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Preface

Over the past four decades, nuclear cardiology has evolved from a research tool into a well-
established clinical discipline. Approximately nine million nuclear cardiology procedures are
performed annually in the USA. The field has excelled in the noninvasive evaluation and quan-
tification of myocardial perfusion, function, metabolism, and innervation. Unlike anatomically
oriented approaches to diagnostic medicine, the strengths of nuclear techniques are based on
physiologic, biochemical, and molecular properties. The ability to define myocardial perfu-
sion, viability, and ventricular function from a single study has become a powerful diagnostic
and prognostic tool. As a result of its important contribution to the management and care of
cardiac patients, nuclear cardiology is now recognized as a distinct clinical entity.

Nuclear cardiology first originated as a discipline in the early 1970s. A major breakthrough
in the field came with the development of myocardial perfusion radiotracers, such as 2T,
which permitted noninvasive detection and physiologic characterization of anatomic coronary
artery lesions. First-pass and equilibrium radionuclide angiography allowed for the noninva-
sive assessment of regional and global left ventricular function. The field blossomed further
with incorporation of the concepts of exercise physiology, demand-supply mismatch, coronary
vasodilator reserve, and systolic and diastolic left ventricular dysfunction in nuclear testing.
Pharmacologic vasodilators, such as dipyridamole, adenosine, and the selective A,, receptor
agonist regadenoson, widened the application of myocardial perfusion studies to patients who
were unable to exercise, had uncomplicated acute coronary syndromes, or were undergoing
intermediate- to high-risk noncardiac surgical procedures. Subsequently, the field advanced
from detection of coronary artery disease to risk stratification and prognosis. As such, nuclear
cardiology procedures have become the cornerstone of the decision-making process to appro-
priately select patients for medical or interventional therapy, as well as monitoring the effec-
tiveness of that therapy.

Parallel advances in both radiopharmaceuticals and instrumentation have further fostered
the growth of nuclear cardiology. The introduction of *™Tc-labeled perfusion tracers in the
1990s improved the count rate and image quality of myocardial perfusion studies, which
allowed for electrocardiogram-gated acquisition and simultaneous assessment of regional
myocardial perfusion and function with a single radiotracer. Because *™Tc-labeled perfusion
tracers demonstrate minimal redistribution over time after injection, they have been used in the
emergency room and in the early hours of an infarct to estimate the extent of myocardium in
jeopardy. A follow-up study, performed several days later, provides information on final infarct
size and myocardial salvage. PET has broadened the scope of the cardiac examination from
perfusion and function alone to assessment of metabolic substrate utilization, cardiac receptor
occupancy, and adrenergic neuronal function. By allowing the quantification of myocardial
blood flow in absolute terms, PET has led to a better understanding of the physiologic mecha-
nisms underlying cardiovascular diseases beyond discrete epicardial coronary artery disease,
such as coronary vasomotor function in the early stages of coronary atherosclerosis develop-
ment, hypertrophic cardiomyopathy, and dilated nonischemic cardiomyopathy. The ability to
image the shift in the primary source of myocardial energy production from fatty acids toward
glucose utilization in the setting of reduced blood flow has helped explain the pathophysiology
of hibernation and myocardial viability, as well as management of patients with chronic
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ischemic left ventricular dysfunction and heart failure for the assessment of myocardial viabil-
ity. Targeted molecular imaging and image-guided therapy will further improve the manage-
ment of heart disease by identifying patients for whom the response to medical therapy would
be optimal or perhaps not beneficial at all, as we move closer to personalized medicine.

The aim of the fifth edition of the Aflas of Nuclear Cardiology is to elucidate the role of
cardiovascular nuclear procedures in the clinical practice of cardiology. Diagnostic algorithms
and schematic diagrams integrated with nuclear cardiology procedures are generously inter-
spersed with color illustrations to emphasize key concepts in cardiovascular physiology,
pathology, metabolism, and innervation. The first chapter provides history of nuclear cardiol-
ogy while the second and third chapters review the principles of nuclear cardiology imaging,
an introduction to instrumentation, image acquisition, radionuclide handling techniques, and
radiation safety. The next two chapters (Chaps. 4 and 5) detail properties of SPECT and PET
myocardial perfusion tracers, mechanisms of uptake, image display, and interpretation along
with physiologic and pharmacologic stressors for the detection of coronary artery disease. In
Chap. 6, clinical coronary physiology and the potential benefits of quantitative approaches that
measure myocardial blood flow with PET and its changes in response to interventions are pre-
sented in absolute and relative terms. In Chap. 7, the techniques of first-pass and equilibrium
radionuclide angiography and gated myocardial perfusion SPECT are reviewed for assessment
of cardiac function. Chapter 8 details current evidence for the use of myocardial perfusion
imaging for risk stratification in patients with chronic coronary artery disease, in special popu-
lations such as women, diabetics, the elderly, and patients of diverse ethnicity, and for identify-
ing survival benefits with revascularization versus medical therapy. The next three chapters
(Chaps. 9, 10, and 11) focus on the role of imaging cardiac metabolism in identifying ischemic
and viable myocardium as well as the importance of the myocardial autonomic nervous system
and sympathetic neuronal imaging targets for prevention of heart failure and left ventricular
remodeling. Chapter 12 addresses the role of cardiac imaging in the diagnosis and risk stratifi-
cation of patients suffering from acute coronary syndromes. Chapter 13 describes new emerg-
ing imaging techniques for the diagnosis of cardiac sarcoidosis, amyloidosis, and cardiovascular
prosthetic device infections. The last chapter (Chapter 14) examines the latest molecular
approaches of radionuclide techniques for imaging inflammation and calcification in athero-
sclerosis and its clinical and prognostic relevance.

In the next century, innovative imaging strategies in nuclear cardiology will propel the field
into molecular imaging and personalized medicine while it continues to build on its already
well-defined strengths of myocardial perfusion, function, metabolism, and innervation.
Realization of these ideas and progress in the diagnosis, treatment, and prevention of cardio-
vascular disease will depend not only on new discoveries but also on meaningful interaction
between clinicians and investigators. It is our hope that the fifth edition of the A#las of Nuclear
Cardiology will serve as a foundation for clinicians and a reference guide for scientists within
and outside the field.

Baltimore, MD, USA Vasken Dilsizian
New York, NY, USA Jagat Narula
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History of Nuclear Cardiology

H. William Strauss

The field of Nuclear Cardiology utilizes the unique properties of radiopharmaceuticals to characterize the pathophysiol-
ogy of cardiovascular diseases. The images can be used to calculate global and regional function, perfusion, innervation,
and apoptosis, among other characteristics. The ability to perform these measurements is the aggregate result of thou-
sands of investigations and publications by dedicated investigators. This chapter describes some of the key contributions
made by a few of these investigators and the role of their contributions in the development of this vibrant field.

Discovery of Natural Radioactivity: Antoine Henri Becquerel

Nuclear Cardiology began in 1896 with the discovery of natural radioactivity by Antoine Henri Becquerel (Fig. 1.1).
Less than 1 year after the description of x-rays by Roentgen in November 1895, Becquerel hypothesized that substances
demonstrating phosphorescence in the form of visible light would also emit invisible light in the form of x-rays.
(According to Merriam-Webster, a substance is phosphorescent if it absorbs radiation at one wavelength followed by
reradiation at a different wavelength.) One of the phosphorescent materials tested was potassium uranyl sulfate (*3U
emits energetic alpha particles, and < 1% gammas.)

Becquerel tested his hypothesis by exciting these materials with sunlight. After “excit-
ing” the specimen, he put the specimen in front of a photographic plate wrapped in black
paper (to prevent exposure from ambient light). He also wrapped pieces of metal to
absorb some of the invisible rays, to create a pattern on the photographic plate. When he
developed the plate he saw the pattern of the attenuator on the photographic plate.
Becquerel was surprised to see that the photographic plate was exposed even on a cloudy
day, suggesting that factors other than exposure to sunlight caused the exposure. In 1896,
Becquerel reported that these invisible rays are similar to the rays studied by Rontgen, but
were due to something in the uranium itself. These rays were the result of ‘radioactivity’,
a name given by Marie Curie [1].

The importance of the observation of “natural” radioactivity by Becquerel and his col-
leagues, Pierre and Marie Curie, was recognized by awarding these investigators the Nobel
Prize in 1903 [2].

Fig. 1.1 Henri Becquerel [2]

H. W. Strauss (<)
Molecular Imaging and Therapy Service, Memorial Sloan
Kettering Cancer Center, New York, NY, USA
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2 H. W. Strauss

Understanding the Nature of Radiation

In 1899, Ernest Rutherford, working in the laboratory of his mentor J.J Thompson (discoverer of the electron), discov-
ered that there were at least two different forms of radiation: a positively charged particle, which Rutherford called
alpha, and the other one, more penetrating and negatively charged, which he called beta. In 1900, Paul Villard, a French
physicist, discovered rays that were much more penetrating than alpha or beta particles and were not affected by electri-
cal or magnetic fields. Rutherford named these gamma rays.

Other curious minds enhanced our understanding of the atom and radioactivity. Many of these contributions were
recognized with the Nobel prize. Table 1.1 is an incomplete list of Nobel Laureates who contributed to our understand-
ing of the heart and the physics and chemistry of radioactivity.

Laureate Major contribution Year
Antoine Becquerel, Pierre Curie, Marie ~ Discovery of spontaneous radioactivity 1903
Curie
Ernest Rutherford Disintegration of the elements, and the chemistry of radioactive substances 1908
Albert Einstein Described the photoelectric effect (and the relationship of mass to energy) 1921
Niels Bohr Investigation into the structure of atoms 1922
Willem Einthoven Electrocardiogram 1924
Arthur Holly Compton Discovery of the Compton effect 1927
Otto Warburg Mode of action of the respiratory enzyme 1931
Paul Dirac Postulated the existence of the antimatter, including the positron, based on an analysis 1933
of the quantum theory and Einstein’s theory of relativity
Carl Anderson Discovered the positron by analyzing vapor trails in a cloud chamber in a magnetic 1936
field
Enrico Fermi Neutron irradiation (nuclear reactor) 1938
Ernest Lawrence Invention of the cyclotron 1939
George de Hevesy Use of isotopes as tracers 1943
Glenn Seaborg Chemistry of transuranium elements; co-discoverer of technetium-99m (with Emilio 1951
Segre and Carlo Perrier)
Hans Adolf Krebs Citric acid cycle 1953
Andre Cournand, Werner Forssmann, Heart catheterization 1956
Dickinson Richards
William Shockley, John Bardeen, Walter  Inventors of the semiconductor 1956
Brattan
Pavel Cherenkov Cherenkov effect 1958
Robert Hofstader Scintillation detector 1961
Rosalyn Yalow Radioimmunoassay 1977
Henry Taube Technetium chemistry 1983
Georges Kohler, Cesar Milstein Monoclonal antibodies 1984
Michael Brown, Joseph Goldstein Cholesterol metabolism 1985
Robert Furchgott, Louis Ignarro, Ferid Nitric oxide cardiovascular signaling 1998
Murad

Table 1.1 Incomplete List of Nobel Laureates with Discoveries Contributing to the Advancement of Nuclear Cardiology
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First Tracer Study in Humans: Herrmann Blumgart

Thirty years after Becquerel described radioactivity, Herrmann Ludwig Blumgart (Fig. 1.2), a 30-year-old physician, working
with a medical student, Otto C. Yens, performed the first radiotracer examination in a human subject, to measure the velocity of
blood flow [3]. The seminal manuscript described the criteria for a clinically useful radiotracer and the importance of matching
the instrument to the clinical measurement.

Blumgart developed his interest in physiology as a medical student, working under the
famed physiologist Walter Cannon [4]. As indicated in the 1927 publication in the Journal
of Clinical Investigation [3], other investigators had measured the circulation time with
other methods, such as injection of methylene blue and observing changes in transillumina-
tion of blood in the carotid artery, injection of hypertonic saline while observing changes in
conductivity of blood between nonpolarizable electrodes in another vein, or injecting fluo-
rescein in one antecubital vein and taking blood samples every 5 seconds from the contra-
lateral cubital vein. The authors point out the weaknesses in each of these techniques,
including difficulty cannulating a vessel, resulting in frequent clotting. There was also a
requirement for continuous sampling, which was difficult to control. They noted that “the
velocity measurements which depend on the insertion of a mechanical device into the blood
stream defeats its ends...and cannot be considered for clinical application. The most fea-
sible method appears to be the injection of some substance at one point in the body, and the
Fig. 1.2 Herrmann Blumgart, 1924 ~ measurement of the time of its arrival at another point.”

The authors specified the requirements for the tracer material:

e The substance must not be toxic in the amounts utilized.

e The substance should not be present previously in the body.

* The substance must not in any way disturb the very phenomena under investigation.

e Itis desirable that the substance disappear from the body with sufficient rapidity to allow repeated measurements.
e The substance must be readily detectable in minute amounts.

After considering many alternatives, they settled on the use of a saline solution containing dissolved radon gas. They tested
it on themselves, with Blumgart as the first subject, and concluded that the radiotracer was safe.

Selection of an appropriate detector presented additional challenges. The initial choice was an electroscope, but there
were problems with shielding, and difficulty judging the onset of response. An early version of the Geiger counter was also
tested, but the “relatively high number of spontaneous discharges discouraged the choice of this mode of detection.” The
Shimizu modification of the Wilson cloud chamber, a device capable of making measurements 1 to 5 times per second with
a rapid response to the arrival of ionizing radiation, was selected. In normal subjects, the time required for the tracer to travel
from a vein in one arm to an artery in the other was found to be “from 15 to 21 seconds.” In contrast, the velocities in three
patients with cardiac decompensation were 53, 65, and 50 seconds.

The Radiocardiogram: Myron Prinzmetal

Two decades later, Myron Prinzmetal (Fig. 1.3) and colleagues (yes, the same Myron
Prinzmetal of Prinzmetal’s variant angina [5]) used a collimated Geiger tube placed over
the precordium and **Na as the tracer in a 1948 publication [6] describing the curves
recorded during the passage of the tracer through the heart and lungs. The biphasic curve
was analyzed to determine cardiac output, right and left ventricular chamber volume,
stroke volume, and pulmonary blood volume [7].

Fig. 1.3 Myron Prinzmetal
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Radionuclide Imaging

In addition to analyzing curves, instruments were being developed to allow images of the distribution of radiotracers. The
rectilinear scanner, developed to image the thyroid by Ben Cassen in 1951, was used to image the cardiac blood pool in 1958.
The rectilinear scanner consisted of a collimated radiation detector connected to an apparatus that placed dots on a piece of
paper each time a certain number of events were detected. The radiation detector moved along a line; when it reached the end
of the line it stepped down to the next line, and moved back to reach the end of the line again and repeat the process. The
result was a map of the distribution of radioactivity in the field of view

Rejali [8] used "*'T-human serum albumin as the blood pool tracer to detect pericardial effusion. He compared the blood
pool image to the size of the cardiac silhouette on a chest radiograph (Fig. 1.4). A blood pool that was smaller than the car-
diac silhouette (or had a “halo” around it) was evidence of a pericardial effusion [9].

Fig. 1.4 Scan demonstrating marked discrepancy in transverse diameters between the cardiac blood pool and cardiac silhouette seen on the roent-
genogram [9]
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Scintillation Camera: Hal Anger

In parallel with the development of blood pool imaging, a “Quiet Genius,” Hal Anger (Fig. 1.5), was developing a series of
nuclear medicine instruments, including the gamma well counter and several imaging devices [10]. Anger recognized the
need to record the distribution of all the tracer in a field of view simultaneously, like a photographic camera, rather than point
by point, as recorded with a rectilinear scanner. From 1952 to 1960, Anger evolved his “camera.” He enlarged the field of
view from about 4 inches to 11 inches, and increased the sensitivity by changing from multiple pinhole collimators to paral-
lel-hole collimation. To determine the location of each scintillation in the sodium iodide crystal, Anger used a hexagonal
array of 19 photomultiplier tubes (PMTs). The scintillation was localized by comparing the relative amount of light “seen”

Fig. 1.5 Hal O. Anger. (From Tapscott [10], with permission from
The Society of Nuclear Medicine and Molecular Imaging)

by each PMT. Each scintillation was displayed as a flash of
light on a cathode ray tube in the same relative position as
they occurred in the crystal. A record of the distribution of
the flashes was recorded on Polaroid film. By 1962, Anger
had improved the scintillation camera to a clinically usable
and commercially viable instrument. A visionary business-
man, John Kuranz, the founder of the Nuclear Chicago
Company, produced the first commercial instrument, an
early version of which is on display in the Smithsonian
Institute [11]. Anger not only developed a single photon
gamma camera, but also a positron version [12]. The posi-
tron version used a small second detector placed beneath the
patient to identify coincidence events.

In 1962, Alex Gottschalk, a young clinical radiologist
from Paul Harper’s laboratory in Chicago, arrived at the
Donner Laboratory to work with Anger on clinical applica-
tions of the new imaging device. Gottschalk recognized the
substantial advantages of the gamma camera over the recti-
linear scanner, particularly the clinical value of simultaneous
imaging of tracers in large regions of the body, including the
brain and heart [13].
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Initially, the positron-emitter gallium-68 (as ®Ga-EDTA) was imaged with Anger’s positron camera to detect brain tumors
(based on loss of integrity of the blood-brain barrier) [14]. Although the instrument worked, the dose of %Ga was limited to
750 microcuries to avoid paralysis of the coincidence detector. Even with that limitation, the imaging results were impressive
(Fig. 1.6).

