8).
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TABLE 7

Clinical Scenarios for the Use of PET MPI in the Assessment of CMD in Symptomatic Patients

Scenario no. Description Appropriateness Score
Symptomatic patients with known obstructive or nonobstructive HCM
83 Symptomatic patients with positive results of an exercise ECG stress test Appropriate
84 Symptomatic patients with negative results of an exercise ECG stress test Appropriate
85 Symptomatic patients with positive or negative results of an exercise ECG Appropriate 8
stress test and exclusion of obstructive CAD by angiography
86 Symptomatic patients with positive or negative results of an exercise ECG Appropriate 7
stress test and normal SPECT perfusion findings
87 Asymptomatic patients with positive or negative results of an exercise ECG Rarely Appropriate 3
stress test
Symptomatic patients with known LV hypertrophy related to arterial hypertension, diabetes mellitus, or obesity
Symptomatic patients with arterial hypertension
88 Symptomatic patients with positive results of an exercise ECG stress test Appropriate 9
89 Symptomatic patients with negative results of an exercise ECG stress test Appropriate
90 Symptomatic patients with positive or negative results of an exercise ECG Appropriate
stress test and without evidence of CAD by angiography
91 Asymptomatic patients with positive results of an exercise ECG stress test May be Appropriate 4
92 Asymptomatic patients with negative results of an exercise ECG stress test Rarely Appropriate 1
93 Symptomatic patients with positive or negative results of an exercise ECG Rarely Appropriate 2
stress test and exclusion of coronary atherosclerosis by angiography
94 Symptomatic patients with positive or negative results of an exercise ECG stress Appropriate 8
test who have atherosclerosis and nonobstructive CAD as shown by angiography
Symptomatic patients with diabetes mellitus
95 Symptomatic patients with positive results of an exercise ECG stress test Appropriate 8
96 Symptomatic patients with negative results of an exercise ECG stress test Appropriate 8
97 Symptomatic patients with positive or negative results of an exercise ECG stress Appropriate 8
test who have atherosclerosis and nonobstructive CAD as shown by angiography
98 Symptomatic patients with positive or negative results of an exercise ECG Appropriate 8
stress test and normal SPECT perfusion findings
99 Asymptomatic patients with positive results of an exercise ECG stress test Appropriate 7
100 Asymptomatic patients with negative results of an exercise ECG stress test Rarely Appropriate 1
Symptomatic patients with obesity
101 Symptomatic patients with positive results of an exercise ECG stress test Appropriate 9
102 Symptomatic patients with negative results of an exercise ECG stress test Appropriate
103 Symptomatic patients with positive or negative results of an exercise ECG stress Appropriate
test who have atherosclerosis and nonobstructive CAD as shown by angiography
104 Symptomatic patients with positive or negative results of an exercise ECG stress Rarely Appropriate 2
test who do not have atherosclerotic CAD as shown by angiography
105 Symptomatic patients with positive or negative exercise ECG stress test Appropriate 8
and normal SPECT perfusion findings
106 Asymptomatic patients with positive results of an exercise ECG stress test May be Appropriate 5
107 Asymptomatic patients with negative results of an exercise ECG stress test Rarely Appropriate 1
Symptomatic postmenopausal women
108 Symptomatic postmenopausal women with positive results of an exercise Appropriate 9
ECG stress test
109 Symptomatic postmenopausal women with negative results of an exercise Appropriate 9
ECG stress test
110 Symptomatic postmenopausal women with positive or negative results of an Rarely Appropriate 1
exercise ECG stress test and exclusion of coronary atherosclerosis
by angiography
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TABLE 7 (Continued)

Scenario no. Description Appropriateness Score

111 Symptomatic postmenopausal women with positive or negative results of an Appropriate 9
exercise ECG stress test who have atherosclerosis and nonobstructive
CAD as shown by angiography

112 Symptomatic postmenopausal women with positive or negative results of Appropriate 9
an exercise ECG stress test and normal SPECT perfusion findings

113 Asymptomatic postmenopausal women with positive results of an exercise May be Appropriate 5
ECG stress test

114 Asymptomatic postmenopausal women with negative results of an exercise Rarely Appropriate 1

ECG stress test

Symptomatic patients with syndrome X: no obstructive CAD but ongoing chest pain syndrome

115 Patients with ongoing chest pain syndrome and positive results of an exercise Appropriate 9
ECG stress test who have nonobstructive CAD as shown by coronary angiography

116 Patients with ongoing chest pain syndrome and negative results of an exercise Appropriate 8
ECG stress test who have no evidence of obstructive CAD as shown by
coronary angiography

117 Patients with ongoing chest pain syndrome, positive results of an exercise Appropriate 9
ECG stress test, and normal SPECT perfusion findings

118 Patients with ongoing chest pain syndrome, negative results of an exercise Appropriate 8

ECG stress test, and normal SPECT perfusion findings

Scenario 84: Symptomatic patients with negative results of an
exercise ECG stress test (Score 8 — Appropriate)

Symptomatic patients with HCM and CMD have an increased
risk for cardiac arrhythmia and for a worse outcome. Negative
results of an ECG stress test may not exclude ischemia or CMD in
symptomatic patients with HCM. In these patients, stress—rest per-
fusion PET can be performed to assess the presence of flow-limiting
obstructive CAD and, at the same time, to identify CMD as a
potential substrate for angina symptoms (/02,105). Such symptom-
atic patients without obstructive CAD but with CMD may benefit
from ACE-I, ARB, or ranolazine to improve hyperemic flow and
symptoms (2,85,121-124,126,127). From the available outcome
data for CMD in this population (/15-117,119) and, in particular,
from the point of view of the clinical decision-making process and
treatment options, this scenario was scored as appropriate (score 8).

Scenario 85: Symptomatic patients with positive or negative
results of an exercise ECG stress test and exclusion of
obstructive CAD by angiography (Score 8 — Appropriate)

Symptomatic patients with HCM and CMD have an increased risk
for cardiac arrhythmia and for a worse outcome. In symptomatic
patients with positive or negative results of an exercise ECG stress
test and exclusion of obstructive CAD by invasive or noninvasive
angiography, stress—rest perfusion PET can be performed to identify
CMD as a potential substrate for angina symptoms (/02,105). Such
symptomatic patients without obstructive CAD but with CMD may
benefit from ACE-I, ARB, or ranolazine to improve hyperemic flow
and symptoms (2,3,121-124,126,127). From the available outcome
data for CMD in this population (//5-117,119) and, in particular,
from the point of view of the clinical decision-making process and
treatment options, this scenario was scored as appropriate (score 8).

Scenario 86: Symptomatic patients with positive or negative
results of an exercise ECG stress test and normal SPECT
perfusion findings (Score 7 — Appropriate)

Symptomatic patients with HCM and CMD have an increased
risk for cardiac arrhythmia and for a worse outcome. In symptom-
atic patients with positive or negative results of an exercise ECG
stress test and normal SPECT perfusion findings, stress—rest perfu-
sion PET can be performed to identify CMD as a potential substrate
for angina symptoms (/02,105). Such symptomatic patients without
obstructive CAD but with CMD may benefit from ACE-I, ARB, or
ranolazine to improve hyperemic flow and symptoms (2,3,12/—
124,126,127). From the available outcome data for CMD in this
population (/15-117,119) and, in particular, from the point of view
of the clinical decision-making process and treatment options, this
scenario was scored as appropriate (score 7).

Scenario 87: Asymptomatic patients with positive or negative
results of an exercise ECG stress test (Score 3 — Rarely
Appropriate)

In asymptomatic patients with HCM and positive or negative
results of an exercise ECG stress test, stress—rest perfusion PET
can be performed to assess CMD for cardiovascular risk stratifi-
cation. Nonetheless, no outcome studies are available and there is
no diagnostic value with stress—rest myocardial perfusion studies
in these patients. In certain high-risk constellations, for example,
related to familial risk of sudden cardiac death, stress—rest perfu-
sion PET may be indicated for cardiovascular risk stratification.
Thus, this scenario was scored as rarely appropriate (score 3).

Clinical Scenarios 88—107: Symptomatic Patients with Known
LV Hypertrophy Related to Arterial Hypertension, Diabetes
Mellitus, or Obesity. In symptomatic patients with known LV
hypertrophy related to adverse effects of arterial hypertension,
diabetes mellitus, or obesity (scenarios 88—107), PET MPI affords
concurrent assessment of the presence of hemodynamically ob-
structive CAD (perfusion imaging) and microvascular function
(MBF quantification) (2,3,102,104,105). In a substantial number
of these patients without obstructive CAD (normal perfusion im-
ages), PET-determined CMD (reduced hyperemic MBF and MFR)
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may account for reported angina symptoms, which also conveys
important prognostic information (29,39,46,48,114,118,120). Thus,
apart from the identification of hemodynamically obstructive CAD
(stress-related regional perfusion deficit) with PET MPI, it also adds
important diagnostic and prognostic information with the concur-
rent assessment of CMD (MBF quantification). Given the numerous
outcome data on CMD in these individuals with cardiovascular risk,
with the possibility of intensifying preventive medical care to im-
prove or even normalize CMD with improved control of symptoms
(2,3,121) and likely improved outcome, these scenarios were com-
monly deemed appropriate.

The following scenarios address patients with arterial hypertension.

Scenario 88: Symptomatic patients with positive results of an
exercise ECG stress test (Score 9 — Appropriate)

In symptomatic patients with positive results of an exercise
ECG stress test, stress—rest perfusion PET can be performed to
assess the presence of flow-limiting obstructive CAD and, at the
same time, to identify CMD as a potential substrate for angina
symptoms (2,3,102,104,105). Positive results of an ECG stress test
are nonspecific because stress-related disturbances can be related
not only to ischemia, but also to wall thickening or interstitial
fibrosis. The advantage of stress—rest perfusion PET is the concur-
rent evaluation of the presence of obstructive CAD (perfusion
deficit) and of CMD. The concurrent assessment of CMD adds
diagnostic and prognostic value in these high-risk populations
(3,29,39,48,114,118,120). Such symptomatic patients without ob-
structive CAD but with CMD may also benefit from ACE-I,
ARB, or ranolazine to improve hyperemic flow and symptoms
(2,3,121,123,124,126,127). From the available outcome data for
CMD and from the point of view of the clinical decision-making
process and treatment options, this scenario was scored as appro-
priate (score 9).

Scenario 89: Symptomatic patients with negative results of an
exercise ECG stress test (Score 9 — Appropriate)

In symptomatic patients with negative results of an exercise
ECG stress test, stress—rest perfusion PET can be performed to
assess the presence of flow-limiting obstructive CAD and, at the
same time, to identify CMD as a potential substrate for angina
symptoms (2,3,102,104,105). Negative results of an ECG stress
test may not exclude ischemia or CMD in these patients. The
advantage of stress—rest perfusion PET is the concurrent evaluation
of the presence of obstructive CAD (perfusion deficit) and of CMD.
The concurrent assessment of CMD adds diagnostic and prognostic
value in these high-risk populations (3,29,39,46,48,114,118,120).
Such symptomatic patients without obstructive CAD but with
CMBD may also benefit from ACE-I, ARB, or ranolazine to improve
hyperemic flow and symptoms (2,3,121,123,124,126,127). From the
available outcome data of CMD and the point of view of the clinical
decision-making process and treatment options, this scenario was
scored as appropriate (score 9).

Scenario 90: Symptomatic patients with positive or negative
results of an exercise ECG stress test without evidence of
CAD by angiography (Score 9 — Appropriate)

In symptomatic patients with positive or negative results of an
exercise ECG stress test without evidence of CAD by angiography,
stress—rest perfusion PET can be performed to identify CMD as a
potential substrate for angina symptoms (2,3,102,104,105). Such
symptomatic patients without obstructive CAD but with CMD
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may benefit from ACE-I, ARB, or ranolazine to improve hyperemic
flow and symptoms (2,3,121,123,124,126,127). From the available
outcome data for CMD (3,29,39,46,48,114,118,120) and the point
of view of the clinical decision-making process and treatment
options, this scenario was scored as appropriate (score 9).

Scenario 91: Asymptomatic patients with positive results of an
exercise ECG stress test (Score 4 — May be Appropriate)

In asymptomatic patients with positive results of an exercise ECG
stress test, stress—rest perfusion PET can be performed to assess for
macro- and microvascular CAD for cardiovascular risk stratification
(2,3). Positive results of an ECG stress test are seen as nonspecific
because stress-related disturbances of repolarization can be related
not only to ischemia, but also to wall thickening or interstitial
fibrosis. No outcome studies are available and there is no diagnostic
value with stress—rest myocardial perfusion studies in these asymp-
tomatic patients. Conversely, positive results of an ECG stress test
may give rise to concern for silent ischemia that could affect the
cardiovascular outcome. From the clinical point of view, stress—rest
perfusion PET may be indicated for further diagnostic evaluation
and cardiovascular risk stratification in such high-risk populations.
Thus, this scenario was scored as may be appropriate (score 4).

Scenario 92: Asymptomatic patients with negative results of an
exercise ECG stress test (Score 1 — Rarely Appropriate)

In asymptomatic patients with negative results of an exercise
ECG stress test, stress—rest perfusion PET can be performed to
assess for macro- and microvascular CAD for cardiovascular risk
stratification. Nonetheless, no outcome studies are available and
there is no added diagnostic value with stress—rest myocardial
perfusion studies in these asymptomatic patients. Thus, this sce-
nario was scored as rarely appropriate (score 1).

Scenario 93: Symptomatic patients with positive or negative
results of an exercise ECG stress test and exclusion of coronary
atherosclerosis as shown by angiography (Score 2 — Rarely
Appropriate)

In symptomatic patients with positive or negative results of an
exercise ECG stress test and exclusion of coronary atherosclerosis
by angiography, stress—rest perfusion PET can be performed to
identify CMD as a potential substrate for angina symptoms. In
such patients with completely normal coronary angiogram results,
the presence of CMD is very unlikely. Thus, this scenario was
scored as rarely appropriate (score 2).

Scenario 94: Symptomatic patients with positive or negative
results of an exercise ECG stress test who have atherosclerosis
and nonobstructive CAD as shown by angiography (Score 8 —
Appropriate)

In symptomatic patients with positive or negative results of an
exercise ECG stress test who have atherosclerosis and non-
obstructive CAD as shown by angiography, stress—rest perfusion
PET can be performed to identify CMD as a potential substrate for
angina symptoms. CMD may be present in up to 60% of such patients
(102,104,105). Symptomatic patients without obstructive CAD but
with CMD may benefit from ACE-I, ARB, or ranolazine to improve
hyperemic flow and symptoms (2,3,121,123,124,126,127). From the
available outcome data for CMD (29,39,46,48,114,118,120) and in
particular from the point of view of the clinical decision-making
process and treatment options, this scenario was scored as appropriate
(score 8).
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The following scenarios address patients with diabetes mellitus.

Scenario 95: Symptomatic patients with positive results of an
exercise ECG stress test (Score 8 — Appropriate)

In symptomatic patients with diabetes mellitus and positive
results of an exercise ECG stress test, stress—rest perfusion PET
can be performed to assess the presence of flow-limiting obstruc-
tive CAD and, at the same time, to identify CMD as a potential
substrate for angina symptoms. Positive results of an ECG stress
test are nonspecific because stress-related disturbances can be re-
lated not only to ischemia, but also to wall thickening or intersti-
tial fibrosis. The advantage of stress—rest perfusion PET is the
concurrent evaluation of the presence of obstructive CAD (perfu-
sion deficit) and of CMD. The concurrent assessment of CMD adds
diagnostic and prognostic value in these high-risk populations (3,48).
Such symptomatic patients without obstructive CAD but with CMD
may also benefit from ACE-I, ARB, or ranolazine to improve hyper-
emic flow and symptoms (2,3,121,123,124,126,127). From the avail-
able outcome data for CMD (29,39,46,48,114,118,120) and the point
of view of the clinical decision-making process and treatment options,
this scenario was scored as appropriate (score 8).

Scenario 96: Symptomatic patients with negative results of an
exercise ECG stress test (Score 8 — Appropriate)

In symptomatic patients with diabetes mellitus and negative
results of an exercise ECG stress test, stress—rest perfusion PET
can be performed to assess the presence of flow-limiting obstruc-
tive CAD and, at the same time, to identify CMD as a potential
substrate for angina symptoms. Negative results of an ECG stress
test may not exclude ischemia or CMD in these patients. The
advantage of stress—rest perfusion PET is the concurrent evalua-
tion of the presence of obstructive CAD (perfusion deficit) and of
CMD. The concurrent assessment of CMD adds diagnostic and
prognostic value in these high-risk populations (3,48). Such symp-
tomatic patients without obstructive CAD but with CMD may also
benefit from ACE-I, ARB, or ranolazine to improve hyperemic
flow and symptoms (2,3,121,123,124,126,127). From the available
outcome data for CMD (29,39,46,48,114,118,120) and the point of
view of the clinical decision-making process and treatment op-
tions, this scenario was scored as appropriate (score 8).

