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BACKGROUND

Nuclear myocardial perfusion imaging (MPI) involves the use of radiotracers to generate scintigraphic images of the
myocardium. It is the best validated and most standardised of all cardiac imaging modalities, demonstrating regional
perfusion ventricular wall motion and accurately calculating reproducible left ventricular ejection fraction. Physiological
or pharmacological stress can be used to uncover myocardial ischaemia.

OBJECTIVE

This article provides an update on the use of MPI for the triaging of chest pain, monitoring of known ischaemic heart
disease, and cardiac event prediction in the general practice setting.

DISCUSSION

A normal stress MPI study is an unambiguous outcome. A perfusion defect on a stress MPI study may be produced

by stress ischaemia, stable infarction, hibernating myocardium, or by a variable mixture of all three. Patient access to
nuclear MPl is good with most nuclear medicine departments offering nuclear cardiology services. Nuclear cardiology
is safe and reliable, and deserves to be a part of the routine diagnostic armamentarium in general practice.

MPI shows relative regional perfusion of
ventricular myocardium.

Myocardial perfusion imaging (MPI) uses a tracer
amount of radioactive compound taken up and retained
in heart muscle. The cardinal imaging product of MPI
is an objective, quantifiable three dimensional map of
radiotracer concentration within ventricular myocardium.
The tracer intensity in any one part of the map directly
reflects the adequacy of blood flow to the corresponding
part of myocardium; or the proportion of live myocardium
to scar; or a combination of the two. In diagnostic clinical
practice the radiotracer concentration map is normalised
to an area of myocardium with the most intense uptake
(or to a part of known normal myocardium), and the map is
therefore one of relative regional myocardial perfusion.

MPI accurately shows regional ventricular wall
motion and accurately calculates reproducible
left ventricular ejection fraction.

All myocardial perfusion tracers used in modern MPI are
imaged with electrocardiogram (ECG) gating. Regional
wall motion abnormalities are shown on a cine loop, and
left ventricular function is objectively evaluated through
calculation of left ventricular end diastolic volume, end
systolic volume, time-volume curve, and left ventricular
ejection fraction (LVEF). All these parameters, and in
particular LVEF, are reproducible and allow accurate serial
monitoring (Figure 7).

MPI at physiological stress uncovers regional
myocardial ischaemia. Direct comparison with

a resting perfusion map separates myocardial
ischaemia (reversible) from infarct (irreversible).

Coronary blood flow can rise to as much as four times
its resting value in response to rising cardiac output, and
failure of coronary blood flow to keep pace with cardiac
work produces myocardial ischaemia.

The most informative way to achieve myocardial
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physiological stress is with graded exercise ECG. This
demonstrates the patient’s exercise response and
may also elicit index symptoms. The radiotracer is
injected either at peak exercise, or with symptoms.
Where the patient is unable to exercise, MPI can still
produce meaningful results by using pharmacologic
stress. The most common way to achieve this is with
intravenous infusion of coronary vasodilators, either
dipyridamole ('Persantin’) or adenosine (‘Adenoscan’).
Both cause nondemand coronary hyperaemia; both are
contraindicated in asthma and second degree heart block.
The physiological action of both is blocked by xanthines,
and therefore we ask patients referred to MPI to abstain
from all caffeine and theophylline containing food, drink
and medication for 24 hours before testing.

The second line pharmacological agent — dobutamine
- is administered as a graded intravenous infusion and
acts via beta adrenergic receptors to increase both heart
rate and power of myocardial contraction.

A normal stress MPI study is an unambiguous
outcome. A perfusion defect on a stress MPI study
may be produced by stress ischaemia, stable infarction,
hibernating myocardium, or by a variable mixture of all
three. Differentiation is achieved by comparison with a
resting MPI study (Figure 2). A reversible perfusion defect
is the cardinal MPI sign of reversible ischaemia, and its
severity in turn reflects the severity of ischaemia. A fixed
perfusion defect indicates either a fixed infarct (severity
of perfusion defect reflecting the thickness of the infarct)
or (infrequently) hibernating myocardium.