Fig. 1.6 A %Ga-EDTA brain scan acquired with the Anger positron camera circa 1962, showing the tomographic capability. (From Gottschalk
[14], with permission from The Society of Nuclear Medicine and Molecular Imaging)

In 1964, Anger and Gottschalk started working with " Tc¢ generators. The combination of a thin scintillation crystal in
the camera, the 140 keV gamma emissions from metastable Tc-99 m, and the 6-hour physical half-life made this radionu-
clide the preferred agent for labeling radiopharmaceuticals for clinical use. Gottschalk and Anger recorded cerebral angio-
grams and first-pass cardiac studies.
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Cardiac Studies
Left Ventricular Ejection Fraction

In 1975, Schelbert and colleagues used the gamma camera to record a first-pass radionuclide angiogram. Instead of recording
the data on Polaroid film, the investigators used a video camera. In addition to the images, Schelbert recorded the patient’s
electrocardiogram on the sound track of the videotape. The EKG served as an indicator of the phase of the cardiac cycle, allow-
ing the images recorded at end-diastole (the P-R interval) and end-systole (the downslope of the T wave) to be summed, to
compute the end diastolic, end systolic, and stroke volume counts to calculate the ejection fraction (correlated with cineangio-
cardiography — r = 0.94) [15] (Fig. 1.7). Although this technique worked well in patients with well-maintained cardiac func-
tion, the method did not work well in patients with impaired ventricular function.

Fig. 1.7 Selected images from videotape replay of a first pass radio-  ventricles; (d) Summed image of the left ventricular phase of the first
nuclide angiogram. (a) Summed image of right and left heart phases;  pass; (e) ROI over LV and background (bkg) during LV phase; (f) Time
(b) Region of interest (ROI) placed over the RV and LV; (¢) Graph of  activity curve of background corrected activity

time (x axis) and counts (y axis) as tracer traverses the right and left
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Measuring ventricular function in patients with impaired function required high count density images, which were difficult
to record with a first-pass technique. In 1971, Strauss and Zaret introduced the concept of equilibrium blood pool imaging.
%mTc-labeled albumin had been developed to replace radioiodinated albumin for the detection of pericardial effusions.
Equilibrium blood pool imaging, with EKG gating to record data only at end-systole or end-diastole, or throughout the car-
diac cycle (when sufficient computer memory was available), allowed high-resolution images of both global and regional
ventricular function [16, 17] (Fig. 1.8). The outline of the left ventricle at end-diastole or end-systole was traced, and the
outline measured with a planimeter. The relative size of the left ventricle was determined at diastole and systole. The differ-
ence represented the stroke volume. Ejection fraction was calculated as the stroke volume area divided by the end diastolic
area. Regional wall motion was determined by comparing the outlines traced at end systole and end diastole. Areas of akine-
sis and dyskinesis were readily identified. Subsequently, Secker-Walker et al. [18] developed a count-based approach to
calculate left ventricular ejection fraction.

Gated Blood Pool Imaging
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Fig. 1.8 Gated blood pool imaging. (From Strauss et al. [16], with permission from Elsevier)
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Myocardial Perfusion

Several approaches were tested to measure myocardial perfusion. The first used the inert gas clearance method, with intra-
coronary administration of '**xenon recorded with a single detector. This approach did not work well, because the clearance
is dominated by normal tissue, making it very difficult to identify regions of decreased perfusion. To measure regional perfu-
sion in all regions of the myocardium required multiple detectors. The multicrystal camera, designed by Bender and Blau
[19], allowed the simultaneous independent measurement of tracer clearance from multiple myocardial locations, allowing
identification of regions of normal and reduced perfusion. Figure 1.9 shows the relationship of coronary stenoses to the
slightly reduced regional perfusion at rest [20]. The requirement for intracoronary injection of the tracer limited this tech-

nique to research studies.

MEAN LV FLOW (40mI|/I0Og-min)

—_— T g —— — ———— e ——

S0 SILIEY CITN U
CIRC.
{40 mi/100g -min)

LAD
(42m1/7100g  min )

Fig. 1.9 Myocardial perfusion pattern in a patient
with coronary stenoses [20]

In the early 1960s, Edward Carr, a nuclear physician working at the
University of Michigan with William (Bill) Beierwaltes (the co-inventor of
MIBG), was interested in myocardial imaging to detect acute myocardial
infarction. Carr explored two techniques: One used myocardial perfusion
imaging to detect areas of infarction as a “cold” spot (using the perfusion
tracer 3Rb) [21]; the other detected the area of infarction as a hot spot, using
the agent employed to detect brain tumors, **Hg-chlormeridrin [22]. The
selection of an isotope of rubidium as the cold spot tracer was based on the
observations of the famous cardiologist from Tulane University, George
Burch. Burch studied the kinetics of several potassium analogues in human
subjects, including isotopes of rubidium [23]. Burch observed rapid clearance
of ¥Rb from the blood and rapid uptake in multiple tissues (including the
myocardium), suggesting that the tracer distribution would reflect myocardial
perfusion. Carr selected the beta- and gamma-emitting tracer Rb (gamma
1.076 MeV), with an 18.6-day half-life, to image experimental infarcts in
dogs as “cold spots” in the myocardium. Areas of infarction appeared as
regions of decreased tracer uptake on the scans. These pioneering studies by
Carr led Ken Poggenburg, a radiochemist at the Oak Ridge National
Laboratory, to synthesize potassium-43 in the Oak Ridge reactor using the
#Ca(n,p)*K reaction. The half-life of 22 hours and major gamma energy of
373 keV was better suited than the rubidium isotopes for imaging with the
rectilinear scanner. First-in-man studies with K by Hurley et al. in control
subjects and patients with acute infarction demonstrated a “cold” area in the
myocardial images of each of the five patients with acute infarction [24].
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Zaret [25] and Strauss [26] extended the utility of myocardial perfusion imaging to detect ischemia by recording two
myocardial perfusion scans: one with the tracer injected with the patient at rest (to distinguish regions of normal perfusion
from areas of scar) and a second tracer injection during exercise stress followed by immediate scanning (to distinguish
regions capable of increasing perfusion at stress from areas with decreased perfusion reserve (typically supplied by vessels
with significant stenoses) (Fig. 1.10).

Patient 1 Patient 2
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Fig. 1.10 Studies of myocardial perfusion. (From Zaret et al. [25], with permission of the Massachusetts Medical Society)

The development of thallium-201 as a myocardial perfusion agent, with its low-energy photons, facilitated the utilization
of the gamma camera to record the rest and stress images [27]. Studies by Pohost and colleagues [28] revealed the dynamic
nature of myocardial tracer retention. Patients were injected during exercise stress, and images recorded after exercise dem-
onstrated myocardial regions of decreased tracer uptake. When the images were repeated several hours later, the areas of
decreased tracer uptake on initial images, appeared to fill in (redistribute). This phenomenon occurred because of more rapid
tracer clearance from regions of normally perfused myocardium than in regions of ischemia [29]. Based on these observa-
tions, stress and redistribution imaging, rather than stress and rest-injected images, became the preferred approach to detect
ischemia.

In 1984, the synthesis of *™Tc-sestamibi as a myocardial perfusion tracer allowed administration of much larger doses
[30] (20-30 mCi) compared to the typical 4 mCi dose of thallium-201). The high-count-density images recorded with *™Tc
sestamibi enhanced image quality, allowing the measurement of both regional perfusion and ventricular function by gating
the acquisition of myocardial perfusion data. Instrumentation improved with the development of the rotating gamma camera
[31] to record myocardial perfusion single photon emission computed tomography (SPECT) images. Standardization of
image presentation and improvements in the quantitation of perfusion and ventricular function at rest and stress [32-34]
enhanced the acceptance of myocardial perfusion imaging by the medical community.
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Dr. K. Lance Gould (Fig. 1.11) and colleagues performed a series of laboratory studies that defined the quantitative rela-
tionship between the percentage of stenosis on coronary arteriography and myocardial perfusion at rest and at maximum
vasodilator stress [35]. The studies demonstrate that a stenosis of about 75% of the luminal diameter is required to decrease
resting coronary blood flow. Using hyperemia as a stimulus (induced by intracoronary injection of contrast material or intra-
venous administration of dipyridamole), coronary narrowing’s of only 47% of luminal diameter could be detected. These
studies led to the validation of pharmacologic vasodilators (eg, dipyridamole), as an alternative to exercise to induce maximal
coronary blood flow in patients who cannot perform maximal exercise [36]. The pathophysiologic rationale for the use of
these agents is probably inadequate vasodilatation in coronary vessels with inflamed atheroma. Vessels without inflammatory
lesions in the subintima dilate in response to the drug, delivering additional blood flow (and tracer) to the distal
myocardium.

In parallel with advances in single photon imaging, numerous investigators were work-
ing on advanced instrumentation to image the annihilation radiation resulting from the
mass-to-energy conversion of positron-emitting tracers. Pioneers included investigators
at the Massachusetts General Hospital [37], at the Mallinckrodt Institute of Radiology
at Washington University in St. Louis [38] and at the Crump Institute at the University
of California Los Angeles [37, 38] among many others. The results of their investiga-
tions resulted in the ring detector, allowing high-count-density images and quantitation of
absolute myocardial blood flow and perfusion reserve [39], as well as increased certainty
of diagnosis through the high-resolution images. In addition to higher-quality images of
myocardial perfusion and ventricular function, direct detection of myocardial viability
in patients with myocardial infarction was reported by the UCLA group in 1983 [40].
Ischemia was depicted as an area of decreased perfusion which maintained metabolic
activity. Perfusion was usually imaged with *'N-ammonia and myocardial glucose metab-
Fig. 1.11 K. Lance Gould olism was imaged with '8F-FDG. Patients demonstrating this disparity had an improved

prognosis when treated with revascularization [41].

e T 4

The remarkable development of hybrid PET/CT instrumentation in the laboratory of
David Townsend [42] (Fig. 1.12) resulted in high-quality CT based attenuation correction
and enhanced registration of anatomic and radionuclide data. These advances allow more
precise characterization of the degree of inflammation in the coronary arterial wall with
FDG [43], and more precise determination of the degree of ongoing necrosis in atheroma
with fluoride imaging [44, 45].

Investigators and practitioners of Nuclear Cardiology have much to be proud of, and
much to look forward to. For example, the development of genetic markers will identify
imageable markers to characterize specific abnormalities of contractile proteins in patients
with heart failure and inflammatory lesions in atheroma.

The field has a scintillating future.

Fig. 1.12 Dr. David W. Townsend
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Principles of Nuclear
Cardiology Imaging

Ernest V. Garcia, James R. Galt, Marina Piccinelli,
and Ji Chen

Introduction

Nuclear cardiology imaging is solidly based on many branches of science and engineering, including nuclear, optical, and
mathematical physics; electrical and mechanical engineering; chemistry; and biology. This chapter uses principles from
these scientific fields to provide an understanding of both the signals used and the imaging system that captures these signals.
These principles have been simplified to fit the scope of this atlas.

Nuclear cardiology’s signal is a radioactive tracer, and its imaging systems are either single-photon emission CT (SPECT) or
positron emission tomography (PET) cameras. This combination has met with remarkable success in clinical cardiology. This
success is the result of the combination of sophisticated electronic nuclear instruments and a highly specific signal. The signal is
as important as or more important than the imaging system, which can be explained with the following analogy: When we look
at the heavens on a clear night, our naked eye can see stars, objects that are millions of miles away, yet when we look into our
patients just a few feet away, even with sophisticated systems, we can sometimes miss a signal associated with cardiac disease.
The reason is that a star generates an incredibly powerful signal surrounded by a dark background, a signal much more powerful
than the signals we currently use. This analogy provides several lessons. First, it illustrates the need to continue to improve our
signals. Second, it provides a motivation: By improving our signal, we have the capacity to detect anything. Finally, it explains the
success of nuclear cardiology imaging over cardiovascular MRI, echocardiography, or CT for detecting perfusion abnormalities.

There is a misconception that MRI, echocardiogram, and CT are superior to nuclear cardiology imaging because of their
superior spatial resolution. Yet, for detecting perfusion defects, what is really necessary is superior contrast resolution. It is
this superior contrast resolution that allows us to differentiate between normal and hypoperfused myocardium, facilitating
the visual analysis of nuclear cardiology perfusion images. Because these objects are bright compared with the background,
we have been able to develop computer algorithms to totally, automatically, and objectively process and quantify our images,
a feat yet to be successfully performed by other modalities.

This chapter explains the many important scientific principles necessary to understand this analogy, as well as nuclear cardi-
ology imaging in general, starting from how radiation is emitted from a nucleus to how these sophisticated imaging systems
detect this radiation. These principles are explained at a simple but highly applied level, so the nuclear cardiologist can under-
stand them and apply them in routine clinical practice. The better one’s understanding of how images are formed and what can
go wrong in their formation, the higher one’s accuracy in interpreting studies and the more successful one’s practice should be.
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Fundamentals

Figures 2.1, 2.2,2.3,2.4,2.5, and 2.6 introduce some of the fundamentals of radioactivity and radionuclides.

140
120 Isotones
z g:_ Isobars
o
é 100 g
3 80
c
S 60
g
c 40
2 —— Stable nuclei
20

0 10 20 30

e Z = N

40 50 60 70 80

Number of protons (2)

Fig. 2.1 Stability of the nucleus. This graph plots as a blue line, the
number of neutrons versus the number of protons for stable nuclei. The
yellow line indicates a neutron—proton ratio of 1. Only nuclides with low
proton numbers fall on this line. For the blue line, note that as the number
of protons increases, more neutrons are required to keep the nucleus sta-
ble. Nuclides with neutron—proton ratios that are not on the blue line of
stable nuclei are unstable and, thus, radioactive. These radioactive

Fig. 2.2 Types of radiation. This diagram represents the path deviation
of different types of radiation from nuclei by a magnetic field perpen-
dicular to the page. The direction of the deflection depends on the charge
of the radioactive particle. The least penetrating radiation is deflected to
the right and corresponds to the heaviest radiation, called an alpha par-
ticle (o). An o particle is actually the nucleus of a helium atom (two
protons plus two neutrons) with a positive charge. The moderately pen-
etrating radiation deflected in the direction opposite to an a particle con-
sists of negative particles called beta particles (p). Because these particles

nuclides are known as radionuclides. The type of radioactivity emitted
depends on which side of the line the radionuclide is found. Isotopes are
a family of nuclides that all have the same number of protons, or atomic
number (Z), and are not necessarily radioactive. Isotones are nuclides
with the same number of neutrons (N), and isobars have the same mass
number (A) or number of mass particles in the nucleus (A =Z + N)

are more strongly bent, they are lighter than the o particles. The j parti-
cles are actually electrons emitted from the nucleus. Showing the same
degree of penetration but bending in the direction opposite to the p par-
ticles are positron particles, or positive electrons (f+). These particles
are made of antimatter and emitted by positron tracers. The radioactive
particles that go straight and are not deflected do not consist of charged
particles. They are called gamma (y) rays and have been shown to be
identical to particles emitted from an x-ray tube [1]. Both x-rays and
y-rays are called photons and are used in nuclear cardiology imaging
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Fig. 2.3 Single-photon emission CT (SPECT) versus positron emis-
sion tomography (PET) radionuclides. This figure shows two very
different types of radionuclides, technetium-99m (**"Tc) and fluo-
rine-18 (**F). Tc is a large radionuclide that emits a single photon
or y-ray per radioactive decay that is used in SPECT to create images.
The energy of the emitted photon is 140 keV (kiloelectron volts). The
m in *"Tc means that the nucleus is metastable (almost stable but
really unstable). '*F is a much smaller radionuclide that emits a posi-
tron (B+) antiparticle. This ionized antiparticle travels through a
medium interacting with it, losing energy and slowing down until it
interacts with an electron, usually from some atom. Because the
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electron and the positron are antiparticles of each other (i.e., same
mass but opposite charge), they undergo a phenomenon called pair
annihilation. In pair annihilation, the mass of both particles disinte-
grates and is converted into energy as explained by Einstein’s famous
equation, E = mc?, where E is the emitted energy, m is the mass of the
two particles, and c is the speed of light in a vacuum. Because of the
nature of the interaction, the energy is usually emitted in the form of
two photons traveling in exactly opposite directions from each other
and each having the same energy, 511 keV, which is the energy
equivalent to the rest mass of an electron. These two photons are used
to create images in PET
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Fig. 2.4 Radioactive decay law: concept of half-life. This diagram
shows decay curves for three different radionuclides: technetium-
99m (**Tc), fluorine-18 (**F), and thallium-201 (**'T1). The decay
curves express the amount of radioactive nuclides that have not
decayed as a function of time. The shorter the interval between
emissions for a specific radionuclide, the faster the radioactivity is
depleted. It is practical to express the rate of radioactive transforma-
tions (disintegrations) by specifying the period during which half of
all the atoms initially present will disintegrate. This period of time
is known as the half-life, or T¥2. Note from the graph that the '*F
curve is disintegrating the fastest of the three radionuclides; it
reaches a level of 50% of original at 2 hours; therefore, the half-life
of '8F is 2 hours. Compare this with the half-life of >'T1, which is
73 hours, and the half-life of *"Tc, which is 6 hours. The amount of
radioactive nuclide is specified in terms of its disintegration rate or
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its activity. This relationship is provided by the radioactive decay
law:

A(t) = Ae /T%.