Scenario 97: Symptomatic patients with positive or negative
results of an exercise ECG stress test who have athero-
sclerosis and nonobstructive CAD as shown by angiography
(Score 8 — Appropriate)

In symptomatic patients with diabetes mellitus and positive
or negative results of an exercise ECG stress test who have
atherosclerosis and nonobstructive CAD as shown by angiography,
stress—rest perfusion PET can be performed to identify CMD as a
potential substrate for angina symptoms. CMD may be present in
up to 60% of such patients (/02,104,105). Symptomatic patients
without obstructive CAD but with CMD may benefit from ACE-I,
ARB, or ranolazine to improve hyperemic flow and symptoms
(2,3,121,123,124,126,127). From the available outcome data for
CMD (29,39,46,48,114,118,120) and in particular from the point
of view of the clinical decision-making process and treatment
options, this scenario was scored as appropriate (score 8).

Scenario 98: Symptomatic patients with positive or negative
results of an exercise ECG stress test who have normal
SPECT perfusion findings (Score 8§ — Appropriate)

In symptomatic patients with diabetes mellitus and positive or
negative results of an exercise ECG stress test who have normal
SPECT perfusion findings, stress—rest perfusion PET can be per-
formed to identify CMD as a potential substrate for angina symptoms.
CMD may be present in up to 60% of such patients (/02,104).
Symptomatic patients without obstructive CAD but with CMD may
benefit from ACE-I, ARB, or ranolazine to improve hyperemic flow
and symptoms (2,3,121,123,124,126,127). From the available out-
come data for CMD (29,39,46,48,114,118,120) and in particular from
the point of view of the clinical decision-making process and treat-
ment options, this scenario was scored as appropriate (score 8).

Scenario 99: Asymptomatic patients with positive results of an
exercise ECG stress test (Score 7 — Appropriate)

In asymptomatic patients with diabetes mellitus and positive
results of an exercise ECG stress test, stress—rest perfusion PET can
be performed to assess for macro- and microvascular CAD for
cardiovascular risk stratification (3,48). Positive results of an ECG
stress test are nonspecific because stress-related disturbances of the
repolarization can be related to ischemia and to interstitial fibrosis.
The value of stress—rest myocardial perfusion studies in these
asymptomatic but high-risk patients is controversial (/28—133). Pos-
itive results of an ECG stress test may give rise to concern for silent
ischemia that could affect the cardiovascular outcome (48,130,131).
In particular, the presence of CMD may predict a worse cardiovas-
cular outcome (29,39,46,48,114,118,120). From the clinical point of
view, stress—rest perfusion PET may be indicated for further diag-
nostic evaluation and cardiovascular risk stratification in such a
high-risk population. Thus, this scenario was scored as appropriate
(score 7).

Scenario 100: Asymptomatic patients with negative results of
an exercise ECG stress test (Score 1 — Rarely Appropriate)

In asymptomatic patients with diabetes mellitus and negative
results of an exercise ECG stress test, stress—rest perfusion PET
can be performed to assess for macro- and microvascular CAD for
cardiovascular risk stratification (/28—133). Nonetheless, no specific
outcome studies are available and there is no added diagnostic value
with stress—rest myocardial perfusion and flow studies in these
asymptomatic patients. Thus, this scenario was scored as rarely
appropriate (score 1).

The following scenarios address patients with obesity.

Scenario 101: Symptomatic patients with positive results of an
exercise ECG stress test (Score 9 — Appropriate)

In symptomatic patients with positive results of an exercise ECG
stress test, stress—rest perfusion PET can assess the presence of
flow-limiting obstructive CAD and, at the same time, identify
CMD as a potential substrate for angina symptoms. Positive results
of an ECG stress test are nonspecific because stress-related distur-
bances can be related not only to ischemia, but also to wall thick-
ening or interstitial fibrosis. The advantage of stress—rest perfusion
PET is the concurrent evaluation of the presence of obstructive
CAD (perfusion deficit) with high diagnostic accuracy and of
CMD (29,114,120,134). The concurrent assessment of CMD adds
diagnostic and prognostic value in these high-risk populations
(114). Such symptomatic patients without obstructive CAD but with
CMD may also benefit from ACE-I, ARB, or ranolazine to improve
hyperemic flow and symptoms (2,3,121,123,124,126,127). From the
available outcome data for microvascular disease and, in particular,
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from the point of view of the clinical decision-making process and
treatment options, this scenario was scored as appropriate (score 9).

Scenario 102: Symptomatic patients with negative results of an
exercise ECG stress test (Score 9 — Appropriate)

In symptomatic patients with negative results of an exercise ECG
stress test, stress—rest perfusion PET can be performed to assess the
presence of flow-limiting obstructive CAD and, at the same time, to
identify CMD as a potential substrate for angina symptoms. Nega-
tive results of an ECG stress test may not exclude ischemia or CMD
in these patients. The advantage of stress—rest perfusion PET is the
concurrent evaluation of the presence of obstructive CAD (perfusion
deficit) with high diagnostic accuracy and of CMD (29,114,120).
The concurrent assessment of CMD adds diagnostic and prognostic
value in these high-risk populations (//4). Such symptomatic pa-
tients without obstructive CAD but with CMD may also benefit
from ACE-I, ARB, or ranolazine to improve hyperemic flow and
symptoms (2,3,121,123,124,126,127). From the available outcome
data for CMD and, in particular, from the point of view of the clinical
decision-making process and treatment options, this scenario was
scored as appropriate (score 9).

Scenario 103: Symptomatic patients with positive or negative
results of an exercise ECG stress test who have atheroscle-
rosis and nonobstructive CAD as shown by angiography
(Score 8 — Appropriate)

In symptomatic patients with positive or negative results of an
exercise ECG stress test who have atherosclerosis and nonobstruc-
tive CAD as shown by angiography, stress—rest perfusion PET can
be performed to identify CMD as a potential substrate for angina
symptoms. CMD may be present in up to 60% of such patients
(102,104,105). Symptomatic patients without obstructive CAD but
with CMD may benefit from ACE-I, ARB, or ranolazine to improve
hyperemic flow and symptoms (2,3,121,123,124,126,127). From the
available outcome data for CMD and, in particular, from the point
of view of the clinical decision-making process and treatment op-
tions, this scenario was scored as appropriate (score 8).

Scenario 104: Symptomatic patients with positive or negative
results of an exercise ECG stress test who do not have
atherosclerotic CAD as shown by angiography (Score 2 — Rarely
Appropriate)

In symptomatic patients with positive or negative results of an
exercise ECG stress test who do not have atherosclerotic CAD as
shown by angiography, stress—rest perfusion PET can be performed to
identify CMD as a potential substrate for angina symptoms. In such
patients with completely normal results of a coronary angiogram, the
presence of CMD is very unlikely. Thus, this scenario was scored as
rarely appropriate (score 2).

Scenario 105: Symptomatic patients with positive or negative
results of an exercise ECG stress test who have normal
SPECT perfusion findings (Score 8 — Appropriate)

In symptomatic patients with positive or negative results of an
exercise ECG stress test who have normal SPECT perfusion
findings, stress—rest perfusion PET can be performed to identify
CMD as a potential substrate for angina symptoms. The preva-
lence of CMD may be as high as 60% (102,104,105). Such symp-
tomatic patients without obstructive CAD but with CMD may
benefit from ACE-I, ARB, or ranolazine to improve hyperemic
flow and symptoms (2,3,121,123,124,126,127). From the available
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outcome data for CMD (/74) and, in particular, from the point of
view of the clinical decision-making process and treatment op-
tions, this scenario was scored as appropriate (score 8).

Scenario 106: Asymptomatic patients with positive results of an
exercise ECG stress test (Score 5 — May be Appropriate)

In asymptomatic patients with positive results of an exercise
ECG stress test, stress—rest perfusion PET can be performed to
assess for macro- and microvascular CAD. Positive results of an
ECG stress test are nonspecific because stress-related disturbances
of repolarization can be related not only to ischemia, but also to
wall thickening or interstitial fibrosis. No outcome studies are
available and there is no diagnostic value with stress—rest myocar-
dial perfusion studies in these asymptomatic patients. Conversely,
positive results of an ECG stress test may give rise to concern for
silent ischemia that could affect the cardiovascular outcome
(29,114,120). From the clinical point of view, stress—rest perfusion
PET may be indicated for further diagnostic evaluation and car-
diovascular risk stratification in such a high-risk population (/74).
Thus, this scenario was scored as may be appropriate (score 5).

Scenario 107: Asymptomatic patients with negative results of
an exercise ECG stress test (Score 1 — Rarely Appropriate)

In asymptomatic patients with negative results of an exercise
ECG stress test, stress—rest perfusion PET can be performed to
assess for macro- and microvascular CAD for cardiovascular risk
stratification. Nonetheless, no outcome studies are available and
there is no added diagnostic value with stress—rest myocardial
perfusion studies in these asymptomatic patients. Thus, this sce-
nario was scored as rarely appropriate (score 1).

Clinical Scenarios 108—114: Postmenopausal Women. In symp-
tomatic postmenopausal women (scenarios 108—114), the applica-
tion of PET MPI may be critical, as it concurrently determines the
presence of hemodynamically obstructive CAD (perfusion imaging)
and microvascular function (MBF quantification) (2,3,102,104,105).
Postmenopausal women in the presence of cardiovascular risk and
significant reduction in estrogen plasma levels are apt to initiate and
rapidly develop CAD or CMD. In particular, there is a high prev-
alence of CMD in women with recurrent chest pain but nonobstruc-
tive CAD. PET MPI offers a comprehensive assessment of the
presence of both hemodynamically obstructive CAD and CMD,
which conveys important diagnostic and prognostic information
(39,108,113,135—143). From the available outcome data for CMD
and standard clinical practice regarding the clinical decision-making
process and treatment options (2,3,/21), these scenarios were com-
monly deemed appropriate.

Scenario 108: Symptomatic postmenopausal women with positive
results of an exercise ECG stress test (Score 9 — Appropriate)

In symptomatic postmenopausal women with positive results of
an exercise ECG stress test, stress-rest perfusion PET can be
performed to assess the presence of flow-limiting obstructive
CAD and, at the same time, to identify CMD as a potential sub-
strate for angina symptoms (2,85,102,104). Positive results of an
ECG stress test are nonspecific because stress-related disturbances
can be related not only to ischemia, but also to wall thickening or
interstitial fibrosis. The advantage of stress—rest perfusion PET is
the concurrent evaluation of the presence of obstructive CAD
(perfusion deficit) and of CMD. The concurrent assessment of
CMD adds important diagnostic and prognostic value in this pop-
ulation (34,108,113,135—143). Such symptomatic patients without
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obstructive CAD but with CMD may also benefit from ACE-I,
ARB, or ranolazine to improve hyperemic flow and symptoms
(2,85,121,123,124,126,127,135—139). From the available outcome
data for CMD and, in particular, from the point of view of the
clinical decision-making process and treatment options, this sce-
nario was scored as appropriate (score 9).

Scenario 109: Symptomatic postmenopausal women with negative
results of an exercise ECG stress test (Score 9 — Appropriate)

In symptomatic postmenopausal women with negative results of
an exercise ECG stress test, stress—rest perfusion PET can be per-
formed to assess the presence of flow-limiting obstructive CAD and,
at the same time, to identify CMD as a potential substrate for angina
symptoms (2,85,102,104,105). Negative results of an ECG stress
test may not exclude ischemia or CMD in these patients. The advan-
tage of stress-rest perfusion PET is the concurrent evaluation of the
presence of obstructive CAD (perfusion deficit) and of CMD. The
concurrent assessment of CMD adds important diagnostic and prog-
nostic value in this population (2,85,121,123,124,126,127,135-139).
Such symptomatic patients without obstructive CAD but with CMD
may also benefit from ACE-I, ARB, or ranolazine to improve hy-
peremic flow and symptoms (2,85,121,123,124,126,127). From the
available outcome data of CMD and, in particular, from the point of
view of the clinical decision-making process and treatment options,
this scenario was scored as appropriate (score 9).

Scenario 110: Symptomatic postmenopausal women with positive
or negative results of an exercise ECG stress test and exclusion
of coronary atherosclerosis by angiography (Score 1 — Rarely
Appropriate)

In symptomatic postmenopausal women with positive or negative
results of an exercise ECG stress test and exclusion of coronary
atherosclerosis by angiography, stress—rest perfusion PET can be
performed to identify CMD as a potential substrate for angina
symptoms (2,85,102,104). Because the presence of CMD in such
patients without evidence of any atherosclerotic process in the cor-
onary vessels is very unlikely, this scenario was scored as rarely
appropriate (score 1).

Scenario 111: Symptomatic postmenopausal women with positive
or negative results of an exercise ECG stress test who have
atherosclerosis and nonobstructive CAD as shown by angiography
(Score 9 — Appropriate)

In symptomatic postmenopausal women with positive or negative
results of an exercise ECG stress test who have atherosclerosis and
nonobstructive CAD as shown by angiography, stress—rest perfusion
PET can be performed to identify CMD as a potential substrate for
angina symptoms (2,85,102,104). The prevalence of CMD may
be as high as 60% (102,104,105). Such symptomatic patients
without obstructive CAD but with CMD may benefit from
ACE-I, ARB, or ranolazine to improve hyperemic flow and
symptoms (2,85,121,123,124,126,127). From the available out-
come data for CMD and, in particular, from the point of view of
the clinical decision-making process and treatment options, this
scenario was scored as appropriate (score 9).

Scenario 112: Symptomatic postmenopausal women with positive
or negative results of an exercise ECG stress test and normal
SPECT perfusion findings (Score 9 — Appropriate)

In symptomatic postmenopausal women with positive or
negative results of an exercise ECG stress test and normal SPECT

perfusion findings, stress—rest perfusion PET can be performed to
identify CMD as a potential substrate for angina symptoms
(2,85,102,104). The prevalence of CMD may be as high as 60%
(102,104). Such symptomatic patients without obstructive CAD
but with CMD may benefit from ACE-I, ARB, or ranolazine to
improve hyperemic flow and symptoms (2,3,121,123,124,126,127).
From the available outcome data for CMD and, in particular,
from the point of view of the clinical decision-making process
and treatment options, this scenario was scored as appropriate
(score 9).

Scenario 113: Asymptomatic postmenopausal women with positive
results of an exercise ECG stress test (Score 5 — May be
Appropriate)

In asymptomatic postmenopausal women with positive results
of an exercise ECG stress test, stress—rest perfusion PET can be per-
formed to assess for macro- or microvascular CAD (2,85,102,104).
Positive results of an ECG stress test are nonspecific because
stress-related disturbances of repolarization can be related not only
to ischemia, but also to wall thickening or interstitial fibrosis. No
outcome studies are available and there is no diagnostic value with
stress—rest myocardial perfusion studies in these asymptomatic pa-
tients. Conversely, positive results of an ECG stress test may give
rise to concern for silent ischemia that could affect the cardiovas-
cular outcome (/08,113,144). From the clinical point of view,
stress—rest perfusion PET may be indicated for further diagnostic
evaluation and cardiovascular risk stratification in such a high-risk
population. Thus, this scenario was scored as may be appropriate
(score 5).

Scenario 114: Asymptomatic postmenopausal women with negative
results of an exercise ECG stress test (Score 1 — Rarely
Appropriate)

In asymptomatic postmenopausal women with negative results
of an exercise ECG stress test, stress—rest perfusion PET can be
performed to assess CMD for cardiovascular risk stratification.
Nonetheless, no outcome studies are available and there is no
diagnostic value with stress—rest myocardial perfusion studies in
these asymptomatic patients. Thus, this scenario was scored as
rarely appropriate (score 1).