Myocardial viability imaging shows hibernating
myocardium.

Hibernating myocardium is defined as noncontractile
but viable myocardium which regains some degree of
useful function following revascularisation (definition is
retrospective). An extension of usual MPI techniques
to detect hibernating myocardium using thallium as the
radiotracer and a long time delay between injection and
imaging is both possible and accurate.” The application is
termed ‘myocardial viability imaging’.

Safety of cardiac stress testing

Exercise ECG stress testing has an excellent safety profile
(mortality generally quoted at 0.01%), and the addition of
radiotracer injection does not affect it. Dipyridamole and
adenosine stress testing have a low risk of cardiac death
or myocardial infarction (<0.05%), but carry a 0.1% risk
of bronchospasm.2? A review of 1012 patients undergoing
dobutamine stress MPI reported no deaths or myocardial
infarctions.*
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Figure 1. A composite display of a normal gated MPI study. Top panel: end diastolic (ED) and end
systolic (ES) views of the left ventricle looking at the septum. Solid colour: endocardial surface;
birdcage: epicardial surface. Bottom left panel: source slices of the left ventricle (short axis
through membranous septum, mid horizontal long axis, mid vertical long axis). ED is on the left,
ES the right. Bottom right panel: derived absolute parameters of left ventricular function and left
ventricular volume-time curve

Evidence base and clinical utility

Nuclear myocardial perfusion imaging is the best validated
and most standardised of all cardiac imaging modalities.
Standardisation of the reporting lexicon, myocardial
segmentation models and defect severity quantitation has
resulted in portability, reproducibility and comparability of
nuclear MPI studies acquired in different centres and
at different times.5 This has made it possible to produce
an outstanding nuclear MPI evidence base of over
20 000 patients.b

Large, statistically significant normal MPI study
databases are available in clinical practice for all
radiotracers for both men and women. Standardisation of
wall motion analysis algorithms has resulted in portability,
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reproducibility and accuracy of myocardial wall motion
parameters, especially LVEF.

Nuclear MPI predicts clinical cardiac outcome,
and does so equally well in men and women,
diabetics and nondiabetics, patients who can
exercise and those who cannot. In addition, left
ventricular function parameters predict the risk
of cardiac death.

In the general patient population, a normal nuclear
MPI study carries the risk of cardiac death, myocardial
infarction or myocardial revascularisation (hard cardiac
events) of less than 1% per annum. A meta-analysis
of 14 prognostic studies and 12 000 patients reported
a cardiac death and myocardial infarction rate of 0.6%
per annum for a normal study, compared to 7.4% for an
abnormal study.”

Patients with no known coronary artery disease, and
a normal exercise MPI study (n=3926) had a hard cardiac
event rate of 0.2% per annum with a ‘warranty period’
of 2 years. The 'warranty period" depends on underlying

Figure 2. A composite display of a large, reversible stress perfusion defect in the left anterior
descending (LAD) artery territory (arrows). Left panel: source slices (representative short axis, mid
horizontal long axis, mid vertical long axis). The defect involves the apex and distal anteroseptal
wall. Right panel top: left ventricular perfusion at stress on polar map and 3D map (polar map
has apex in centre). Right panel mid: left ventricular perfusion at rest. Bottom panel: extent of
reversibility of the defect (in this case, totally reversible)

ANT = anterior, INF = inferior, EDV = end diastolic volume, ESV = end systolic volume,
EF = ejection fraction

comorbidities and is shorter if the risk profile is adverse.®

A number of studies have explored the risk
stratification role of MPI in women,® with data from over
8000 women in total suggesting that cardiac event rate is
less than 1% per annum for a normal study.