In this equation, A(7) is the radioactivity remaining at time 7, A is the
activity at time 0, and 7%z is the half-life of the radionuclide

A common unit of radioactivity is the curie (Ci), which is
3.7 x 10'° disintegrations per second. Another common unit of radio-
activity used is the becquerel (Bq), which is one disintegration per
second. One thousandth of a curie is a millicurie (mCi), which cor-
responds to 3.7 x 107 disintegrations per second. Note from the graph
that if a 40-mCi dose of a *"Tc radiopharmaceutical (radioactive
pharmaceutical) is delivered to an imaging clinic at 6 a.m., 6 hours
later, at noon, only half—or 20 mCi—remains, and at 6 p.m., only
half of that—or 10 mCi—remains
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Fig. 2.5 Inverse square law. This diagram illustrates the concept of the
inverse square law for radioactivity. The intensity of a radioactive point
source at a distance from the source obeys the same law as for visible
light. If the amount of radioactivity at the point source (S) remains con-
stant, then the intensity of the radioactivity (number of photons) passing
through a flat surface is inversely proportional to the square of the dis-
tance from the source. At a distance of 1 m, the diverging radioactive
beam covers an area (A, small square) with each side of dimension x, or
an area of x*>. At 2 m, the diverging beam covers an area (B, large
square) in which each side is now twice as long as A (2x) and the area

is 4x?, which is four times the area at 1 m. Because the amount of radio-
activity remains constant, the number of photons falling on square A
must spread out over four times as large an area by the time it reaches
square B. Thus, the activity per unit area at B, which is twice as far as A
from the source, is one fourth of the activity passing through A [2]. The
value of this principle to radiation workers is that they can significantly
reduce their radiation burden just by increasing their distance between
themselves and a radioactive source, such as a patient already injected
with a radioactive dose
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Fig. 2.6 Interaction of radiation with matter: photons. High-energy
photons, such as y-rays and x-rays, interact with matter in three ways
that are relevant to nuclear medicine: through the photoelectric effect,
Compton scattering, and pair production [3]. Each of these processes
results in the emission of charged particles (electrons or positrons) that
produce much more ionization than the original event. Thus, high-
energy photons are classified as secondary ionizing radiation

(a) The photoelectric effect (or photoelectric absorption) occurs
when a photon (y- or x-ray) is completely absorbed as it interacts with
an inner-shell electron. All the energy is lost to the electron, now called
a photoelectron, which is emitted from the atom with an energy equiva-
lent to the photon energy (E,) less the binding energy of the electron
(Eginaing)- After photoelectric absorption, the atom has a vacancy in an
inner electron shell that will be filled by an outer-shell electron, result-
ing in the emission of characteristic x-rays and possibly Auger
electrons

Compton scattering occurs when a photon interacts with an outer-
shell electron, changing its direction and losing some energy. The
amount of energy of the photon after scattering depends on the angle of
scatter (¢) according to the following formula:

E. =Ey/1 + (Ey/551 keV)x (1 — cos (0)).

Table 2.1 shows the relationship between the photopeak
energy of common radionuclides used in nuclear cardiology,
the scattering angle of the Compton-scattered photon, and
the resulting energy of that photon. Note that in many
instances, the original emitted photon may undergo a large
scatter angle and still be counted by a 20% energy window in
a camera’s pulse height analyzer.

In this formula, E, is the energy of the photon before scattering, E. is the
energy of the photon after scattering, and € is the angle between the photon’s
original path and its new one. The larger the angle, the more energy is lost.
Maximum energy is lost when the photon reverses course (¢ = 180°) and
backscatters. All the energy lost to the y-ray (E, — E,.) is transferred to the
electron, which on ejection from the atom is called a recoil electron (the
binding energy of the outer-shell electron is negligible). Energies of
Compton-scattered photons as a function of angle are given in Table 2.1

Pair production occurs when a photon passes near a charged particle
(usually the nucleus of an atom). The photon is destroyed and a posi-
tron—electron pair (B+, p-) is created. According to the formula E = mc?,
the mass of the electron is equivalent to 511 keV; thus, the photon must
have at least 1022 keV for pair production to occur. Energy in excess of
1022 keV is shared by the positron and the electron as kinetic energy.
Because of the high energy required for the process, it is of little impor-
tance in clinical nuclear medicine laboratories

(b) The most probable interactions between high-energy photons and
matter depend on the energy of the photons and the density of the material.
Compton scattering is by far the most common interaction within the patient
from the photons produced by clinical radiopharmaceuticals. The photoelec-
tric effect is more likely to take place in the lead shielding of the collimator

Scattering angle

Radionuclide Ey, keV  30° 60° 90° 180°
Thallium-201 72 71 67 63 56
Technetium-99m 140 135 123 110 90
Positron annihilation 511 451 341 256 170

keV kiloelectron volts

Table 2.1 Energies of compton-scattered photons (E)
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Figure 2.7 illustrates photon attenuation.
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Fig. 2.7 Photon attenuation. As photons are absorbed through the pho-
toelectric effect or scattered away from the detector through Compton
scattering, their loss is called attenuation. The percentage of photons
lost depends on the energy of the photons, the density of the material,
and the material’s thickness. The dependence on thickness is straight-
forward: the thicker the material, the more photons will be absorbed.
The thickness at which half of the photons are absorbed is called the
half-value layer (HVL). In the example, N, photons pass through a
material. After 1| HVL, one half of photons has been lost; after 2 HVLs,
only one fourth of the photons is left. In practice, the attenuation of a

beam of photons is usually calculated using the linear attenuation coef-
ficient (4 = In2/HVL) in the following equation:

I=1Ie—u'.

In this equation, /, is the initial beam intensity and / is the intensity
after traveling through thickness x. The values of linear attenuation
coefficients depend on the energy of the photon and the composition of
the material. The denser the material and the higher the energy of the
photon, the less attenuation and the lower the value of y. Linear attenu-
ation coefficients and HVLs for radionuclides and materials of interest
to nuclear cardiology are given in Table 2.2

Table 2.2 shows the relationship between the photopeak energy of common radionuclides used in nuclear cardiology and
their corresponding linear attenuation coefficient (p) and HVL in soft tissue, bone, and lead. Note that the denser the mate-
rial, the smaller the HVL has to be in order to reduce the photon beam by 50%. Figure 2.8 shows interaction of radiation

(charged particles) with matter.

Soft tissue

(1.0 g/cm?®)
Radionuclide Energy, keV W, 1/ecm HVL, cm
Thallium-201 72 0.191 3.62
Technetium-99m 140 0.153 4.52

Bone Lead

(1.9 g/em?) (11.3 g/em?®)

u, I/cm HVL, cm W, I/cm HVL, cm
0.493 1.40 39.1 0.018
0.295 2.35 30.7 0.023

The values in the table were calculated from data obtained from Hubble and Seltzer [4]

Table 2.2 Linear attenuation coefficients (p) and half-value layers (HVLs)
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Bremsstrahlung

Fig. 2.8 Interaction of radiation with matter: charged particles. High-
energy charged particles such as alpha particles (), beta particles (),
and the photoelectrons and recoil electrons discussed earlier slow down
and lose energy as they pass through matter. This loss is a result of the
forces their charges exert on the electrons (and, to a lesser extent, on the
nuclei) of the material. These interactions are called collisions. The loss
of energy is termed collisional losses (even though it does not actually
involve a collision between the two particles) or radiation losses,
depending on the nature of the encounter

The P particles have the same mass as electrons, and as they pass
through material, the electrical forces of the electrons (attractive for p+
and repulsive for f—) cause them to change course with each interac-
tion. These collisions transfer some of the [ particles’ energy to the
orbital electrons, causing them to escape their orbit (the ejected electron
is called a delta ray [A]) or to be raised to a higher energy state (excita-
tion). Due to their tortuous path, the depth at which f particles will

B+

—Q O
O

B+

&

|
W "o

penetrate a material (range) varies between different  particles of the
same energy, a process called straggling. Two measures of the depth of
penetration of beta particles are the extrapolated range (an estimation of
the maximum positron penetration) and the average range (the mean
penetration). A short positron range is desirable for positron emission
tomography (PET) imaging because PET determines the origin of the
electron—positron annihilation event, not the actual site of the positron
emission. Table 2.3 presents extrapolated and average ranges for several
PET radionuclides

The a particles are much more massive than electrons. As collisions
occur between a particles and electrons, the electrons are excited or swept
from orbit, but the encounter has little effect on the direction of the o par-
ticle. As a result, a particles of the same energy all have the same range,
with very little straggling. The range is also very small, so that o particles
present very little danger as an external radiation source given that they are
stopped by a few centimeters of air or a few micrometers of tissue

Table 2.3 shows the relationship between the maximum energy of the emitted positron and the distance range that these
particles travel in air and water. Note that the lower the energy and the denser the medium, the less it travels and, thus, the

higher the resulting spatial resolution.

Extrapolated range, cm

Radionuclide Maximum energy, MeV Air

Carbon-11 0.961 302
Nitrogen-13 1.19 395
Oxygen-15 1.723 617
Fluoride-18 0.635 176
Rubidium-82 3.35 1280

Data from Cherry et al. [5], with permission from Elsevier

Table 2.3 Positron particle range

Average range, cm

‘Water ‘Water
0.39 0.103
0.51 0.132
0.80 0.201
0.23 0.064
1.65 0.429
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Formation of Radionuclides

Figures 2.9 and 2.10 illustrate the formation of radionuclides by nuclear reactors and cyclotrons.
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Fig. 2.9 Formation of radionuclides: nuclear reactors. The radionu-
clides used in nuclear cardiology do not occur naturally and must be
manufactured. This may be done by extracting them from the spent fuel
of a nuclear reactor, bombarding a target nuclide with high-energy neu-
trons to make a nuclide that is neutron-rich (too many neutrons to be
stable), or bombarding a target with high-energy, positively charged
particles, such as protons, using a cyclotron or other particle accelerator
to make proton-rich nuclides. Generators are devices that allow the
separation of a daughter radionuclide from the parent in a shielded con-
tainer that may be transported long distances from the manufacturing
site (reactor or accelerator)

Nuclear reactors are an important source of radionuclides for nuclear
medicine, including iodine-131 and xenon-133. Most importantly,
molybdenum-99 (*’Mo), the parent of technetium-99m, is produced in a
nuclear reactor. The heart of a nuclear reactor is a core of fissionable
material (usually uranium-235 [*¥U] and >*®U). Fission splits the ura-

nium nucleus into two lighter nuclei and produces two or three fission
neutrons. Some of these neutrons strike other uranium nuclei, converting
them to **U; this quickly undergoes fission and produces many more
fission neutrons, which stimulate even more fission events. The uranium
in the core is surrounded by a moderator (“heavy water” and graphite)
that slows down the fission neutrons to an energy that is more likely to
produce further reactions. The ensuing nuclear chain reaction is regu-
lated by control rods made of boron or cadmium, which absorb neutrons.
Fission products usually have an excess of neutrons and decay further
with emission. More than 100 nuclides are created in the fission process.
These fragments can be extracted by chemical means from material
removed from the core. Another way to use a nuclear reactor to produce
radionuclides, neutron activation, is to place a target into the high-neu-
tron flux of the core while keeping it isolated from the core itself. Mo
can be produced by either process, but most is extracted as a fission
fragment
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Fig.2.10 Formation of radionuclides: cyclotrons. Cyclotrons are charged
particle accelerators that are used to produce radionuclides by bombarding
a target with particles or ions that have been accelerated to high rates of
speed. The two basic components of a cyclotron are a large electromagnet
and semicircular, hollow electrodes called “dees” because of their shape.
Tons are injected into the center of the device between the dees. An alternat-
ing current applied to the dees causes the ions to be attracted to one side.
Once inside the dee, the ion will travel in a curve because any charged
particle moving in a magnetic field (supplied by the electromagnet) moves
in a circular path. Although there is no electric field inside the dee, the cur-
rent is carefully timed so that the polarization of the dees changes as the
particles emerge from one side. This accelerates the ions, and their arc of
travel becomes larger as they move faster and faster, picking up speed each
time they cross the gap between the dees. At the maximum radius, the ions

lon source

Top view

are deflected out of the cyclotron and strike a target, creating new nuclides.
An example of this is the use of a cyclotron to bombard an oxygen-18 target
with protons, resulting in conversion of the nucleus to fluorine-18 (after the
emission of a neutron). Several cyclotron-produced radionuclides used in
nuclear cardiology are listed in Table 2.4

Positive-ion cyclotrons accelerate o particles or protons and use an
electrostatic deflector to direct the ion beam to the target. Negative-ion
cyclotrons, as shown in this figure, accelerate negative hydrogen (H~) ions,
a proton with two electrons. A stripping foil, made of carbon, strips off the
two electrons from the ion, leaving a proton. The positive charge of the
proton causes it to arch in the opposite direction, which in turn causes the
beam to exit the cyclotron and strike the target. Most hospital-based and
community-based cyclotrons are negative-ion cyclotrons because they
require less shielding and are more compact than positive-ion cyclotrons

Table 2.4 compares the energy of the radiation, half-lives, and modes of production of SPECT radionuclides versus PET
radionuclides commonly used in nuclear cardiology procedures. Note that because of the short half-life of most cyclotron-pro-
duced PET tracers, a cyclotron must be located nearby. Only fluorine-18 is routinely distributed commercially [6].

Common SPECT radionuclides

Radionuclide Production Decay Emission, keV Half-life
Iodine-123 Cyclotron Electron capture 159 (y-ray) 13.21 hr
Thallium-201 Cyclotron Electron capture 68-80 x-ray 73 hr
167 (10%; y-ray)
Technetium-99m Generator Internal transition 140 (y-ray) 6 hr
Common PET radionuclides
Radionuclide Production Positron energy, keV Half-life
Oxygen-15 Cyclotron 735 122 sec
Nitrogen-13 Cyclotron 491 9.96 min
Carbon-11 Cyclotron 385 20.3 min
Fluoride-18 Cyclotron 248 110 min
Rubidium-82 Generator 1523 1.3 min

Table 2.4 Common radionuclides for use in nuclear cardiology
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Figure 2.11 illustrates some types of generators important in preparing radionuclides for use in nuclear medicine.
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Fig. 2.11 Formation of radionuclides: molybdenum-99—technetium-
99m (®Mo-""Tc) generator. Generators are devices that allow the
separation of a radionuclide from a relatively long-lived parent, allow-
ing the production of short-lived radionuclides at a location remote
from a reactor or cyclotron (such as a hospital, clinic, or local radio-
pharmacy). The daughter is continuously replenished by the parent
inside the generator, which shields both radionuclides while allowing
the daughter to be extracted repeatedly [7]

(a) The most common generator used in nuclear medicine is the
“Mo-""Tc generator, which produces *"Tc¢ (half-life [/2], 6 h) from
the B decay of Mo (#¥2, 66 h). The *Mo is produced in a nuclear reac-
tor. The heart of the generator is a porous column of alumina impreg-
nated with ®Mo. A vacuum vial is used to pull saline out of a second
vial through the porous column. Technetium (both *"Tc and *Tc) is
washed out of the column by the saline and is collected in a vacuum
vial, leaving the Mo behind. The generator must be well shielded
because Mo emits both B particles and 740-780-keV y-rays. The
process of extracting *"Tc from the generator is called milking or elu-
tion, and the extracted *Tc-saline solution is called eluate. After
milking, the *™Tc solution must be tested for Mo and aluminum.
%Mo is detected by using a dose calibrator and a shield that blocks the
low-energy photon from “™Tc¢. The maximum amount of *’Mo
allowed under Nuclear Regulatory Commission regulations is 0.15 Bq
“Mo per kilobecquerel (kBq) *"Tc (0.15 Ci Mo per millicurie
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%mTc). Aluminum is detected chemically, with a maximum permissi-
ble level of 10 pg/mL of eluate

(b) The *™Tc is produced by the p decay of Mo in the alumina
column if the generator is undisturbed. This process is an example of
transient equilibrium, in which the parent’s half-life is somewhat longer
than the daughter’s half-life. After a few hours, the daughter activity is
almost equal (actually slightly higher) to the parent activity

(c) Activity in the generator with repeated milkings is shown.
Fortunately, the optimal frequency for milking the generator is at inter-
vals slightly less than 24 h. The dip at 32 h shows that if the generator is
milked, the process of *Tc buildup begins again (and, in this case,
results in only slightly less activity at the next regular milking). *Mo-""Tc
generators are designed to last at least 2 weeks in the nuclear pharmacy

Another generator of importance to nuclear cardiology is the stron-
tium-82 (*2Sr)—rubidium-82 (*Rb) generator. *?Rb (# = 1.3 min) is pro-
duced by a p decay of **Sr (/2 = 25 day, manufactured using an accelerator).
The daughter activity equals the parent activity very soon after elution and
allows elution every hour. This is an example of secular equilibrium in
which the parent’s half-life is a great deal longer than the daughter’s half-
life. The short half-life of ®Rb makes it impractical to transport the dose to
the patient. The generator is designed to deliver the dose directly into an
intravenous line. ?Rb generators are designed to last about 1 month in the
clinic. #Sr and *Sr may be low-level contaminants and are found in routine
quality control by assaying the eluent after complete decay of the *?Rb
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Imaging Devices and Principles

Devices and principles of nuclear cardiology imaging are shown in Figs. 2.12, 2.12, 2.13, 2.14, 2.15, 2.16, 2.17,
2.18, 2.19, 2.20, 2.21, 2.22, 2.23, 2.24, 2.25, 2.26, 2.27, 2.28, 2.29, 2.30, 2.31, 2.32, 2.33, 2.34, 2.35, 2.36, 2.37,

2.38, and 2.39.

