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Cardiac imaging now provides a range of anatomical and functional information with some overlap in the ability of individual techniques to guide
diagnosis and management. This report summarizes the conclusions of a panel of cardiacimagers who assembled to discuss the current state of the
field. It focuses principally on options for nuclear cardiology, the choice between individual techniques, and areas where further advances would
benefit patient management.
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Introduction

Cardiac imaging now provides a range of anatomical and functional
information with some overlap in the ability of individual techniques
to guide diagnosis and management. In particular, technical advances
make this an exciting time for nuclear cardiology. Developments in
radiopharmaceuticals, hardware, and software have improved the
diagnostic accuracy and risk assessment of patients with suspected
cardiac disorders. However, there is overlap in the abilities of the
several imaging techniques, which can make selection of the most ap-
propriate technique difficult or idiosyncratic.

Agroup of experts therefore convened to discuss future directionsin
nuclear cardiology, radionuclide vs. other functional imaging, the impact
of radiation on patient management, imaging in heart failure,and current
educational needs. The aim was briefly to review these areas and to
comment on current and future directions as an aid for professionals
in the field and for companies with relevant supporting interests. This
reporttherefore presents the consensus of a group with wide experi-
ence in cardiac imaging, and it was reviewed and approved by the
nucleus of the working group on nuclear cardiology and cardiac com-
puted tomography of the European Society of Cardiology.

Where is nuclear cardiology going?

There have been substantial recent developments in radio-
pharmaceuticals for both single photon emission computed tomog-
raphy (SPECT) and positron emission tomography (PET), imaging

devices, and computing hardware and software. When selecting
an imaging agent for SPECT or PET, the resolution, quantifica-
tion, cost, radiation burden, and clinical availability must all be consid-
ered. Some of the current or developing radiopharmaceuticals that
were considered are "SF-flurpiridaz (Figure 1), "*NHs (Figure 2),
H3>O, 82Rb, and 3|-meta-iodo-benzylguanidine (mIBG). They all
have strengths and weaknesses. For instance, the strengths of the
PET perfusion tracers are image quality and ability to quantify perfu-
sion, whereas their weaknesses are availability and cost. Advances
in gamma cameras such as solid state detectors and more accurate
reconstruction techniques have increased diagnostic accuracy and
have the potential to reduce imaging duration, radiation exposure,
and cost." ™

Consensus points

(i) One imaging technique cannot answer all clinical questions and
there are different ways of obtaining anatomical and functional
information.

(a) Each technique has its strengths and weaknesses and these
should be considered by the cardiac imager before choosing
an imaging strategy for an individual patient.

(b) When a cardiac imager has experience of only a single tech-
nique, they should ensure that the imaging strategy is in the
patient’s best interest, including if necessary by discussion
with the patient and referrer.

(i) When using radionuclides to image myocardial viability and per-
fusion, the majority of the group agreed that they would use PET

* Corresponding author. Tel: +44 207 351 8811; Fax: +44 207 351 8822, Email: srunderwood@imperial.ac.uk

Published on behalf of the European Society of Cardiology. All rights reserved. © The Author 2014. For permissions please email: journals.permissions@oup.com.

#7102 ‘8T 1nBnYy uo 138n6 Ag /B10°sfeulnolpioixo-Buibew nlys//:dny wouy papeojumoq


http://ehjcimaging.oxfordjournals.org/

950

S.R. Underwood et al.

Figure I: High quality MPS using "®F-flurpiridaz PET. Stressimages are in rows 1, 3,5, 7 and restin rows 2, 4, 6, 8, with short-axis rows 1—4, vertical
long-axis rows 5—6 and horizontal long-axis rows 7—8. There is an inducible perfusion abnormality of the infero-lateral region (asterisks). Image

courtesy of Dr J. Maddahi, UCLA.

in preference to SPECT, but barriers include the lack of access,
cost, and availability of PET perfusion radiopharmaceuticals.

(iii) Capital costs will always restrain advances, and technology is
often being developed ahead of a healthcare system’s ability
to pay for it.

(iv) Improved clinical outcome should always drive changes in prac-
tice, and future trials must be designed to answer clinically rele-
vant questions.