Clinical Scenarios 115-118: Patients with Syndrome X: No
Obstructive CAD but Ongoing Chest Pain Syndrome. In patients
with so-called syndrome X, implying nonobstructive CAD but
ongoing chest pain syndrome with recurrent hospitalizations
(scenarios 115-118), the application of PET MPI is pivotal in
the identification of CMD as a potential substrate for recurrent
chest pain (2,85,102,105,145-148) that may be amenable to in-
tensified preventive and vasoactive medical care of cardiovascular
risk factors with statins, ACE-I, or ARB. In the absence of car-
diovascular risk factors, symptoms may be controlled with cal-
cium antagonists or ranolazine medication (2,85,/27). Flow
outcome data are limited and controversial in this subset of pa-
tients with CMD (140,143,149,150). Previously, the clinical term
syndrome X was reserved for symptomatic patients with normal
results of coronary angiograms. The clinical classification of syn-
drome X has been extended today to include patients with classic
cardiovascular risk factors and nonobstructive CAD. This may
explain, at least in part, a certain variability in clinical outcome
data in these patients. Overall, the identification of CMD as a
potential substrate for recurrent symptoms is central to the diag-
nosis and clinical decision-making process and for the treatment
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options and medical care for these patients (2,3,13,121,148). Thus,
these scenarios were commonly deemed appropriate.

Scenario 115: Patients with ongoing chest pain syndrome and
positive results of an exercise ECG stress test who have
nonobstructive CAD as shown by coronary angiography
(Score 9 — Appropriate)

In patients with ongoing chest pain syndrome and with positive
results of an exercise ECG stress test who have nonobstructive
CAD as shown by coronary angiography, stress—rest perfusion
PET can be performed to identify CMD as a potential substrate
for angina symptoms (2,85,102,105,145—148). Positive results of
an ECQG stress test are nonspecific because stress-related distur-
bances can be related not only to ischemia, but also to wall thick-
ening or interstitial fibrosis. The advantage of stress—rest perfusion
PET is the concurrent evaluation of the presence of obstructive
CAD (perfusion deficit) and of CMD. The concurrent assessment
of CMD adds important diagnostic and prognostic value in this
population. The prevalence of CMD may be as high as 60%
(102,105). Such symptomatic patients without obstructive CAD but
with CMD may also benefit from ACE-I, ARB, or ranolazine to im-
prove hyperemic flow and symptoms (2,85,121,123,124,126,127).
From the available outcome data for CMD and, in particular, from
the point of view of the clinical decision-making process and treatment
options, this scenario was scored as appropriate (score 9).

Scenario 116: Patients with ongoing chest pain syndrome and
negative results of an exercise ECG stress test who have no
evidence of obstructive CAD as shown by coronary angiog-
raphy (Score 8 — Appropriate)

In patients with ongoing chest pain syndrome and with negative
results of an exercise ECG stress test who have no evidence of
obstructive CAD as shown by coronary angiography, stress—rest
perfusion PET can be performed to identify CMD as a potential
substrate for angina symptoms (2,85,102,105,145—148). Negative
results of an ECG stress test may not exclude ischemia or CMD in
these patients. The advantage of stress—rest perfusion PET is the
concurrent evaluation of the presence of obstructive CAD (perfu-
sion deficit) and of CMD. The concurrent assessment of CMD
adds important diagnostic and prognostic value in this population.
The prevalence of CMD may be as high as 60% (102,105). Such
symptomatic patients without obstructive CAD but with CMD
may also benefit from ACE-I, ARB, or ranolazine to improve
hyperemic flow and symptoms (2,85,121,123,124,126,127). From
the available outcome data for CMD and, in particular, from the
point of view of the clinical decision-making process and treat-
ment options, this scenario was scored as appropriate (score 8).

Scenario 117: Patients with ongoing chest pain syndrome, positive
results of an exercise ECG stress test, and normal SPECT

perfusion findings (Score 9 — Appropriate)

In patients with ongoing chest pain syndrome, positive results of
an exercise ECG stress test, and normal SPECT perfusion findings,
stress—rest perfusion PET can be performed to identify CMD as a
potential substrate for angina symptoms (2,85,102,105,145-148).
The prevalence of CMD may be as high as 60% (/02,105). Such
symptomatic patients without obstructive CAD but with CMD may
benefit from ACE-I, ARB, or ranolazine to improve hyperemic flow
and symptoms (2,85,121,123,124,126,127). From the available out-
come data for CMD and, in particular, from the clinical point of
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view, decision-making process, and treatment consequences, this
scenario was scored as appropriate (score 9).

Scenario 118: Patients with ongoing chest pain syndrome, neg-
ative results of an exercise ECG stress test, and normal
SPECT perfusion findings (Score 8 — Appropriate)

In patients with ongoing chest pain syndrome, negative results of an
exercise ECG stress test, and normal SPECT perfusion findings,
stress—rest perfusion PET can be performed to identify CMD as a
potential substrate for angina symptoms (2,85,102,105,145-148).
Negative results of an exercise ECG stress test and normal SPECT
findings may not exclude CMD. The prevalence of CMD may be as
high as 60% (102, 105). Such symptomatic patients without obstructive
CAD but with CMD may benefit from ACE-I, ARB, or ranolazine to
improve hyperemic flow and symptoms (2,85,121,123,124,126,127).
From the available outcome data of CMD and, in particular, from the
point of view of the clinical decision-making process and treatment
options, this scenario was scored as appropriate (score 8).

Summary of Recommendations

Microvascular angina pectoris with underlying CMD has a
broad variety of clinical manifestations, as has been outlined by
the COVADIS group (/02). In the differential diagnosis, it is critical to
evaluate or exclude other underlying causes of a chest pain syndrome
such as costochondritis, musculoskeletal disturbance, or gastroesopha-
geal reflux. Most of the compiled clinical scenarios imply recurrent
chest pain in individuals without evidence of obstructive CAD or the
presence of myocardial diseases (e.g., HCM, LV hypertrophy). Thus,
the evaluation of CMD with PET perfusion and flow quantification is
targeted to a specific clinical scenario that implies that it will convey
important diagnostic and prognostic information. Because microvascu-
lar angina pectoris constitutes a frequently encountered clinical prob-
lem that is amenable to a variety of treatment options (2,9,85,121),
PET perfusion, and flow quantification, most of these clinical scenarios
have been scored as appropriate. Conversely, PET perfusion and flow
quantification should not be applied to asymptomatic individuals or
in an uncritical fashion to evaluate for the presence of CMD.

SECTION 8: SPECIFIC POPULATIONS

Introduction and Background

This section evaluates the role of PET MPI in specific populations
such as those with advanced obesity (body mass index [BMI] =
35 kg/m?), congenital heart disease, or familial hypercholester-
olemia; women with large breasts or dense breast tissue; young
women (age < 45 y); and young men (age < 40 y).

Clinical Scenarios and AUC Scores

Table 8 presents the following clinical scenarios and final AUC
scores for the use of PET MPI in specific populations.

Clinical Scenarios 119-133: Patients with Advanced Obesity or
Women with Large Breasts or Dense Breast Tissue. In symptom-
atic patients with advanced obesity (BMI > 35 kg/m?) and women
with large breasts or dense breast tissue (scenarios 119-133), PET
MPI offers the highest diagnostic accuracy for CAD detection and
the lowest radiation exposure in scintigraphic MPI (2,744,151).
In addition, the identification of CMD as a potential substrate
for recurrent chest pain may be amenable to intensified preventive
and vasoactive medical care of cardiovascular risk factors with
statins, ACE-I, or ARB (2,3,121). In the absence of cardiovascular
risk factors, symptoms may be controlled with calcium antagonists
(121) or ranolazine medication (/26,127). Recent large-scale PET
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TABLE 8

Clinical Scenarios for the Use of PET MPI in Specific Populations

Scenario no. Description Appropriateness  Score
Patients with advanced obesity or with large breasts or dense breast tissue
Patients with advanced obesity (BMI > 35m2/kg)
119 Symptomatic patients with advanced obesity (BMI > 35 m?/kg) Appropriate
120 Symptomatic patients with advanced obesity (BMI > 35 m2/kg) Appropriate
who have atherosclerosis or nonobstructive CAD as shown by coronary
angiography (invasive or noninvasive)
121 Symptomatic patients with advanced obesity (BMI > 35 m2/kg) Appropriate
and normal results of coronary angiography (invasive or noninvasive)
122 Symptomatic patients with advanced obesity (BMI > 35 m?/kg) Appropriate
and equivocal findings on stress-rest myocardial perfusion SPECT
123 Asymptomatic patients with advanced obesity (BMI > 35 m?/kg) Appropriate
who are at high cardiovascular risk when undergoing noncardiac surgery
124 Asymptomatic patients with advanced obesity (BMI > 35 m2/kg) who May be Appropriate
are at intermediate cardiovascular risk when undergoing noncardiac surgery
125 Asymptomatic patients with advanced obesity (BMI > 35 m?/kg) who Rarely Appropriate
are at low cardiovascular risk when undergoing noncardiac surgery
Women with large breasts or dense breast tissue that causes attenuation artifacts
126 Symptomatic women with large breasts or dense breast tissue Appropriate
127 Symptomatic women with large breasts or dense breast tissue who have Appropriate
atherosclerosis or nonobstructive CAD as shown by angiography (invasive
or noninvasive)
128 Symptomatic women with large breasts or dense breast tissue and normal Appropriate
results of coronary angiography (invasive or noninvasive)
129 Symptomatic women with large breasts or dense breast tissue and normal Appropriate
results of stress-rest myocardial perfusion SPECT
130 Symptomatic women with large breasts or dense breast tissue and equivocal Appropriate
findings on stress-rest myocardial perfusion SPECT
131 Asymptomatic women with large breasts or dense breast tissue at high Appropriate
risk when undergoing noncardiac surgery
132 Asymptomatic women with large breasts or dense breast tissue at May be Appropriate
intermediate risk when undergoing noncardiac surgery
133 Asymptomatic women with large breasts or dense breast tissue at low Rarely Appropriate
risk when undergoing noncardiac surgery
Symptomatic young women and young men
Symptomatic young women (age < 45 y)
134 Symptomatic young women (age < 45 y) with positive or negative results of Appropriate
an exercise ECG stress test or negative results of stress imaging testing with
SPECT or echocardiography, but persistent chest pain syndrome
135 Symptomatic young women (age < 45 y) with positive or negative results of an Appropriate
exercise ECG stress test, who have atherosclerosis or nonobstructive CAD as
shown by angiography, but persistent chest pain syndrome
136 Symptomatic young women (age < 45 y) with positive or negative results of an Appropriate
exercise ECG stress test and normal results of coronary angiography, but
persistent chest pain syndrome
137 Symptomatic young women with positive or negative results of an exercise Appropriate
ECG stress test and normal SPECT perfusion findings, but persistent chest
pain syndrome
Symptomatic young men (age < 40 y)
138 Symptomatic young men (age < 40 y) with negative results of stress—rest imaging Appropriate

testing with SPECT or echocardiography, but persistent chest pain syndrome

AUC for PET MPI ¢ Schindler et al.
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TABLE 8 (Continued)

Scenario no. Description Appropriateness  Score

139 Symptomatic young men (age < 40 y) with positive or negative results of an Appropriate 8
exercise ECG stress test, who have atherosclerosis, nonobstructive CAD, and
persistent chest pain syndrome

140 Symptomatic young men (age < 40 y) with positive or negative results of an Appropriate 7
exercise ECG stress test and normal results on a coronary angiogram, but
persistent chest pain syndrome

Children and adolescents with congenital heart disease

141 In children and adolescents with congenital heart disease that could compromise Appropriate 8
the blood flow supply to the heart, exercise echocardiography, because of the
absence of any radiation exposure, should be given preference. If exercise
echocardiography is not feasible, then exercise and rest perfusion SPECT is
an option. If the patient cannot exercise or the congenital heart disease may
compromise the blood flow supply independent of exercise stress, then
stress-only or stress—rest perfusion PET is a viable option because of its
low radiation exposure.

Patients with familial hypercholesterolemia

142 Symptomatic individuals with familial hypercholesterolemia with negative Appropriate 7
stress—rest imaging findings, but persistent chest pain syndrome

143 Symptomatic individuals with familial hypercholesterolemia with positive or Appropriate 8
negative results of an exercise ECG stress test, who have atherosclerosis
and nonobstructive CAD, but persistent chest pain

144 Symptomatic individuals with familial hypercholesterolemia with positive or Appropriate 7
negative results of an exercise ECG stress test and normal results on a
coronary angiogram, but persistent chest pain

145 Symptomatic individuals with familial hypercholesterolemia with positive or Appropriate 7
negative results of an exercise ECG stress test who have no coronary artery
calcifications on noncontrast CCT

146 Symptomatic individuals with familial hypercholesterolemia and positive or Appropriate 8
negative results of an exercise ECG stress test who have coronary artery
calcifications on noncontrast CCT

147 Asymptomatic individuals with familial hypercholesterolemia with positive or Rarely Appropriate 2
negative results of an exercise ECG stress test

Symptomatic patients with CAD with known left main or multivessel disease
148 Symptomatic patients with known left main or multivessel disease as shown by ICA  Appropriate 9

149 Symptomatic patients with CAD in the left main segment or in all 3 vessels as Appropriate 9
shown by noninvasive CTA

150 Symptomatic patients with coronary artery calcifications in the left main segment Appropriate 9
or in all 3 vessels as shown by noncontrast CCT

Asymptomatic patients with CAD with known left main or multivessel disease

151 Asymptomatic patients with known left main or multivessel disease as shown May be Appropriate 6
by coronary angiography

152 Asymptomatic patients with pronounced coronary calcifications in the left main Appropriate 7
or in all 3 main vessels as shown by noncontrast CCT

153 Asymptomatic patients with mild coronary calcifications in the left main or Rarely Appropriate 3
in all 3 main vessels as shown by noncontrast CCT

Patients who have undergone CABG

154 Symptomatic patients after undergoing CABG: stress-rest perfusion PET Appropriate 8
if exercise SPECT cannot be performed

155 Symptomatic patients after undergoing CABG: stress-rest perfusion PET Appropriate 9
if exercise SPECT is equivocal

156 Asymptomatic patients within 5 y of undergoing CABG Rarely Appropriate 2

157 Asymptomatic patients = 5 y after undergoing CABG May be Appropriate 6
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TABLE 8 (Continued)

Scenario no. Description Appropriateness  Score

Patients who have undergone PCI in multivessel disease

158 Symptomatic patients with known multivessel disease who have undergone PCI, Appropriate 8
in whom exercise SPECT cannot be performed

159 Symptomatic patients with known multivessel disease who have undergone PCI Appropriate 9
and who have equivocal exercise SPECT results

160 Asymptomatic patients within 2 y of undergoing PCI, in whom the diagnostic Rarely Appropriate 2
yield of stress-rest perfusion PET would be low or nonexistent

161 Asymptomatic patients = 2 y after undergoing PCI May be Appropriate 6

Use of rest or stress-rest perfusion in patients in conjunction with '8F-FDG PET to assess cardiac sarcoidosis

162 Patients with suspected cardiac sarcoidosis: rest perfusion PET as an integral

Appropriate 8

part of the 8F-FDG PET protocol in the detection and characterization of

cardiac sarcoidosis
163

Patients with suspected cardiac sarcoidosis and concurrent chest pain symptoms

Appropriate 8

or dyspnea, who are undergoing rest perfusion and the '8F-FDG PET protocol:

addition of stress perfusion PET

Use of rest or stress-rest perfusion in patients in conjunction with 8F-FDG PET to assess myocardial viability

164

Patients with assessment of myocardial viability in ischemic cardiomyopathy: rest

Appropriate 9

or stress perfusion PET as an integral part of the '8F-FDG PET protocol in the
detection and characterization of myocardial viability

Symptomatic patients who are apparent nonresponders to pharmacologic vasodilation with a need to change to

dobutamine stress testing
165

Symptomatic patients with an intermediate probability of CAD who are undergoing

Rarely Appropriate 3

functional testing with myocardial perfusion SPECT or PET during pharmacologic
stimulation and rest: repeat imaging test with PET but with dobutamine
stimulation if there is no hemodynamic response (change in arterial blood
pressure or no heart rate increase) during pharmacologic vasodilator stress

Symptomatic patients with transplant vasculopathy
166

Symptomatic patients or patients with suspected cardiac graft rejection

Appropriate 8

Symptomatic patients with vasculitis and arteritis (Kawasaki and Takayasu disease)

167

Symptomatic patients with suspected vasculitis and arteritis

Appropriate 8

MPI investigations in obesity (29,39,114,120) also emphasize
incremental adverse outcomes in the presence of CMD in obe-
sity. Given the high diagnostic accuracy of CAD detection, the
relatively low radiation exposure in these 2 specific populations, the
concurrent assessment of CMD that conveys important diagnostic
and prognostic information, and the possibility of intensifying pre-
ventive medical care to improve or even normalize CMD with
improved control of symptoms and likely improved outcome,
these scenarios were commonly deemed appropriate.

The following scenarios address advanced obesity (BMI > 35
kg/m?).