Fig. 2.12 Operation of photomultiplier tubes (PMTs). PMTs convert
energy from visible light into an electric signal. Light interacting with
the material in the photocathode causes it to release electrons, which are
accelerated along the tube by a high-voltage differential. As the
electrons travel through the tube, they strike metal electrodes called

Output current

Photomultiplier tube

Dynodes

Photocathode

Incident light photons

dynodes, at which point even more electrons are ejected. This cascade
of multiplication continues until the electrons are output as a current at
the other end. The voltage (height) of the pulse generated by the PMT
is directly proportional to the amount of visible light that strikes the
photocathode
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Fig.2.13 Operation of the crystal. The crystal is used to convert y-rays
into visible light. A y-ray travels through the collimator and interacts
with one of the atoms in the crystal, ejecting an electron (called the
primary electron) through the photoelectric effect. This ejected electron
continues traveling through the crystal and excites a large number of
secondary electrons, which lose their excitation energy by emitting vis-
ible light. The glow of the scintillation is converted into electrical sig-
nals by the PMTs. The location of the scintillation event is determined
by the positioning circuitry based on the relative signals from the differ-
ent PMTs. The brightness of the scintillation is proportional to the
energy of the photon, measured by the pulse height analyzer

Note that the y-ray travels some distance through the crystal before it
interacts with a crystal atom. If the crystal is very thin, a y-ray may travel
through the entire width of the crystal with no interaction. Therefore, a
thicker crystal results in a higher sensitivity for the detection of y-rays.
Conversely, note that the primary electron travels in an irregular path and
may excite atoms far away from its point of origin. The thicker the crys-
tal is, the farther the electron may travel before it exits the crystal. Thus,
a thick crystal implies that the scintillation may be more spread out,
which essentially reduces the resolution of the detector. So, just as with
collimators (see Fig. 2.16), there is a trade-off between sensitivity and
resolution with the size and shape of the crystal
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Fig. 2.14 Digital scintillation camera. The main components of
SPECT systems are the scintillation camera, the gantry (the frame that
supports and moves the heads), and the computer systems (hardware
and software). These components work together to acquire and recon-
struct the tomographic images

The basic components of a scintillation camera are a collimator, a
sodium iodide crystal, PMTs, and an analog or digital computer
designed to determine the location and energy of a photon striking the
crystal. y-Rays (photons) pass through the collimator and cause a scin-
tillation event (a short burst of visible light) to occur in the crystal. The
glow of the scintillation is converted into electrical signals by the
PMTs. The location of the scintillation event is determined based on the
relative signals from the different PMTs. The brightness of the scintil-
lation is proportional to the energy of the photon. Scintillation cameras
were developed in the late 1950s and early 1960s. These cameras used
pulse height analyzers and spatial positioning circuitry invented by Hal
Anger of the University of California at Berkeley to determine the loca-
tion and energy of the incident photon [8]. Early cameras were com-
pletely analog devices in which the output was sent to an oscilloscope,
creating a flash on the screen. A lens focused the screen on a piece of
radiographic film that was exposed, one flash at a time. This allowed for
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correction software

Computer-generated
image
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planar imaging, but for SPECT the images must be made available to
the computer digitally

Today, camera systems convert the position and pulse height signals
generated from analog circuitry in the camera to digital signals using
analog-to-digital converters. The signals may then be further corrected
for energy and position through digital processing. Camera designs that
convert the output of each PMT to a digital signal, as shown here, have
become common. The computer may then perform all of the position-
ing and pulse height analyses without the need for complicated analog
circuitry. This results in greater processing flexibility, greater spatial
resolution, and higher count rates

Another step in the digitization of scintillation cameras is the
replacement of PMTs with solid-state detectors called photodiodes.
One camera with this design uses individual cesium iodide (CsI) scintil-
lation crystals, each backed with a silicon photodiode. Each Csl crystal
is 3 mm?, giving a resolution similar to that of a conventional camera
without the need for positioning circuitry. Eliminating the PMTs greatly
reduces the size and weight of the scintillation camera, with some trade-
offs in cost and energy resolution. These types of cameras are usually
known as solid-state cameras
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Fig. 2.15 Principle of spatial and contrast resolution. The most com-
mon measurements of image quality are spatial resolution and contrast
resolution. Spatial resolution refers to how well objects can be sepa-
rated in space (as opposed to blurring them together), and contrast
refers to how well different levels of brightness (representing radionu-
clide concentration in a scintigram) can be discriminated

Spatial resolution is the measure of how close two point sources of
activity can come together and still be distinguished as separate.
Because no medical imaging modality is perfect, a point source never
appears as a single bright pixel but instead as a blurred distribution. Two
blurry points eventually smear together into a single spot when they are
moved close enough to each other. Resolution is measured by taking a
profile (a graph of counts encountered along a line drawn through a
region of interest in the image) through a point source and analyzing the
resulting curve. A profile through a perfect point source would look like
a sharp single spike rising above the flat background. A profile through
a real point source appears as a Gaussian-shaped curve; this curve is
called the point spread function. (a) When the two Gaussian curves of

it

Contrast resolution

two point sources get close enough together, they cannot be distin-
guished as separate. This distance is a measure of image resolution.
Two brain tumors are imaged and a profile is taken through the resulting
reconstruction. As the tumors move closer together, the discrete peaks
of the profile start to merge into a single peak

Contrast resolution in nuclear cardiology images can be defined as
the measure of counts (or intensity) in the target (the object we are try-
ing to image) compared with the intensity in a background region. High
counts in the target increase contrast; high counts in the background
region (e.g., lung uptake) decrease contrast. Low contrast can make the
target fade into the background. (b) Contrast is also easily measured
using a profile. This figure shows a count profile taken through a
decreased area of a myocardial perfusion image. In this case, the “tar-
get” counts are those in the perfusion abnormality, and the “back-
ground” counts are those in the normal myocardium. The depth of the
valley in the profile, compared with the overall height of the rest of the
curve, is a measure of contrast
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Fig. 2.16 Principle of collimation. Because y-rays are emitted from a
source uniformly in all directions, a photon from any area of the body
can theoretically strike any area of the detector. Instrumentation is
needed to determine the directions of the photon’s emissions in order to
be able to localize the source. This process is called collimation. For
nuclear cardiology, collimators generally consist of an array of long,
narrow (usually) parallel holes that exclude all photons except those
that travel parallel to the direction of the hole. Collimators are rated by
their sensitivity and resolution. Resolution is defined in Fig. 2.15; sen-
sitivity is the number of photons that travels through the collimator in a
certain amount of time (as a fraction of photons emitted from the
source)—that is, counts per second or counts per minute. In this
instance, image resolution is affected by collimation because some pho-
tons not traveling in exactly a parallel path get through the collimator
holes. Thus, a single point source will appear fuzzy on the detector.
How much the point “spreads out”—the width of its point spread func-
tion (PSF)—is related to the spatial resolution and depends on the
length and width of the holes. More specifically, spatial resolution is

High resolution

given by the full width of the PSF as half its maximum. Low-energy
all-purpose (LEAP) and general-purpose collimators have relatively
short, wide holes that accept more photons than do high-resolution col-
limators with long, narrow, and/or smaller holes. Increasing the length
of the hole increases resolution by decreasing the angle subtended by
the hole and thus eliminates more y-rays traveling at angles not parallel
to the hole. Thus, a higher resolution is achieved at the cost of sensitiv-
ity. In general, the sensitivity and resolution of a collimator are inversely
related. A very high-sensitivity collimator will have low resolution, and
a very high-resolution collimator will have low sensitivity. Here, the
PSFs for differently shaped collimators are shown at the left of the fig-
ure. Note that the width of the PSF curve is broader for LEAP collima-
tors, indicating a lower resolution, but the total area underneath this
PSF curve is higher than that of the high-resolution collimator, indicat-
ing higher sensitivity. This figure also demonstrates that the resolution
of the image, as seen by the PSF curves on the /eft, depends on the dis-
tance between the source and the collimator. This is discussed in more
detail in Fig. 2.17
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Fig.2.17 Resolution versus sensitivity. In air, recall that the amount of
radiation from a point source falling on a plane decreases as 1/r°.
However, if a collimator is placed between the source and the detector,
this relationship no longer holds. The same number of y-rays will travel
through the collimator, no matter how far the source is from the detec-
tor, because y-rays that travel too obliquely from the line of the collima-
tor holes will not pass through any collimator, no matter how close it is
to the source. However, a ray that is near enough to being parallel to a
collimator hole will be able to pass through a collimator, no matter how
distant it is from the source. The primary difference between a collima-
tor placed near the source and one placed far away from the source is
which collimator hole a y-ray will pass through

A y-ray traveling exactly parallel to the collimator will pass through
the hole that is directly “aimed” at the source. If the y-ray is slightly
oblique to the collimator, it may pass through a hole not exactly in line
with the source. How far away that hole is from the “correct” hole

A

depends on how far the source is from the collimator. In this figure,
notice that when the collimator is close to the source (A), most of the
y-rays travel through the collimator holes that are nearly in line with
that source, even when those y-rays are slightly oblique to the holes.
However, if the detector is far away from the source (B), the same num-
ber of y-rays travels through the collimator but more of the oblique rays
travel through holes farther away from the one directly in line with the
source. This causes a blurring or loss of resolution, which is seen in the
PSFs shown for each of the collimator positions at the fop of the figure.
Note that the farther away the detector is from the source, the lower and
more spread out the PSE. However, the area underneath these curves
does not change. Therefore, the number of photons detected stays the
same with collimator-source distance, but the image resolution
decreases as the distance increases. This resolution decrease with
source-to-detector distance is termed the detector response or geomet-
ric response
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Fig.2.18 SPECT cameras: multiheaded cameras. Multidetector SPECT
systems have more than one scintillation camera attached to the gantry. (a)
The most obvious benefit of adding more detectors to a scintillation cam-
era system is the increase in sensitivity. Doubling the number of heads
doubles the number of photons that may be acquired in the same amount
of time. The user may take advantage of the increase in sensitivity by
acquiring more counts, adding higher-resolution collimation, or increas-
ing throughput. (b) This figure shows two large field-of-view rectangular
cameras mounted opposite each other, 180° apart. This configuration may
speed 360° SPECT imaging by halving the imaging time while collecting
the same number of counts, because a full 360° of projections can be
acquired by rotating the gantry 180°. (¢) For cardiac SPECT, in which a
180° orbit is recommended, SPECT systems with two detectors mounted
next to each other (at 90°) on the gantry allow a full 180° orbit to be
acquired while only rotating the gantry through 90°. (d) Triple detector
cameras are usually dedicated to SPECT imaging. The three heads, as
discussed for double-headed systems, will result in increased sensitivity
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that may be used to increase throughput, counts, or resolution. If the three
detectors are mounted rigidly 120° from one another, however, the system
must rotate through 120° to obtain 180° of data. Thus, these systems also
do not have a great impact on cardiac imaging with 180° orbits

For any multiheaded system, the primary advantage is increase in
throughput, because the acquisition will take less time. However, the
gain in sensitivity may be traded to give more precise images by allow-
ing the use of higher-resolution collimators

Drawbacks of multiple-headed cameras include an increase in quality
control required by the addition of the additional heads and some loss of
flexibility. Double-detector systems do not allow the same flexibility of
movement that is enjoyed with many single-headed systems. They may
not be easily used for some types of planar imaging (e.g., gated blood
pool), in which it is often difficult to position the camera correctly. One
unique SPECT system acquires planar projections by rotating the patient
in an upright position while the camera(s) remain(s) fixed. LAO left ante-
rior oblique, LPO left posterior oblique, RAO right anterior oblique
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Fig. 2.19 SPECT cameras: 180° versus 360° data acquisition.
Although 360° orbits are generally preferred for body SPECT, 180°
orbits may be better for cardiac SPECT. The heart is located forward
and to one side of the center of the thorax, resulting in a great deal of
attenuation when the camera is behind the patient. The angles chosen
for the 180° orbit are those closest to the heart, from the 45° right ante-
rior oblique (RAO) to the 45° left posterior oblique (LPO). These pro-
jections are those that suffer least from attenuation, scatter, and detector
response because they are the ones that get the camera head as close as
possible to the heart. Projections taken from the posterior aspect of the
body are generally noisier and of lower resolution than those taken from

180° reconstructions

45° RPO projection 45° LAO projection

the anterior angles. This is easily seen by comparing the 45° left ante-
rior oblique (LAO) projection shown here to the 45° right posterior
oblique (RPO) projection. Reconstructions from 180° acquisitions have
higher resolution and contrast than those from 360° acquisitions; this is
particularly true for thallium-201 images [9-11]. However, because
180° reconstructions are not truly complete (i.e., new information is
available from the other 180° of projections), occasional artifacts seen
with 180° reconstructions can be avoided with 360° reconstructions. In
particular, 360° reconstructions are generally more uniform than 180°
reconstructions. Both of these effects can be seen on the reconstructions
on the bottom right of this figure
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Fig. 2.20 Principle of filtered backprojection reconstruction. Filtered
backprojection is an analytic method of image reconstruction. Filtered
backprojection, as its name implies, is a combination of filtering and
backprojection. The principle of backprojection is shown in the top row.
When a projection image is acquired, each row of the projection contains
counts that emanate from the entire transverse plane. When projection
images are obtained from many angles about the body, enough informa-
tion is available in each row of the set of angular projections to recon-
struct the original corresponding transverse slice. Backprojection assigns
the values in the projection to all points along the line of acquisition
through the image plane from which they were acquired. This operation
is repeated for all pixels and all angles, adding the new values with the
previous, in what is termed a superposition operation. As the number of
angles increases, the backprojection improves

Although simple backprojection is useful for illustrative purposes, it
is never used in practice without the step of filtering. Note that the back-
projection from the top row is quite blurred compared with the original
distribution from which it was created. Also, the reconstructions created

Backprojection

8 Projections 64 Projections
from eight projections show instances of the “star artifact,” which con-
sists of radial lines near the edges of the object. This artifact is a natural
result of backprojection applied without filtering. In clinical practice,
the projections are filtered prior to backprojection; filtered backprojec-
tion is shown in the bottom row. After the projections are acquired, a
ramp filter is applied to each of them prior to backprojection. Ramp
filters are discussed in more detail in Fig. 2.21. The ramp-filtered pro-
jections are characterized by enhancement of edge information and the
introduction of negative values (or lobes) into the filtered projections.
During the backprojection process, these negative values cancel por-
tions of the other angular contributions and, in effect, help to eliminate
the star artifact and the blurring seen in the unfiltered backprojection.
However, enough projections must be acquired to ensure that proper
cancellation is obtained. Radial blurring or streaking toward the periph-
ery of the image often indicates that too few projections were acquired.
Finally, a noise-reducing filter such as a Butterworth or Hanning filter
is usually applied before, during, or after the backprojection operation.
Such filters are discussed in more detail in Fig. 2.21
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Fig.2.21 Image filtering. Filtering is the process by which images are
smoothed, sharpened, reduced in noise, or used in reconstruction, such as
the ramp filter in filtered backprojection. Filtering digital images is
accomplished by transforming the images from the spatial domains that
are used to frequency space [12, 13]. This transformation is usually per-
formed using a mathematical process called a Fourier transform. This
transform represents images in terms of cycles per centimeter or varia-
tions of counts over distance. In this representation, smaller objects,
edges of objects that abruptly change in counts, and image noise are all
associated with high frequencies. Larger, smooth organs are associated
with lower frequencies. A filter works by defining a curve that specifies
how much of each frequency should be modified. If the filter value is 1 at
a specific frequency, then it is not modified; if it is less than 1, it is reduced
by that amount; and if it is more than 1, it is enhanced by that amount
Because the filtered backprojection reconstruction process uses a
ramp filter that enhances image noise, smoothing must be applied to the
reconstructed images to reduce the image noise. The most common fil-
ters used for smoothing cardiac perfusion images are the Hanning and

Butterworth filters. Both these filters are known as low-pass filters
because they tend to leave the lower frequencies alone while reducing
the higher frequencies. The Butterworth filter is defined by two param-
eters: the critical frequency and the order of the filter. The critical fre-
quency is used to define when the filter begins to drop to zero (known
as the cutoff frequency for a Hanning filter). The order of the filter deter-
mines the steepness of the function’s downward slope

(a) The color curves are three examples of critical frequencies for
the Butterworth filter. (b) The four transaxial cardiac images are exam-
ples of that same transaxial image with the various critical frequencies
of the Butterworth filter applied. The leftmost transaxial image has had
the gray filter applied. Note that the gray filter is 1 for every frequency;
thus, no smoothing is performed. This is the original noisy image that
results from the filtered backprojection process. The next image has had
the purple filter applied, with a critical frequency of 0.6 cycles/cm. This
image appears slightly smoother than the one with no smoothing. As the
other two filters are applied with increasingly lower critical frequencies,
the image becomes smoother
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Fig. 2.22 Oblique angle reorientation. Transaxial images: The natural
products of rotational tomography are images that represent cross-
sectional slices of the body, perpendicular to the imaging table (or the
long axis of the body). These images are called transverse or transaxial
slices. (a) An example of transaxial slices is shown

Oblique images: We are not restricted to the natural x, y, and z direc-
tions, however, for the display of images. The computer may be used to
extract images at any orientation, and these images are called oblique
images. Because of the variation in the heart orientation of different
patients, it is important that oblique slices are adjusted to try to match
the same anatomy from patient to patient. The important oblique sec-
tions used for viewing cardiac images are defined as follows:

Vertical long-axis slices: The three-dimensional set of transaxial
sections, some of which are shown in (a), is resliced parallel to the long
axis and perpendicular through the transaxial slices. Each of the result-
ing oblique images is called a vertical long-axis slice (b). They are dis-

—

15

played with the base of the left ventricle toward the left side of the
image and the apex toward the right. Serial slices are displayed from
medial (septal) to lateral, left to right

Horizontal long-axis slices: The three-dimensional block of vertical
long-axis slices is recut parallel to the denoted long axis and perpen-
dicular to the stack. The resulting oblique cuts are called horizontal
long-axis slices (c). They contain the left ventricle with its base toward
the bottom of the image and its apex toward the top. The right ventricle
appears on the left side of the image. Serial horizontal long-axis slices
are displayed from inferior to anterior, from left to right