Radionuclide vs. other functional
imaging

Functional imaging can provide a deeper understanding of patho-
physiology, make a more accurate diagnosis possible, assess

prognosis, establish treatment strategies, and monitor a patient’s
response to treatment. For example, in ischaemic heart disease,
functional imaging can detect inducible ischaemia and select
patients who might benefit from revascularization in addition to
medical therapy (Figure 3). It can assess risk before non-cardiac
surgery; in heart failure, it can assist in the selection of patients
for cardiac resynchronization therapy (CRT) with or without an
implantable defibrillator (ICD; Figure 4)2 When selecting an
imaging technique, important considerations are accuracy, safety,
and cost or cost effectiveness. Fusion imaging may become import-
ant by providing synergistic information that cannot be obtained
from either anatomical or functional imaging alone.” It is essential
that functional information is appreciated as adding value to ana-
tomical information.
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Figure 2: Polar plots from MPS using technetium-99m SPECT (left) and nitrogen-13 ammonia PET (right) before (top) and 1 year after aggressive
lipid-lowering therapy (bottom). The stress SPECT images show moderately reduced perfusion in the anterior and mid reduction infero-laterally and
these areasimprove after lipid lowering. However, the quantitative PET images show abnormal stress perfusion (<2 mL/g/min) in all three coronary
territories and all areas improve after lipid lowering. The case illustrates the benefit of quantifying myocardial perfusion. From ref.®

Consensus points

@

(i)

(iii)

(iv)

While the development of new techniques is encouraging, they
must provide incremental information alongside existing tech-
niques or they must provide equivalent information at reduced
cost or risk.

Information on real-world effectiveness and cost effective-
ness are essential before new technology is adopted.
Studies in single expert centres are indicative of the value
of a new technique, but multicentre studies in a range of
patients must be performed before widespread adoption of
a technique.

With regard to the selection of techniques, the decision often
relies upon local experience and education is required for a
fully informed decision.

Each functionalimaging technique has strengths and limitations.
The advantage of myocardial perfusion scintigraphy (MPS)
using SPECT and PET is the use of tracers that behave like

v

(i)

microspheres with initial or longer term distribution according
to their delivery to the myocardium.

(a) This allows injection of the tracer to be decoupled from
imaging, which simplifies the procedure.

(b) With SPECT more than with PET, artefact can mimic
perfusion abnormalities and reduce specificity, especially
in inexperienced hands.

Micro-bubble contrast agents for perfusion echocardiog-

raphy are true blood pool agents, but the contrast between

areas of different perfusion is low and the technique is not
widely used.

Contrast agents for magnetic resonance imaging (MRI) and CT

perfusionimaging behave neitheras microspheres noras blood

pool agents and they require rapid first-pass imaging.

(a) Artefacts in perfusion MRI can be confused with true per-

fusion abnormalities, and there are safety concerns in

patients with impaired renal function.'®""
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Figure 3: Hazard ratio associated with early revascularization
compared with medical therapy according to myocardial ischaemic
burden in patients without large prior infarction (< 10% myocardial
scar). A total of 13555 patients were followed for a mean of
8.7 years. From ref.’

(b) CT perfusion imaging has similar associated concerns, al-
though this is a technique in its im‘ancy.10

(c) If microsphere agents were to be developed for MRI and
CT, the balance could change in favour of these techniques
because of their higher resolution.

(vii) The clinical scenario is most often the deciding factor between
anatomical and functional imaging. Anatomy is most helpful to
exclude disease in asymptomatic or low likelihood patients,
whereas function is most helpful in symptomatic patients.

(viii) The skill of the imaging team often has the largestimpact on the
value of a technique, rather than the technology itself.

Does radiation matter?

The potential for harm from radiation-based techniques such as
nuclear cardiology and CT is open to debate, particularly as echocar-
diography and MRI have been developed to provide similar informa-
tion. It has sometimes been difficult to keep a sense of proportion and
to balance risk and benefit for the patient. In fact, it has been difficult
to demonstrate the harm that low doses of radiation might provide to
our patients and the current state of radiation biology knowledge
includes the hypotheses that low doses of radiation may be harmless
or even beneficial to health. Nonetheless, the consensus is that low
doses of radiation might be harmful and that we should reduce
patient exposure when possible.

99MTc-labelled radiopharmaceuticals provide a lower radiation
burden than 2°'T1°

high-sensitivity solid state cameras, can be used to decrease radiation

Other radiation-reducing mechanisms, including

burden or imaging time or a combination of the two.? Improved
methods of image acquisition and reconstruction such as resolution
recovery algorithms can be used to similar effect.>~® PET perfusion

tracers reduce radiation burden because of their short half-lives,
but cost and complexity generally limit their use.”> Generator-
produced ®2Rb is a simpler option and the promise of an "8F_labelled
tracer may bring PET perfusion imaging into the main stream.