Scenario 119: Symptomatic patients with advanced obesity
(BMI > 35 kg/m2) (Score 9 — Appropriate)

In symptomatic patients with advanced obesity (BMI > 35 kg/m?),
stress—rest PET MPI can be performed to assess macro- and micro-
vascular CAD disease. The reasoning behind this is that it has the
highest diagnostic accuracy in the detection of flow-limiting CAD
among all noninvasive imaging modalities (134, 144,151). In addition,
the concurrent assessment of MFR provides important information
about the presence of CMD as a potential substrate for angina symp-
toms (2,3,102,104). Such symptomatic patients without obstructive
CAD but with CMD may benefit from ACE-I, ARB, or ranolazine to
improve hyperemic flow and symptoms (2,3,121,123,124,126,127).

From the available outcome data for CMD (29,39,114,120) and, in
particular, from the point of view of the clinical decision-making
process and treatment consequences, this scenario was scored as
appropriate (score 9).

Scenario 120: Symptomatic patients with advanced obesity
(BMI > 35 kg/m2) who have atherosclerosis or nonobstructive
CAD as shown by coronary angiography (invasive or noninva-
sive) (Score 8 — Appropriate)

In symptomatic patients with advanced obesity (BMI > 35 kg/m?)
who have atherosclerosis or nonobstructive CAD as shown by coronary
angiography (invasive or noninvasive), stress—rest PET MPI can be
performed to identify CMD as a potential substrate for angina symp-
toms (2,3,102,104). The prevalence of CMD may be as high as 60%
(102,104). Such symptomatic patients without obstructive CAD but
with CMD may benefit from ACE-I, ARB, or ranolazine to improve
hyperemic flow and symptoms (2,3,121,123,124,126,127). From the
available outcome data for CMD (39,//4) and, in particular, from
the point of view of the clinical decision-making process and treatment
consequences, this scenario was scored as appropriate (score 8).

Scenario 121: Symptomatic patients with advanced obesity (BMI
> 35 kg/m2) and normal coronary angiography results (invasive
or noninvasive) (Score 7 — Appropriate)
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In symptomatic patients with advanced obesity (BMI > 35 kg/m?)
and normal coronary angiography results (invasive or noninvasive),
stress—rest PET MPI can be performed to identify CMD as a potential
substrate for angina symptoms (2,3,102,104). The prevalence of
CMD in such patients appears to be marked (/02,104), even without
evidence of any atherosclerotic process in the coronary vessels, which
conveys important prognostic information (//4). From the available
outcome data for CMD (39,114), the high diagnostic accuracy of PET
perfusion imaging in this specific population (29,/44), and the point
of view of the clinical decision-making process and treatment conse-
quences, this scenario was scored as appropriate (score 7).

Scenario 122: Symptomatic patients with advanced obesity (BMI
> 35 kg/m?2) and equivocal findings on stress—rest myocardial
perfusion SPECT (Score 9 — Appropriate)

In symptomatic patients with advanced obesity (BMI > 35 kg/m?)
and equivocal findings on stress—rest myocardial perfusion SPECT,
an additional stress—rest PET MPI can be performed for definitive
evaluation of the presence or absence of obstructive CAD because
PET has the highest diagnostic accuracy in the detection of flow-
limiting CAD in this specific population (29, 134,144). The concur-
rent assessment of MFR provides important information about the
presence of CMD as a potential substrate for angina symptoms
(2,3,102,104). From the available outcome data (39,71/4), clinical
decision-making process, and treatment consequences, this scenario
was scored as appropriate (score 9).

Scenario 123: Asymptomatic patients with advanced obesity
(BMI > 35 kg/m2) who are at high cardiovascular risk when
undergoing noncardiac surgery (Score 7 — Appropriate)

In asymptomatic patients with advanced obesity (BMI > 35 kg/m?)
who are at high cardiovascular risk when undergoing noncardiac
surgery, stress—rest cardiac perfusion PET can be seen as the best
noninvasive perfusion imaging modality for preoperative cardiac
risk stratification. From the available outcome data (39,114), standard
clinical practice (28), and treatment consequences, this scenario was
scored as appropriate (score 7).

Scenario 124: Asymptomatic patients with advanced obesity (BMI
> 35 kg/m2) who are at intermediate cardiovascular risk
when undergoing noncardiac surgery (Score 5 — May be
Appropriate)

In asymptomatic patients with advanced obesity (BMI > 35 kg/
m?) who are at intermediate cardiovascular risk when undergoing
noncardiac surgery, stress—rest cardiac perfusion PET can be seen
as the best noninvasive perfusion imaging modality for preopera-
tive cardiac risk stratification. From the available outcome data
(39,114), standard clinical practice (28), and treatment conse-
quences, this scenario was scored as may be appropriate (score 5).

Scenario 125: In asymptomatic patients with advanced obesity
(BMI > 35 kg/m2) who are at low cardiovascular risk when
undergoing noncardiac surgery (Score 2 — Rarely Appropriate)

In asymptomatic patients with advanced obesity who are at low
cardiovascular risk when undergoing noncardiac surgery, stress—
rest cardiac perfusion PET can be seen as the best noninvasive
perfusion imaging modality for preoperative cardiac risk stratifi-
cation but is rarely appropriate (score 2).

The following scenarios address women with large breasts or
with dense breast tissue that causes attenuation artifacts.
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Scenario 126: Symptomatic women with large breasts or dense
breast tissue (Score 8 — Appropriate)

In symptomatic women with large breasts or dense breast tissue,
stress—rest PET MPI can be performed, as it has the highest di-
agnostic accuracy in the detection of flow-limiting CAD among all
noninvasive imaging modalities and the lowest radiation exposure, in
particular for the breast (29,/44). In addition, the concurrent assess-
ment of MFR provides important information about the presence of
CMD as a potential substrate for angina symptoms. From the avail-
able outcome data (39,108,113,135-143), clinical decision-making
process, and treatment consequences (2,3,121,123,124,126,127), this
scenario was scored as appropriate (score 8).

Scenario 127: Symptomatic women with large breasts or dense
breast tissue who have atherosclerosis or nonobstructive
CAD as shown by angiography (invasive or noninvasive)
(Score 8 — Appropriate)

In symptomatic women with large breasts or dense breast tissue
who have atherosclerosis or nonobstructive CAD as shown by
angiography (invasive or noninvasive), stress—rest PET MPI and
PET/CT can be performed, as the concurrent assessment of MFR
provides important information about the presence of CMD as a
potential substrate for angina symptoms (2,3,102,104). The prev-
alence of CMD may be as high as 60% (102,104). Such symp-
tomatic patients without obstructive CAD but with CMD may
benefit from ACE-I, ARB, or ranolazine to improve hyperemic
flow and symptoms (2,3,121,123,124,126,127). From the available
outcome data of CMD (39,108,113,135-143) and in view of the
clinical decision-making process and treatment consequences, this
scenario was scored as appropriate (score 8).

Scenario 128: Symptomatic women with large breasts or dense
breast tissue and normal coronary angiography results (in-
vasive or noninvasive) (Score 7 — Appropriate)

In symptomatic women with large breasts or dense breast tissue
and normal coronary angiography results (invasive or noninva-
sive), stress—rest PET MPI and PET/CT can be performed, as the
concurrent assessment of MFR provides important information
about the presence of CMD as a potential substrate for angina
symptoms (2,3,102,104). Microvascular disease in postmeno-
pausal women is common, even with completely normal coronary
angiogram results. Such symptomatic patients with normal coro-
nary angiogram results but with CMD may benefit from ACE-I,
ARB, or ranolazine to improve hyperemic flow and symptoms
(2,3,121,123,124,126,127). From the available outcome data for
CMD (39,108,113,135-143) and in view of the clinical decision-
making process and treatment consequences, this scenario was
scored as appropriate (score 7).

Scenario 129: Symptomatic women with large breasts or dense
breast tissue who have normal results on stress—rest myocardial
perfusion SPECT (Score 7 — Appropriate)

In symptomatic women with large breasts or dense breast tissue
who have normal results on stress-rest myocardial perfusion
SPECT, an additional stress—rest PET MPI/CT can be performed,
as the concurrent assessment of MFR provides important information
about the presence of CMD as a potential substrate for angina symptoms
(2,3,102,104). Normal results on perfusion SPECT cannot rule out CMD.
Given the outcome data (39,108,113,135-143), clinical decision-making
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process, and treatment options (2,3,121,123,124,126,127), this scenario
was scored as appropriate (score 7).

Scenario 130: Symptomatic women with large breasts or dense
breast tissue who have equivocal findings on stress—rest
myocardial perfusion SPECT (Score 9 — Appropriate)

In symptomatic women with large breasts or dense breast tissue
who have equivocal findings on stress—rest myocardial perfusion
SPECT, an additional stress—rest PET MPI can be performed for
definitive evaluation of the presence or absence of obstructive CAD
because PET has the highest diagnostic accuracy in the detection of
flow-limiting CAD in such conditions (29,/44). The concurrent as-
sessment of MFR provides important information about the presence
of CMD as a potential substrate for angina symptoms (2,3,102,104).
Given the outcome data (39,108,113,135—-143), clinical decision-
making process, and treatment options (2,3,121,123,124,126,127),
this scenario was scored as appropriate (score 9).

Scenario 131: Asymptomatic women with large breasts or dense
breast tissue who are at high cardiovascular risk when un-
dergoing noncardiac surgery (Score 7 — Appropriate)

In asymptomatic women with large breasts or dense breast
tissue who are at high cardiovascular risk when undergoing
noncardiac surgery, stress—rest cardiac perfusion PET can be seen
as the best noninvasive perfusion imaging modality for preopera-
tive cardiac risk stratification. From the available outcome data
(39,108,113,135—-143), standard clinical practice (28), and treatment
consequences, this scenario was scored as appropriate (score 7).

Scenario 132: Asymptomatic women with large breasts or dense
breast tissue who are at intermediate cardiovascular risk
when undergoing noncardiac surgery (Score 5 — May be
Appropriate)

In asymptomatic women with large breasts or dense breast tissue
who are at intermediate cardiovascular risk when undergoing non-
cardiac surgery, stress—rest cardiac perfusion PET can be seen as the
best noninvasive perfusion imaging modality for preoperative cardiac
risk stratification. From the available outcome data (39,108,113,135—
143), standard clinical practice (28), and treatment consequences, this
scenario was scored as may be appropriate (score 5).

Scenario 133: Asymptomatic women with large breasts or dense
breast tissue who are at low cardiovascular risk when un-
dergoing noncardiac surgery (Score 2 — Rarely Appropriate)

In asymptomatic women with large breasts or dense breast tissue
who are at low cardiovascular risk when undergoing noncardiac
surgery, stress—rest cardiac perfusion PET can be seen as the best
noninvasive perfusion imaging modality for preoperative cardiac risk
stratification. From the available outcome data (39,108,113,135-143),
standard clinical practice (28), and treatment consequences, this sce-
nario was scored as rarely appropriate (score 2).

Clinical Scenarios 134—140: Symptomatic Young Women and
Young Men. In symptomatic young women (age < 45 y) and
young men (age < 40 y) (scenarios 134-140), the application of
PET MPI may be seen as helpful for the identification of CMD in
the absence of obstructive and flow-limiting CAD. In such patients
who have undergone a traditional exercise ECG stress test in
conjunction with a SPECT or echocardiography stress test or non-
invasive CTA without evidence of obstructive CAD, PET MPI
seems to be appropriate for the identification of CMD as a poten-
tial substrate for recurrent chest pain that may be amenable to

intensified preventive and vasoactive medical care of cardiovascu-
lar risk factors with statins, ACE-I, or ARB (2,3,121). In the
absence of cardiovascular risk factors, symptoms may be con-
trolled with calcium antagonists (/27) or ranolazine (/25,127).
Given the outcome data for CMD about cardiovascular risk in
individuals at this younger age (3,29,39,46,48,114,118,120), the
relatively low radiation burden with PET MPI, and the possibility
of intensifying preventive medical care to improve or even normalize
CMD with improved control of symptoms and likely improved out-
come, these scenarios were commonly deemed appropriate but only
when obstructive CAD has been excluded. A specific assessment of
CMD appears to be needed in the appropriate clinical context.
The following scenarios address young women (age < 45 y).

Scenario 134: Symptomatic young women (age < 45 y) with
positive or negative results of an exercise ECG stress test
or negative results of stress imaging testing with SPECT or
echocardiography, but persistent chest pain syndrome
(Score 8 — Appropriate)

In symptomatic young women (age < 45 y) with positive or
negative results of an exercise ECG stress test or negative results
of stress imaging testing with SPECT or echocardiography but
persistent chest pain syndrome, stress—rest MPI is seen as the first
choice for the evaluation of CAD because PET is commonly done
with pharmacologic vasodilator stress or, in rare instances, with
dobutamine stress provocation. In the case of normal perfusion
findings on SPECT images and persistent chest pain syndrome,
an additional stress—rest PET MPI can be done to assess MFR and
thus the presence of CMD as a potential substrate for angina symp-
toms (2,3,102,104). Such symptomatic patients without obstructive
CAD but with CMD may benefit from ACE-I, ARB, or ranolazine to
improve hyperemic flow and symptoms. From the available outcome
data for CMD (39,108,113,135-143), clinical decision-making pro-
cess, and treatment consequences (2,3,121,123,124,126,127), this sce-
nario was scored as appropriate (score 8).

Scenario 135: Symptomatic young women (age < 45 y) with
positive or negative results of an exercise ECG stress test,
who have atherosclerosis or nonobstructive CAD as shown
by angiography, but persistent chest pain syndrome (Score
8 — Appropriate)

In symptomatic young women (age < 45 y) with positive or
negative results of an exercise ECG stress test, who have athero-
sclerosis or nonobstructive CAD as shown by angiography but
persistent chest pain syndrome, stress—rest PET MPI can be per-
formed to assess MFR and thus the presence of CMD as a potential
substrate for angina symptoms (2,3,102,104). Such symptomatic
patients without evidence of CAD but with CMD may benefit from
ACE-I, ARB, or ranolazine to improve hyperemic flow and symp-
toms (2,3,121,123,124,126,127). From the available outcome data
for CMD (39,108,113,135-143), clinical decision-making process,
and treatment consequences, this scenario was scored as appropriate
(score 8).

Scenario 136: Symptomatic young women (age < 45 y) with
positive or negative results of an exercise ECG stress test
and normal coronary angiography results, but persistent
chest pain syndrome (Score 7 — Appropriate)

In symptomatic young women (age < 45 y) with positive or
negative results of an exercise ECG stress test and normal coronary
angiography results but persistent chest pain syndrome, stress—rest
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PET MPI can be performed to assess MFR and thus the presence of
CMD as a potential substrate for angina symptoms (2,3,102,104).
Despite normal coronary angiogram results, CMD in this population
is frequently encountered (/02,104). Such symptomatic patients
may benefit from ACE-I, ARB, or ranolazine to improve hyperemic
flow and symptoms (2,3,121,123,124,126,127). From the available
outcome data for CMD (39,108,113,135-143), clinical decision-
making process, and treatment consequences, this scenario was
scored as appropriate (score 7).

Scenario 137: Symptomatic young women (age < 45 y) with
positive or negative results of an exercise ECG stress test
and normal SPECT perfusion findings, but persistent chest
pain syndrome (Score 8 — Appropriate)

In symptomatic young women (age < 45 y) with positive or
negative results of an exercise ECG stress test and normal SPECT
perfusion findings but persistent chest pain syndrome, stress—rest
perfusion PET can be performed to identify CMD as a potential
substrate for angina symptoms (2,3,102,104). Findings of the ex-
ercise ECG stress test are nonspecific and normal perfusion find-
ings with SPECT do not rule out CMD. Such symptomatic
patients without obstructive CAD but with CMD may benefit from
ACE-I, ARB, or ranolazine to improve hyperemic flow and symp-
toms (2,3,121,123,124,126,127). From the available outcome data
for CMD (39,108,113,135-143) and in view of the clinical de-
cision-making process and treatment consequences, this scenario
was scored as appropriate (score 8).

The following scenarios address young men (age < 40 y).

Scenario 138: Symptomatic young men (age < 40 y) with
negative results of stress—rest imaging testing with SPECT or
echocardiography, but persistent chest pain syndrome (Score
8 — Appropriate)

In symptomatic young men (age < 40 y) with negative results
of stress—rest imaging testing with SPECT or echocardiography
but persistent chest pain syndrome, an additional stress—rest PET
MPI is seen as first choice for the evaluation of CAD. An addi-
tional stress—rest PET MPI to assess MFR enables the identifica-
tion of CMD that may reflect a functional substrate for chest pain
amenable to medical treatment (2,3,/02,104). Such symptomatic
patients without obstructive CAD but with CMD may benefit from
ACE-I, ARB, or ranolazine to improve hyperemic flow and symp-
toms (2,3,121,123,124,126,127). From the available outcome data
for CMD (29,39,46,48,114,118,120) and in view of the clinical
decision-making process and treatment consequences, this sce-
nario was scored as appropriate (score 8).