Short-axis slices: Slices perpendicular to the denoted long axis and
perpendicular to the vertical long-axis slices are also cut from the stack.
These are termed short-axis slices; they contain the left ventricle with
its anterior wall toward the top, its inferior wall toward the bottom, and
its septal wall toward the left. (d) Serial short-axis slices are displayed
from apex to base, from left to right
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Fig. 2.23 Physical factors that may affect SPECT image formation.
Accurate reconstructions of the radionuclide distribution in the body
depend on accurate detection of the emitted y-rays. However, not all of
the y-rays emitted by a radionuclide emerge from the body, and those
that do are not all detected in the right place. These complicating factors
degrade the resulting image. The three factors that cause degradations
in SPECT are attenuation, scatter, and distance-dependent resolution or
blur of collimation. Attenuation is the absorption of y-rays by other
materials and includes photons lost due to both the photoelectric effect
and Compton scattering. The probability that a y-ray is absorbed
increases with the density of the material through which it must pass but
decreases with increasing energy of the photon
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Other y-rays may interact with electrons in the material through
which they are passing, causing them to change direction and lose
energy. These y-rays may still emerge from the body but from a direc-
tion other than their original path. If these y-rays are detected by the
gamma camera, they appear to be originating from the wrong place.
Finally, y-rays traveling in paths other than parallel to a collimator hole
may still travel through that hole and be detected by the camera. This
becomes more likely as the source gets farther and farther away from
the collimator. The result is a blurring in the final image that depends on
the distance between the source and collimator, called the detector
response, which was discussed in Fig. 2.17
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Fig. 2.24 Principle of iterative reconstruction. Iterative reconstruc-
tion techniques require many more calculations and, thus, much more
computer time to create a transaxial image than does filtered backpro-
jection. However, their great advantage is their ability to incorporate
into the reconstruction process corrections for the factors that degrade
SPECT images. Iterative techniques use the original projections and
models of the acquisition process to predict a reconstruction. The pre-
dicted reconstruction is then used again with the models to recreate
new predicted projections. If the predicted projections are different
from the actual projections, these differences are used to modify the
reconstruction. This process is continued until the reconstruction is
such that the predicted projections match the actual projections. The
primary differences between various iterative methods are how the
predicted reconstructions and projections are created and how they
are modified at each step. Practically speaking, the more theoretically
accurate the iterative technique, the more time-consuming the pro-
cess. Maximum-likelihood methods allow the noise to be modeled,
whereas least squares techniques such as the conjugate gradient
method generally ignore noise

The most widely used iterative reconstruction method is maximum-
likelihood expectation maximization (MLEM) [14]. The MLEM algo-
rithm attempts to determine the tracer distribution that would “most
likely” yield the measured projections given the imaging model and a
map of attenuation coefficients, if one is available. An example of the
reconstruction of the myocardium with the MLEM algorithm is shown
at the bottom. The point of convergence of this algorithm and the related
number of iterations for clinical use are a source of debate. To date,
there is no common rule for stopping the algorithms after an optimal
number of iterations on clinical data, and protocols describing the opti-
mal number of iterations are largely empirically based. As can be seen
in the reconstructions at the bottom, as the iteration number increases,
the images generally get less blurry but more noisy

Another approach to the MLEM algorithm for iterative reconstruc-
tion is the ordered-subsets expectation maximization (OSEM) approach
[15]. This approach performs an ordering of the projection data into
subsets. The subsets are used in the iterative steps of the reconstruction
to greatly speed up the reconstruction. The advantage of OSEM is that
an order-of-magnitude increase in computational speed can be obtained
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Fig. 2.25 SPECT attenuation
correction (AC) and scatter
correction. (a) SPECT
myocardial perfusion imaging
uses transmission scan—based
AC. Transmission scanning
measures the distribution of
attenuation coefficients
(attenuation map) of the
patient, which is used in
iterative reconstruction to
correct for the decrease in
counts resulting from photon
attenuation. (b) SPECT
scatter correction uses the
Compton window subtraction
method [16]. In this method,
an image that consists of
scattered photons is acquired
by a second energy window
placed below the photopeak
window. This image is
multiplied with a scaling
factor and then subtracted
from the acquired photopeak
window image to produce a
scatter-corrected image.
Another energy window—
based approach uses two
energy windows, one above
and one below the photopeak
window, to estimate the
portion of scattered photons
in the photopeak window [17]
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Fig.2.26 (a) Partial volume effect. The inherent limitation of the reso-
lution of nuclear imaging systems makes the image of a point source
appear as a Gaussian curve. Therefore, the image of an object made up
of multiple points appears as overlapping Gaussian curves, which have
a higher value for the center point than for the peripheral points, even
when the object has a uniform distribution of the radiotracer. As a result
of this phenomenon, myocardial brightness increases when myocardial
thickness increases [13] up to twice the resolution of the system (full
width at half maximum, FWHM), as shown here. If the object is thicker
than two times FWHM, the resulting count profile will reach a plateau
representative of the true expected counts. (b and ¢) The partial volume

f\ True point distribution

Fig. 2.27 Principle of resolution recovery. The limited resolution of
nuclear imaging systems makes the image of a point source appear as a
Gaussian curve (point spread function, PSF). The PSF of a nuclear
imaging system increases in width with distance away from the surface
of the collimator. Measurement of the PSF of the system at various
distances allows the development of a resolution recovery algorithm,
which deblurs the image and improves the defect contrast. Two types of

effect is used quite successfully to assess left ventricular regional myo-
cardial thickness and thickening, but care must be taken when interpret-
ing gated SPECT images because the myocardium appears brighter in
areas where it is thicker and dimmer in areas where it is thinner. These
figures show a study in which a phantom representing an eccentric
myocardial chamber is filled with a constant concentration of thallium-
201. Note that the thinner anterior wall appears to be hypoperfused, in
comparison to the inferior wall. This can be a cause of misinterpretation
when, for example, the patient has a hypertrophic, thickened septum,
making the left ventricular lateral wall with normal thickness and perfu-
sion appear to be hypoperfused

Point spread function Recovered point

distribution

. Resolution
Collimator
blurring recovery
algorithm
—_— —_—>

resolution recovery algorithms are now commercially available: inverse
filtering based on the frequency—distance principle [18], and three-
dimensional modeling of the distance-dependent collimator response in
iterative reconstruction [19]. As shown in this figure, the main idea of
resolution recovery is to apply a mathematical algorithm to transform
the blurred image response into a sharp response
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Fig. 2.28 Electrocardiogram (ECG)-gated SPECT myocardial perfu-
sion imaging (MPI) acquisition. Similar to ungated SPECT MPI acqui-
sition, ECG-gated SPECT MPI acquisition collects projection images
at equally spaced angles along a 180° or 360° arc during the camera
rotation. At each angle, instead of acquiring only one projection in the
ungated acquisition mode, the camera acquires several (8, 16, or 32)
projection images, each of which corresponds to a specific phase of the
cardiac cycle. This is done by synchronizing the computer acquisition
to the R wave from the patient’s ECG. Here, the cardiac cycle is divided

into eight separate frames. If the heart rate is, for example, one beat per
second, the computer algorithm assigns a one eighth of a second time
interval to each frame. Once the first R wave is detected, all counts are
acquired into the first frame; as one eighth of a second elapses, the
counts are now acquired into the second frame, and so on until the first
second has elapsed or a new R wave is detected, starting the same pro-
cedure over again. This technique produces four-dimensional image
volumes (three dimensions in space plus time) and allows clinicians to
assess not only myocardial perfusion but also myocardial function
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Fig. 2.29 Principle of temporal resolution. (a and b) The volume-time
curve plots the value of the left ventricular cavity volume as a function of
the gated SPECT time interval. The smaller the time interval (the larger
the number of frames acquired during a cardiac cycle), the higher the
temporal resolution and the closer the volume-time curve is to the “truth”
and, thus, the more accurate the volume and ejection fraction measure-
ments. Itis generally agreed that some commonly used eight-frame-gated
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SPECT approaches produce errors in the measurement of diastolic func-
tion, and it has been suggested that 16-frame imaging is quite effective
[20]. There are techniques that use a mathematical algorithm (the Fourier
transform) to replace the discrete eight samples with a continuous curve
on a segment-by-segment basis and, thus, are less dependent on higher
temporal resolution to obtain accurate parameters. EDV end-diastolic
volume, EF ejection fraction, ESV end-systolic volume
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Fig. 2.30 Total counts versus count density, preset time of acquisition, and
pixel/voxel size. Nuclear imaging acquires photons emitted from the patient
and digitizes the data into a matrix (image). Each matrix position corresponds
to a pixel, and the pixel value (total counts) corresponds to the number of
accepted photons at that position. (a) The pixel value is proportional to the
radiotracer concentration, the length of the acquisition, and the square of the

pixel size. (b) If the image is three-dimensional (e.g., reconstructed tomo-
graphic image), each element of the image is cubic instead of a square and is
called a “voxel.” The voxel value (total counts) is proportional to the radio-
tracer concentration, the length of the acquisition, and the cubic (not square)
voxel size. 3D three-dimensional, 2D two-dimensional
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Fig. 2.31 Statistics: noise level versus total counts. Nuclear imaging
measures radioactive decay, which is a random process and follows the
Poisson distribution. The standard deviation of a measured pixel value
(counts) from a planar image projection is the square root of the pixel
value. A low-count study (a) has a bigger standard deviation and a

Fig. 2.32 PET scanners; electronic collimation. PET cameras detect
paired photons (511 keV of energy each) produced by the positron
annihilation effect. The paired 511-keV photons travel in opposite
directions at a 180° angle from each other. Thus, positron decay can be
localized without collimation with the use of the principle of coinci-
dence detection, because if two detectors acquire a count within a short

Low-count study
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Average counts:
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Noise-to-signal ratio: n= —f =10%
N
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higher noise-to-signal ratio such that the image appears to be noisier
than that of a high-count study (b). This example shows that if a pixel
contains 100 counts, it corresponds to a 10% error and if another pixel
contains 10,000 counts, it corresponds to a 1% error

7 511 keV
photon

511 keV
photon

Coincidence detection +———

time window, it is assumed that they came from the same pair annihila-
tion, so the event is positioned by drawing a straight line between the
two detectors. Because PET cameras do not require collimators, these
systems have a much higher sensitivity than SPECT systems. '*F
fluorine-18
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Fig. 2.33 Two-dimensional (2D) versus three-dimensional (3D) PET
systems. 2D PET systems, equipped with lead (Pb) septa, accept coin-
cidences only from crystals in the same ring of detectors. 3D PET sys-
tems, by removing the septa, accept coincidences in any ring and
greatly increase the count rate and sensitivity. However, the difficulties

Coincidence
electronics

yz

associated with removing the septa are that it greatly increases scatter,
it greatly increases random events, and it greatly increases the count
rate, so it greatly increases dead time [21]. These problems must be
effectively compensated for when using 3D PET in cardiac imaging
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Fig.2.34 Time of Flight (TOF) imaging vs. Non-TOF imaging. (a) On
the left, conventional PET coincidence electronics (see Fig. 2.32). The
right panel shows that the coincidence electronics in advanced PET
scanners with TOF electronics are capable of measuring the time inter-
val between one photon (y;) hitting one detector and the second photon
(y,) from the same annihilation event hitting an opposing detector. That

TOF

difference in time (t, - t;) multiplied by the speed of light (c) estimates
the location of the annihilation event along the coincidence ray between
the two detectors. (b) In TOF, instead of backprojecting an entire line
(left panel), only the line segment corresponding to the time window of
the event is projected. The result is increased lesion contrast and
increased spatial resolution [22]



2 Principles of Nuclear Cardiology Imaging

45

Detector ring

Annihilation
photons

nd

Fig.2.35 Depth of interaction (DOI) digital PET detectors vs. conven-
tional PET detectors. DOI detectors record both the event that the pho-
ton was absorbed by the specific detector (blue rectangle) and the depth
within the detector (red plus sign) where it was absorbed. As the posi-
tron annihilation takes place further from the center of the field of view,
the reconstructed line of response (red) is increasingly further away

from the true line of response (green) in systems that locate the annihi-
lation photons in the middle of the detector rather than at the true depth
of the interaction, as with DOI detectors. This increased accuracy in
positioning the backprojected line of response results in increased
lesion contrast and increased spatial resolution [23]
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Fig.2.36 PET-derived myocardial absolute blood flow (MBF) quantifica-
tion. (a) Dynamic sequence of PET images. Once injected, the radiotracer
rapidly travels to the right ventricle (RV), then to the left ventricle (LV), and
is progressively captured by the myocardial tissue in the second half of the
acquisition interval; posterior direction on top of images. (b) Procedure for
MBF quantification. B/, A summed image is created from frames of the
second half of the acquisition interval and used to identify regions of interest
(ROISs) on the image sequence, namely the myocardium (black lines), and
the location for the extraction of the input function (IF) (red); the IF repre-
sents the tracer’s arterial blood concentration and is measured by sampling a
small region of the LV cavity. B2, The segmented myocardium is subdivided
into vascular territories according to standard anatomical classification. B3,
Time activity curves (TACs) are derived by sampling the dynamic sequence
of PET images in the segmented ROISs: the input function (IF) is character-
ized by a rapid increase of radiotracer concentration in the initial frames,
followed by a rapid decrease in the second half of the acquisition time.
Conversely, radiotracer concentration progressively increases in the myo-
cardial tissue, reaching a plateau towards the end of the acquisition. The
exchange of activity between blood and tissue is commonly described by

RV filliy

L

means of compartmental models that allow MBF estimation. B4, MBF val-
ues in mL/min/g can be displayed by means of conventional polar maps;
myocardial flow reserve (MFR) is computed as the MBF hyperemic values
divided by the resting MBE. (¢) Common errors and artifacts in dynamic
PET acquisition and processing. Differently from myocardial relative perfu-
sion imaging (MPI), clinical estimation of MBF can be technically more
demanding, as a number of factors greatly affect MBF final values. A careful
analysis of TACs can facilitate the identification of errors and/or artifacts, as
in the two examples here: C/, Image acquisition should start at the same
time as tracer infusion. In case of delayed acquisition, the initial phase of the
TACs, particularly important for the IF definition, may be missing, causing
the final MBF values to be completely unreliable. C2, Because the ROIs are
commonly defined on a single summed image, patient motion and/or
breathing motion can result in the misplacement of the ROIs on a number of
time frames and, consequently, in inconsistent TACs. In the given example,
the shifting of the heart in the posterior direction during frames 24, 25 and
26 clearly results in unsteady activity values for the IF and all myocardial
tissues; during frame 27, the heart has returned to its initial position. These
inconsistencies should be corrected prior to MBF calculation
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Fig. 2.37 PET versus SPECT attenuation correction (AC). PET imaging
measures 511-keV photons. Because the two photons must be detected to
record the event, the entire path length influences the attenuation. In SPECT
imaging, even though the energy of the photon is lower, its path length to the
detector is much shorter, so it is less affected by attenuation. Thus, the two
PET photons undergo higher attenuation when they travel through the body
than do the single photons measured in SPECT imaging. Therefore, there is
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more attenuation in PET studies than in SPECT, making PET more suscep-
tible to attenuation artifacts. Only attenuation-corrected cardiac images
should be used in clinical interpretation [24]. Unlike SPECT, PET data can
be accurately corrected for attenuation by simply multiplying each projec-
tion line by the appropriate AC factor. For both PET and SPECT, a measure-
ment of the patient-specific attenuation map is required for accurate AC and
can be done either by radionuclide imaging or by radiographic CT
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Fig.2.38 Types of attenuation correction (AC): sequential, interleaved, and
simultaneous. Accurate AC requires two acquisitions from a single study:
emission and transmission. (a) The two acquisitions can be done sequen-
tially, one following the other, but registration between the two acquisitions
challenges the quality control of this approach in practice. (b) To reduce the
risk of emission/transmission misalignment, the two acquisitions can be done

Projection 2 i

in an interleaved mode, in which the camera acquires emission and trans-
mission projection images sequentially at each stop and rotates around the
patient only once in one study. (¢) Simultaneous mode completely solves
the problem and reduces the length of the acquisition; however, cross talk
between the emission and transmission photons degrades at least one of the
two acquisitions and should be properly compensated for with accurate AC
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Correct

Misregistration resulting in undercorrection

Fig. 2.39 Attenuation correction (AC) artifact due to misregistration.
This figure explains the artifact caused by misregistration between the
emission and transmission scans due to patient motion. AC requires that
the emission scan and the transmission scan that is used to correct for
photon attenuation be perfectly registered with each other. Simultaneous
acquisitions of both emission and transmission scans ensure that these
two are registered. When these two acquisitions are performed sequen-
tially and the patient moves between the two acquisitions, artifacts are
created. The top left panel shows a diagram of a transaxial emission car-
diac image superimposed on the corresponding transaxial transmission
image. Note that the entire cardiac silhouette lies in the pericardium, not

touching the lung area, represented in dark blue. The top right image
shows an actual AC emission cardiac image when correctly registered
with the transmission image. The bottom left panel shows a diagram of a
transaxial emission cardiac image superimposed on the corresponding
transaxial transmission image. Note that the two images are misregis-
tered; the free left ventricular lateral myocardial wall overlaps a portion
of the lung. The bottom right image shows an actual attenuation-corrected
emission cardiac image that is similarly misregistered in relation to the
transmission image. Note that the left ventricular free wall overlaps a por-
tion of the lung. This misregistration causes the lateral wall to be under-
corrected, so it appears as though it is hypoperfused
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Quality Control Procedures

Quality control (QC) procedures are necessary to ensure images of diagnostic quality. These procedures are pertinent to
guarantee both the quality of studies when performing planar imaging and the quality of the planar projections used in
SPECT imaging. Table 2.5 lists quality control procedures required for planar imaging.

Test Frequency

Energy peaking Daily

Uniformity test Daily

Sensitivity Manufacturer’s recommendation
Resolution and linearity Manufacturer’s recommendation

Table 2.5 Quality control procedures for planar imaging

Energy peaking consists of either manually or automatically placing the correct pulse height analyzer’s energy win-
dow over the photopeak energy of the radionuclide to be used. This process is usually performed with a radioactive
point source imaged a distance away by an uncollimated camera or an extended sheet source on the collimated camera.
Either way, the entire field of view should be illuminated by the radioactive source. This process should be performed
daily, even in camera systems that perform this function automatically and track the shift of the window. A screen
capture of the spectrum with the window superimposed can be used to record these results [25].