Consensus points

(i) Theharmfuleffect ofacute exposureto high doses of radiation is
undoubted, but there s less evidence to supporta harmful effect
of chronic exposure to low doses such as those used in medical
imaging. Nonetheless, the group agreed that while there may be
a harmful effect, radiation exposure should be minimized when
possible, provided that it is not at the expense of diagnostic ac-
curacy.

(i) Patients should be informed about the potential risks and ben-
efits of any procedure in gaining their consent. This information
should be personalized and the risk will differ significantly
between, for instance, a young woman without known heart
disease and an elderly patient with heart failure. In the latter
case, radiation exposure is unlikely to be a relevant factor.

(iii) When radiation is discussed with a patient, there is a sliding
scale of risk with <2 mSv often considered very low. There
are no grounds to support this threshold except that it approx-
imates to our annual background exposure and so has a ‘level of
comfort’. If life on earth has evolved in an environment with this
exposure, it would be surprising to find large effects at this level.

(iv) Where guidelines provide a range, the actual dose used should be
chosen from a personalized assessment of risk and benefit. There
are some studies of the effect of dose on imaging outcome, but
more studies would be helpful to cover all circumstances.

What are the imaging needs in
heart failure?

It is important to consider the pathogenesis of heart failure and the
clinical questions associated with each stage of the syndrome. MPS
using SPECT and PET remains strong in the diagnosis of underlying
ischaemic heart disease and the assessment of myocardial function,
viability, ischaemia, and hibernation. More recent data demonstrating
the ability of mIBG scintigraphy to assess the risk of cardiac death, ar-
rhythmia, and disease progression have still to find widespread clinic-
alapplication (Figure 5),213~17
techniques such as measuring left ventricular ejection fraction and

mainly because of the value of cheaper

brain natiuretic peptide. The possibility that the detection of mechan-
ical dyssynchrony by imaging might identify patients who will benefit
from resynchronization pacing is an area of research interest."”

Consensus points

(i) Theassessment of left ventricular dyssynchrony and the imaging
of myocardial sympathetic innervation have the potential to
refine patient management but, without studies of clinical
outcome, they may not be used more widely.

(i) Although a sizable minority of patients with guideline-indicated
CRT do not respond to the intervention, it has not yet been
demonstrated that selection for CRT based on the measure-
ment of dyssynchrony can be more specific.
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Figure 4: Assessment of myocardial scarring in ischaemic heart disease with impaired left ventricular function being assessed before resynchro-
nization pacing. (A—C) Cine cardiovascular magnetic resonance (CMR) showing severe LV dysfunction, with akinesis and thinning of the antero-septal
and infero-lateral regions. (D—F) Delayed contrast enhancement CMR showing transmural scarring in the same areas (orange arrows) and partial
thickness scarring in the basal inferior wall (white arrow). The absence of scar in the lateral wall suggests that effective pacing is possible at this site.
(Adapted from: Advanced approaches in Echocardiography. Series Editor, Catherine Otto, Elsevier 2011, Chapter 12, pp. 199-246).

(iii) Similarly, mIBG imaging to predict the need for ICD is promis-
ing, but randomized trials to assess clinical outcome would
be required before the technique could be incorporated in
guidelines.

What are the educational needs in
cardiac imaging?

Cardiacimagingis now in effect a subspecialty, to some extent separ-
ating those who request the techniques from those who deliver

them."? This applies whether the provider of imaging s a cardiologist,
a nuclear physician, or a radiologist. Sub-specialization within medi-
cine is not accepted in some countries, but this is the direction of
travel. Education is important for referrers and providers to ensure
that the most appropriate test is requested, and that it is per-
formed in an optimal fashion. Subspecialty training is available at
a local, national, and international level in Europe and in other con-
tinents, but the quality of nuclear cardiology practice is variable
and has disadvantaged the subspecialty. A widely accepted subspe-
cialty qualification in nuclear cardiology and in the other imaging
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Figure 5: Cardiac mIBG scintigraphy. These are anterior planarimages 4 h after the injection of mIBG in two patients with heart failure. (A) There
is absent uptake within the myocardium (arrow) with a heart to mediastinal ratio of 1.08. (B) There is a regional defect of mIBG uptake in the anterior
myocardium corresponding with previous infarction (arrow), but myocardial uptake is otherwise preserved with heart-to-mediastinal ratio 1.73.
The ADMIRE-HF study used a threshold of 1.6 to separate high- (<1.6) and low-risk groups (>1.6).

techniques would be of great benefit to the profession and to our
patients.