In 1080 diabetics, a normal or near normal MPI study
conferred a hard cardiac event rate of less than 2%
per annum, while a moderate or severely abnormal
scan resulted in a rate of 5.8% (exercise) and 9.9%
(adenosine).

Where the patient cannot exercise and dipyridamole
or adenosine are used, the risk of hard events depends
on coexistent comorbidities, particularly age, pre-existent
ischaemic heart disease and diabetes mellitus. For a
general pharmacological stress population without known
ischaemic heart disease, a normal scan carried the cardiac
death rate of 1.1% per year in 2163 patients.™

Left ventricular ejection fraction is routinely reported
with modern nuclear MPI and provides survival
information. In a study of 1680 patients, LVEF of more
than 45% carried the cardiac mortality rate of less than
1% per annum regardless of perfusion abnormalities,
while patients with LVEF less than 45% and left
ventricular end systolic volume of more than 70 mL had a
cardiac death rate of 7.9% per year."?

False positives and false negatives

False positives and false negatives imply that a gold
standard must exist, and its selection is not trivial. The
most significant gold standard (and the one chosen for
the performance benchmarks of MPI quoted above)
is the clinical cardiac outcome of the patient. Cardiac
catheterisation is often regarded as the absolute gold
standard for ischaemic heart disease, but is itself
not infallible.™

In general, false positive MPI studies predict significant
myocardial ischaemia where none exists. These patients
will almost always have a normal or near normal coronary
angiogram. Because provocative coronary angiography is
not a common test in Australia, these patients will not be
easy to differentiate from patients with impaired coronary
vasodilation or vasospasm induced ischaemia (MPI true
positive, coronary angiography false negative).

False negative MPI studies are uncommon, but
include the dreaded 'balanced triple vessel disease’
where perfusion to all myocardial territories is equally
compromised and therefore no normal myocardium exists
for comparison. Sometimes no identifiable explanation
exists for a false negative result. As elsewhere in clinical
medicine, Bayesian statistics apply in nuclear MPI. Where
pretest probability (read ‘clinical suspicion’) of significant
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myocardial ischaemia is very high and the MPI study is
negative, the post-test probability will still be insufficiently
low to dismiss. The same is true where ongoing
symptoms or other clinical developments contradict
negative MPI results. In both these circumstances it
makes good sense to refer the patient for further cardiac
investigation that uses a different physiological paradigm.

Applications in general practice

Triaging of chest pain

Nuclear MPI effectively segregates important
myocardial ischaemia from all other causes

of chest pain. In unstable angina, nuclear MPI
predicts cardiac outcome.

Very little consensus exists on what chest pain is
significant, and the differentiation between ‘typical’ and
‘atypical’ chest pain is in itself an exercise in cardiac risk
stratification. In patients with atypical chest pain, validity
of nuclear MPI is the same as in the general population.
A normal MPI study confers the same cardiac prognosis
whether chest pain is present or not,”® and provides
reassurance to both patient and doctor.

In unstable angina, patients with a normal scan have a
significantly better outcome than those with an abnormal
scan, while patients with reversible perfusion abnormalities
(ie. myocardium at risk) have the worst prognosis.’

Exercise stress testing is a traditional noninvasive
method for assessing chest pain. Multiple studies in
different patient cohorts have shown greater accuracy
of MPI over exercise stress testing. A study of 1137
patients'® showing that MPI identifies higher and lower
risk patients regardless of exercise stress test results, is
noteworthy for its 6 year follow up. After positive (n=136),
strongly positive (n=127) and nondiagnostic (n=273)
exercise stress testing a normal MPI study had 0%, 3.5%
and 6.0% rate of hard cardiac events respectively, and an
abnormal MPI study had 11.7%, 15.2% and 15.8% rate
respectively. In the 601 patients with a negative exercise
stress test, a normal MPI (n=252) had a hard event rate
of 2.8% and an abnormal MPI (n=349) conferred a hard
event rate of 72%. In addition, MPI was able to predict
occurrence of myocardial infarction, but exercise stress
testing was not.