Scenario 139: Symptomatic young men (age < 40 y) with
positive or negative results of an exercise ECG stress test,
who have atherosclerosis, nonobstructive CAD, and persistent
chest pain syndrome (Score 8 — Appropriate)

In symptomatic young men (age < 40 y) with positive or nega-
tive results of an exercise ECG stress test, who have atherosclerosis,
nonobstructive CAD, and persistent chest pain syndrome, stress—
rest PET MPI can be performed to assess MFR and thus the pres-
ence of CMD as a potential substrate for angina symptoms
(2,3,102,104). The prevalence of CMD may be as high as 60%
(102). Such symptomatic patients without obstructive CAD but with
CMD may benefit from ACE-I, ARB, or ranolazine to improve
hyperemic flow and symptoms (2,3,121,123,124,126,127). From
the available outcome data for CMD (29,39,46,48,114,118,120),
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and in view of the clinical decision-making process and treatment
consequences, this scenario was scored as appropriate (score 8).

Scenario 140: Symptomatic young men (age < 40 y) with
positive or negative results of an exercise ECG stress test
and normal results on a coronary angiogram, but persistent
chest pain syndrome (Score 7 — Appropriate)

In symptomatic young men (age < 40 y) with positive or negative
results of an exercise ECG stress test and normal coronary angiogram
results, but persistent chest pain syndrome, stress—rest PET MPI can
be performed to assess MFR and thus the presence of CMD as a
potential substrate for angina symptoms (2,85,102,104,105). Despite
normal coronary angiogram results (/02), CMD may be frequently
encountered in this population. Such symptomatic patients without
any evidence of CAD but with CMD may benefit from ACE-I,
ARB, or ranolazine to improve hyperemic flow and symptoms
(2,3,121,123,124,126,127). From the available outcome data for
CMD (29,39,46,48,114,118,120), and in view of the clinical deci-
sion-making process and treatment consequences, this scenario was
scored as appropriate (score 7).

Clinical Scenario 141: Children and Adolescents with Congenital
Heart Disease. In symptomatic children and adolescents patients with
congenital heart disease (scenario 141), exercise stress testing with
imaging is seen as a first option to verify whether the congenital heart
disease may affect blood flow to the heart during daily activities and
exercise (152—154). If the patient cannot exercise or the congenital
heart disease may compromise the blood flow supply independent of
exercise stress, then stress-only or stress—rest perfusion PET was seen
as a viable option because of its low radiation exposure, and the
indication for PET MPI was deemed appropriate.

Scenario 141: Symptomatic children and adolescents with con-
genital heart disease (Score 8 — Appropriate)

In symptomatic children and adolescents with congenital heart
disease that could compromise the blood flow supply to the heart,
exercise echocardiography should be given preference because of
the absence of any radiation exposure. If exercise echocardiogra-
phy is not feasible, then exercise and rest perfusion SPECT is an
option. If the patient cannot exercise or the congenital heart
disease may compromise the blood flow supply independent of
exercise stress, then stress-only or stress-rest perfusion PET is a
viable option because of its low radiation exposure (score 8).

Clinical Scenarios 142—147: Patients with Familial Hypercho-
lesterolemia. In symptomatic patients with familial hypercholes-
terolemia (scenarios 142-146) without evidence of obstructive
CAD by imaging, no specific outcome data are available. None-
theless, the application of PET MPI was deemed appropriate to
identify CMD as a potential substrate for angina symptoms in
persistent chest pain syndrome (2,85,102,105,145-148) amenable
to intensified preventive and vasoactive medical care with statins
or ranolazine (2,3,121,126,127) to control symptoms and to po-
tentially improve outcome, respectively.

Conversely, in asymptomatic individuals with familial hyper-
cholesterolemia (scenario 147), the application of PET MPI was
deemed rarely appropriate. In rare instances, however, despite the
absence of symptoms, PET MPI may be indicated for cardiovas-
cular risk stratification if there is a positive family history of CAD.

Scenario 142: Symptomatic individuals with familial hypercho-
lesterolemia and negative stress—rest imaging findings but
persistent chest pain syndrome (Score 7 — Appropriate)
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In symptomatic individuals with familial hypercholesterolemia
and negative stress—rest SPECT imaging or echocardiographic find-
ings, but persistent chest pain syndrome, an additional stress—rest PET
MPI can be performed to assess MFR and thus the presence of CMD
as a potential substrate for angina symptoms (2,85,102,104,105) and
cardiovascular risk stratification (29,39,46,48,114,118,120). Such
symptomatic patients without evidence of obstructive CAD but
with CMD may benefit from ACE-I, ARB, or ranolazine to im-
prove hyperemic flow and symptoms (2,3,121,123,124,126,127).
From the available outcome data for CMD, clinical decision-mak-
ing process, and treatment consequences, this scenario was scored
as appropriate (score 7).

Scenario 143: Symptomatic individuals with familial hypercho-
lesterolemia and positive or negative results of an exercise
ECG stress test, who have atherosclerosis and nonobstruc-
tive CAD, but persistent chest pain (Score 8 — Appropriate)

In symptomatic individuals with familial hypercholesterolemia
and positive or negative results of an exercise ECG stress test, who
have atherosclerosis and nonobstructive CAD, but persistent chest
pain, stress—rest PET MPI can be performed to assess MFR and
thus the presence of CMD as a potential substrate for angina
symptoms (2,85,102,104,105) and cardiovascular risk stratifica-
tion (29,39,46,48,114,118,120). The prevalence of CMD may be
as high as 60% (102). Such symptomatic patients without obstructive
CAD but with CMD may benefit from ACE-I, ARB, or ranolazine to
improve hyperemic flow and symptoms (2,3,121,123,124,126,127).
From the available outcome data for CMD and in view of the clinical
decision-making process and treatment consequences, this scenario
was scored as appropriate (score 8).

Scenario 144: Symptomatic individuals with familial hypercho-
lesterolemia and positive or negative results of an exercise
ECG stress test and normal results on a coronary angiogram,
but persistent chest pain (Score 7 — Appropriate)

In symptomatic individuals with familial hypercholesterolemia
and positive or negative results of an exercise ECG stress test and
normal coronary angiogram results, but persistent chest pain, stress—rest
PET MPI can be performed to assess MFR and thus the presence of
CMD as a potential substrate for angina symptoms (2,85,102,104,105)
and cardiovascular risk stratification (29,39,46,48,114,119,120).
Despite normal coronary angiogram results, CMD in this popula-
tion is frequently encountered (/02). Such symptomatic patients
with normal coronary arteries but with CMD may benefit from
ACE-I, ARB, or ranolazine to improve hyperemic flow and symp-
toms (2,3,121,123,124,126,127). From the available outcome data
for CMD, clinical decision-making process, and treatment conse-
quences, this scenario was scored as appropriate (score 7).

Scenario 145: Symptomatic individuals with familial hypercho-
lesterolemia and positive or negative results of an exercise
ECG stress test, who have no coronary artery calcifications
on noncontrast cardiac CT (CCT) (Score 7 — Appropriate)

In symptomatic individuals with familial hypercholesterolemia
and positive or negative results of an exercise ECG stress test, who
have no coronary artery calcifications on noncontrast CCT, stress—
rest PET MPI can be performed to assess obstructive CAD (albeit
this is less likely with the absence of coronary artery calcifications)
and to measure MFR and thus the presence of CMD as a potential
substrate for angina symptoms (2,85,102,104,105) and cardiovascu-
lar risk stratification (29,39,46,48,114,118,120). Despite the absence

of coronary artery calcifications on noncontrast CCT, CAD may be
present and CMD in this population is frequently encountered
(102). Such symptomatic patients without apparent CAD but with
CMD may benefit from ACE-I, ARB, or ranolazine to improve
hyperemic flow and symptoms (2,3,121,123,124,126,127). From
the available outcome data for CMD, clinical decision-making pro-
cess, and treatment consequences, this scenario was scored as ap-
propriate (score 7).

Scenario 146: Symptomatic individuals with familial hypercho-
lesterolemia and positive or negative results of an exercise
ECG stress test, who have coronary artery calcifications on
noncontrast CCT (Score 8 — Appropriate)

In symptomatic individuals with familial hypercholesterolemia
with positive or negative results of an exercise ECG stress test,
who have coronary artery calcifications on noncontrast CCT, stress—
rest PET MPI can be performed to identify obstructive CAD and, if
perfusion results are normal, to assess CMD as a potential substrate
for angina symptoms (2,85,102,104,105) and for cardiovascular risk
stratification (29,39,46,48,114,118,120). Cardiac perfusion PET may
be given preference over stress—rest SPECT because of its low radi-
ation exposure and added value of CMD assessment. CMD in this
population is frequently encountered (/02). Such symptomatic pa-
tients with coronary artery calcifications but with CMD may benefit
from ACE-I, ARB, or ranolazine to improve hyperemic flow and
symptoms (2,3,121,123,124,126,127). From the available outcome
data for CMD, clinical decision-making process, and treatment con-
sequences, this scenario was scored as appropriate (score 8).

Scenario 147: Asymptomatic individuals with familial hyper-
cholesterolemia and positive or negative results of an exercise
ECG stress test (Score 2 — Rarely Appropriate)

In asymptomatic individuals with familial hypercholesterolemia
and positive or negative results of an exercise ECG stress test,
stress—rest PET MPI may be used in rare instances for cardiovas-
cular risk stratification if a positive familial history of CAD is
present. In the absence of outcome data, given the clinical-deci-
sion making process and treatment options, this scenario was
scored as rarely appropriate (score 2).

Clinical Scenarios 148—150: Symptomatic Patients with CAD
with Known Left Main or Multivessel Disease. In symptomatic
CAD patients with known left main or multivessel disease (scenarios
148-150), the application of PET MPI affords the advantage of high
diagnostic accuracy, concurrent evaluation of myocardial perfusion
(radiotracer uptake) and regional MFR, and wall motion assessment
at peak pharmacologic stress (2,8,10,29,35,37,39). Given these advan-
tages of stress—rest perfusion PET over other imaging modalities that
may profoundly affect the diagnostic accuracy, decision-making pro-
cess, and treatment options, its application was deemed appropriate.

Scenario 148: Symptomatic patients with known left main or
multivessel disease as shown by ICA (Score 9 — Appropriate)

In symptomatic patients with known left main or multivessel
disease as shown by ICA, stress-rest perfusion PET not only
determines the relative radiotracer uptake (perfusion distribu-
tion) of the left ventricle, but it also quantifies MFR and deter-
mines LV wall motion at peak stress. Alternatively, dobutamine
echocardiography is a viable option if patients have normal LV
function and are suitable for this technique. Stress—rest myocar-
dial perfusion SPECT may miss diffuse ischemia induced by left
main or multivessel disease, as the relative radiotracer uptake
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may be homogeneous and ischemia-induced hypokinesis or aki-
nesis may have resolved 40 min after stress at image acquisition
of ?mT¢ SPECT. Given the advantages of stress—rest perfusion
PET over other imaging modalities that may profoundly affect
the diagnostic accuracy (2,8,10,29,35,37,39), decision-making
process, and treatment options, this scenario was scored as ap-
propriate (score 9).

Scenario 149: Symptomatic patients with CAD in the left main
segment or in all 3 vessels as shown by noninvasive CTA
(Score 9 — Appropriate)

In symptomatic patients with CAD in the left main segment or
in all 3 vessels as shown by noninvasive CTA (56,155,156), stress—
rest perfusion PET can be performed, as it may be seen as the most
accurate and cost-effective noninvasive imaging modality in this
condition. Given the advantages of stress—rest perfusion PET over
other imaging modalities (as mentioned in scenario 148) that may
profoundly affect the diagnostic accuracy (2,8,10,29,35,37,39),
decision-making process, and treatment options, this scenario
was scored as appropriate (score 9).

Scenario 150: Symptomatic patients with coronary artery calci-
fications in the left main segment or in all 3 vessels as shown
on noncontrast CCT (Score 9 — Appropriate)

In symptomatic patients with coronary artery calcifications in the left
main segment or in all 3 vessels as shown on noncontrast CCT
(56,155,156), stress—rest perfusion PET can be performed, as it may be
seen as the most accurate and cost-effective noninvasive imaging mo-
dality in this condition. Given the advantages of stress—rest perfusion
PET over other imaging modalities (as mentioned in scenario 148) that
may profoundly affect the diagnostic accuracy (2,8,10,29,35,37,39),
decision-making process, and treatment options, this scenario was
scored as appropriate (score 9).

Clinical Scenarios 151-153: Asymptomatic Patients with CAD
with Known Left Main or Multivessel Disease. Conversely, in
asymptomatic patients with known left main or multivessel
disease (scenarios 151-153), the application of PET MPI may
be justified in view of the possibility of advanced CAD-induced
repetitive silent ischemia that may eventually lead to heart failure
or sudden cardiac death. Given the appropriate clinical context,
PET MPI may be indicated for this scenario.

Scenario 151: Asymptomatic patients with known left main or
multivessel disease as shown by coronary angiography (Score
6 — May be Appropriate)

In asymptomatic patients with known left main or multivessel
disease as shown by coronary angiography (56,155,156), stress—
rest perfusion PET can be performed to identify silent macro- or
microvascular CAD that could lead to heart failure or sudden
cardiac death. Although the patient is asymptomatic, the risk con-
stellation shown from coronary morphologic features with left
main or multivessel disease may necessitate further risk stratifica-
tion with evaluation for ischemia with stress—rest perfusion PET.
Given this scenario, stress—rest perfusion PET may be most help-
ful for further risk stratification (2,8,10,29,35,37,39) that poten-
tially affects the decision-making process and treatment options.
Thus, this scenario was scored as may be appropriate (score 6).

Scenario 152: Asymptomatic patients with pronounced coronary
calcifications in the left main or in all 3 main vessels as shown
by noncontrast CCT (Score 7 — Appropriate)
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In asymptomatic patients with pronounced coronary calcifica-
tions in the left main or in all 3 main vessels as shown on
noncontrast CCT (56,155,156), stress—rest perfusion PET can be
performed to identify silent macro- or microvascular CAD that
could lead to heart failure or sudden cardiac death. Although the
patient is asymptomatic, the risk constellation of pronounced cor-
onary calcifications in the left main or in all 3 main vessels ne-
cessitates further risk stratification by evaluation for ischemia with
stress—rest perfusion PET (2,8,10,29,35,37,39). Given the outcome
data, decision-making process, and treatment options, this sce-
nario was scored as appropriate (score 7).

Scenario 153: Asymptomatic patients with mild coronary cal-
cifications in the left main or in all 3 main vessels as shown
on noncontrast CCT (Score 3 — Rarely Appropriate)

In asymptomatic patients with mild coronary calcifications in the
left main or in all 3 main vessels as shown on noncontrast CCT
(56,155,156), stress—rest perfusion PET can be performed to assess
silent macro- or microvascular CAD. Patients who are asymptom-
atic and have mild coronary artery calcifications do not necessarily
have an increased risk for silent ischemia. Given the outcome data,
low influence on the decision-making process, and treatment op-
tions, this scenario was scored as rarely appropriate (score 3).

Clinical Scenarios 154—157: Patients Who Have Undergone
CABG. In symptomatic patients with CAD who have undergone
CABG, the application of PET MPI was deemed appropriate if
exercise SPECT cannot be performed (scenario 154), or if exercise
SPECT findings are equivocal (scenario 155) (27,28).

Conversely, in asymptomatic patients with CAD who have
undergone CABG, the application of PET MPI within 5 y of
CABG (scenario 156) was deemed as rarely appropriate (low
diagnostic yield), whereas for a =5-y period after CABG (sce-
nario 157) PET MPI may be appropriate for the detection of silent
ischemia due to the increased likelihood of occlusion of single
bypass grafts (27,28).

Scenario 154: Symptomatic patients after undergoing CABG:
stress—rest perfusion PET if exercise SPECT cannot be
performed (Score 8 —Appropriate)

In symptomatic patients who have undergone CABG, stress—
rest perfusion PET can be performed if exercise SPECT is not
feasible. From the outcome data (29,39,46,48,114,118,120),
advantages of stress—rest perfusion PET that may affect the de-
cision-making process (evaluation of each lesion for its hemody-
namic consequences with regional MFR assessment) (2,8,9,39),
and treatment options (redo CABG or PCI), this scenario was
scored as appropriate (score 8).

