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Abstract: In the United States, chest pain is the second leading
reason for patients to present to an emergency department (ED).
Previously, those patients suspected to have acute coronary syn-
drome were monitored for 24 hours to determine the presence of
serum biomarkers consistent with myocardial injury. However,
more recently, imaging has been used to more efficiently triage
these individuals and even discharge them directly from the ED.
There are multiple cardiac imaging modalities; however, cardiac
computed tomography now plays a significant role in the evalua-
tion of patients with suspected acute coronary syndrome who
present to the ED. In this review, we discuss the available state-of-
the-art techniques for evaluating this cohort of patients, including
clinical evaluation, serum biomarkers, and imaging options. Fur-
ther, we analyze in detail evidence for the use of coronary com-
puted tomography angiography to determine whether these
patients can safely be discharged from the ED. Finally, we review
some of the related future techniques that may become part of the
accepted clinical management of these patients in the future.
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In 2007, there were about 117 million visits to the emer-
gency department (ED) in the United States. Approx-

imately 8 million of these patients—the second largest
cohort—presented with chest pain.1 Generally, 15% to
30% of patients who present to the ED with nontraumatic
chest pain have acute coronary syndrome (ACS).2–7 The 28-
day mortality rate for ACS among patients in developed
nations is approximately 10% but varies with the severity of
disease and the treatment provided.8,9 Patients with ACS or
acute myocardial infarction (AMI) can present with a wide
variety of symptoms, making diagnosis difficult.3 As a
result, there has traditionally been a low threshold for
hospital admission of such patients to exclude ACS, with a
historically low percentage of patients found to be actually
experiencing cardiac ischemia (15% to 30%) and resulting
in hospital stay costs of about $8 to $10 billion a year.2–7

Interestingly, 2% to 5% of patients with ACS were still
being inappropriately discharged from the ED, leading to

increased morbidity and mortality.3,6,7 Consequently, the
initial investigational strategy is now focused on rapidly
and accurately excluding those diagnoses with the greatest
short-term mortality risk. The differential diagnosis of chest
pain includes other life-threatening conditions such as
aortic dissection, pulmonary embolism (PE), tension
pneumothorax, pericardial tamponade, and mediastinitis.

In this article, we review the current state-of-the-art
techniques for management of chest pain in the ED, dis-
cussing in particular the application of coronary computed
tomography angiography (CCTA) in the workup of these
patients. We also examine some novel technologies that
may find routine clinical application in the future.

INITIAL EVALUATION
Evaluation of chest pain patients in the ED, allowing

risk stratification into high-risk, intermediate-risk, and low-
risk groups, begins with history taking and a physical
examination. The characteristics of the pain and associated
symptoms are most reliable in “ruling in” high-risk patients
but are less reliable when being used to “rule out” myo-
cardial ischemia.10 In the presence of symptoms, traditional
cardiac risk factors (such as hypercholesterolemia, hyper-
tension, family history, and tobacco use) are often assessed
but remain poor predictors of risk for myocardial infarction
(MI) or ACS.11,12 Similarly, use of a physical examination
to distinguish patients with ACS from patients with non-
cardiac chest pain is limited.

The standard 12-lead electrocardiogram (ECG) is the
single best test to identify patients with ST-segment ele-
vation MI (STEMI) immediately upon presentation to the
ED. However, it cannot conclusively exclude ACS and
should be used in conjunction with clinical history and
cardiac markers.2,13 The presence of clear ischemic changes
on the initial ECG identifies a patient with ACS in whom
admission and rapid management is mandatory. However,
diagnostic ECG findings are present in only a minority of
patients, leaving the majority within the differential diag-
nosis of possible myocardial ischemia and “suspected” ACS.

BIOMARKERS
The optimal biomarker for ACS remains elusive.

Ideally, a marker with high sensitivity and high negative
predictive value would allow safe discharge from the ED,
whereas markers with high specificity and positive pre-
dictive values would lead to aggressive care for patients at
high risk for cardiovascular complications. Table 1 sum-
marizes the predictive properties of cardiac biomarkers
used for diagnosis of ACS in the ED.14 Despite improved
early diagnosis and risk stratification of AMI with multi-
marker panels15,16 and new, high-sensitivity cardiac
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troponin assays,17,18 it has been shown that even with
enhanced sensitivity, cardiac troponin was not universally
elevated in those patients with unstable angina or transient
myocardial ischemia.19 Patients with negative markers still
require evaluation and testing as dictated by their clinical
presentations. Moreover, other medical conditions such as
myocarditis, PE, and heart failure can be associated with
elevations in cardiac troponin levels and would necessitate
continued clinical evaluation.

Some markers of inflammation and platelet activation
have shown promise as a biomarker of inflammatory acti-
vation in ACS. For example, myeloperoxidase has been
recently considered a possible marker of vulnerable plaque
that can be used to identify patients at increased risk for
major adverse cardiac events (MACE) who might not
otherwise be identified without invasive diagnostic testing,
independently of evidence of myocardial necrosis.20

RISK STRATIFICATION
Several risk stratification algorithms have been studied

and validated. Although clinical and computer algorithms
can successfully stratify patients according to risk, they are
unable to reliably identify a group of patients at such low
risk for ACS that they can be safely discharged from the
ED. The Goldman risk score, based on ECG findings and
chest pain, stratifies patients into groups with risks for AMI
varying from 1% to 77%. However, it does not identify the
group with <1% risk, who could safely be discharged.
Even in the group of patients deemed to be at low risk, the
addition of initially negative cardiac troponins was still
associated with a 5% rate for adverse outcomes.21,22