Consensus points

(i) A subspecialist in cardiac imaging will have knowledge of all
imaging techniques and expertise in more than one.

(i) Education in cardiac imaging must involve multiple specialties,
including cardiology, nuclear medicine, radiology, and medical
physics.”>*

(iii) Imaging education should be focused on solving clinical pro-
blems and benefitting patients.

(iv) Education is most appropriately provided at the local level, but

regional, national, and international initiatives are helpful to

standardize practice.

There is a need for societies and meetings related to individual

techniques as well as of associations directed at clinical pro-

(v

~

blems. Collaboration is more productive than competition
between specialities and techniques.

(vi) Theinterests of patients, clinicians,imagers, and industry can po-
tentially conflict. It is the mark of a mature professional to work
with all relevant partners in the best interests of the patient.

Conclusions

A complete assessment of many cardiac disorders, particularly
CAD, requires both anatomical and functional information. This
can be obtained in a variety of ways and the common imaging tech-
niques overlap in their capabilities, particularly for the assessment of
myocardial viability, function, and coronary anatomy. NICE guidance
in the UK on the assessment of patients newly presenting with

possible angina states that the accuracy and cost of the techniques
aresimilar, and that choice between them can be based on localavail-
ability and exper’cise.18 While their accuracy might be similar in ideal
hands, it is not known if the newer perfusion techniques perform as
well in the real world and there have been no robust comparative
studies of cost effectiveness. Each of the techniques is supported
by appropriateness criteria that overlap in the common ground of
patients with an intermediate likelihood of coronary artery disease
(CAD).

One important difference between echocardiography, nuclear
cardiology, cardiovascular MRI, and CT is that they have been devel-
oped in the hands of different specialists, such as cardiology, nuclear
medicine, or radiology. Professional and financial considerations
mean that a technique is more likely to be used if it is in the hands
of the referring physician. Thus, in some cases, the choice is made
in the best interests of the doctor rather than the patient. There
are considerable differences between countries in this regard.
The interests of the imaging industry have also in some cases influ-
enced the development of techniques. Such a situation should not
prevail.

The group agreed thata balanced use of cardiacimaging will best be
achieved by education of users and providers of imaging services, and
that this should be independent as far as possible of the background
training of the specialist, be it cardiology, nuclear medicine, or radi-
ology. The group was also optimistic that increasing collaboration
between specialists and subspecialists would allow the best interests
of the patient to prevail and the impressive developments in all areas
of cardiac imaging in recent years to be translated into better out-
comes for patients.

Conflict of interest: None declared.

#7102 ‘8T 1nBnYy uo 138n6 Ag /B10'sfeulnolpioxo-Buibew nlys//:dny woly papeojumoq


http://ehjcimaging.oxfordjournals.org/

Current and future status of nuclear cardiology

955

F u nd i n 9. Flotats A, Knuuti ), Gutberlet M, Marcassa C, Bengel FM, Kaufmann PA et al. Hybrid
g cardiacimaging: SPECT/CT and PET/CT. A joint position statement by the European
The consensus meeting was funded by Mallinckrodt Pharmaceuticals. Association of Nuclear Medicine (EANM?, the European So'uety of Cardiac Radi-
Technical writi ist. ided by Pri Id Ltd. Neith ology (ESCR) and the European Council of Nuclear Cardiology (ECNC). Eur |
ecnnical writing assistance was proviae Y Frism ldeas . Neither Nucl Med Mol Imaging 2011:38:2201—-12.
company had input into the content or outcomes of the meeting and 10. Salerno M, Kramer CM. Advances in cardiovascular MR for diagnostics: applications
all authors are solely responsible for the consensus document. in coronary artery disease and cardiomyopathies. Expert Opin Med Diagn 2009;3:
673-87.
11. Kellman P, Arai AE. Imaging sequences for first pass perfusion --a review. | Cardiovasc
REferences Magn Reson 2007;9:525-37. .
. . 12. BaxJ), Kraft O, Buxton AE, Fjeld |G, Parizek P, Agostini D et al. "> I-mIBG scintigraphy
1. Erlandsson K, Kacperski K, van Gramberg D, Hutton BF. Performance evaluation of

4.