Scenario 155: Symptomatic patients after undergoing CABG:
stress—rest perfusion PET if exercise SPECT is equivocal
(Score 8 — Appropriate)

In symptomatic patients who have undergone CABG, stress—
rest perfusion PET can be performed if exercise SPECT is equiv-
ocal. Given the advantages of stress—rest perfusion PET, leading to
the highest diagnostic accuracy (2,8,9,39), this scenario was
scored as appropriate (score 8).

Scenario 156: Asymptomatic patients within 5 y of undergoing
CABG (Score 2 — Rarely Appropriate)

In asymptomatic patients within 5 y of undergoing CABG, the
diagnostic yield of stress—rest perfusion PET would be low or
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nonexistent (27,28). Thus, this scenario was scored as rarely ap-
propriate (score 2).

Scenario 157: Asymptomatic patients =5 y after undergoing
CABG (Score 6 — May be Appropriate)

In asymptomatic patients =5 y after undergoing CABG, stress—
rest perfusion PET can be performed, as there is a certain proba-
bility of silent ischemia because of the potential occlusion of
single bypass grafts. Given the severity of CAD and the numbers
of left internal mammary artery and saphenous vein graft bypasses
(27,28), this scenario was scored as may be appropriate (score 6).

Clinical Scenarios 158—161: Patients Who Have Undergone
PCI in Multivessel Disease. In symptomatic patients with CAD
who have undergone PCI in multivessel disease, the application of
PET MPI was deemed appropriate if exercise SPECT cannot be
performed (scenario 158), or if exercise SPECT findings are
equivocal (scenario 159) (27,28).

Conversely, in asymptomatic patients with CAD who have
undergone PCI in multivessel disease, the application of PET MPI
within 2 y of PCI (scenario 160) was deemed rarely appropriate
(low diagnostic yield), whereas at =2 y after PCI (scenario 161),
PET MPI may be appropriate for the detection of silent ischemia
because of the increased likelihood of silent ischemia from a novel
stenosis in the arterial vessels (27,28).

Scenario 158: Symptomatic patients with known multivessel
disease who have undergone PCI in whom exercise SPECT
cannot be performed (Score 8 — Appropriate)

In symptomatic patients with known multivessel disease who
have undergone PCI, stress—rest perfusion PET can be performed
if exercise SPECT is not feasible. From the outcome data
(29,39,46,48,114,118,120), the advantages of stress—rest perfu-
sion PET that may affect the decision-making process (evalua-
tion of each lesion for its hemodynamic consequences, with
regional MFR assessment) (2,8,9,39), and the treatment options
(redo CABG or PCI), this scenario was scored as appropriate
(score 8).

Scenario 159: Symptomatic patients with known multivessel
disease who have undergone PCI and who have equivocal
exercise SPECT results (Score 9 — Appropriate)

In symptomatic patients with known multivessel disease who
have undergone PCI, stress—rest perfusion PET can be performed
if exercise SPECT is equivocal. Given the advantages of stress—
rest perfusion PET, leading to the highest diagnostic accuracy
(2,8,9,39), this scenario was scored as appropriate (score 9).

Scenario 160: Asymptomatic patients within 2 y of undergoing
PCI (Score 2 — Rarely Appropriate)

In asymptomatic patients within 2 y of undergoing PCI, the
diagnostic yield of stress—rest perfusion PET would be low or
nonexistent (27,28). Thus, this scenario was scored as rarely ap-
propriate (score 2).

Scenario 161: Asymptomatic patients =2 y after undergoing
PCI (Score 6 — May be Appropriate)

In asymptomatic patients at =2 y after undergoing PCI, stress—
rest perfusion PET can be performed, as there is a certain proba-
bility of silent ischemia because of novel stenosis in the arterial
vessels. Given the complexity of CAD and number of PCIs that

include stents (27,28), this scenario was scored as may be appro-
priate (score 6).

Clinical Scenarios 162—163: Use of Rest or Stress—Rest PET
Perfusion in Patients in Conjunction with 'SF-FDG PET to Assess
Cardiac Sarcoidosis. In patients with suspected cardiac sarcoid-
osis (scenario 162), resting PET MPI is an integral part of the
I8F.FDG PET protocol in the detection and characterization of
cardiac sarcoidosis and thus this scenario was deemed appropriate
(86,157,158).

In patients with suspected cardiac sarcoidosis with angina or
chest pain symptoms or dyspnea that raises the suspicion for
concomitant CAD (scenario 163), adding stress MPI PET to rest
MPI and '8F-FDG PET was deemed appropriate (86,157-159).

Scenario 162: Patients with suspected cardiac sarcoidosis: rest
perfusion PET as an integral part of the '®F-FDG PET pro-
tocol in the detection and characterization of cardiac sar-
coidosis (Score 8 — Appropriate)

In patients with suspected cardiac sarcoidosis, resting perfusion
PET is an integral part of the '®F-FDG PET protocol in the de-
tection and characterization of cardiac sarcoidosis (86,157-159).
The presence of a relative perfusion abnormality may signify old
cardiac sarcoid activity as scarring or severe fibrosis, or it may
reflect severe edema in the acute setting. In addition, a so-called
mismatch between reduced perfusion and abnormal '8F-FDG up-
take with a typical location (basal segments of the LV wall) is
highly diagnostic for active inflammatory cardiac sarcoidosis.
Overall, adding rest MPI to '®F-FDG PET increases the diagnostic
yield, specificity, and reader confidence in the detection and char-
acterization of cardiac sarcoidosis (86,157,158). Thus, this sce-
nario was scored as appropriate (score 8).

Scenario 163: Patients with suspected cardiac sarcoidosis and
concurrent chest pain symptoms or dyspnea who are un-
dergoing rest perfusion and the '8F-FDG PET protocol:
addition of stress perfusion PET (Score 8§ — Appropriate)

In patients with suspected cardiac sarcoidosis who are un-
dergoing rest perfusion and the '8F-FDG PET protocol, stress
perfusion can be added in those with angina, chest pain symptoms,
or dyspnea that raises the suspicion for concomitant CAD
(86,157-159). Exercise or CAD-induced ischemia may lead to
regional '8F-FDG-uptake and thus false-positive findings in sar-
coid detection. False-positive findings on '3F-FDG PET images
can be avoided by acquiring stress (-rest) perfusion images the day
after '8F-FDG PET image acquisition to prevent interference with
the '8F-FDG PET examination (86,158). From the clinical deci-
sion-making process and treatment options, this scenario was
scored as appropriate (score 8).

Clinical Scenario 164: Use of Stress—Rest Perfusion in Patients
in Conjunction with '8F-FDG PET to Assess Myocardial Viability.

Scenario 164: Patients with assessment of myocardial viability
in ischemic cardiomyopathy: rest or stress perfusion PET as
an integral part of the '8F-FDG PET protocol in the detec-
tion and characterization of myocardial viability (Score 9 —
Appropriate)

In patients with assessment of myocardial viability in ischemic
cardiomyopathy, rest or stress perfusion PET is an integral part of
the 8F-FDG PET protocol in the detection and characterization of
myocardial viability. Concurrent resting perfusion assessment is
an integral part of the diagnostic process. '8F-FDG uptake may
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exceedingly increase in regions with ischemically compromised
viable or hibernation-stunned myocardium. Within the normaliza-
tion process of the '8F-FDG signal, the excessive uptake of '8F-
FDG may be upscaled (100%) and the remaining viable regions
therefore may be downscaled pretending regions with reduced
(albeit normal) viability. In some instances, the '8F-FDG uptake
may only occur in regions with viable but ischemically compro-
mised myocardium. Resting perfusion in these regions with low or
no '"8F-FDG uptake will be normal and thus indicate normal via-
bility (26,27). Adding stress perfusion assessment with PET may
add diagnostic value, as the hemodynamic effects of each CAD
lesion in multivessel disease can be evaluated by the concurrent
assessment of MFR, which may help in the decision-making pro-
cess for complete or incomplete revascularization (9). Thus, this
scenario was scored as appropriate (score 9).

Clinical Scenario 165: Patients Who Are Apparent Nonre-
sponders to Pharmacologic Vasodilation with a Need to Change to
Dobutamine Stress Testing.

Scenario 165: Symptomatic patients with an intermediate prob-
ability of CAD who are undergoing functional testing with
myocardial perfusion SPECT or PET during pharmacologic
stimulation and rest: repeat imaging test with PET but with
dobutamine stimulation if there is no hemodynamic re-
sponse (change in arterial blood pressure or no heart rate
increase) during pharmacologic vasodilator stress (Score 3 —
Rarely Appropriate)

This issue is controversial, but given the results of the Rampart
trial (/60) without a correlation among hyperemic coronary flow
increases and hemodynamic response during pharmacologic vaso-
dilator stress, this scenario was deemed rarely appropriate (score 3).

Clinical Scenario 166: Patients with Transplant Vasculopathy.

Scenario 166: Symptomatic patients or patients with suspected
cardiac graft rejection (Score 8§ — Appropriate)

In symptomatic patients or in those with suspected cardiac graft
rejection, PET MPI is unique, as it provides concurrent in-
formation about the presence of epicardial obstructive lesions
and potential reductions in MFR, reflecting diffuse transplant
vasculopathy and CMD (72,73,84,161). In addition, the identifi-
cation of the severity of CMD may provide critical information
about subclinical graft rejection (72). Given these advantages,
PET MPI was deemed appropriate (score 8).

Clinical Scenario 167: Patients with Vasculitis and Arteritis
(Kawasaki and Takayasu Disease).

Scenario 167: Symptomatic patients with suspected vasculitis
and arteritis (Score 8 — Appropriate)

In symptomatic patients with suspected vasculitis and arteritis,
PET MPI is unique, as it provides concurrent information about
the presence of epicardial obstructive lesions and potential
reductions in MFR, reflecting diffuse CMD. These patients have
a poor outcome if the coronary vessels are affected, leading to
ischemia and CMD (/52,162). Although no specific outcome data
are available related to cardiac perfusion PET, given the advantage
of PET MPI to concurrently assess CMD, this clinical scenario
was deemed appropriate (score 8).

Summary of Recommendations
These compiled clinical scenarios outline the appropriate use
of PET perfusion and flow quantification, and the reasons behind
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it, in specific populations. PET perfusion imaging has a high
diagnostic accuracy, sensitivity, and specificity not attained by
other imaging modalities when used in symptomatic individuals
with advanced obesity and in women with large dense breasts. In
addition, the concurrent assessment of microvascular (dys)func-
tion, in particular in postmenopausal women, adds important
diagnostic information and opens up treatment options when the
results of stress—rest PET MPI are normal (representing nonob-
structive or no CAD) in the same assessment. The low radiation
exposure of PET perfusion imaging also renders it more suitable
in these specific populations, as well as in younger ages and in
individuals with congenital heart disease (if exercise stress testing
is not needed). In symptomatic individuals with familial hyper-
cholesterolemia, PET perfusion imaging is commonly indicated to
rule out hemodynamically significant obstructive CAD and, at the
same time, to evaluate for the presence of CMD as a potential
cause for chest pain syndrome. Conversely, PET flow quantifica-
tion is not indicated for cardiovascular risk stratification in asymp-
tomatic individuals in this specific population. The reasoning for
the preferential use of PET perfusion and flow quantification in
patients with known left main or multivessel disease has been
outlined in detail: high diagnostic accuracy, regional flow quan-
tification, and peak stress wall motion measurements in CAD
assessment and characterization. PET perfusion assessment at
rest is an integral part of the diagnostic process in the assessment
of myocardial viability in patients with ischemic cardiomyopa-
thy and in those undergoing '8F-FDG PET evaluation for the
identification of active inflammatory cardiac sarcoidosis. In
symptomatic patients after cardiac transplantation, PET perfu-
sion and flow quantification is the preferred noninvasive imaging
modality, as it detects not only flow-limiting obstructive CAD
lesions (stress-related regional perfusion deficit), but also diffuse
transplant vasculopathy (reduction in MFR). For similar reasons,
the role of PET perfusion and flow quantification was seen as
appropriate in symptomatic patients with Kawasaki or Takayasu
disease.

SECTION 9: PRIOR TESTING OR PROCEDURES

Introduction and Background

Considerations of the appropriateness of PET MPI include
symptom status, type and results of prior testing, timing since prior
testing, and prior revascularization of the patient. Appropriate
testing guidelines for SPECT MPI generally apply to PET MPI,
but PET MPI has additional appropriateness considerations. ECG-
gated PET MPI can monitor serial quantitative changes in myocar-
dial perfusion, cardiac size and function associated with lifestyle,
and medical and revascularization therapies. These factors influence
the appropriate use of PET MPI for the diagnosis, prognosis, and
monitoring of treatment response and can guide new or more
intensive lifestyle, medical, and revascularization therapies in
patients with known or suspected ischemic heart disease.

Clinical Scenarios and AUC Scores
Table 9 presents the following clinical scenarios and final AUC
scores for the use of PET MPI in prior testing or procedures.
Clinical Scenarios 168-173: Abnormal Results of a Prior Ex-
ercise ECG Test.

Scenario 168: Abnormal results of a prior exercise ECG test <
90 d ago with no intervening revascularization or sequential
testing (Score 1 — Rarely Appropriate)
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TABLE 9

Clinical Scenarios for the use of PET MPI After Prior Testing or Procedures

Scenario no. Description Appropriateness Score
Abnormal results of a prior exercise ECG test
168 Abnormal results of a prior exercise ECG test < 90 d ago with no intervening Rarely Appropriate 1
revascularization and sequential testing
169 Abnormal results of a prior exercise ECG test May be Appropriate 5
170 Abnormal results of a prior exercise ECG test with a low-risk DTS (>10) May be Appropriate 6
171 Abnormal results of a prior exercise ECG test with an intermediate-risk DTS Appropriate 8
(=10 to +4)
172 Abnormal results of a prior exercise ECG test with a high-risk DTS (< -10) Appropriate 8
173 ETT achieving =10 METs with no ischemic ST depression May be Appropriate 4
Abnormal results of a prior stress imaging study
174 Abnormal results of a prior stress imaging study Rarely Appropriate 3
175 Equivocal or discordant results of a prior stress test with or without imaging Appropriate 8
176 CAD of uncertain clinical significance on prior CCTA or ICA Appropriate 8
177 Abnormal prior CCT calcium results (Agatston score < 100) in asymptomatic Rarely Appropriate 2
patients
178 Abnormal prior CCT calcium results (Agatston score 100-400) in asymptomatic May be Appropriate 5
patients
179 Abnormal prior CCT calcium results (Agatston score > 1,000) in asymptomatic Appropriate 8
patients
Follow-up testing (>90 d): asymptomatic patients
After abnormal results of a prior exercise ECG test
180 Last test < 2 y ago Rarely Appropriate 1
181 Last test = 2 y ago Rarely Appropriate 1
After abnormal results of a prior stress imaging study (non-PET)
182 Last test < 2 y ago Rarely Appropriate 2
183 Last test = 2 y ago Rarely Appropriate 1
Follow-up testing (>90 d): patients with stable symptoms
After abnormal results of a cardiovascular imaging test
184 Last test < 2 y ago Rarely Appropriate 1
185 Last test = 2 y ago May be Appropriate 4
After abnormal results of a prior stress imaging study (PET)
186 Abnormal results of prior PET MPI 3-6 mo ago Rarely Appropriate 1
187 Abnormal results of prior PET MPI > 6 mo ago Rarely Appropriate 2
After obstructive CAD as shown on prior coronary angiography (invasive or noninvasive)
188 Last test < 2 y ago May be Appropriate
189 Last test = 2 y ago May be Appropriate 6
After normal results of a prior exercise ECG test
190 Low global CAD risk (<7.5%) Rarely Appropriate 1
191 Intermediate CAD risk (7.5%—-20%) when tested < 2 y ago Rarely Appropriate 2
192 Intermediate CAD risk (7.5%—-20%) when tested = 2 y ago Rarely Appropriate 3
193 High global CAD risk (>20%) when tested < 2 y ago May be Appropriate 4
194 High global CAD risk (>20%) when tested = 2 y ago May be Appropriate 5

PET MPI < 90 d after abnormal results of a prior exercise
ECG test without intervening revascularization is considered
rarely appropriate (score 1). A goal-directed lifestyle and med-
ical therapeutic intervention with or without revascularization
appears to be appropriate without additional perfusion imaging
(163). Serial MPI can identify a reduction in stress perfusion

defects and ischemia consistent with a therapeutic response
shown by using SPECT MPI or PET MPI (164-166). Although
studies have shown incremental risk assessment with quantita-
tive assessment of global myocardial perfusion reserve (MPR)
of PET MPI (46,167), reclassification of patients is unlikely to
affect clinical management in this group with PET MPI < 90
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d after an abnormal prior exercise ECG test without intervening
revascularization. If the abnormality on the prior ECG is non-
diagnostic of ischemia, for example, with nonspecific t-wave
abnormalities or a conduction abnormality such as LBBB, the
test would be considered indeterminate for ischemia, and PET
MPI would be categorized as appropriate. PET MPI is consid-
ered appropriate after equivocal or nondiagnostic categorization
of the abnormality on the stress SPECT MPI or prior exercise
ECG stress test.