Computer-aided detection/diagnosis (CAD) methods such
as acute cardiac ischemia time-insensitive predictive
instrument,23 and artificial neural networks–based para-
digms, reportedly provide somewhat improved performance,
particularly when applied by nonemergency medicine house
staff; however, they have not been shown to make a clinically
relevant difference in diagnostic accuracy compared with
contemporary emergency physician judgment.24

The Thrombolysis in Myocardial Infarction (TIMI)
risk score, comprising 7 equally weighted parameters, was
initially developed for use in patients with unstable angina
or non-STEMI and has been shown to assist in risk strat-
ification.25 Only when cardiac biomarker testing was com-
bined with a TIMI risk score of zero, occurring in
approximately 10% of all ED patients, did it identify
patients considered at such low risk that further evaluation
was not needed and they could be discharged directly from
the ED.26 For patients with confirmed ACS, several scoring

methods can be applied to identify patients in the coronary
care unit who may benefit most from therapies. These
methods include the PURSUIT (2000), GRACE (2003),
and FRISC (2004) risk scores. However, none of these risk
scores has been used for the identification of ACS in the
emergency setting.27 The more recently developed HEART
score (2008) is specifically designed to stratify all chest pain
patients in the ED.28 The HEART score was validated in a
retrospective multicenter study in 880 patients and proved
to be a strong predictor of event-free survival and poten-
tially also of future life-threatening cardiac events.29 An
“event” was defined as a combined endpoint of MI, per-
cutaneous coronary intervention, coronary artery bypass
grafting, or death within 6 weeks of presentation. The
HEART score facilitates risk stratification of chest pain
patients in the ED into low-risk (0 to 3), intermediate-risk
(4 to 6), and high-risk groups (7 to 10), with mean risks for
an event of 0.9%, 12%, and 65%, respectively. Con-
sequently, an evidence-based decision may be made to
discharge the patient from the ED or to admit for clinical
observation or immediate aggressive therapies.

Three studies have shown that strong clinical suspicion
of an alternative, noncardiac diagnosis might reduce the
likelihood of death or major cardiovascular events, although
not to a low enough level to allow safe and immediate release
from the ED. In a large multicenter study of 17,737 patients,
Miller et al30 found that, of patients believed to have non-
cardiac disease at the conclusion of the ED evaluation, 6.8%
had possible and 2.8% had definite 30-day adverse car-
diovascular events. Disla et al31 examined patients given a
diagnosis of costochondritis, confirmed by a rheumatologist,
of whom 6% had sustained an AMI. Hollander et al,4 in a
study on 1995 ED patients with potential ACS, found that
patients with a definite alternative noncardiac diagnosis still
had a 4% event rate at 30 days (95% confidence interval,
2.4%–5.6%). Thus, use of this criterion alone for safe and
immediate release of ED patients who present with potential
ACS is not possible.

MANAGEMENT PATHWAYS: EARLY IMAGING
VERSUS OBSERVATION WITH SERIAL

BIOMARKERS
If history, initial ECG results, and biomarkers with or

without the use of risk scores are diagnostic for ACS, a
triage decision to admit and treat should be made, and an
evidence-based treatment strategy should be initiated. If the
initial data are sufficient to result in a diagnosis that is not
ACS (such as pericarditis), or reveal a very low probability
for ACS, consideration can be given to early discharge from

TABLE 1. Summary of Predictive Properties of Cardiac Markers of Diagnosis of AMI

Marker at Time of

Presentation

No.

Studies

No.

Subjects

Sensitivity

(95% CI)

Specificity

(95% CI)

Diagnostic

Odds Ratio

(95% CI)

Creatine kinase 12 3195 37 (31-44) 87 (80-91) 3.9 (2.7-5.7)
CK-MB 19 6425 42 (36-48) 97 (95-98) 25 (18-36)
Myoglobin 18 4172 49 (53-55) 91 (67-94) 11 (8-15)
Troponin I 4 1149 39 (10-76) 93 (66-97) 11 (3.4-34)
Troponin T 6 1346 39 (26-53) 93 (90-96) 9.5 (5.7-16)
CK-MB and myoglobin 3 2263 83 (51-96) 62 (66-90) 17 (7.6-40)

Reproduced with permission from Lau et al.14

CI indicates confidence interval.
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the ED with appropriate follow-up. However, after this
initial information, uncertainty often continues to exist
regarding an ACS diagnosis. It is in this population of
patients with suspected ACS that further workup and risk
stratification is warranted using 1 of 2 pathways: early
imaging or observation.

Early Imaging Pathway
In the early imaging strategy, imaging is carried out

early in the evaluation process, with the goal of ruling in or
ruling out ACS or MI without the added delay of waiting
for serial biomarkers. Modalities include CCTA, echo-
cardiography, cardiac magnetic resonance imaging (CMR),
and single-photon emission CT myocardial perfusion
imaging (SPECT MPI). Tests in this pathway do not
require induction of stress physiology but rather image
anatomy (CCTA), function (echocardiography, CMR), or
perfusion (resting SPECT MPI, CMR) at rest. The poten-
tial advantage of this strategy is that a normal imaging
study (given a high negative predictive value) in a patient
with low to intermediate clinical suspicion for ACS may be
sufficient to enable early discharge without the need for
prolonged observation.