Monitoring of known ischaemic heart disease

Nuclear myocardial perfusion monitors
known ischaemic heart disease. It objectively
documents exercise performance, severity
and progression of ischaemic perfusion and
nonrecurrence of treated ischaemic disease.

Nuclear MPI predicts further cardiac events following
myocardial infarction by showing the extent of residual at
risk myocardium. Studies show better predictive power
than angiography.'®

Coronary artery bypass grafting, coronary angioplasty
and coronary stenting have real and progressive rates
of ischaemia recurrence. If a baseline MPI study is
acquired shortly after a revascularisation procedure, serial
MPI studies become a very powerful tool in the early
detection of deterioration, and allow fine tuning of when
to intervene. Similar benefits of MPI exist for patients
managed medically. Myocardial perfusion imaging is an
impartial, objective standard: intensive medical therapy
of coronary atherosclerosis and invasive angioplasty both
of which produce equal decrease in MPI abnormalities
confer the same risk profile and outcome.™

Cardiac event prediction

In patients without chest pain, nuclear MPI
provides an accurate cardiac event prognosis
specific to the patient's clinical situation.
Prediction of cardiac events in asymptomatic
patients is particularly relevant for preoperative
patients, before major physical stresses, and
where silent myocardial ischaemia is likely
(diabetics, other adverse risk factors).

Assessment for coronary ischaemia before major
surgery is a traditional pre-admission clinic task.?
Myocardial perfusion imaging successfully predicts
risk of intra-operative cardiac events for major vascular
and nonvascular surgery and can be performed in the
outpatient setting. Pharmacologic stress testing is
particularly relevant before joint replacement surgery
when exercise is not an option.

On the other hand, the general practitioner is often
confronted by the patient who wants to undertake
new strenuous physical activity, and wants to know
whether he or she will 'suffer a heart attack’. A few
patients (drivers recovering from myocardial infarction
and professional pilots) may be required to document
this as part of their employment. The benefit of nuclear
MPI here is objectively showing the maximal exercise
effort possible by the patient and the state of underlying
myocardial perfusion at such an effort.

Silent myocardial ischaemia is particularly common
in diabetes and is well documented even in its absence.
Even in the absence of symptoms, where multiple
comorbidities result in an adverse risk profile, MPI is
an appropriate method of stratifying patients toward
aggressive medical therapy versus referral for surgical (or
endovascular) intervention.
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Conclusion

Nuclear MPI is a physiologically sound, extremely well
validated, safe and practically useful cardiac imaging
modality. In Australia most nuclear cardiology procedures
are eligible for a Medicare rebate. Patient access to
nuclear MPI is good, with most nuclear medicine
departments offering nuclear cardiology services. Nuclear
cardiology deserves to be a part of the routine diagnostic
armamentarium in general practice.

Conflict of interest: none declared.

References

1.

Perrone-Filardi P, Pace L, Prastaro M, et al. Assessment of myocardial
viability in patients with chronic coronary artery disease. Rest 4 hour
24 hour TI-201 tomography versus dobutamine echocardiography.
Circulation 1996;94:2712-9.

Ranhosky A. Kempthorne-Rawson J. The safety of intravenous
dipyridamole thallium myocardial perfusion imaging. Intravenous dipyri-
damole thallium imaging study group. Circulation 1990;81:1205-9.
Cerqueira MD, Verani MS, Schwaiger M, et al. Safety profile of
adenosine stress perfusion imaging: results from the Adenoscan
multicentre trial registry. J Am Coll Cardiol 1994;23:384-9.

Dakik HA, Vempathy H, Verani MS. Tolerance, hemodynamic changes,
and safety of dobutamine stress perfusion imaging. J Nucl Cardiol
1996;3:410-4.