Scenario 169: Abnormal results of a prior exercise ECG test
(Score 5 — May be Appropriate)

Scenario 170: Abnormal results of a prior exercise ECG test
with a low-risk Duke treadmill score (DTS) (=5) (Score 6 —
May be Appropriate)

Scenario 171: Abnormal results of a prior exercise ECG test
with an intermediate-risk DTS (=10 to +4) (Score 8 —
Appropriate)

Scenario 172: Abnormal results of a prior exercise ECG test
with a high-risk DTS (> +4) (Score 8§ — Appropriate)

PET MPI after abnormal results of a prior exercise ECG test
may be appropriate (score 5). The degree of abnormality of the
DTS (168) influences the likelihood that SPECT MPI or PET MPI
can provide incremental risk assessment (/69). DTS is calculated
as follows: (number of minutes of Bruce protocol exercise time) —
(5 x mm of ST segment deviation from baseline) — (4 X exercise
treadmill test [ETT] angina index [0 for none, 1 for some, 2 for
limiting angina during ETT]). With normal and severely abnormal
MPI results, patients with intermediate-risk DTS (fatal and non-
fatal MI risk 2.5%) are reclassified to low-risk (<0.1%-0.4%) and
high-risk (8.9% per year) categories, respectively, and the relative
risk of these hard coronary events within intermediate-risk DTS is
amplified by more than 22-fold (/69,170). The high diagnostic
and prognostic accuracy of PET MPI (29,171,172) can be
expected to reliably reclassify the risk assignment in this interme-
diate-risk DTS group. SPECT MPI and PET MPI are appropriate
(score 8) in the intermediate-risk (DTS: —10 to +4) and high-
risk (DTS: < —10) groups, and may be appropriate (score 6) in
the low-risk group (DTS: > 4), similar to that for SPECT MPI
(29,171,172).

Scenario 173: ETT of =10 metabolic equivalents (METSs)
with no ischemic ST depression (Score 4 — May be
Appropriate)

Bourque et al. reported that patients at intermediate risk for
CAD or known CAD who achieve =10 METs have a very low
prevalence of =10% LV ischemia and very low rates of cardiac
mortality, nonfatal MI, and late revascularization, irrespective of
the heart rate achieved (/73). Cardiac events did not correlate with
abnormalities on the index MPI study. This study suggested that
patients who attain =10 METs during exercise stress have an
excellent prognosis over an intermediate follow-up period, regard-
less of the peak exercise heart rate achieved. The added value of
radionuclide MPI with standard exercise ECG testing in this pop-
ulation is questionable. However, radionuclide MPI demonstrated
a 26-fold incremental risk assessment for hard coronary events in
similar low-risk DTS patients in a study by Hachamovitch et al.
(169). Thus, PET MPI may be appropriate (score 4) in this low-
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risk group without ST depression at high aerobic capacity of >10
METs during ETT.

Clinical Scenarios 174—179: Abnormal or Uncertain Results of
a Prior Stress Imaging Study.

Scenario 174: Abnormal results of a prior stress imaging study
(Score 3 — Rarely Appropriate)

PET MPI after abnormal results of a prior stress imaging study
is considered rarely appropriate (score 3). The rationale for this
assessment was stated in scenario 168, as a goal-directed life-
style and medical therapeutic intervention with or without revascu-
larization appears to be appropriate without additional perfusion
imaging (163).

Scenario 175: Equivocal or discordant results of a prior stress
test with or without imaging (Score 8 — Appropriate)

PET MPI after equivocal or discordant results of a prior stress
test with or without imaging is appropriate (score 8). PET provides
improved image quality and diagnostic accuracy associated with
attenuation correction, coincident detection, and higher sensitivity
detectors, which provide higher count rate statistics to help resolve
equivocal or discordant results of prior imaging or nonimaging
stress tests (171,172).

Scenario 176: CAD of uncertain clinical significance on prior
CCTA or ICA (Score 8 — Appropriate)

PET MPI to assess CAD of uncertain clinical significance on
prior CCTA or ICA is appropriate (score 8). Similar to SPECT
MPI, PET MPI provides favorable clinical value in the diagnosis,
prognosis, and cost-effective management of known or suspected
ischemic heart disease.

Scenario 177: Abnormal prior CCT calcium results (Agatston
score < 100) (Score 2 — Rarely Appropriate)

PET MPI after prior abnormal low CCT calcium results
(Agatston score < 100) is rarely appropriate (score 2). The like-
lihood of morbid coronary events over 10 y in this group of
asymptomatic patients with multiple coronary risk factors is
very low (<10%) and is affected by sex and Framingham risk
profile.

Scenario 178: Abnormal prior CCT calcium results (Agatston
score 100-400) (Score 5 — May be Appropriate)

PET MPI after prior abnormal intermediate CCT calcium
results (Agatston score 100-400) may be appropriate (score 5).
The likelihood of morbid coronary events over 10 y in this group
of asymptomatic patients with multiple coronary risk factors is
significant (10%-20%).

Scenario 179: Abnormal prior CCT calcium results (Agatston
score 400—1,000 or >1,000) (Score 8 — Appropriate)

PET MPI after prior abnormal high CCT calcium results
(Agatston score 400-1,000 or >1,000) is appropriate (score 8).
The likelihood of morbid coronary events over 10 y in this group
of asymptomatic patients with multiple coronary risk factors is
substantial (>20%) (174,175).

ACC/AHA guidelines acknowledge that measurement of CAC
can be useful for cardiovascular risk assessment in asymptom-
atic adults at intermediate or higher risk (10-y risk) (/76). PET
MPI may be appropriate to provide further incremental risk
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assessment of CAD, depending on the level of coronary calcium
observed.

Clinical Scenarios 180-183: Follow-up Testing (>90 Days):
Asymptomatic Patients. The following scenarios address abnormal
results of a prior exercise ECG test.

Scenario 180: Last test <2 y ago (Score 1 — Rarely Appropriate)
Scenario 181: Last test =2 y ago (Score 1 — Rarely Appropriate)

The following scenarios address abnormal results of a prior
stress imaging study (non-PET).

Scenario 182: Last test <2 y ago (Score 2 — Rarely Appropriate)
Scenario 183: Last test =2 y ago (Score 1 — Rarely Appropriate)

PET MPI is rarely appropriate in asymptomatic patients with
abnormal results of a prior exercise ECG test performed <2y or
=2 y ago. By this time, if indicated, guideline-directed lifestyle
and medical therapy would be expected to have been implemented
(163). Additional testing is unlikely to change the diagnosis or
therapeutic management. However, it is recognized that in certain
circumstances of delayed referral to a PET center, PET MPI may
be appropriate (score 4).

Clinical Scenarios 184—194: Follow-up Testing (>90 Days):
Fatients with Stable Symptoms or Asymptomatic Patients. The
following scenarios address abnormal results of a prior cardio-
vascular imaging test in patients with stable symptoms.

Scenario 184: Last test <2y ago (Score 1 — Rarely Appropriate)

PET MPI is rarely appropriate (score 1) in patients with stable
symptoms lasting >90 d and <2 y. By this time, if indicated,
guideline-directed lifestyle and medical therapy would be expected
to have been implemented (/63). Additional testing is unlikely to
change the diagnosis or therapeutic management. However, it is
recognized that in certain circumstances of delayed referral to a
PET center, PET MPI may be appropriate (score 4).

Scenario 185: Last test =2 y ago (Score 4 — May be Appropriate)

PET MPI may be appropriate (score 4) in patients with abnormal
results of a prior non-PET imaging study performed =2 y ago. By
this time, if indicated, guideline-directed lifestyle and medical ther-
apy would be expected to have been implemented (/63), but disease
progression may have occurred. Additional testing in these patients
with stable symptoms long after initial evaluation might change the
diagnosis or therapeutic management.

The following scenarios address abnormal results of a prior
stress PET in asymptomatic patients without clinical change.

Scenario 186: Abnormal results of PET MPI 3—-6 mo ago (Score
1 — Rarely Appropriate)

Scenario 187: Abnormal results of PET MPI > 6 mo ago (Score
2 — Rarely Appropriate)

PET MPI is rarely appropriate in asymptomatic patients without
clinical change with abnormal results of stress PET MPI 3-6 or
>6 mo ago. By this time, if indicated, guideline-directed lifestyle
and medical therapy would be expected to have been imple-
mented. Additional testing is unlikely to change the diagnosis or
therapeutic management.

The following scenarios address obstructive CAD on prior
coronary angiography (invasive or noninvasive) in asymptomatic
patients without clinical change.

Scenario 188: Last test <2y ago (Score 6 — May be Appropriate)
Scenario 189: Last test =2 y ago (Score 6 — May be Appropriate)

PET MPI may be appropriate (score 6) in patients with obstructive
CAD on prior coronary angiography (invasive or noninvasive)
performed <2 y ago and =2 y ago, depending on clinical
circumstances.

The Economics of Noninvasive Diagnosis study and the
PROMISE trial demonstrated the ability of functional imaging with
MPI to enhance the diagnostic and prognostic accuracy and the cost-
effectiveness of CAD management (/77-180). Classic studies on the
prognostic value of MPI compared with that of ICA in men (/87)
and women (/08,182,183) demonstrate similar or higher prognostic
assessment of MPI compared with that of angiographic stenoses. In
the nuclear cardiology substudy of the COURAGE trial, scinti-
graphic reduction of ischemia associated with guideline-directed
medical therapy (GDMT) with or without revascularization was as-
sociated with improved outcomes (/66). Global ischemic burden can
be optimally defined in patients with extensive or multivessel CAD
by using dynamic flow analysis, which permits calculation of LV
regional and global MFR with PET MPI (29,46,118,167). Women
tend to have greater risk of morbid coronary events without the
degree of obstructive CAD noted in men, which can be attributable
to impaired MPR (/08,183). Patients with stable ischemic heart
disease on GDMT within 2 y of diagnosis of obstructive coronary
disease by angiography would be expected to have a reduced risk
of major adverse cardiac events. However, in high-risk patients
with multivessel CAD, diabetes, chronic kidney disease, or statin
intolerance for which more intensive GDMT may be considered,
such as proprotein convertase subtilisin/kexin type 9 inhibitors,
follow-up PET MPI may be appropriate to consider. New symp-
toms or ECG changes may prompt consideration of PET MPI in
this group of patients with obstructive angiographic CAD.

The following scenarios address normal results of a prior exercise
ECG test in patients with stable symptoms.

Scenario 190: Low global CAD risk (<7.5%) (Score 1 — Rarely
Appropriate)

PET MPI is rarely appropriate (score 1) in patients with normal
results of a prior exercise ECG test with stable symptoms and a
low global CAD event risk of <7.5% per decade. In these patients,
further testing is highly unlikely to identify CAD that would re-
quire treatment.

Scenario 191: Intermediate CAD risk (7.5%—-20%) when tested
< 2y ago (Score 2 — Rarely Appropriate)

Scenario 192: Intermediate CAD risk (7.5%-20%) when tested
= 2y ago (Score 3 — Rarely Appropriate)

PET MPI is rarely appropriate (score 2) in patients with normal
results of a prior exercise ECG test with stable symptoms for <2y
or an intermediate CAD event risk of 7.5%—20% per decade. In
these patients, further testing is unlikely to identify CAD that would
require treatment. PET MPI continues to be considered rarely ap-
propriate (score 3) =2y after exercise ECG testing in these patients.

Scenario 193: High global CAD risk (=20%) when tested <2y
ago (Score 4 — May be Appropriate)

PET MPI may be appropriate (score 4) in patients with normal
results of a prior exercise ECG test with stable symptoms for <2y
and with a high CAD event risk of =20% per decade. The global
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event risk of these patients indicates the need for GDMT (/76), and
PET MPI may identify angiographic CAD that would benefit from
revascularization.

Scenario 194: High global CAD risk (=20%) when tested =2 y
ago (Score 5 — May be Appropriate)

PET MPI may be appropriate (score 5) in patients with normal
results of a prior exercise ECG test with stable symptoms for =2 y
and with a high CAD event risk of =20% per decade. The global
event risk of these patients indicates the need for GDMT (776),
and PET MPI may identify angiographic CAD that would benefit
from revascularization.

Summary of Recommendations

The clinical value of PET MPI for patients with prior testing or
revascularization is critically dependent on the likelihood that the
highly accurate assessment of myocardial ischemic jeopardy will
result in improved understanding and tailoring of lifestyle and
medical and interventional therapies and will improve clinical
outcomes. Patients most likely to benefit from PET MPI are those
with new signs or symptoms of ischemic disease, unexplained
changes in the ECG, high residual risk, or incomplete revascular-
ization (sometimes after prior testing by treadmill ECG); who
have been assessed by calcium scoring, coronary angiography, or
global coronary risk factor outcome; or who have had prior
revascularization. Testing patients who are unlikely to require
changes in management, and routine periodic testing of stable
patients with established CAD identified by prior testing or
intervention, cannot be justified and is harmful to the appropriate
allocation of health-care resources. When appropriate, PET MPI
may be considered an optimal test to evaluate patients with prior
testing or interventions because of its quantitative nature, capacity
to measure quantitative flow, high-quality imaging, ultra-low-dose
radiation exposure, and high effectiveness in the diagnosis,
prognosis, and assessment of therapeutic response and residual
ischemic risk.

SECTION 10: PREOPERATIVE EVALUATION FOR
NONCARDIAC SURGERY

Introduction

Noncardiac surgery is commonly performed with a global
volume of over 200 million cases per year (/84). Cardiovascular
complications are also common, estimated at 10 million per year,
and are associated with an increased surgical and postoperative
risk, including increased short-term mortality (/85). Perioperative
myocardial injury (/86), diagnosed by elevated high-sensitivity
troponin (Tn) T levels, occurs in 16%—20% of noncardiac surgical
patients (/86) and is associated with increased 30-d mortality.

Background

The role of preoperative diagnostic testing with stress MPI has
been previously well evaluated (/87-197). Significant reversible
perfusion defects are consistent with ischemia and identify pa-
tients at increased risk of perioperative cardiac events, including
noncardiac death and MI, with high sensitivity but limited speci-
ficity. A normal result on a stress myocardial perfusion study has a
high negative predictive value. A fixed perfusion defect indicates
myocardial scarring and predicts long-term cardiac events rather
than perioperative cardiac events.

An updated approach to the use of noninvasive testing for
perioperative cardiac evaluation for CAD has recently been defined in
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the 2014 ACC/AHA Guideline on Perioperative Cardiovascular
Evaluation and Management of Patients Undergoing Noncardiac
Surgery (60) and in the 2013 Multimodality Appropriate Use Criteria
for the Detection and Risk Assessment of Stable Ischemic Heart
Disease (28). The need for noninvasive testing in patients who do
not require emergency noncardiac surgery and who are without active
cardiac conditions can be determined by using a stepwise approach
on the basis of risk of surgery, functional capacity, and the presence
of clinical risk factors. A low-risk procedure is associated with a
<1% risk and an elevated risk procedure with a =1% risk of death
or MI. Functional capacity can be assessed from activities of daily
living and is considered poor in patients limited to <4 METs during
daily activities. Clinical risk factors include history of ischemic
heart disease, history of compensative or prior heart failure, his-
tory of cerebrovascular disease, diabetes mellitus, and renal in-
sufficiency (creatinine level > 2.0).

Clinical Scenarios and AUC Scores

Table 10 presents the following clinical scenarios and final AUC
scores for the use of PET MPI in the preoperative evaluation for
noncardiac surgery.

Clinical Scenarios 195-197: Preoperative Evaluation of Pa-
tients for Noncardiac Surgery. The following scenarios address
the preoperative evaluation of patients for noncardiac surgery.

Scenario 195: Patients with moderate to good functional capacity
(=4 METs) or no clinical risk factors (history of ischemic
heart disease, history of compensated or prior heart failure,
history of cerebral vascular disease, diabetes mellitus, renal
insufficiency) (Score 1 — Rarely Appropriate)

Patients with moderate to good functional capacity or no clinical
risk factors are at low risk of cardiac complications (60) and PET
MPI would be rarely appropriate.