Resting SPECTMPI with technetium-99m sestamibi is
useful in the setting of suspected ACS.32–35 Technetium-
99m sestamibi is taken up by the myocardium in proportion
to myocardial blood flow and retained within the myo-
cardial mitochondria with minimal redistribution after
injection. This allows injection during symptomatic epi-
sodes, with subsequent imaging after patient stabilization.
Several reports have concluded that the use of resting
SPECT MPI in the ED is associated with shorter length of
stay, lower cost, and fewer unnecessary hospital admis-
sions.36–38 A large body of literature based upon observa-
tional studies established a high negative predictive value
for a normal resting SPECT MPI to rule out MI or short-
term cardiac events. There are, however, significant prac-
tical issues that have prevented widespread implementation.
Tracers and interpreting personnel may not be available at
all hours for testing. Decreased accuracy occurs if the
patient is not injected with the tracer during or shortly after
the occurrence of acute symptoms, making timely injection
essential. Radionuclide tracers used for resting MPI involve
radiation exposure and thus should not be used during
pregnancy. Recently introduced cadmium zinc telluride
SPECT camera technology has the potential to significantly
reduce ionizing radiation exposure and imaging times
compared with traditional protocols while maintaining
image quality and diagnostic accuracy.39,40

Resting 2-dimensional (2D) echocardiography is rapid
and noninvasive but may not be readily available in the ED,
particularly after hours. 2D echo provides information on
myocardial ischemia by evaluating segmental wall motion
and ejection fraction,41,42 but the positive predictive value is
poor (0% to 44%),41,43,44 and 2D echo is limited in dis-
tinguishing acute versus chronic ischemia. In addition,
resting echo cannot determine the presence of underlying
high-grade coronary stenosis in the absence of impaired
myocardial perfusion at rest that results in wall motion
abnormalities. It can detect other possible causes of chest
pain, including valvular disease, pericarditis, and car-
diomyopathy. When contrast agents are used, echo-
cardiography is reported to achieve higher sensitivity (79%
to 97%) compared with wall motion analysis alone with
both rest and stress.45–49

CMR can image coronary anatomy, regional and
global ventricular function, myocardial perfusion, and
myocardial fibrosis/scar. When used in ED patients, gen-
erally in observational studies with modest numbers of
patients, contrast-enhanced perfusion, delayed enhance-
ment, and cine evaluation of wall motion have been shown
to have a sensitivity of 70% to 85% to detect ischemic
conditions.50–52 A normal CMR study has been associated
with very low risk and good prognosis. Although the
reported diagnostic accuracy of coronary magnetic reso-
nance angiography for the detection of lesions is 72%,53 the
inferior spatial resolution compared with CTA limits clin-
ical applications. Although both rest and rest-stress CMR
protocols can be used, the technology and expertise is not
widely available. CMR with pharmacological stress (eg,
adenosine, dobutamine/atropine) can be used but has even
less availability in the emergency room setting. In patients
with acute chest pain, T2-weighted CMR is able to identify
acute or recent myocardial ischemic injury and has been
used to distinguish ACS from non-ACS as well as acute
from chronic MI.54 Miller and colleagues evaluated 110 ED
patients having intermediate or high probability for ACS
without ECG or biomarker evidence of AMI who were
randomized to stress CMR in an observation unit versus
standard inpatient care. Compared with inpatient care, an
observation unit strategy involving stress CMR reduced
incident cost without any cases of missed ACS in patients
with emergent chest pain.55

Although catheter angiography remains the gold
standard for diagnosis of coronary artery disease, it is not
considered appropriate for the initial evaluation of patients
at less than high risk for ACS. It should be reserved for
confirmation of ACS in patients with positive screening
results and interventions in the case of hemodynamically
significant stenosis or occlusion. In addition, there is very
little evidence for the implementation of non-CT modalities
in the ED setting. Most of the studies to date have reported
anecdotal evidence in patients with MI rather than in
patients with suspected ACS.

Observational Pathway
The observational strategy, which was historically

followed at most tertiary care centers even as recently as 5
years ago, requires serial analysis of cardiac biomarkers to
rule in or rule out myocardial necrosis and MI. In the
absence of an acute event, this is typically followed by an
imaging test that may involve imaging coronary anatomy
and/or imaging function and perfusion to look for evidence
of ischemia. If serial biomarkers are negative, stress imag-
ing or stress ECG is often incorporated.

Appropriate Use Criteria
A multisociety collaboration updated the criteria for

appropriate use of CCTA in 2010.56 For patients without
known coronary artery disease presenting with suspected
ACS, CCTA was determined to be appropriate in the set-
ting of either (1) normal ECG and biomarkers, (2) unin-
terpretable ECG, or (3) nondiagnostic ECG or equivocal
biomarkers for patients with either a low or intermediate
pretest probability for CAD. In patients with a high pretest
probability, persistently abnormal ECG after exclusion of
MI, or with acute chest pain with multiple potential cardiac
and noncardiac etiologies, the benefit of CCTA was
uncertain. Finally, in patients with proven AMI, there is no
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role for CCTA; these patients benefit more from immediate
therapeutic intervention—that is, catheter angiography.

CORONARY CALCIUM SCORING
Coronary artery calcification (CAC) is considered to be

a marker of atherosclerotic plaque. Studies have suggested
that detection of coronary calcium by cardiac CT is useful for
the evaluation of chest pain in the ED.57 In a follow-up study
by the same group comprising 263 patients who were eval-
uated in the ED with low to intermediate risk for ACS, 51%
with absent or minimal CAC experienced no adverse cardiac
events at 30 days, 1 year, and 5 years, with a negative pre-
dictive value of 99% for the test in this setting.58 A 1031-
patient prospective observational study conducted at an
urban tertiary care hospital showed that a CAC of zero was
associated with a low rate of cardiac events acutely and
during the ensuing 6 months on normal SPECT.59

However, the role of calcium scoring alone in ACS risk
stratification in the ED continues to be debated. Prior studies
have shown that noncalcified plaques are more likely to be
present in younger cohorts,59–61 in diabetic patients,62 and in
patients with ACS compared with those with stable CAD.63 A
calcium score of zero may not predict the absence of
CAD.64–66 Further, CAD in younger, more atypical patients
would be missed. Chang et al61 found that positive calcium
scores did not identify all patients with CAD and that the
addition of coronary calcium scoring to CCTA findings did
not help to predict 30-day cardiovascular events. Radiation
exposure also remains a matter of concern: calcium scoring
alone accounts for an estimated effective dose of 1.5mSv.67

Chang et al61 also addressed the concern about the quality of
images when the coronary calcium score exceeds 400, report-
ing that only 23 of 1049 patients had a coronary calcium score
in this range, and 13 of those patients had interpretable coro-
nary imaging.