The uniformity flood field is another QC procedure that should be performed daily to document the camera unifor-
mity. This procedure is also done using a radioactive point source and without a collimator. An intrinsic uniformity test
can be performed using a source of low radioactivity (~100 pCi) in a small volume (~0.5 mL) to mimic a point source
positioned at least five diameters from the camera’s crystal, directly over the center of the detector. If this process
proves difficult or time-consuming, it can be replaced with an extrinsic uniformity flood measurement. Extrinsic uni-
formity is measured with an extended radioactive sheet source that covers the entire collimated camera face [26].

Sensitivity QC tests that the device is consistently counting the same radioactive source should be performed weekly.
These tests can be done at the same time the intrinsic (or extrinsic) uniformity tests are done by recording the number of
counts acquired for a given time period, adjusted to the magnitude of radiation used to create the image.

The resolution and linearity test is performed to document spatial resolution and its change over time, as well as how
the camera reproduces straight lines. This test consists of imaging an extended radioactive sheet flood source through a
spatial resolution test phantom known as a “bar phantom.” Images of the phantom should be archived to record the cam-
era’s performance and the QC procedure. These images are assessed for how straight the bar lines are imaged and for
intrinsic spatial resolution. Changes in resolution are assessed by documenting the smallest bars that are discerned [25].

Table 2.6 summarizes the QC procedures necessary to ensure images of diagnostic quality when performing SPECT
imaging, which are described in this chapter. Of course, all the QC procedures required for planar imaging are also required
for SPECT imaging. Several excellent reviews on how to detect and account for SPECT imaging artifacts have been pub-
lished [27, 28].

Test Requirement

Center-of-rotation and multidector registration Mandatory/Manufacturer’s recommendation
Uniformity calibration Mandatory/Manufacturer’s recommendation
Motion correction Optional

Table 2.6 Quality control procedures for SPECT imaging
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Figures 2.40, 2.41, 2.42, and 2.43 illustrate areas of quality control for SPECT imaging.

Fig.2.40 Camera uniformity. The
Joint Commission on the Accreditation
of Healthcare Organizations (JCAHO)
requires that a uniformity flood be
acquired on each scintillation camera
before clinical studies are done for any
given day. These three-million-count
floods can be used to detect uniformity
defects. (a) Two examples of floods,
one using a camera without a uniformity
defect (/eft) and one with a uniformity
defect that might be caused by a poor
photomultiplier tube (right). (b) In the
same patient, corresponding thallium
planar projections were acquired with
these cameras. Note that the planar
image on the right shows decreased
counts compared with the one on the
left. The problem is that even if cine
displays of the planar images are
viewed, it will be very difficult to detect
that the decreased counts in the inferior
myocardial wall were caused by a
camera uniformity problem rather than
a true physiologic perfusion
abnormality. (¢) Correspondingly, when
the transaxial slices are reconstructed,
the basolateral wall is decreased in
counts. Although a ring artifact is
caused by this uniformity problem and
can be seen in the transaxial images
when imaging a uniform source, in this ‘ 3

patient they are difficult to detect just by Un"m‘mltv defect?
looking at the images if the quality
control step is not performed. (d) The
vertical long-axis images make it even
harder to detect when a decrease in
counts might be the result of a
uniformity defect. It is very important
that floods be performed every day to
detect uniformity problems before they
affect clinical images. Differences in
positioning of the patient between rest
and stress scans may cause uniformity
artifacts to appear in different locations
in the two images, possibly mimicking
ischemia [12]
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Fig.2.41 Uniformity artifacts. Uniformity artifacts occur when one area
of the camera face has decreased sensitivity compared with the other
areas. This can occur when a photomultiplier tube begins to work improp-
erly, as in Fig. 2.38, or if the collimator is damaged. For example, if an
acquisition is performed of an elliptical quality control phantom that was
filled with a uniform distribution of technetium, it can generate the two
count profiles on the left side of the figure. These count profiles should be
steep on the sides and fairly flat across the top, depending on the shape of
the phantom. In the case of uniformity problems, regions of decreased
sensitivity are seen in each of these curves, represented by a small dip at

Simulated phantom

COR error -2

Fig. 2.42 Center of rotation (COR). COR is a calibration performed
frequently to ensure that the frame of reference used by the computer in
reconstructing images is aligned with the mechanical axis of rotation of
the SPECT camera system. If the center of rotation is properly cali-
brated, a radioactive point source placed in the center of the camera
orbit should project to the center of the computer matrix. These results
are seen in the middle panels

For most cardiac SPECT, a 180° orbit is used. When a radioactive
point source is used with this orbit, a point source should also be recon-
structed as a point in the image. With a COR error, however, the recon-
struction no longer yields a point. Instead, the point is smeared and
resembles a tuning fork, with two lines in one direction and something
that looks like a stem in the opposite direction (“tuning fork artifact”).
If the COR calibration errs by a negative amount, the images in the left

|||mnmm|||||n|n|n||r|||
N

/ I . 3 Ring uniformity artifact

one point. The small dip will correspond to the same location on the cam-
era in all of the projection views. When the images are reconstructed, this
small dip is backprojected, as shown in the middle image, and with more
and more projections, it will scribe out a circle in the transaxial image, as
shown on the right. This kind of artifact may occur when the collimator is
damaged and one or a few of the holes in the lead septa have been closed.
To correct for small variations across the face of a collimator, 30-million-
count floods are used. These high-count floods should be acquired at least
once a month and are applied to images acquired with the same collimator
being used by the same camera [12]

None

panels are seen. In the middle left panels, the smeared radioactive point
sources reconstructed with this error are seen. If the error is in the posi-
tive direction, the images shown in the fop right are seen. The camera
processes that generated these errors are seen in the top diagrams

COR errors are easy to detect with radioactive point sources, but
they may be very difficult to detect with a clinical distribution of activ-
ity. In the bottom panels, COR errors can be seen that correspond to the
images of point sources directly above them. The COR error manifests
itself in the myocardial perfusion horizontal long-axis images as an area
of reduced counts on either side of the myocardium (often surrounding
an area of higher counts). It is sometimes difficult to distinguish
between the COR errors demonstrated here and true clinical defects, so
it is extremely important that the technologists who perform the QC
procedures properly calibrate the COR for the camera [12]
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Fig.2.43 Detecting patient motion. Patient motion can be detected by
cine displays, sinograms, and summed planar images. Cine displays of
the planar projections are perhaps the simplest and best way to detect
patient motion. Watching the heart as it moves from right to left in the
planar projections can be used to detect all types of motions. The clini-
cian should watch the movie of the planar projections at a fairly rapid
cine rate and observe any up-and-down motion of the heart, particu-
larly in relation to a fixed horizontal line just below the heart. The best
way to detect and correct motion is for the technologist to observe the
patient and repeat the scan if sufficient motion occurs, to prevent the
patient from having to return for a repeated scan if the original acquisi-
tion is technically impossible to interpret. The projections at the top of
each of the two panels illustrate how patient motion might be detected
using a cine display. If the distance between the heart and the horizon-
tal line is compared in each of these planar projections, the top images
show no variation in the distance between the inferior wall of the left
ventricle and the line, whereas in the bottom panel, the heart is seen to
move vertically away from the line starting with the projection to
which the arrow points. Note that the short-axis (SA) and vertical
long-axis (VLA) images in the bottom panel show regions of decreased
counts as compared with those in the upper panel of the same patient
with no motion. Even a slight amount of motion (3 mm) may result in
an artifact in the SPECT images. If this motion is not detected by the
clinician before interpreting the images, a false-positive report may
result

SA VLA

A sinogram is another way to detect patient motion. A sinogram is an
image composed of one line of pixels through the planar projections plot-
ted vertically for each of the angular projection views. Thus, the x-axis of
the sinogram represents pixels across the camera face, and the y-axis rep-
resents different planar projections, with the first planar projection at the
top. The heart can be seen as a bright stripe from the top right to the lower
left of the sinogram. The clinician looks for a break in this stripe, which
would represent the patient moving to the left or right. Thus, sinograms
are best for detecting horizontal motion across the table. Sinograms may
also show vertical motion, but not quite as well as horizontal motion

Patient motion can also be detected by using summed projections.
The summed projection is formed by adding all of the planar projections
for the SPECT acquisition. The heart can be traced as a blurry horizontal
line across the center of the image. To evaluate patient motion, the clini-
cian should look for a change in the height of the heart that would indi-
cate movement during the acquisition. This method is best used for
detecting vertical motion—that is, motion of the patient along the table

There are a number of software algorithms, both manual and automatic,
for correcting patient motion [29]. These algorithms work best when the
motion is vertical along the table and no twisting motion has occurred. As
with any algorithm, they may sometimes fail, although in general they cor-
rect for motion quite well. Sometimes, when these algorithms are applied to
patients who have not moved during acquisition, the software gets confused
and corrects for a nonexistent motion. It is advisable to always visually con-
firm that the motion correction software has performed appropriately
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Advances in Cardiology Imaging

Figures 2.44,2.45,2.46,2.47,2.48,2.49,2.50,2.51, 2.52, 2.53, 2.54, 2.55, and 2.56 illustrate some recent advances in imag-

ing systems for cardiology.

PET/CT

Fig. 2.44 Hybrid PET/CT and SPECT/CT imaging systems. Hybrid
systems, which physically couple a CT scanner with a PET (a) or a
SPECT (b) scanner, are now in routine clinical use. The coupled CT
scanner, ranging from 1 to 64 slices, is commonly used for attenuation
correction and, if supported by the CT scanner, can be used to evaluate

coronary calcium and/or perform CT angiographic studies. An advan-
tage of these systems is that they can provide comprehensive cardiac
evaluation of anatomic information from the CT scan and physiologic
information from the PET or SPECT scans in a single imaging study
[30]
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Fig. 2.45 PET/CT and SPECT/CT image fusion. Software methods are
required to fuse the anatomic information from the CT angiographic (CTA)
study and the physiologic information from a nuclear myocardial perfusion
PET or SPECT study in three dimensions (3D). Because the emission and
transmission studies are not acquired simultaneously, software fusion is
needed regardless of whether a hybrid system or two stand-alone systems
are used to acquire the information. Two types of fusion are used today:
quantitative and qualitative fusion. In quantitative fusion, the 3D coronary
tree is extracted from the CTA study and superimposed onto the 3D myocar-
dial perfusion distribution using landmarks and shape operators [31]. In this
approach, the quantitatively determined hypoperfused regions are high-
lighted in black, and the vessels distal to a coronary stenosis are highlighted
in green. Compared with the accuracy of CTA, this fused information has
been shown to provide significantly higher specificity and positive predic-
tive value at no loss of sensitivity or negative predictive value [32]. This
quantitative fusion approach has also been clinically validated to demon-
strate increased diagnostic quality for detecting and localizing coronary
artery disease compared with side-by-side displays of the nonfused perfu-

sion and CT information [33]. In the qualitative approach, the 3D surface-
rendered CTA study (top right) is painted with the 3D myocardial perfusion
distribution angled in the same orientation as the CTA study. This fused
qualitative information has also been reported to improve diagnostic accu-
racy over CTA [34]. More recently, a second-generation quantitative fusion
approach has been developed, which combines the attributes of both the
quantitative and qualitative approaches and uses the right ventricular epicar-
dium for improved fusion of the arteries [35]. Shown here is the second-
generation fusion of a patient with >70% stenosis in the left anterior
descending coronary artery (LAD), just proximal to the stent. 7op fusion
displays show the left ventricle and translucent right ventricle detected from
the CTA, color-coded for quantitative perfusion after automatic alignment of
the SPECT study with the CT. Stress blackout is on the left, and reversibility
whiteout is on the right. Coronary arteries are color-coded as green distal to
the stenosis. Middle slice displays show aligned stress SPECT and (rest) CT
coronary angiography (CTCA) on the left and rest SPECT and CTCA on
the right. Bottom displays are zoomed multiplanar format of the stenosis in
the LAD (left) and a typical 3D display generated from the CTA only (right)
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Fig. 2.46 Image reconstruction advances allow half-time acquisition.
This diagram shows how conventional filtered backprojection (FBP)
reconstruction assumes that the photons counted in a voxel over a col-
limator’s parallel hole have emanated in a straight line from a radioac-
tive source perpendicular to the detector surface and aligned with the
hole. It assumes that all other photons counted from this source are
either image noise or counts from other sources positioned in a very
narrow line parallel to and directly in front of the hole. Recent software

1
| ¢————— Resolution recovery
incorporates the

collimator geometry

improvements in image reconstruction take into account the loss of
resolution with distance that is inherent in parallel-hole collimators,
depicted here by the cone drawn as a dashed line [36, 37]. Using this
knowledge in conjunction with the properties of the entire point spread
function (PSF) allows for a more accurate resolution recovery. In prin-
ciple, instead of backprojecting the acquired counts from the planar
projection in a straight line, the counts are backprojected (iteratively)
along a cone
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Fig. 2.47 Effect of noise regularization on defect contrast. At the same
time the resolution recovery is performed, noise is suppressed or regular-
ized because additional counts are now correctly considered (modeled)
rather than treated as noise. (a) A vertical long-axis myocardial perfusion
SPECT tomogram of a patient with a hypoperfused defect in the inferior
wall. (b) What a noisy count profile across the inferior wall might look
like if the study was not corrected for noise; the defect contrast is demon-
strated as the region of reduced counts between the two normal increased
count regions (albeit noisy). The larger the difference in counts between
the defect and the normal region, the larger the defect contrast and the
easier it is to detect it. (¢) Superimposed on the original noisy count pro-
file is what a conventional smooth count profile (yellow) might look like.
The jagged high-frequency noise has disappeared, but taking with it the
defect borders, reducing the difference in counts between the normal and
hypoperfused regions, and thus reducing the defect contrast. (d)

Fig. 2.48 Limitations of conventional SPECT imaging.
Myocardial perfusion SPECT imaging has had widespread
clinical use, owing to its well-documented diagnostic
accuracy for detecting coronary artery disease. Nevertheless,
the basic camera design is more than 50 years old and limited
when using standard parallel-hole collimators to image the
heart, as it uses only a small portion of the available, useful
sodium iodide (Nal) crystal detector area

C  Smoothed count profile

d  Regularized count profile

Superimposed on the original noisy count profile is a regularized count
profile (green), which has been modeled using a priori physical knowl-
edge of the imaging system. The jagged high-frequency noise has now
been removed but the original defect contrast has been preserved, thus
making it possible to reduce noise without compromising image contrast.
It has been reported that SPECT myocardial perfusion imaging may be
performed with these new resolution recovery/noise regularization algo-
rithms using half the conventional scan time without compromising per-
fusion imaging results [38]. In another study, it was shown that these new
algorithms, applied to half-time ECG-gated myocardial perfusion imag-
ing SPECT acquisitions, compare favorably with the filtered backprojec-
tion (FBP) of full-time algorithms in image quality and the correlation of
functional parameters. However, systematic offset in these functional
parameters was reported owing to the increase in contrast of the resolu-
tion recovery—gated images over FBP images [39]

Only a small portion
of the Nal crystal is
used to view the heart
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Fig.2.49 Design of new-generation dedicated cardiac ultrafast acqui-
sition scanners. Several manufacturers have begun to break away from
the conventional SPECT imaging approach to create innovative
designs of dedicated cardiac scanners. These scanners’ designs have in
common that all available detectors are constrained to imaging only
the cardiac field of view. This diagram shows how eight detectors sur-
rounding the patient are all simultaneously imaging the heart. These

Fig. 2.50 Cardius® 3 XPO system configuration (Digirad; Suwanee,
GA). This diagram shows how patient data are acquired with the
Cardius® 3 XPO camera by keeping the three detectors stationary and
simultaneously imaging the heart while the chair on which the patient is
seated is rotated through a 202.5° arc. This commercial system is one of
the first systems developed to take advantage of solid-state electronics
and use more than two detectors simultaneously for imaging the heart. It
uses 768 pixilated, thallium-activated cesium iodide [CsI(T1)] crystals
coupled to individual silicon photodiodes and digital Anger electronics
to create the planar projection images used for reconstruction [41]. This

new designs vary in the number and type of scanning or stationary
detectors and whether sodium iodide or cadmium zinc telluride solid-
state detectors are used. They all have in common the potential for a
fivefold to tenfold increase in count sensitivity at no loss (or even a
gain) in resolution, resulting in the potential for acquiring a stress
myocardial perfusion scan in 2 minutes or less with injection of a stan-
dard dose [36, 37, 40]

image shows how the three detectors are fixed using a 67.5° angular
separation while the patient is rotated. The typical acquisition time for a
study is 7.5 minutes. In a large multicenter trial using this device and
resolution recovery reconstruction, a subset of 189 patients acquired
using conventional doses was compared with conventional SPECT. Using
this combination, the study showed that a 5-minute rest acquisition and
a 4-minute stress acquisition yielded perfusion and function information
from gated SPECT myocardial perfusion imaging studies, which were
diagnostically equivalent to full-time acquisition and two-dimensional
ordered-subsets expectation maximization reconstructions [41]
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Fig. 2.51 D-SPECT® system configuration (Spectrum Dynamics
Medical; Sarasota, FL). (a) This diagram is of the 9-cadmium-zinc-
telluride (CZT) detector column configuration of the D-SPECT® sys-
tem, in which each detector column uses a tungsten parallel-hole
collimator that is fanned back and forth, constrained angularly to the
heart’s field of view. This is the first SPECT system to offer a totally
different design [42—-45]. This system uses solid-state detectors in the
form of CZT mounted on nine vertical columns and placed in a 90°
geometry, as shown in this figure. Each of the nine detector assemblies
(b) is equipped with a tungsten, square, parallel-hole collimator. Each
collimator square hole is 2.46 mm on its side, which is large in compari-
son to conventional collimators, which partially accounts for the
increased count sensitivity. Each detector assembly is made to fan in
synchrony with the other eight detector assemblies while all nine are
simultaneously imaging the heart. The patient is imaged sitting in a
reclining position, similar to a dentist’s chair, with the patient’s left arm
placed on top of the detector housing