D-SPECT: a novel SPECT system for nuclear cardiology. Phys Med Biol 2009;54:
2635-49.

failure: results of the prospective ADMIRE-HF (AdreView myocardial imaging for
risk evaluation in heart failure) study. ] Am Coll Cardiol 2010;55:2212-21.

to predict inducibility of ventricular arrhythmias on cardiac electrophysiology
testing: a prospective multicenter pilot study. Circ Cardiovasc Imaging 2008;1:131-40.

. Sharir T, Ben-Haim S, Merzon K, Prochorov V, Dickman D, Ben-Haim S et al. High- 13 Nagahara D, Nakata T' Hashimoto A, Wakabayashl T KyumaAM, NOdf‘ Ret al: Pre-
) P ! ) ) dicting the need foranimplantable cardioverter defibrillator using cardiac metaiodo-
speed myocardial perfusion imaging initial clinical comparison with conventional o . K R K X K
dual detector anger camera imaging. JACC Cardiovasc Imaging 20081:156—63. benzylguanidine activity together with plasma natriuretic peptide concentration or
. Garcia EV. Physical attributes, limitations, and future potential for PET and SPECT. left venAtrlcular function. f Nucl Med 2098;49:225_33' .
J Nucl Cardiol 2012:49(Suppl 1):519-29 14. Tamaki S, Yamada T, Okuyama Y, Morita T, Sanada S, Tsukamoto Y et al. Cardiac
Armstrong IS Arur'nugam P Jan;esJM T;unge CM, Lawson RS. Reduced-count myo- iodine-123 metaiodobenzylguanidine imaging predicts sudden cardiac death inde-
cardial perfu;ion SPECT v:/ith resol;Jtion recov‘ery Nucl Med Commun 2012:33: pendently of left ventricular ejection fraction in patients with chronic heart failure
121-9 ' and left ventricular systolic dysfunction: results from a comparative study with
. DePuey EG, Bommireddipalli S, Clark J, Thompson L, Srour Y. Wide beam recon- signal-averaged electrocardiogram, heart rate variability, and QT dispersion. | Am
struction ‘quarter-time’ gated myocardial perfusion SPECT functional imaging: a Coll Cardiol 2009;53:426—35.
comparison to ‘full-time’ ordered subset expectation maximum. | Nucl Cardiol 15. Boogers M), Borleffs CJ, Henneman MM, van Bommel R}, van Bommel R}, Boersma E
2009:16:736-52. et al. Cardiac sympathetic denervation assessed with 123-iodine metaiodobenzyl-
. Vesely MR, Dilsizian V. Nuclear cardiac stress testing in the era of molecular medi- guanidine imaging predicts ventricular arrhythmias in implantable cardioverter-
cine. J Nucl Med 2008;49:399—-413. defibrillator patients. | Am Coll Cardiol 2010;55:2769—77.
. Hachamovitch R, Rozanski A, Shaw LJ, Stone GW, Thomson LEJ, Friedman JD et al. 16. Schafers M, Schober O, Lerch H. Cardiac sympathetic neurotransmission scintig-
Impact of ischaemia and scar on the therapeutic benefit derived from myocardial raphy. Eur | Nucl Med 1998;25:435-41.
revascularization vs. medical therapy among patients undergoing stress-rest myo- 17. Higuchi T, Nekolla SG, Huisman MM, Reder S, Poethko T, Yu M et al. A new
cardial perfusion scintigraphy. Eur Heart | 2011; 32:1012—1024. "8F_labeled myocardial PET tracer: myocardial uptake after permanent and transient
. Jacobson AF, Senior R, CerqueiraMD, Wong ND, Thomas GS, Lopez VA et al. Myo- coronary occlusion in rats. | Nucl Med 2008;49:1715-22.
cardial lodine-123 meta-iodobenzylguanidine imaging and cardiac events in heart 18. NICE clinical guidelines. Chest pain of recent onset: assessment and diagnosis

of recent onset chest pain or discomfort of suspected cardiac origin. 2010.
http://www.nice.org.uk/cg95 (20 May 2013, date last accessed).

Corrigendum
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Corrigendum to: ‘Age-related risk of major adverse cardiac eventrisk and coronary artery disease extent and severity by coronary
CT angiography: results from 15 187 patients from the International Multisite CONFIRM Study’ [Eur Heart | Cardiovasc Imaging
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