CONTRAST-ENHANCED CCTA
At a growing number of medical centers, CCTA has

become a hallmark of the early imaging pathway, available
nearly 24/7 in the ED and quickly interpreted to further
management and disposition of the patient.68,69 Patients
with hemodynamically significant stenoses can be admitted
for further treatment and intervention (eg, cardiac cathe-
terization or stress testing), whereas those with normal
CCTA results or nonhemodynamically significant lesions
can be medically managed and discharged.

Multiple studies have demonstrated the safety of
CCTA for triage of patients at low to intermediate risk who
present to the ED with chest pain and suspected ACS. In a
cohort study of 568 patients with chest pain, those with a
low TIMI risk score, negative ECG, and negative CCTA
had no MACE 30 days after discharge from the ED.70 One-
year follow-up in this same cohort affirmed the initial
findings: none of the patients experienced an acute MI, and
only 1 patient died from an unclear cause.71 The ROMI-
CAT I trial, a single-center cohort study of 368 ED patients
with acute chest pain, demonstrated a high negative pre-
dictive value for ACS in patients with a normal CCTA
examination, as well as a decreased risk for MACE during
the 2 subsequent years.72,73 A strong correlation between
plaque characterization, percentage of stenosis, and ACS
was also noted. A subsequent prospective, multicenter,
randomized control trial (ROMICAT-II) of 1000 patients
with suspected ACS additionally showed that CCTA in

low-risk patients with chest pain resulted in quicker hos-
pital discharge, often directly from the ED, as well as no
undetected ACS after 28 days.74 Another prospective,
multicenter trial (CT-STAT) randomized patients to receive
either CCTA or SPECT MPI and found no statistically
significant difference in MACE between the 2 noninvasive
modalities.75 A more recent multicenter study of 1370
subjects randomized to either CCTA or traditional obser-
vational therapy demonstrated that CCTA was a safe
option for evaluation of low-risk and intermediate-risk
patients with chest pain in the ED.69

Protocols
Protocols for CCTA have evolved according to avail-

able technology. Initially, most studies were carried out with
retrospectively ECG-gated helical CT, allowing for recon-
struction of multiple phases of the cardiac cycle as well as
functional evaluation in addition to assessment for the pres-
ence and extent of atherosclerotic plaque. However, the dis-
advantage of retrospective ECG gating is the increased
amount of ionizing radiation required to obtain data
throughout the cardiac cycle. In light of this concern, pro-
spective ECG triggering and axial CT became more widely
used.76 The advantage of prospective ECG-triggered axial
imaging is the comparative reduction in radiation dose, with
the limitation that functional assessment cannot be obtained
because data are no longer acquired during the cardiac cycle.
Newer technology has enabled dual-source, high-pitch helical
CT with prospective ECG triggering.77 This technique pro-
vides diagnostic quality imaging with even less ionizing
radiation, but the fast scan time (approximately 250ms)
requires that patients have a low heart rate (ideally around
60beats/min) so that the heart is in the same phase of the
cardiac cycle throughout the imaging examination

To ensure the production of diagnostic quality images,
optimal heart rate control is critical to minimize motion arti-
facts. This can be achieved with the administration of oral or
intravenous b-blockers in patients without contraindications
(eg, sinus bradycardia, hypotension, active/unstable small air-
way disease).78 Heart rate optimization is important regardless
of imaging protocol (retrospective ECG gating vs. prospective
ECG triggering). In addition, vasodilation of the coronary
circulation using sublingual nitroglycerin is also valuable for
improving the contrast-to-noise ratio of the CCTA examina-
tion.78 Specific contraindications to nitroglycerin admin-
istration exist, including recent phosphodiesterase inhibitor
therapy (used for erectile dysfunction or pulmonary hyper-
tension), hypotension, and critical aortic stenosis.

Advantages
The contrast-enhanced phase of CCTA is used to

characterize the anatomy of the coronary arterial circu-
lation, determine dominance, and identify any luminal
abnormalities or anomalous connections.79,80 The incidence
of anomalous coronary arteries in the United States is
thought to be slightly <6%, whereas the incidence of
myocardial bridging is approximately 10%.81 Aside from
anomalies with a clearly malignant (ie, interarterial) course
of the left anterior descending coronary artery, the sig-
nificance of these anomalies is unclear.

In patients with suspected ACS, CCTA is used to
detect atherosclerotic plaque, classify it as calcified, non-
calcified, or mixed, and characterize the resulting degree of
stenosis. Figure 1 demonstrates >90% stenosis in the
proximal left anterior descending artery of a patient, shown
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both on multiplanar reformats from a CCTA and on the
corresponding angiographic projection before stent place-
ment. In a prospective cohort study of 304 patients, high-
risk plaque (plaque with CT attenuation <30 Hounsfield
units with or without accompanying positive remodeling)
was shown to have greater prognostic value than the
combination of percentage of stenosis on CCTA and stress
difference scores (SDS) from SPECT MPI.79 Plaque com-
position has been shown to vary on CCTA between patients
with stable CAD and those with unstable angina.63

Yet another advantage of CCTA is the fact that it can
be used to identify potential causes of chest pain other than
ACS. This is a feature unique to CCTA over other non-
invasive cardiac imaging modalities such as echocardio-
graphy, exercise stress testing, and MPI.4,82 Further, CCTA
can often reveal occult conditions for which a patient would
benefit from treatment, such as previously undiagnosed
malignancies of the lung and female breast.83–89 It is impor-
tant to examine extracardiac structures captured on full field-
of-view (FOV) imaging, such as the calcium scoring series,
which may not always be captured on the smaller FOV
angiographic series.90 Figure 2 demonstrates some extrac-
ardiac findings that have been captured on CCTA.