Data acquisition is performed by first obtaining a 1-minute scout
scan for the nine detectors to identify the location of the heart, to set the

limits of each detector’s fanning motion. The actual diagnostic scan is
then performed with each detector assembly fanning within the limits
set from the scout scan. Reconstruction is performed using a modified
iterative algorithm that compensates for the loss of spatial resolution
that results from using large square holes in the collimator by mathe-
matically modeling the acquisition, collimator, and left ventricle
geometry

In a recent single-center clinical trial publication, it was concluded
that using a stress/rest myocardial perfusion imaging (MPI) protocol
and 4-minute and 2-minute D-SPECT® acquisitions yielded studies
that highly correlated with 16-minute and 12-minute stress/rest conven-
tional SPECT, with an equivalent level of diagnostic performance [42].
In a report of a multicenter trial using D-SPECT®, it was shown that
using normal database quantitative analysis and a comparison protocol
similar to the previous report correlated well with quantitative analysis
of conventional SPECT MPI [43]. Another preliminary multicenter trial
reported the potential for the D-SPECT® device to perform simultane-
ous T1-201 (rest)/Tc-99m sestamibi (stress) 15-minute acquisitions [44]
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Fig. 2.52 Discovery NM 530c system configuration. The second
SPECT system to offer a revolutionary new design is the system devel-
oped by GE Healthcare (Waukesha, WI) [45-48], known as the
Discovery Nuclear Medicine (NM) 530c system. (a) The SPECT design
uses Alcyone technology, consisting of an array of 19 pinhole collima-
tors, each with four solid-state CZT pixilated detectors. (b) Projections
from all 19 pinholes simultaneously image the heart, with no moving
parts during data acquisition. Nine of the pinhole detectors are oriented
perpendicular to the patient’s long axis, five are angulated above the
axis, and five below, for a true 3D acquisition geometry (c). The use of
simultaneously acquired views improves the overall sensitivity and
gives the complete and consistent angular data needed for both dynamic
studies and for the reduction of motion artifacts. In addition, attenuation
artifacts may be reduced because not all projections are viewed through
the attenuator; some may view the heart from above or below. The
detector assembly is mounted on a gantry that allows for patient posi-
tioning in the supine or prone positions

In the first multicenter trial, it was demonstrated that using a con-
ventional 1-day technetium-99m (*"Tc) tetrofosmin rest/stress MPI
protocol and 4-minute and 2-minute Alcyone acquisitions yielded stud-
ies that diagnostically agreed 90% of the time with 14-minute and
12-minute rest/stress conventional SPECT acquisitions [46].
Importantly, this trial also showed excellent left ventricular ejection
fraction correlations between the 530c and conventional SPECT for
rest-gated MPI studies (r=.93, P <0.001) and stress-gated MPI studies
(r =91, P <0.001) [46]. A subsequent single-center trial was per-
formed using a 1-day *™Tc tetrofosmin adenosine-stress/rest MPI pro-
tocol and a 3-minute scan for stress and 2 minutes for rest using the
530c camera compared with 15-minute conventional SPECT acquisi-
tions for stress and rest [47]. These investigators concluded that the
530c camera allows a more than fivefold reduction in scan time and
provides clinical perfusion and function information equivalent to con-
ventional dual-head SPECT MPI
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Fig. 2.53 Indirect versus direct radiation conversion. (a) Indirect con-
version: This figure illustrates how a conventional second SPECT
detector works where the Nal (T1) crystal absorbs the y-ray from the
patient and converts its energy to visible photons, which are then con-
verted to electrical pulses by the entire array of photomultipliers (PMT).
The sum of all pulses is used as energy information, and the distribution
of pulses provides the location of the event in the crystal. The large
number of steps to reach these final data results is an opportunity for the
information to be degraded as it is transferred from one system to
another, thus reducing both the energy and spatial resolution of the sys-
tem. (b) Direct conversion: This figure illustrates how a CZT detector
works, where the detector absorbs the y-ray from the patient, directly

Direct conversion

—_—
—

converting its energy to charge carriers that form an electrical pulse
with the information of the energy of the event; the location is given by
the location of the pixel within the CZT detector where the event took
place. This more direct transfer of energy and location information
results in superior energy and spatial resolution over conventional
SPECT cameras. The middle lower insert compares the size of one pho-
tomultiplier tube (PMT) used in conventional SPECT versus the size of
a CZT detector. The lower left panel illustrates the superior energy reso-
lution of the CZT detector (blue) over conventional cameras (purple) by
comparing a simultaneous acquisition of *"Tc and I-123 radioactive
sources. (Adapted from slides courtesy of Aharon Peretz, Ph.D.)
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Fig. 2.54 Discovery Nuclear Medicine 570c system configuration. (a)  these LV segments onto the CT transmission studies used for quality
The CZT detector assembly and gantry of the 530c system is physically  control and alignment of the emission and transmission studies. Iterative
coupled to a volumetric CT scanner for a fast SPECT/CT system con-  reconstruction adapted to this geometry is used to create transaxial
figuration. (b) The fop row shows the segmented SPECT images of the  slices of the heart and to perform attenuation correction [50, 51]

left ventricle (LV); the bottom row shows the overlay of the borders of
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Fig. 2.55 Normal patient images with diaphragmatic attenuation used
to illustrate the advantage of using attenuation correction (AC) with the
Discovery NM 530c cardiac system. Results are shown from a patient
who underwent rest/stress technetium-99m tetrofosmin MPI using
10 mCi for rest and 30 for stress. (a) 530c system images without AC
are shown. Rest and stress acquisitions were 4 and 2 minutes, respec-
tively. The figure shows short, vertical, and horizontal oblique axis
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b After AC

slices starting with stress images in the first row, with the corresponding
resting images immediately below. The fop right black/white images
show planar reprojections. Note the fixed defect in the inferobasal wall.
(b) 530c system images with AC are shown. This is the same patient as
in (a), but with the use of a CT transmission for AC, shown in the top
right black/white panels. Note the increased tracer uniformity through-
out the left ventricle and a normally perfused inferior wall
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Fig.2.56 The IQ°SPECT system (Siemens; Erlangen, Germany) achieves
high sensitivity by using a unique collimator design mounted on a standard,
large field-of-view, dual-detector SPECT or SPECT/CT system. The colli-
mators used in IQ*SPECT have a central area with converging collimation
designed to focus on the heart and transition to parallel-hole collimation
around the periphery of the camera. This design allows increased sensitivity
over the heart, where it is most needed, but avoids truncation of the body [52].
(a) The image of the heart formed by a parallel-hole collimator is the same
size as the heart. (b) The IQ*SPECT collimator utilizes more of the crystal for
the heart, at the expense of a smaller field of view. (¢) The angle between the
detectors is set to 76° and the heart is positioned so that it is in the region of
highest magnification of both collimators throughout acquisition. Although
slight mispositioning may be tolerable, poor patient set-up may be less for-
giving than in standard parallel-hole collimation. Some have noted that atten-
uation artifacts may differ from those recognized with parallel-hole
collimation and that attenuation-corrected images may be preferred [52]
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The use of IQ*SPECT to reduce imaging time and/or radiopharma-
ceutical dose has been demonstrated. In one study, Lyon et al. [53] com-
pared attenuation-corrected stress SPECT to IQ*SPECT using a dose of
925-1100 MBq (25-30 mCi) Tc-99m sestamibi. Several different count
levels were simulated for IQ°*SPECT, and were evaluated using system-
and count- level-specific normal files. The study concluded that
IQSPECT could be used to reduce both the dose and the time by half
compared with conventional SPECT. Thus the standard dose could be
reduced to below 550 MBq (15 mCi) and the imaging time reduced
from 13 minutes (standard SPECT) to 7 minutes [53]

The high-sensitivity hardware designs discussed in Figs. 2.50, 2.51,
2.52,2.53,2.54, and 2.55 are dedicated-cardiac cameras, but only when
the IQ*SPECT collimator is mounted is the system restricted to nuclear
cardiology. When equipped with standard collimators, the system is a
general-purpose SPECT or SPECT/CT, a factor that may appeal to clin-
ics that also perform general nuclear medicine studies
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Table 2.7 shows how some of the increased count sensitivity of these new systems may be traded off for a reduced injected
dose and, thus, a reduced total effective dose to the patient. It is clear that these imaging systems with more efficient hardware
and software also allow for high-quality images that are obtained using a lower injected radiopharmaceutical dose and, thus, a
decrease in the radiation dose that is absorbed by the patient and staff. This reduction in dose comes at an increase in acquisition
time, even if the total time is less than what has been traditionally used in conventional systems. Recently, the American Society
of Nuclear Cardiology published an information statement [49] recommending that laboratories use imaging protocols that
achieve a median dose of <9 mSv or less in MPI, and stress-first imaging is an important tool to meet this goal. Although many
different protocols that may be implemented to accomplish this exposure goal, use of the more efficient hardware/software
described would greatly facilitate this goal and allow for increases in efficiency over the imaging protocols used today.

Rest Stress Total
Injected dose, Injected dose,
MBq Acquisition time, min MBq Acquisition time, min Effective dose,* MSv Acquisition time, min
370 4 1110 2 12 6
185 8 555 4 6 12
93 16 278 8 3 24

*Effective dose estimated from tissue dose coefficients using the International Commission on Radiological Protection (ICRP) Publication 60 tis-
sue-weighting factors

Table 2.7 Reduced dose versus increased efficiency
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Handling Radionuclides and
Radiation Safety

Pat Zanzonico and H. William Strauss

Transport, preparation, administration, and imaging of radiopharmaceuticals inevitably results in low, but non-zero, radiation
doses to personnel as well as patients and are thus subject to federal, state and local regulations [1-5]. Table 3.1 summarizes
the relevant regulatory agencies and the scope of their regulatory oversight [6]. These agencies specify records that must be
kept and procedures that must be followed to ensure the safe handling of these agents. Such regulatory oversight is not
intended to extend to the actual practice of medicine; for example, there is no regulation limiting the administered activity of
a radiopharmaceutical prescribed for a patient, as prescription of this activity is considered part of medical practice.

Agency (Abbreviation)  Scope of oversight Comment

Nuclear Regulatory Regulates civilian use of radioactive by-product Regulations are found in Title 10 of the Code of Federal

Commission (NRC) materials Regulations (10 CFR) [2]. The most important parts for
medicine are Parts 19, 20, 30 and 35

Agreement States (ie, Regulate the same radioisotopes as the NRC, as well as  Also regulate medical x-ray and other radiation-producing

states to which the NRC naturally occurring and accelerator-produced equipment, often through state health departments or

has delegated its radioisotopes equivalent agencies

regulatory authority)?
Non-Agreement States* Regulate naturally occurring and accelerator-produced  Also regulate medical x-ray and other radiation-producing
radioisotopes, but regulation of radioactive by-product  equipment, often through state health departments or

material is still performed by the NRC itself equivalent agencies
Food and Drug Regulates radiopharmaceutical development through the Regulations are found in Title 21 of the Code of Federal
Administration (FDA)  following mechanisms: Radioactive Drug Research Regulations (21CFR) [1]. Also regulates the performance
Committee (RDRC) protocols, Investigational New and radiation safety requirements of medical x-ray and
Drugs (INDs), and New Drug Applications (NDAs) other radiation-producing equipment
Department of Regulates the transport of radioactive materials Regulations are found in Title 49 of the Code of Federal
Transportation (DOT) Regulations (49 CFR) [3]
Environmental Regulates release of radioactive materials to the Regulations are found in Title 40 of the Code of Federal
Protection environment Regulations (40 CFR) [4]

Administration (EPA)

Adapted from Limacher et al. [6]; with permission from Elsevier

The following national and international advisory agencies provide information on radiation risks which are often used by regulatory agencies in
formulating radiation-protection regulations: the National Council on Radiation Protection and Measurement (NCRP), the Biological Effects of
Ionizing Radiation (BEIR) Committee of the National Research Council/National Academy of Sciences, the International Atomic Energy Agency
(IAEA), the International Commission on Radiological Protection (ICRP), and the United National Scientific Committee on Effects of Atomic
Radiation (UNCEAR)

20ver 40 states are currently Agreement States

Table 3.1 Regulatory oversight of medical uses of isotopes in the United States [6]
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Table 3.2 summarizes the various dosimetric quantities and units relevant to nuclear cardiology [6], and Fig. 3.1 shows
the regulatory dose limits for occupationally exposed individuals (such as nuclear cardiology personnel) and non—occupa-
tionally exposed individuals (such as members of the general public) [2, 5]. Importantly, as shown in Table 3.3, the average
annual doses—ie, the total effective dose equivalents (TEDEs)—to nuclear medicine and nuclear cardiology personnel are
an order of magnitude higher than the regulatory dose limit for non-occupationally exposed individuals [2, 7, 8]. The annual
hand dose to radiopharmacists is a significant fraction of (but still lower than) the corresponding dose limit [2, 7, 8]. Overall,
these data suggest that sound radiation safety practice is very effective in minimizing occupational doses in nuclear medicine
and nuclear cardiology.

Conventional unit System International

Quantity Symbol Definition (abbreviation) (SI) unit (abbreviation)  Units conversions
Exposure X Electric charge produced per unit mass of air roentgen (R) Coulomb per kilogram 1 R =2.58 x 10~* C/kg
by x-rays or gamma rays (C/kg) 1C/kg=3.94x%x10°R
Absorbed dose D Energy deposited per unit mass rad Gray (Gy) l1rad =1 x 10% erg/g
1 Gy =11J/kg
1x10°rad = 1 Gy
1cGy =1rad
Kerma K Kinetic energy released per unit mass rad Gray (Gy) l1rad =1 x 10 erg/g
1Gy=11J/kg
1x 10*rad = 1 Gy
1 cGy =1 rad
Dose H wg - D rem Sievert (Sv) 1x10°rem =1 Sv
equivalent® 1cSv=1rem
Effective dose®/ Hg z w. -H rem Sievert (Sv) 1x10>°rem =1 Sv
Effective dose TioeT T 1cSv=1rem
equivalent*
Activity A Amount of radioactivity expressed as the Curie (Ci) Becquerel (Bq) 1Ci=3.7x 10" dps
nuclear transformation rate (disintegrations 1Bq=1dps
per second, dps) 1Ci=3.7%x 10" Bq

1Bq=2.7x10""Ci

Adapted from Limacher et al. [6]; with permission from Elsevier

“The radiation weighting factor, wg, reflects differences among radiations (R) in their ionization density and therefore their biological effectiveness,
with more densely ionizing radiations such as alpha particles having a greater probability of producing biological damage and/or producing more
severe biological damage than less densely ionizing radiations such as x-rays and gamma rays. The currently assigned values of wy are as follows:
1 for x-rays and gamma rays and for beta particles and other electrons, 2 for protons, >5 for neutrons (depending on their energy), and 20 for alpha
particles [11]

*The tissue weighting factor, wr, reflects differences among human tissues (T) in their sensitivity to stochastic radiation damage (ie, cancer induc-
tion and germ cell mutagenesis and resulting heritable genetic damage). The currently assigned values of wr range from 0.01 for brain and other
“radioresistant” tissues to 0.12 for lung and other “radiosensitive” tissues. Note that z w.. = 1. In principle, the effective dose provides a single-
value metric of overall stochastic risk for any given irradiation [11] Tissue,T

“The effective dose equivalent is a quantity similar in concept to the effective dose. It is an older quantity than the effective dose but is still found
in regulations (eg, to express the maximum permissible dose for occupationally exposed individuals) issued by the Nuclear Regulatory Commission
(NRC) [2]. In addition to subtle technical differences, the effective dose equivalent differs from the effective dose in that fewer tissues are included
in the summation, and the tissue weighting factors have somewhat different values

Table 3.2 Quantities and units in radiation dosimetry
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Occupational

Skin
0.5 Sv
(50 rems)

0.15 Sv
(15 rems)

Non-
occupational
Eyes Annual dose limits for
occupationally
exposed adults
(10 CFR 20.1201)

Total effective dose equivalent TEDE
(Whole body) 0.05 Sv (5 rems)

Fig. 3.1 Regulatory maximum permissible doses (MPDs) for individ-
ual occupational exposure and nonoccupational exposure, expressed as
the annual limit for the effective dose equivalent. Note that the dose
limits vary depending on the part of the body exposed, with the annual
limit for the total (or whole-body) effective dose equivalent (TEDE)
being 5 rem (0.05 Sv). The annual TEDE limit for a non-occupationally
exposed individual (such as a clerk in a nuclear cardiology facility) is
0.5 rem (0.005 Sv), one tenth of that for an occupationally exposed indi-
vidual. For a pregnant occupationally exposed individual who has
“declared” her pregnancy (ie, disclosed her pregnancy to her employer),

Elbows =1/10 of
to hands Occupational
0.5 Sv MPD*
(50 rems) *Declared
pregnant worker
MPD =
Internal Non-occupational
Knees organs MPD
to feet 0.5 8v
0.5 Sv (50 rems)
50 rems General public:
( ) p

0.1 rem (0.001 Sv)
“Design criterion”

the TEDE limit is 0.5 rem (0.005 Sv) for the total duration of the preg-
nancy. In addition to the personnel dosimeters she would otherwise
wear (typically at the collar level and possibly a ring dosimeter), a preg-
nant occupationally exposed individual should also wear a dosimeter in
the abdominal-pelvic area to monitor the fetal radiation dose. Note that
the annual TEDE for the general public is 0.1 rem (0.001 Sv); this limit
actually serves as a design criterion for designing the shielding and con-
figuration of a radiation facility to maintain the annual TEDE to indi-
viduals in adjoining public areas to less than 0.1 rem (0.001 Sv) [2])

Personnel

Nuclear medicine, General
Nuclear medicine, PET
Radiopharmacy

Nuclear cardiology
Nuclear medicine, General
Radiopharmacy

Injection

References
Bloe and Williams [7]

Owens and Hung [8]

Total Effective Dose Equivalent (TEDE)

(whole body),* rem Hand dose equivalent,® rem
0.18 0.99

0.41 1.7

0.18 14

0.14 0.072

0.072 0.060

0.29 21

0.30 1.0

Adapted from Limacher et al. [6]; with permission from Elsevier
*Regulatory annual TEDE limit is 5 rem for occupationally exposed individuals [2]
"Regulatory hand dose-equivalent limit is 50 rem for occupationally exposed individuals [2]

Table 3.3 Average annual radiation doses to nuclear medicine and nuclear cardiology personnel
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Nuclear cardiology personnel are exposed to radiation emitted by radioactive sources such as radionuclide generators,
radiopharmaceutical vials and syringes, and, of course, radioactive patients. Potentially, internal exposure (or contamination)
from radioactive materials that are inadvertently ingested, inhaled, or otherwise internalized may contribute to the radiation
dose. Because nuclear cardiology does not utilize radioactive gases or aerosols or radiopharmaceuticals that are significantly
volatile, routes of internal contamination are limited to ingestion or absorption through skin. Strict adherence to sound radia-
tion safety practice (Table 3.4) should reduce internal exposures of personnel to insignificantly low levels, and bioassay of
personnel (eg, whole-body surveys, counting of urine samples) is routinely not performed in nuclear cardiology.

