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Gated blood-pool SPECT (GBPS), inherently 3-dimensional (3D),
has the potential to replace planar equilibrium radionuclide angiog-
raphy (ERNA) for computation of left ventricular ejection fraction
(LVEF), analysis of regional wall motion (RWM), and analysis of
right heart function. The purpose of this study was to compare
GBPS and ERNA for the assessment of ventricular function in a
large, multicenter cohort of patients. Methods: One hundred sev-
enty-eight patients referred in the usual manner for nuclear medi-
cine studies underwent ERNA followed by GBPS. Each clinical site
followed a GBPS acquisition protocol that included 180° rotation,
a 64 by 64 matrix, and 64 or 32 views using single- or double-head
cameras. Transverse GBPS images were reconstructed with a
Butterworth filter (cutoff frequency, 0.45-0.55 Nyquist; order, 7),
and short-axis images were created. All GBPS studies were pro-
cessed with a new GBPS program, and LVEF was computed from
the isolated left ventricular chamber and compared with standard
ERNA LVEF. Reproducibility of GBPS LVEF was evaluated, and
right ventricular ejection fraction (RVEF) was computed in a subset
of patients (n = 33). Using GBPS, RWM and image quality from 3D
surface-shaded and volume-rendered cine displays were evalu-
ated qualitatively in a subset of patients (n = 30). Results: The
correlation between GBPS LVEF and planar LVEF was excellent
(r = 0.92). Mean LVEF was 62.2% for GBPS and 54.1% for ERNA.
The line of linear regression was GBPS LVEF = (1.04 X ERNA
LVEF) + 6.1. Bland-Altman plotting revealed an increasing bias in
GBPS LVEF with increasing LVEF (Y = 0.13x + 0.61; r = 0.30;
mean difference = 8.1% = 7.0%). Interoperator reproducibility of
GBPS LVEF was good (r = 0.92). RVEF values averaged 59.8%.
RWM assessment using 3D cine display was enhanced in 27% of
the studies, equivalent in 67%, and inferior in 7%. Conclusion:
GBPS LVEF was reproducible and correlated well with planar
ERNA. GBPS LVEF values were somewhat higher than planar
ERNA, likely because of the exclusion of the left atrium.
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Panar equilibrium radionuclide angiography (ERNA) is
well established and provides a relatively simple and non-
invasive method to assess ventricular function and, in par-
ticular, left ventricular gection fraction (LVEF) (1,2). In
any planar projection imaging study, anatomic structures
overlap. In planar equilibrium blood-pool imaging, the in-
ferior wall of the left ventricle is obscured by the right
ventricle in anterior and right anterior oblique (RAQ) pro-
jections, and the left atrium may partially overlap, posteri-
orly, the left ventricle in left anterior oblique (LAO) or best
septal views. The partial inclusion of the left atrium in aleft
ventricular region of interest (ROI) has been shown to
decrease LVEF, because |eft atrial counts from thefilled left
atrium may be present in the left ventricular ROI at ven-
tricular end-systole (3).

Tomography has been extensively used in myocardial
perfusion imaging, and recently, calculation of LVEF from
gated myocardial perfusion SPECT studies has been widely
reported (4—6). These methods are adjunctive to the assess-
ment of coronary artery disease by perfusion imaging using
9mTc agents and 21T, providing assessment of ventricular
function and wall thickening. However, these methods (us-
ing only 8 gated frames, precluding the computation of
gjection and filling parameters) have poor temporal resolu-
tion and, by and large, use geometric methods to compute
LVEF. These methods do not fare well in the presence of
high extracardiac activity or low counting statistics and in
patients with severe perfusion defects or small hearts (7-9).
Moreover, errors in the assessment of myocardial wall
thickening because of the partial-volume effect have been
reported (9).

For analysis of ventricular function, gated blood-pool
SPECT (GBPS) has the benefit of the tomographic perspec-
tive to isolate the left and right ventricles without overlap of
other cardiac chambers and to improve the assessment of
regional wall motion (RWM) (10-16). Further, most re-
ported GBPS methods are truly volumetric in their compu-

1773


http://jnm.snmjournals.org/

Downloaded from jnm.snmjournals.org by on March 14, 2017. For personal use only.

tation of LVEF and ventricular volumes. GBPS images can
be acquired in less time than is needed for a 3-view planar
ERNA series using multihead gamma cameras (approxi-
mately 15 min), improving patient throughput. Using GBPS
has an added advantage, because the best septal view, unlike
planar imaging, need not be found for computation of
LVEF. The search for the best septal view is frequently
tedious and sometimes unproductive.