Historically, CCTA has been criticized for exposing
patients to significant radiation for a diagnostic imaging
examination.91 However, customizing x-ray tube voltage (kVp)
to patient size to achieve diagnostic image quality with less
radiation has resulted in lower-dose protocols.92 Further, the
PROTECTION III trial showed that prospectively ECG-
triggered axial imaging reduced the amount of radiation
required by up to 69% compared with retrospectively ECG-
gated imaging and to a level considerably lower than that of
conventional SPECT MPI.93 Other studies have also shown
that CCTA can be performed using less radiation compared
with SPECT MPI.74 With the current state-of-the-art CT
scanners, CCTA can be performed with estimated effective
doses on the order of 1mSv.94 Concomitant implementation
of dose-reduction technologies such as iterative reconstruction
can result in diagnostic quality images with even lower esti-
mated effective doses.95–97

Limitations
An often-noted limitation of CCTA is its inability to

provide information on the functional significance of an
anatomic stenosis. By its nature, CCTA provides an ana-
tomic assessment of the degree of stenosis but cannot
elaborate on whether the observed stenosis causes sig-
nificant myocardial ischemia. Meijboom et al98 showed
only a moderate correlation between percentage of stenosis
on CCTA and fractional flow reserve (FFR) measured with
quantitative coronary angiography. However, Motoyama
et al79 showed that assessment of plaque architecture/
composition on CCTA outperformed the combination of
percentage of stenosis from CCTA and stress difference
score from SPECT MPI (structural and functional infor-
mation) in a small single-center trial.

One of the sharpest criticisms of CCTA is that, although
it may decrease the length of stay and cost of care during an
initial ED visit for chest pain, it ultimately leads to increased
costs and added morbidity from unnecessary intervention in
patients without completely normal examinations.74 ROMI-
CAT-II showed that CCTA led to a higher rate of subsequent
invasive coronary angiography in intermediate-risk patients
compared with the observational pathway.74 In addition,
among Medicare recipients, it was found that CCTA in non-
ED patients led to more invasive coronary angiography
compared with SPECT MPI.99

Many studies on extracardiac findings identified on
CCTA would suggest that obtaining and evaluating a full
FOV series, as part of CCTA, is beneficial to patients. How-
ever, some would argue that this additional information is
actually to a patient’s disadvantage. Budoff et al100 argued that
the benefits of full FOV CCTA outweigh the risks associat-
ed with follow-up imaging, including exposure to ionizing
radiation, increased cost, and potential associated morbidity.
For example, incidental pulmonary nodules detected on
CCTA often require repeat follow-up CTs to assess for
interval change and may even lead to positron emission
tomography/CT scans or biopsy of indeterminate nodules.

High-attenuation material adjacent to the lumen of a
coronary artery can significantly impact the assessment of the

FIGURE 1. Correlation between CCTA (A) and catheter angiography (B) demonstrating >90% stenosis in the proximal left anterior
descending artery of a patient before stent placement.
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vessel lumen. In patients with a very high coronary calcium
score, blooming artifacts from dense calcified plaques can
limit evaluation of the adjacent lumen. Calcium scores >400
have been shown to detect stenosis on CCTA.101 Similarly,
evaluation of coronary patency in patients with known cor-
onary artery disease and history of prior percutaneous cor-
onary intervention and stenting is difficult in the native vessel
immediately proximal and distal to a metallic stent as well as
within the stent itself because of blooming artifacts.102,103

TRIPLE RULE-OUT (TRO) CTA
Patients in whom the initial workup is inconclusive can

undergo an imaging study potentially excluding the most
critical diagnoses, including troponin-negative non-ST
elevation ACS, aortic dissection or other acute aortic syn-
drome, and acute PE. This type of approach is usually
referred to as TRO. TRO is a modified contrast-enhanced
CTA designed to image more of the chest (eg, aortic arch to

the base of the heart or thoracic inlet to diaphragm) using
additional contrast to maintain pulmonary artery opacifi-
cation. Several studies have confirmed the feasibility of this
approach, providing good coronary, pulmonary, and aortic
image quality with negative predictive values in the range
of 99.4% to 100%.104–108 Relative disadvantages of a TRO
include increased scan length, additional radiation expo-
sure, 20% to 50% more contrast volume (to maintain
pulmonary artery opacification), and added protocol com-
plexity. The average effective dose estimate for a TRO
study is 30% higher compared with CCTA if scanned from
the aortic arch to the base of the heart and 50% to 125%
higher when the entire thorax is imaged.104,107,108

The necessity of TRO in patients presenting with acute
chest pain remains under discussion. The incidence of PE and
aortic dissection in the population with low to intermediate
ACS risk seems to be quite low and may not justify the
increased radiation dose.70,82,106 One study suggests that the
TRO approach may have a role in patients at intermediate to