Klocke FJ, Baird MG, Bateman TM, et al. ACC/AHA/ASNC guidelines
for the clinical use of cardiac radionuclide imaging: a report of the
American College of Cardiology/American Heart Association task
force on practice guidelines (ACC/AHA/ASNC committee to revise
the 1995 guidelines for the clinical use of radionuclide imaging).
Available at www.acc.org/clinical/guidelines/radio/rni_fulltext.pdf
Iskandrian AE. Risk assessment of stable patients. In: Wintergreen
Panel Summaries. J Nucl Cardiol 1999;6:112-21.

Iskander S, Iskandrian AE. Risk assessment using single photon
emission computed tomographic technetium-99m sestamibi imaging
(review). J Am Coll Cardiol 1998;32:57-62.

Hachamovitch R, Hayes S, Friedman JD, et al. Determinants of risk
and its temporal variation in patients with normal stress myocardial
perfusion scans. What is the warranty period of a normal scan?
Circulation 2003;41:1329-40.

Hachamovitch R, Berman DS, Kiat H, et al. Effective risk stratifica-
tion using exercise myocardial perfusion SPECT in women: gender
related differences in prognostic nuclear testing. J Am Coll Cardiol
1996;28:34-44.

Kang X, Berman DS, Lewin HC, et al. Incremental prognostic value of
myocardial perfusion single photon emission computed tomography
in patients with diabetes mellitus. Am Heart J 1999;138:1025-32.

. Berman DS, Kang X, Hayes SW, et al. Adenosine myocardial per-

fusion single photon emission computed tomography in women
compared with men. Impact of diabetes mellitus on incremental prog-
nostic value and effect on patient management. J Am Coll Cardiol
2003;41:1125-33.

Sharir T, Germano G, Kavanagh PB, et al. Incremental prognostic
value of post stress left ventricular ejection fraction and volume by
gated myocardial perfusion single photon emission computed tomog-
raphy. Circulation 1999;100:1035-42.

Schachinger V, Britten MB, Zeiher AM. Prognostic impact of coronary
vasodilator dysfunction on adverse long term outcome of coronary
heart disease. Circulation 2000;101:1899-906.

Zeiher AM, Krause T, Schachinger V, et al. Impaired endothe-
lium dependent vasodilation of coronary resistance vessels is
associated with exercise induced myocardial ischemia. Circulation

20.

1995;91:2345-52.

Hachamovitch R, Berman DS, Shaw LJ, et al. Incremental prognostic
value of myocardial perfusion single photon emission computed
tomography for the prediction of cardiac death. Differential stratifica-
tion for risk of cardiac death and myocardial infarction. Circulation
1998;97:535-43.

Vanzetto G, Ormezzano 0, Fagret D, et al. Long term additive prognos-
tic value of Thallium-201 myocardial perfusion imaging over clinical
and exercise stress test in low to intermediate risk patients. Study in
1137 patients with 6 year follow up. Circulation 1999;100:1521-7.
Stratmann HG, Younis LT, Wittry MD, et al. Exercise technetium-99m
myocardial tomography for the risk stratification of men with medi-
cally treated unstable angina pectoris. Am J Cardiol 1995;76:236-40.
Chiamvimonvat V, Goodman SG, Langer A, et al. Prognostic value of
dipyridamole SPECT imaging in low risk patients after myocardial
infarction. J Nucl Cardiol 2001;8:136-43.

Dakik HA, Kleiman NS, Farmer JA, et al. Intensive medical therapy
versus coronary angioplasty in suppression of myocardial ischemia in
survivors of acute myocardial infarction. A prospective, randomised
pilot study. Circulation 1998;98:2017-23.

Bartels C, Bechtel JF, Hossmann V, et al. Cardiac risk stratification for
high risk vascular surgery. Circulation 1997;95:2473-5.

aﬁ CORRESPONDENCE email: afp@racgp.org.au

292 Reprinted from Australian Family Physician Vol. 35, No. 5, May 2006