Scenario 196: Asymptomatic patients <1 y after normal func-
tional stress testing results (Score 1 — Rarely Appropriate)

Patients seen 1 y after normal results of a functional stress test
and who remain asymptomatic are unlikely to have abnormal results
of a functional stress test on repeat evaluation. These patients are at
low risk and PET MPI is rarely appropriate.

Scenario 197: Asymptomatic patients <2 y after normal coronary
morphology results by either CT or invasive angiogram
(Score 1 — Rarely Appropriate)

Patients seen <2 y after invasive or noninvasive angiography
that shows normal coronary morphology results and who remain
asymptomatic are unlikely to develop significant coronary ste-
nosis. These patients are at low risk and PET MPI is rarely
appropriate.

Clinical Scenarios 198-206: Patients with Poor (<4 METs) or
Unknown Functional Capacity. The following scenarios address
patients with poor (<4 METs) or unknown functional capacity.

Scenario 198: Low-risk surgery and no clinical risk factors
(Score 1 — Rarely Appropriate)

Scenario 199: Low-risk surgery and =1 clinical risk factor
(Score 2 — Rarely Appropriate)

For patients undergoing low-risk surgery, complications are
low, despite poor or unknown functional capacity and with or
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TABLE 10
Clinical Scenarios for the Use of PET MPI in Preoperative Evaluation for Noncardiac Surgery

Scenario no. Description Appropriateness Score
Preoperative evaluation of patients for noncardiac surgery
195 Patients with moderate to good functional capacity (=4 METSs) or no clinical risk Rarely Appropriate 1
factors (history of ischemic heart disease, history of compensated or prior heart
failure, history of cerebral vascular disease, diabetes mellitus, renal insufficiency)
196 Asymptomatic patients < 1y after normal functional stress testing results Rarely Appropriate 1
197 Asymptomatic patients < 2 y after normal coronary morphology results by Rarely Appropriate 1
either CT or invasive angiogram
Patients with poor (<4 METs) or unknown functional capacity
198 Low-risk surgery and no clinical risk factors Rarely Appropriate 1
199 Low-risk surgery and = 1 clinical risk factor Rarely Appropriate 2
200 Intermediate-risk surgery and no clinical risk factors May be Appropriate 4
201 Intermediate-risk surgery and = 1 clinical risk factor May be Appropriate 5
202 Vascular surgery and no clinical risk factors Appropriate 7
203 Vascular surgery and = 1 clinical risk factor Appropriate 8
204 Evaluation for CAD in patients being considered for kidney transplantation Appropriate 8
205 Evaluation for CAD in patients being considered for liver transplantation Appropriate 8
206 Evaluation for CAD in patients being considered for lung transplantation Appropriate 8

without clinical risk factors. For these patients, PET MPI is rarely
appropriate.

Scenario 200: Intermediate-risk surgery and no clinical risk
factors (Score 4 — May be Appropriate)

Scenario 201: Intermediate-risk surgery and = 1 clinical risk
factor (Score 5 — May be Appropriate)

For patients undergoing intermediate-risk surgery, complications
are increased compared with those for low-risk surgery and
vary with the presence of clinical risk factors. Thus, PET MPI
may be appropriate in these patients if it is expected to change
management.

Scenario 202: Vascular surgery with no clinical risk factors (Score
7 — Appropriate)

Scenario 203: Vascular surgery with =1 clinical risk factor (Score
8 — Appropriate)

For patients undergoing vascular surgery, complications are in-
creased compared with those in patients undergoing intermediate-risk
surgery and vary with the presence of clinical risk factors. Thus, PET
MPI is appropriate in these patients if it is expected to change
management.

Scenario 204: Evaluation for CAD in patients being considered
for kidney transplantation (Score 8 — Appropriate)

Scenario 205: Evaluation for CAD in patients being considered
for liver transplantation (Score 8 — Appropriate)

Scenario 206: Evaluation for CAD in patients being considered
for lung transplantation (Score 8 — Appropriate)

For patients undergoing assessment for kidney, liver, or lung
transplantation, preoperative screening for CAD with stress MPI is
frequently used. Several studies have demonstrated the prognostic
value of stress MPI for cardiac events in patients with end-stage

renal failure who are being considered for renal transplantation
(198-201).

Summary of Recommendations

PET MPI is rarely appropriate as a preoperative evaluation for
noncardiac surgery in patients with moderate to good functional
capacity, with no clinical risk factors, who are asymptomatic and it
has been <1 y since functional stress testing with normal results,
who are asymptomatic and it has been <2y since CT or invasive
angiography showing normal coronary morphology results, or
since undergoing low-risk surgery.

If it is expected to change management, PET MPI may be
appropriate for patients undergoing intermediate-risk surgery; it is
appropriate for patients undergoing vascular surgery or who are
being considered for kidney, liver, or lung transplantation.

SECTION 11: DETERMINATION OF EXERCISE LEVEL
BEFORE INITIATION OF EXERCISE PRESCRIPTION OR
CARDIAC REHABILITATION

Introduction and Background

Exercise testing is best for determining exercise capacity for
exercise prescription or cardiac rehabilitation. Stress PET MPI uses
pharmacologic stress and not exercise, providing detailed informa-
tion about myocardial perfusion and ventricular function.

Clinical Scenarios and AUC Scores
Table 11 presents the following clinical scenarios and final AUC
scores for the use of PET MPI to determine exercise level before
the initiation of exercise prescription or cardiac rehabilitation.
Clinical Scenarios 207-210: Exercise Level Before Exercise
Prescription or Cardiac Rehabilitation.

Scenario 207: Exercise prescription (Score 1 — Rarely Appropriate)

Scenario 208: Determination of exercise level before initiation
of exercise prescription (Score 1 — Rarely Appropriate)
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TABLE 11
Clinical Scenarios for the Use of PET MPI to Determine Exercise Level Before Initiation of Exercise Prescription
or Cardiac Rehabilitation

Scenario no. Description Appropriateness Score
207 Exercise prescription Rarely Appropriate 1
208 Determination of exercise level before initiation of exercise prescription Rarely Appropriate 1
209 Before the initiation of cardiac rehabilitation and able to exercise Rarely Appropriate 1
210 After revascularization (PCl or CABG) Rarely Appropriate 1

Scenario 209: Before initiation of cardiac rehabilitation in pa-
tients able to exercise (Score 1 — Rarely Appropriate)

Scenario 210: After revascularization (PCI or CABG) (Score 1 —
Rarely Appropriate)

For these scenarios, exercise testing is preferred and stress PET
MPI is rarely appropriate.

Summary of Recommendations

PET MPI is rarely appropriate in patients before exercise
prescription, for determination of exercise level before initiation of
exercise prescription, before initiation of cardiac rehabilitation, or
after revascularization with PCI or CABG.

BENEFITS AND HARMS OF IMPLEMENTING THE
AUC GUIDANCE

These AUC imply a thorough and critical evaluation of the
available literature on PET MPI and draw on the clinical experience
of a range of experts skilled in the diagnosis and treatment of patients
with suspected or known CAD, which may cause downstream flow
limitations, and for patients with microvascular angina. The work-
group strove to choose specific scenarios for inclusion that were most
clinically relevant and of broad interest. The AUC address the use of
PET MPI in 11 sections, as follows: Symptomatic Patients with
Suspected or Known CAD, Asymptomatic Patients (Without Symp-
toms or Ischemic Equivalent), Diagnosed Heart Failure (Resting LV
Function Previously Assessed but No Prior CAD Evaluation), Eval-
uation of Patients with Known or Suspected Cardiac Sarcoidosis,
Evaluation of Arrhythmias Without Ischemic Equivalent (No Prior
Cardiac Evaluation), Syncope Without Ischemic Equivalent, Assess-
ment of CMD in Symptomatic Patients, Specific Populations, Prior
Testing or Procedures, Preoperative Evaluation for Noncardiac Sur-
gery, and Determination of Exercise Level Before Initiation of Exer-
cise Prescription or Cardiac Rehabilitation. Consequently, the AUC
are a reflection of the knowledge and experience of experts as applied
to common clinical scenarios involving PET MPL

The benefit of these AUC, if used, is the standardization of an
evidence- and expert-based approach to the diagnosis of patients
with CAD and microvascular angina. This likely creates new
avenues for auditing of outcomes and for collaborative research
between centers.

Conversely, in the development of these AUC, the workgroup
recognized that the application of PET MPI to identify and
characterize the early subclinical and clinically manifest CAD
process and CMD may vary at different centers, likely related to
relative differences in the protocols, characteristics of positron-
emitting perfusion radiotracers such as !3N-ammonia and 3?Rb,
installed hardware and software, and local expertise for interpretation
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and reporting of imaging studies. In this respect, local resources and
expertise should be considered in making decisions about incorpo-
rating these AUC recommendations. The workgroup also acknowl-
edges that there are likely additional scenarios not addressed by
these AUC in which PET MPI may be entirely justified. This doc-
ument therefore does not aim and is not able to include all clinical
scenarios in which PET MPI should be applied.

The assessment of LV wall motion at peak stress and at rest with
the gating portion of the PET MPI, in conjunction with perfusion
and flow measurements, affords identification and characterization
of regional or global ischemia and downstream flow-limiting
effects of left main or multivessel CAD that may be missed by
conventional MPL. In addition, the concurrent quantification of
hyperemic MBF and MFR with PET MPI affords the unique and
noninvasive identification of CMD as an underlying cause for
microvascular angina pectoris amenable to various treatment
options. The identification and severity assessment of CMD also
adds incremental outcome information that further improves
prognostication in patients with cardiovascular risk. Implementing
these novel parameters (wall motion assessment at peak stress and
MBF quantification) in measures of myocardial perfusion with
PET affords a new comprehensive assessment of subclinical and
clinically manifest coronary vasculopathy. This approach expands
the scope of conventional MPI to a variety of important new
clinical scenarios in cardiovascular disease that is expected to
further improve patient care in a cost-effective manner.

IMPLEMENTATION OF THE AUC GUIDANCE

To develop broad-based multidisciplinary clinical guidance
documents, SNMMI has been working with several other medical
specialty societies. It is hoped that this collaboration will foster the
acceptance and adoption of this guidance by other specialties.
SNMMI has developed a multipronged approach to disseminate
AUC for PET MPI to all relevant stakeholders, including referring
physicians, nuclear medicine physicians, and patients. The dissem-
ination and implementation tactics will include a mix of outreach
and educational activities targeted to each of these audiences.
SNMMI will create case studies for its members, as well as for
referring physicians, and make them available via online modules
and webinars. These cases will cover the appropriate clinical
scenarios for the use of PET MPI studies. Related resources such as
the systematic review supporting the development of these AUC, a
list of upcoming education events on the AUC, factsheets, and other
didactic materials will be made available on the SNMMI website.
Live sessions will be held at the SNMMI annual and midwinter
meetings, as well as at other relevant professional society meetings
of referring physicians to highlight the importance and application of
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these AUC. SNMMI also aims to create a mobile application for
these AUC for both Apple and Android platforms.
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ACC, ASNC); David E. Winchester, MD, University of Florida,
Gainesville, FL (ACP); Hein Verberne, MD, PhD, Academic Med-
ical Center, Amsterdam, Netherlands (EANM).

External Reviewers

The external (peer) reviewers are Frank M. Bengel, MD,
Hannover Medical School, Hannover, Germany; Henry Gewirtz,
MD, Massachusetts General Hospital, Harvard Medical School,
Boston MA; Fabien Hyafil, MD, Richar University Hospital, Paris,
France; Juhani Knuuti, MD, University of Turku, Turku PET
Centre, Turku, Finland; René R. Bevag Packard, MD, PhD, Uni-
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APPENDIX B: DEFINITION OF TERMS AND ACRONYMS
ACC = American College of Cardiology
ACE-I = angiotensin-converting enzyme inhibitor
ACP = American College of Physicians
ACS = acute coronary syndrome
AF = atrial fibrillation
AHA = American Heart Association
ARB = angiotensin type 2 receptor blocker
ASCVD = atherosclerotic cardiovascular disease
ASNC = American Society of Nuclear Cardiology
AUC = appropriate use criteria
BMI = body mass index
CABG = coronary artery bypass graft
CAC = coronary artery calcium
CAD = coronary artery disease
CAV = cardiac allograft vasculopathy
CCS = Canadian Cardiovascular Society
CCT = cardiac CT
CCTA = coronary CT angiography
CMD = coronary microvascular disease
COI = conflict of interest

COVADIS = Coronary Vasomotion Disorders International Study
Group

CT =CT

DTS = Duke treadmill score

EANM = European Association of Nuclear Medicine
ECG = electrocardiogram

ED = emergency department

ETT = exercise treadmill test

GDMT = guideline-directed medical therapy

HCM = hypertrophic cardiomyopathy

HFpEF = heart failure with preserved ejection fraction
ICA = invasive coronary angiography

LBBB = left bundle branch block

LV = left ventricular

LVEF = left ventricular ejection fraction

MBF = myocardial blood flow
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MET = metabolic equivalent of task APPENDIX C: DISCLOSURES AND CONFLICTS OF

. INTEREST (COls)
MFR = myocardial flow reserve

SNMMI rigorously attempted to avoid any actual, perceived, or
potential COIs that might have arisen as a result of an outside
MPI = myocardial perfusion imaging relationship or personal interest on the part of the workgroup
members or external reviewers. Workgroup members were re-
quired to provide disclosure statements of all relationships that
Non-STEMI = non-ST-elevation myocardial infarction might be perceived as real or potential COIs. These statements
were reviewed and discussed by the workgroup chair and SNMMI
staff and were updated and reviewed by an objective third party at
PVC = premature ventricular contraction the beginning of every workgroup meeting or teleconference. The
SCCT = Society of Cardiovascular CT disclosures of the workgroup members can be found in Table 12.
A COI was defined as a relationship with industry—including
consulting, speaking, research, and nonresearch activities—that
Tn = troponin exceeds $5,000 in funding over the previous or upcoming 12-mo
period. In addition, if an external reviewer was either the principal
investigator of a study or another key member of the study per-

MI = myocardial infarction

MPR = myocardial perfusion reserve

PCI = percutaneous coronary intervention

SNMMI = Society of Nuclear Medicine and Molecular Imaging

VF = ventricular fibrillation

VT = ventricular tachycardia sonnel, that person’s participation in the review was considered
TABLE 12
Relationships with Industry and Other Entities
Workgroup member Reported relationships
Thomas H. Schindler » Siemens, Validation of IQ — SPECT/CT for Cardiac Perfusion
» GE Healthcare, Flupiridaz, PET Perfusion Study
Timothy M. Bateman « License/Patent, EXSPECT
* Imagen Pro/MD/3D/Q
Rob Beanlands * Lantheus Medical Imaging, Consultant

* Lantheus Medical Imaging, Research/Grants
« Jubilant DRAX Image, Consultant
* Jubilant DRAX Image, Research/Grants

Daniel S. Berman » Bayer Pharmaceuticals, Grant, MRI

» Cedars-Sinai Medical, Royalties, Software
Panithaya Chareonthaitawee * None
Lorraine De Blanche * None
Marcelo Di Carli » Spectrum Dynamics, Clinical Trial, SPECT MPI
Vasken Dilsizian » GE Healthcare, Research Grant, Cardiac Innervation
Sharmila Dorbala * None
Robert Gropler » Sanofi, Scientific Advisory Meeting, PET MPI

» Biomedical Systems, Consultant, Read EKGs
» Bayer, Research Grant, MR MPI
Venkatesh Murthy * lonetix, Scientific Advisor, Cyclotrons
» Siemens, Research Grant, Cardiac SPECT
» General Electric, Stock
» Cardinal Health, Stock

Terrence D. Ruddy » GE Healthcare, Clinical Trial Agreement, Myocardial Blood Flow
» Advanced Accelerator Applications, Clinical Trial Agreement, Apoplosis Imaging
Ronald G. Schwartz * Astellas, Speaker
Leslee Shaw » None
Prem Soman * Astellas, Grant funding
* Alnylam, Advisory board
Hein J. Verberne * None
David Winchester » Roche Diagnostics, Grant, Biomarkers
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likely to present a COI. All reviewers were asked about any po-
tential COIL. A COI was also considered likely if an external re-
viewer or workgroup member was either the principal investigator
or a key member of a study directly related to the content of this
AUC document. All external reviewers were asked about any
potential COL.

APPENDIX D: PUBLIC COMMENTARY

The workgroup solicited information from all communities
through the SNMMI website and through direct solicitation of
SNMMI members. The comments and input helped to shape the
development of these AUC on the use of nuclear medicine in PET-
MCI in patients with suspected CAD or microvascular angina or
with known CAD.
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