FIGURE 2. Examples of extracardiac findings detected on CCTA, including (A) bilateral pulmonary emboli, (B) right lower-lobe
pneumonia, (C) a right upper-lobe nodule and (D) a right paravertebral mass, found in the same patient as shown in (C).
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FIGURE 3. Images of a 55-year-old male patient with a family history of coronary artery disease who presented to the ED after several
episodes of acute chest pain. Color-coded dynamic first-pass myocardial stress perfusion CT images in short-axis (A) and long-axis (B)
views reveals a perfusion defect in the inferoseptal and lateral wall of the left ventricle, equivalent to the vascular territories of the right
coronary artery and left circumflex artery (arrows). Corresponding short-axis stress SPECT thallium myocardial perfusion (C) and stress
perfusion MRI (D) illustrate perfusion defects (arrows) in the same myocardial territory. Delayed-phase CT in short view (E) displays
inferoseptal delayed subendocardial myocardial hyperenhancement, correlating well with delayed-phase MRI in short-axis orientation (F)
(arrows). CCTA of left circumflex artery (G) and right coronary artery (H) depicts diffuse calcified and noncalcified atherosclerotic disease
throughout the course of both vessels, causing several high-grade and subtotal stenoses (arrows). MRI indicates magnetic resonance
imaging. (Image and caption reproduced with permission from Weininger et al.112)
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high risk for PE.108 Pulmonary artery opacification on CCTA
may not be adequate to exclude PE.109 Nevertheless, this
diagnosis is very uncommon in ED patients with chest pain
and suspicion of ACS.70,82 Most patients will have negative
TRO results. Aortic dissection is not missed in any kind of
protocol, whereas intramural hematoma may be missed on
all protocols. Newer techniques such as prospective ECG
triggering, large-volume detectors, and high-pitch helical
dual-source CT may reduce radiation dose, leading to more
widespread adoption of the TRO method.

COST-EFFECTIVENESS
At present, there appears to be conflicting evidence as

to the cost-effectiveness of CCTA as a triage measure in the
ED. Multiple studies have shown that CCTA is cost-

effective in patients with <50% pretest probability for ACS
and also more cost-effective when used alone than when
combined with SPECT MPI.110 ROMICAT-II showed no
significant difference in the cumulative mean cost of care
for patients who underwent CCTA as opposed to an
alternative noninvasive imaging modality.74 Although
patients with negative CCTA examinations had shorter
hospital stays on their initial visit, they underwent more
downstream testing and ultimately received more radiation
exposure. In contrast, other studies have shown that in low-
risk patients CCTA results in a higher discharge rate,
shorter length of stay, and more cost-effective management
of patients without a statistically significant difference in
MACE when compared with non-CCTA groups.69,75 One
critic suggests that, just as patients with a negative CCTA
can be discharged safely from the ED, so can patients with

FIGURE 4. A 58-year-old man with a history of coronary artery disease and atypical chest pain. Dual-energy images in short-axis view
(A) reveal an iodine defect of the inferior wall of the left ventricle (arrows), which could be confirmed by rest examinations of MRI (B)
and SPECT (C) (arrows). In combination with adenosine-induced stress DECT (D), stress MRI (E), and stress SPECT (F) examinations, this
inferior wall defect (arrows) was classified as a fixed defect. Delayed myocardial hyperenhancement (arrows) can be depicted in both
late-phase DECT (G) and late-phase MRI (H). Corresponding CCTA (I) illustrates multiple hemodynamic relevant calcified and non-
calcified plaques in the right coronary artery. DECT indicates dual-energy CT; MRI, magnetic resonance imaging. (Image and caption
reproduced with permission from Weininger et al.112)
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negative ECG results and cardiac biomarkers, thereby
saving the added expense of an additional CT
examination.111

FUTURE DIRECTIONS
One recent innovation in the evaluation of chest pain

in the ED is myocardial stress perfusion imaging using CT
(Fig. 3) after administration of adenosine.112–116 Histor-
ically, this type of analysis has been performed using first-
pass perfusion and delayed enhancement CMR, which
requires a low volume of intravenous contrast and does not
use ionizing radiation. However, feasibility studies have
demonstrated that both real-time and first-pass perfusion
myocardial stress perfusion CT in patients with acute chest
pain have higher sensitivity and specificity compared with
stress/rest SPECT and CMR in detecting areas of decreased
myocardial perfusion.112,116 Although acknowledging the
limitations of radiation exposure and increased contrast
volume, we consider this technique to be a viable alternative
in patients who cannot undergo contrast-enhanced CMR.

The use of dual-energy cardiac CT with simultaneous
or alternating imaging at 2 different x-ray tube potentials is
also being explored from multiple avenues (Fig. 4). One
application has been the analysis of plaque composition. A
decrease in blooming and beam hardening artifact

associated with densely calcified plaque was noted with
dual-energy CCTA in an anthropomorphic moving heart
phantom.117 Difference between calcified and noncalcified
plaque in ex vivo human specimens has also been demon-
strated.118 In addition, dual-energy CT has been widely
utilized for myocardial stress perfusion analysis.112–116,119

Iodine maps obtained by analyzing dual-energy CT images
have been shown to be comparable to SPECT MPI with
>90% sensitivity and specificity.120 When compared with
3T CMR, dual-energy CT performs with 77% sensitivity
and 98% specificity for evaluation of areas of chronic MI,
with the added benefit of decreased metal artifact.121 The
combination of dual-source CCTA and dual-energy myo-
cardial stress CT perfusion has been shown to have incre-
mental benefit over CCTA alone.115

FFR is a conventional angiographic technique used to
determine the volume of coronary blood flow that can be
achieved in the presence of a stenotic lesion. It effectively
provides an estimate of lesion-specific ischemia. Revascu-
larization of a lesion with positive FFR (typically defined as
r0.75 or r0.8) has been shown to be associated with
decreased ischemia and more positive outcomes.122 More
recently, a noninvasive estimate of lesion-specific ischemia
from CCTA, termed CT FFR (FFRCT), has been devel-
oped (Fig. 5). For intermediate lesions (defined as 40% to
69% stenosis) causing ischemia, FFRCT was found to have