Eating, drinking, smoking, and applying cosmetics are prohibited
Disposable waterproof gloves, a laboratory coat, and a personnel dosimeter should be worn at all times. Gloves should be changed regularly to
minimize any potential spread of contamination, and a laboratory coat worn when handling radioactive materials should be stored in the area in
which such materials are handled (ie, should not be worn outside that area)
All working surfaces should be covered with absorbent sheets having a water-impermeable plastic coating facing the benchtop
Radioactive materials should be kept in closed vials in suitably shielded containers. Syringes, vials, etc. containing radioactive materials should
likewise be transported in suitably shielded containers
Shielded containers and vials containing radioactive materials should bear a label identifying the material (including the radioisotope), the
activity, and the time and date of calibration of the activity
Dispensing and other manual handling of radioactive materials should be performed with suitable shielding between the user and the
radioactivity
To the extent possible, dispensing and other manual handling of radioactive materials should be performed using forceps or tongs
Radioactively contaminated solid waste should be discarded in suitably shielded and labeled waste receptacles
To avoid accumulation of excessive volumes of radioactive waste, such waste should be segregated according to physical half-life for decay
in storage—for example, waste with physical half-lives longer than 1 day, longer than 1 day but shorter than 1 week, and longer than 1 week
but shorter than 1 month
Radioactive waste with a physical half-life longer than 1 month may be too long-lived to hold for decay in storage on-site and may therefore
need to be disposed of commercially. (This is rarely, if ever, the case in nuclear cardiology, however.)
Radioactive waste can subsequently be discarded as nonradioactive waste once it is no longer detectably radioactive
Radioactively contaminated liquid waste should generally be discarded into the sewer system—that is, down a drain or into a toilet. The
drain or toilet should then be rinsed thoroughly by running water into the drain (taking care to avoid splashing) and flushing the toiler twice
Personal items (books, clothing, etc.) should not be placed on laboratory work surfaces
When handling radioactive materials, interruptions and other distractions from the task at hand should be avoided
A suitable electronic (ie, real-time) radiation detector should be available and activated in the area where unsealed radioactive materials are
handled
Recording of activities and other pertinent data should be performed in real time (not retroactively) and directly into the “official” laboratory
record
Once the handling of radioactive materials has been completed, hands should be washed and hands, shoes, and clothing should be monitored
for contamination in a low-background area

See Table 3.6 and the figures cited therein for the supplies and equipment required to implement these radiation safety measures

Table 3.4 Basic radiation safety measures for handling unsealed radioactive materials
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Sound radiation safety practice is predicated on the common-sense measures of time, distance, and shielding:

e Minimize the time spent in close proximity to radioactive and other radiation sources.

e Maximize the distance from radioactive and other radiation sources. (Distance is a particularly effective way of minimiz-
ing one’s radiation dose because of the “inverse-square law” [6] (Table 3.5).)

* Maximize shielding of radioactive and other radiation sources.

Exposure (mR)

Thallium-201 Technetium-99m
Distance from patient, cm Imaging duration, min 3.5 mCi 30 mCi
1 40 1600 14,000
5 40 65 560
15 40 7.0 60
30 40 1.8 16
100 40 0.20 1.4

Adapted from Limacher et al. [6]; with permission from Elsevier

Table 3.5 Effect of distance from patient on exposure from radioisotopes commonly used in nuclear cardiology

Consistent with the “As-Low-as-Reasonably-Achievable (ALARA)” concept, these measures should be implemented to
the extent that is practical and in a manner that does not compromise patient care. (For example, avoid rushing through the
preparation and assay of a radiopharmaceutical, which potentially might result in a misadministration.) Radiopharmacies
and other work areas where unsealed radioactive materials are handled should be provided with appropriate radiation safety
supplies and equipment (Table 3.6 and Figs. 3.2, 3.3, 3.4, 3.5, and 3.6).

“Radiation” signage (Fig. 3.2)
Lead shields (fixed or mobile) with lead glass windows—For x-ray and gamma-ray emitters (Fig. 3.3)
Plastic shields—For beta emitters* (see Fig. 3.3)
Plastic-backed absorbent pads and/or drip trays, to contain any spills (see Fig. 3.3)
Syringe shields with see-through windows (see Fig. 3.3)
Shielded carriers—For transporting activity-containing syringes or other small sources (see Fig. 3.3)
Dose calibrators—To assay patient radiopharmaceutical activities and other radioactive sources (Fig. 3.4)
Personnel dosimeters (Fig. 3.5)
Tongs or forceps, to maximize the distance of the worker and the worker’s hands from manually handled radioactive sources
Waste receptacles
A shielded receptacle with removable plastic lining (plastic bag) for dry waste
A shielded puncture-proof receptacle for needles and other “sharps” waste
Radiation and radioactive contamination monitoring equipment: Geiger counter for exposure-rate measurements, solid-state survey meter for
assay of radioactive waste, and scintillation well counter for assay of wipes used to check for removable contamination (Fig. 3.6)
Fume hood, for working with volatile or other potentially airborne radioactive materials®
Personnel protective equipment (PPE)
Laboratory coat or disposable gown
Disposable waterproof gloves
Face shield—Where a risk of splatter of radioactive liquid or droplets exists?
Face mask—Where a risk of airborne droplets exists®
Shoe covers (booties)—Where radioactive contamination of the floor exists or realistically may occur®
Radioactive materials log/inventory (hardcopy or computerized)—To record receipt, distribution, and disposal of each radioactive material

aGenerally not required in nuclear cardiology

Table 3.6 Basic radiation safety supplies and equipment
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Fig. 3.2 (a) Radiation protection signage, including the familiar pur-
ple trefoil on yellow background. For purposes of radiation protection,
nuclear cardiology and other nuclear facilities designate certain sites
within the facility as “restricted” areas. A restricted area is any area to
which access is controlled to protect individuals from exposure to radia-
tion and radioactive materials. The regulatory dose limits for occupa-
tionally exposed individuals apply in a restricted area, so entry of
non-occupationally exposed individuals into such an area should be
controlled by a physical barrier (such as a locked door) and appropriate
signage, as shown in this figure. Restricted areas include any areas
where radioactive materials are used and stored; these areas require the
“Caution — Radioactive Materials” signage in addition to or in place of

RADIOACTIVE Il

RADIOACTIVE llI

Contents............
Activity.

Transport index (TI)

the “Caution — Radiation Hazard” signage. In addition to restricted
areas, a nuclear facility may designate sites within the facility as “con-
trolled” areas, defined as an area outside a restricted area but within the
facility boundary to which the facility can limit access for any reason.
A controlled area (such an office in which sensitive information is filed)
requires a physical barrier but not radiation-precaution signage. (b)
Department of Transportation (DOT)-required signage for shipment of
packages containing radioactive materials [3]. The transport index (TT)
is the exposure rate (in milliroentgens per hour, mR/h) measured at a
distance of 1 m from the surface of the package. Low-activity (ie
“White 1) packages have an immeasurably low exposure rate at 1 and
thus do not require a TI entry on the label
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Lead shield with

leaded glass window
- For x - and gamma
ray emitters

Technician wearing Syringe
laboratory coat, Plastic shield shield
disposable water- for beta-particle
proof gloves, and emitters
dosimeters b
Work surface covered
with plastic-backed
a absorbent pads Syringe
shield

Fig.3.3 (a) Set-up for working with unsealed sources of radioactivity,
as detailed in Tables 3.3 and 3.4. A lead shield with a leaded glass win-
dow (sometimes called an “L shield”) is required to adequately attenu-
ate x-rays and gamma rays, as the attenuation of such highly penetrating
photons increases with increasing atomic number and mass density of
the stopping medium. Beta particles, on the other hand, are nonpene-
trating radiations that are adequately attenuated by a thickness of plas-
tic. The use of plastic as shielding for beta particles, rather than lead or

Lead-lined
: syringe carrier

Leaded window
on syringe shield

other materials with a high atomic number, minimizes the possible pro-
duction of bremsstrahlung (“‘brake radiation”) x-rays, as bremsstrah-
lung production increases sharply with the increasing atomic number of
the stopping medium. (b) Radiopharmaceutical syringe in a syringe
shield in place in an opened lead-lined carrier used for transport. (c)
Intravenous injection of a radiopharmaceutical with the syringe in place
in a syringe shield. Note that a ring dosimeter is required on a finger of
the individual performing the injection
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known as "mock" technetium-99m (gamma-ray energy:
140 keV), iodine-131 (364 keV), and fluorine-18 (511 keV),

respectively.

Fig. 3.4 (a) The dose calibrator, an ionization chamber with a sealed-
gas detector and a well-type geometry, is used to assay the activity (in
units such as mCi or MBq) in a radiopharmaceutical syringe or other
small radioactive source. The syringe is placed in a plastic dipper and the
dipper is then used to lower the syringe into position for assay. The
radioisotope is selected by pressing the corresponding button on the con-
trol panel. For some older models, the user selects “Other” and adjusts
the setting of a potentiometer dial to a manufacturer-specified value for
the specific radioisotope for those isotopes for which a button is not
provided. For newer models, a computerized control unit with a com-
puter screen and soft keys is provided. (b) Routine (daily) quality control
of dose calibrators is essential to ensure that patients receive the correct
activity of the prescribed radiopharmaceutical. This is generally per-
formed using commercially available, long-lived National Institute of
Standards and Technology (NIST)-traceable reference standards, that is,

radioisotopes whose gamma-ray and/or x-ray energies approximate
those of radioisotopes commonly used in clinical studies. Among quality
control tests, constancy must be checked daily, and accuracy and linear-
ity at least quarterly, but daily checks of accuracy are recommended. For
the constancy test, an NIST-traceable reference standard, such as
cobalt-57, barium-133, and/or germanium-68 is placed in the dose cali-
brator and the activity reading on each scale is recorded; day-to-day
readings should agree within 10%. For the accuracy test (also sometimes
known as the “energy linearity” test), at least two of the foregoing NIST-
traceable reference sources are separately placed in the dose calibrator
and the activity reading on each activity scale is recorded. For each
source, the measured activity on each scale and its current actual activity
should agree within 10%. Like all sealed sources, reference standards
should be wipe-tested for removable contamination (ie, leak-tested)
quarterly. The linearity test is described in Zanzonico [12]
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Fig. 3.5 Personnel radiation dosimeters. (a) The dosimeter pictured
includes up to four individual lithium fluoride (LiF) thermoluminescent
dosimeters (TLDs). The TLDs are each covered by a specific filter to
simulate the attenuation of incident radiation by different thicknesses of
tissue and thereby yield estimates of the radiation dose at specific
depths: Mylar (area density: 7 mg/cm?) to yield the skin (“shallow™)
dose at a depth of 0.007 cm; copper (300 mg/cm?) to yield the lens-of-
eye dose at a depth of 0.3 cm; and polypropylene plastic (1000 mg/cm?)
to yield deep (“‘organ”) doses at a depth of 1.0 cm. TLDs are essentially
storage phosphors in which electrons are raised to excited energy states
by the incident radiation, a fraction of which remains trapped in these
excited states. When the dosimeters are subsequently heated, these
trapped electrons are released and return to their ground state, with the
emission of light. The amount of light emitted is related to the number
of trapped electrons and, in turn, to the radiation doses delivered to the
TLD. Optically stimulated luminance (OSL) dosimeters, composed of
crystalline aluminum oxide activated with carbon (AL,05:C), are now

used as an alternative to TLDs. OSL dosimeters work in a similar man-
ner to TLDs except that laser light rather than heat frees the trapped
electrons. In the past, personnel dosimeters used photographic film; the
radiation-induced blackening (ie, optical density) of the film was
directly related to the radiation dose. Personnel dosimeters can record
doses from as low as about 10 mrem (0.1 mSv) to about 1000 rem
(10 Sv). Though film-based dosimeters provide a permanent dose
record, the fact that TLDs and OSL dosimeters are reusable offers sig-
nificant cost savings, so most personnel dosimeters are now TLDs or
OSL dosimeters. A dosimeter such as the one pictured (sometimes
referred to as a “body badge” dosimeter) is typically worn at the level
of the collar. (b) A ring dosimeter. Such a dosimeter is especially
important for radiopharmacists and for personnel who inject or other-
wise manually handle radiopharmaceutical syringes and other radioac-
tive sources. As shown in Table 3.2, the hand doses to such personnel
can be significant [13]
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Gas-filled

Fig. 3.6 Survey meters. (a) The Geiger counter (also known as a
Geiger-Muller, or GM, counter) is a gas-filled ionization detector
widely used to measure ambient exposure rates. It should provide a
readout in terms of absolute exposure-rate units (such as mR/h) and not
simply in terms of count rate (such as counts per minute, cpm).
Exposure-rate measurements should be performed daily in all areas
where radiopharmaceuticals are prepared, assayed, or administered;
weekly in all areas where radioactive materials are otherwise used or
are stored, including radioactive-waste storage areas; and quarterly in
all areas where sealed radioactive sources are stored [2, 5]. Ambient
exposure rates should not exceed 0.1 mR/h in unrestricted areas and
5 mR/h in restricted areas [2, 5]. If these exposure rates are exceeded,
corrective action (such as the use of additional shielding) should be
taken. Survey meters should be calibrated annually and a dated calibra-
tion label affixed to the meter. Surface contamination levels, checked by
assaying dry wipes of potentially contaminated surfaces in a scintilla-
tion well counter, should be less than 200 disintegrations per minute

“Calibration”
label

Solid-state
probe

(dpm)/100 cm? in unrestricted areas and less than 2000 to
20,000 dpm/100 cm?® (depending on the radioisotopes in use) in
restricted areas [2, 5]. If these contamination levels are exceeded, cor-
rective action (ie, decontamination) should be taken. (b) Although
grossly similar in appearance to the Geiger counter, a solid-state survey
meter uses a solid detection medium and therefore provides far greater
sensitivity than the gas detector—based Geiger counter. The solid-state
survey meter is better suited, therefore, for assay of radioactive waste,
because its higher sensitivity makes it less likely that such waste will be
inadvertently routed to the general waste stream before it has decayed
“completely” (ie, to undetectable low activities). In practice, radioac-
tive waste being held for decay in storage should not be routed to the
general waste stream until the count rate measured at the surface of the
waste container is no greater than the background count rate. However,
solid-state survey meters are not calibrated to provide readouts in terms
of absolute exposure rates (eg, in units of mR/h) and therefore cannot be
used for exposure-rate measurements
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Standard lead aprons, 0.25 or 0.5 mm in thickness, are designed to provide shielding for diagnostic x-rays in general and
for scattered x-rays in particular (with average energies typically well under 100 keV); they are of course required for fluoros-
copy personnel. A 0.5 mm-thick lead apron is approximately equivalent to two half-value layers for the scattered radiation
associated with a 100-kV x-ray beam, for example, and thereby reduces the dose by about 75% [9, 10]. Lead aprons 0.5 mm
in thickness can also attenuate over 60% of thallium-201 and technetium-99m photon radiations (68—83 and 140 keV in
energy, respectively) and hypothetically may reduce thallium-201 and technetium-99m personnel exposures by over 60% if
worn for all such procedures [9, 10]. However, lead aprons provide no significant attenuation or dose reduction (less than 10%)
for the 511-keV gamma rays encountered in positron emission tomorgraphy (PET) [9, 10]. Although the use of lead aprons in
nuclear cardiology and nuclear medicine is not a widespread practice and is generally not recommended, a pregnant individual
who works exclusively with thallium-201 and technetium-99m may consider wearing a lead apron during her pregnancy.

When working with radiopharmaceuticals and other unsealed sources of radioactivity, the possibility of spills exists. The
emergency procedures for dealing with spills of radioactive materials differ depending upon whether the spill is a minor or
a major spill [5]; the procedures are detailed in Table 3.7.

Notify all personnel in room that a spill has occurred and instruct all uninvolved individuals to exit the area
Restrict entry to room
Don two pairs of disposable waterproof gloves (so that the outer, contaminated gloves can be removed and replaced while avoiding hand
contamination)
Upright the container from which the spill occurred
Cover the spill with absorbent sheets having a water-impermeable plastic coating with the absorbent side facing the spill
For a minor spill, proceed to the next steps
For a major spill or if in doubt as to the severity of a spill or how to proceed, contact the institutional Radiation Safety Office for further
remediation
Spills of technetium-99m >100 mCi, indium-111 >10 mCi, and thallium-201 >100 mCi are considered major; spills of lesser activities of
these radioisotopes are