FIGURE 5. Comparison of (A) multiplanar reformat of CTA, (B) invasive coronary angiography (ICA) with FFR value, and (C) FFRCT

showing a hemodynamically significant stenosis of the left anterior descending artery (arrows, FFR < 0.8). Figure courtesy of
Dr Bon-Kwon Koo, Seoul National University Hospital. (Image and caption reproduced with permission from Min et al.123)
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90% sensitivity and nearly 83% specificity, as well as stat-
istically significant correlation with angiographic FFR. In
addition, FFRCT was also shown to outperform angio-
graphic FFR and assessment of percentage of stenosis from
CCTA for partially calcified or noncalcified plaque.124 The
DeFACTO trial, a multicenter prospective comparison
of FFRCT with angiographic FFR, showed 73% specificity
and 90% specificity for the diagnosis of obstructive
CAD.125 However, FFRCT still performed better than
anatomic CT alone.

CAD of coronary artery disease is another interesting
application that may gain traction in the imaging evalua-
tion of patients in the ED (Fig. 6). Computer-aided simple
triage analysis of CCTA has been used to automatically
segment and label the coronary artery tree and also detect
stenoses.126,127 Such a system is designed to alert clinicians
to the presence or absence of critical stenoses present on a
CCTA in order to focus study interpretation toward rapid
patient triage.

CONCLUSIONS
CCTA has now been validated using several large

multicenter trials that demonstrate its safety and efficiency.
However, concerns remain about increased resource uti-
lization and radiation exposure, and the role of new bio-
markers may change how we practice. Specifically, patients
with negative ultrahigh-sensitivity troponins may not
require imaging; however, these new biomarkers are rarely
unequivocally negative. In addition, we must consider the
long-term downstream consequences of additional imaging
and interventions—are we actually preventing future events
or just making unnecessary use of limited resources?

REFERENCES

1. Niska R, Bhuiya F, Xu J. National Hospital Ambulatory
Medical Care Survey: 2007 emergency department summary.
Natl Health Stat Rep. 2010;26:1–31.

2. Lloyd-Jones DM, Camargo CA, Lapuerta P, et al. Electro-
cardiographic and clinical predictors of acute myocardial
infarction in patients with unstable angina pectoris. Am J
Cardiol. 1998;81:1182–1186.

3. Pope JH, Aufderheide TP, Ruthazer R, et al. Missed
diagnoses of acute cardiac ischemia in the emergency depart-
ment. N Engl J Med. 2000;342:1163–1170.

4. Hollander JE, Robey JL, Chase MR, et al. Relationship
between a clear-cut alternative noncardiac diagnosis and 30-
day outcome in emergency department patients with
chest pain. Acad Emerg Med. 2007;14:210–215.

5. Goldman L, Cook EF, Johnson PA, et al. Prediction of the
need for intensive care in patients who come to the emergency
departments with acute chest pain. N Engl J Med. 1996;
334:1498–1504.

6. Kontos MC, Jesse RL. Evaluation of the emergency depart-
ment chest pain patient. Am J Cardiol. 2000;85(5A):32B–39B.

7. Tatum JL, Jesse RL, Kontos MC, et al. Comprehensive
strategy for the evaluation and triage of the chest pain patient.
Ann Emerg Med. 1997;29:116–125.

8. Launbjerg J, Fruergaard P, Hesse B, et al. Long-term risk of
death, cardiac events and recurrent chest pain in patients with
acute chest pain of different origin. Cardiology. 1996;87:60–66.

9. Lindsell CJ, Anantharaman V, Diercks D, et al. The Internet
Tracking Registry of Acute Coronary Syndromes (i*trACS):
a multicenter registry of patients with suspicion of acute
coronary syndromes reported using the standardized report-
ing guidelines for emergency department chest pain studies.
Ann Emerg Med. 2006;48:666–677, 677.e1–e9.

10. Hickam DH, Sox HC, Sox CH. Systematic bias in recording
the history in patients with chest pain. J Chronic Dis. 1985;
38:91–100.

11. Jayes RL, Beshansky JR, D’Agostino RB, et al. Do patients’
coronary risk factor reports predict acute cardiac ischemia
in the emergency department? A multicenter study. J Clin
Epidemiol. 1992;45:621–626.

12. Han JH, Lindsell CJ, Storrow AB, et al. The role of cardiac
risk factor burden in diagnosing acute coronary syndromes in
the emergency department setting. Ann Emerg Med. 2007;
49:145–152, 152.e1.

13. Chase M, Brown AM, Robey JL, et al. Prognostic value of
symptoms during a normal or nonspecific electrocardiogram
in emergency department patients with potential acute
coronary syndrome. Acad Emerg Med. 2006;13:1034–1039.

14. Lau J, Ioannidis JP, Balk EM, et al. Diagnosing acute cardiac
ischemia in the emergency department: a systematic review of
the accuracy and clinical effect of current technologies. Ann
Emerg Med. 2001;37:453–460.

15. Green GB, Beaudreau RW, Chan DW, et al. Use of troponin
T and creatine kinase-MB subunit levels for risk stratification
of emergency department patients with possible myocardial
ischemia. Ann Emerg Med. 1998;31:19–29.

16. Newby LK. The emerging role of myoglobin for risk
stratification. Am Heart J. 2001;142:4–6.

17. Reichlin T, Hochholzer W, Bassetti S, et al. Early diagnosis of
myocardial infarction with sensitive cardiac troponin assays.
N Engl J Med. 2009;361:858–867.

18. Keller T, Zeller T, Peetz D, et al. Sensitive troponin I assay in
early diagnosis of acute myocardial infarction. N Engl J Med.
2009;361:868–877.

19. Januzzi JL, Bamberg F, Lee H, et al. High-sensitivity
troponin T concentrations in acute chest pain patients
evaluated with cardiac computed tomography. Circulation.
2010;121:1227–1234.

20. Brennan M-L, Penn MS, Van Lente F, et al. Prognostic value
of myeloperoxidase in patients with chest pain. N Engl J Med.
2003;349:1595–1604.

FIGURE 6. Automated extraction of plaque and characterization
of stenoses using CAD identifies calcified plaque in the mid-left
anterior descending artery (LAD), noncalcified plaque in the mid-
circumflex, calcified plaque in the proximal circumflex, and
mixed plaque in the distal right coronary artery (RCA); these seg-
ments are highlighted in red. LCX indicates left circumflex artery.

J Thorac Imaging � Volume 28, Number 4, July 2013 Cardiac CT in the Emergency Room

r 2013 Lippincott Williams & Wilkins www.thoracicimaging.com | 213



21. Goldman L, Cook EF, Brand DA, et al. A computer protocol
to predict myocardial infarction in emergency department
patients with chest pain. N Engl J Med. 1988;318:797–803.

22. Limkakeng A, Gibler WB, Pollack C, et al. Combination of
Goldman risk and initial cardiac troponin I for emergency
department chest pain patient risk stratification. Acad Emerg
Med. 2001;8:696–702.

23. Selker HP, Beshansky JR, Griffith JL, et al. Use of the acute
cardiac ischemia time-insensitive predictive instrument (ACI-
TIPI) to assist with triage of patients with chest pain or other
symptoms suggestive of acute cardiac ischemia. A multicenter,
controlled clinical trial. Ann Intern Med. 1998;129:845–855.

24. Hollander JE. Evaluation, Differential Diagnosis, and
Approach to the Patient with possible acute coronary
syndrome. In: Field JM, Kudenchuk PJ, O’Connor R, et al,
eds. The Textbook of Emergency Cardiovascular Care and
CPR. Lippincott: Williams and Wilkins; 2008.

25. Hess EP, Agarwal D, Chandra S, et al. Diagnostic accuracy of
the TIMI risk score in patients with chest pain in the
emergency department: a meta-analysis. CMAJ. 2010;182:
1039–1044.

26. Than M, Cullen L, Reid CM, et al. A 2-h diagnostic protocol
to assess patients with chest pain symptoms in the Asia-
Pacific region (ASPECT): a prospective observational
validation study. Lancet. 2011;377:1077–1084.

27. Backus BE, Six AJ, Kelder JH, et al. Risk scores for patients
with chest pain: evaluation in the emergency department.
Curr Cardiol Rev. 2011;7:2–8.

28. Six AJ, Backus BE, Kelder JC. Chest pain in the emergency
room: value of the HEART score. Neth Heart J. 2008;16:
191–196.

29. Backus BE, Six AJ, Kelder JC, et al. Chest pain in the
emergency room: a multicenter validation of the
HEART Score. Crit Pathw Cardiol. 2010;9:164–169.

30. Miller CD, Lindsell CJ, Khandelwal S, et al. Is the initial
diagnostic impression of ‘noncardiac chest pain’ adequate to
exclude cardiac disease? Ann Emerg Med. 2004;44:96, author
reply 96–97.

31. Disla E, Rhim HR, Reddy A, et al. Costochondritis. A
prospective analysis in an emergency department setting. Arch
Intern Med. 1994;154:2466–2469.

32. Hilton TC, Fulmer H, Abuan T, et al. Ninety-day follow-up
of patients in the emergency department with chest pain who
undergo initial single-photon emission computed tomo-
graphic perfusion scintigraphy with technetium 99m-labeled
sestamibi. J Nucl Cardiol. 1996;3:308–311.

33. Conti A, Gallini C, Costanzo E, et al. Early detection of
myocardial ischaemia in the emergency department by rest or
exercise (99m)Tc tracer myocardial SPET in patients with
chest pain and non-diagnostic ECG. Eur J Nucl Med.
2001;28:1806–1810.

34. Schaeffer MW, Brennan TD, Hughes JA, et al. Resting
radionuclide myocardial perfusion imaging in a chest pain
center including an overnight delayed image acquisition
protocol. J Nucl Med Technol. 2007;35:242–245.

35. Kontos MC, Haney A, Ornato JP, et al. Value of simulta-
neous functional assessment in association with acute rest
perfusion imaging for predicting short- and long-term out-
comes in emergency department patients with chest pain.
J Nucl Cardiol. 2008;15:774–782.

36. Radensky PW, Hilton TC, Fulmer H, et al. Potential cost
effectiveness of initial myocardial perfusion imaging for assess-
ment of emergency department patients with chest pain. Am J
Cardiol. 1997;79:595–599.

37. Udelson JE, Beshansky JR, Ballin DS, et al. Myocardial
perfusion imaging for evaluation and triage of patients with
suspected acute cardiac ischemia: a randomized
controlled trial. JAMA. 2002;288:2693–2700.

38. Kontos MC, Schmidt KL, McCue M, et al. A comprehensive
strategy for the evaluation and triage of the chest pain patient:
a cost comparison study. J Nucl Cardiol. 2003;10:284–290.

39. Duvall W, Croft L, Ginsberg E. Reduced isotope dose and
imaging time with a high-efficiency CZT SPECT camera.
J Nucl Cardiol. 2011;18:847–857.
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