The computation of right ventricular gection fraction
(RVEF) with planar ERNA techniquesis unreliable at best.
First-pass techniques have become the standard for compu-
tation of RVEF but are tedious to perform and can lack
adequate statistics (16). Using GBPS, not only can the effect
on LVEF from left atria activity contamination be re-
moved, but aso, potentially, RVEF may be accurately
quantified. With improved gamma cameras and faster com-
puters, GBPS may become a practical tool for assessment of
ventricular performance. However, the calculation of global
LVEF from GBPS has not been evaluated in a large-scale
study. The purpose of this investigation was to compare
GBPS assessment of ventricular performance and, in par-
ticular, global LVEF with planar ERNA assessment in a
multicenter environment and to establish reference limits
for RVEF from a cohort of patients with normal right
ventricular function. Additionally, the reproducibility of
manually determined GBPS LVEF computation was as-
sessed, and visua assessment of RWM from 3-dimensional
(3D) surface-shaded displays was compared with planar
ERNA cine assessment in a subset of patients.

MATERIALS AND METHODS

Planar and GBPS Studies

Planar and GBPS studies were successfully acquired for 178
patients from the 5 participating clinical sites, who werereferred in
the usual manner for nuclear medicine assessment of ventricular
function. Both the planar and the GBPS studies were acquired on
the same day—the SPECT study immediately after the planar
views. The population was largely composed of chemotherapy
patients (124 patients) and also included some coronary artery or
heart disease patients and 8 heart failure patients. A dose of
925-1110 MBq *"Tc was administered as a blood-pool tag, with
each site using its own tagging protocol. Standard ERNA imaging
used a low-energy, al-purpose or high-resolution collimator, and
the protocol included standard electrocardiography (ECG) peak
R-wave gating with on-the-fly arrhythmia rejection, acquiring
1624 forward-gated or forward- and backward-gated frames. The
planar acquisition time was 25-35 min and included 3 or 4 views
(e.g., RAO, anterior, best septal, 70° LAO, or |eft lateral), accord-
ing to the individual standards of each ingtitution. SPECT was
performed after the planar acquisitions. Each ingtitution used its
own standard protocol to compute global LVEF. In general, planar
LVEF processing included either manua definition of the left
ventricle in the end-diastolic and end-systolic frames from the best
septal view or automatic determination of the left ventricular
boundary with opportunity for operator approval or modification
of the borders. RWM was visualy assessed from the simulta-
neously displayed cines of the 3 acquired planar views.
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Acquisition. GBPS was performed using either a single-head
gamma camera (42 patients) or a double-head gamma camera in
the 90° configuration (136 patients). All patient studies were
acquired using a 180° arc, starting at —45° (RAO), using either a
low-energy, al-purpose collimator (single-head systems) or a
high-resolution collimator. Single-head systems used a circular
orbit, whereas double-head systems used either circular or noncir-
cular orbits, depending on the institutional protocol. Images were
acquired in a 64 by 64 matrix with a zoom of 1.23 or 1.45
(depending on heart size), using either 32 views at 1 min per
projection for single-head systems or 64 views (32 per head) at
30 s per projection for double-head systems, in step-and-shoot
mode. Conventional ECG gating was used with a wide R-R ac-
ceptance window (60%), and 16 forward-gated frames were ac-
quired over the cardiac cycle, using standard on-the-fly arrhythmia
rejection. With this protocol, double-head gamma camera acqui-
sitions typicaly contained approximately 30—40 million total
counts (2-2.5 million counts per time bin). GBPS was successfully
performed for al patients.

Reconstruction. Transverse 64 by 64 images were reconstructed
with a ramp filter using a seventh order, 2-dimensional Butter-
worth filter and a cutoff frequency of 0.45-0.55 Nyquist for each
of the 16 time bins. The default cutoff was 0.55 Nyquist. However,
if the projection data appeared noisy on the cine display because of
arrhythmias or irregular rhythms, the cutoff was adjusted down-
ward to between 0.50 and 0.45 Nyquist. Flood and center-of-
rotation corrections were applied, but not attenuation or decay
correction. Short- and long (sagittal or coronal)-axis oblique slices
were formed by reorienting the transverse image data using stan-
dard, partly manual methods. The total reconstruction and process-
ing time was <10 min.

Analysis of Ventricular Performance

A quantitative GBPS program (NUMUGAS; Northwestern
University, Chicago, IL) was coded using the IDL language (Re-
search Systems Inc., Boulder, CO) on an ICON computer (Sie-
mens Medical Systems, Hoffman Estates, IL). The GBPS program
creates a 3D, rotatable, cine display of volume renderings (maxi-
mum intensity projection [MIP]) and surface-shaded renderings
from the short-axis oblique dataset. Figure 1 illustrates a typical
surface-shaded and volume-rendered display in 1 long-axis orien-
tation. The program quantifies gjection fraction, volumetrically,
using maximal or minimal (diastole to systole) count change from

FIGURE 1.
ume-rendered (B) images at selected long-axis projection. End-
diastolic birdcage (A) is used as reference for assessment of
RWM.

Three-dimensional surface-shaded (A) and vol-
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all 16 gated frames. For GBPS, no background correction is
required (3). Also available, but not used for this study, are
regional gection fraction, maximum and average emptying and
filling rates, and gjection and filling periods.

LVEF

Global LVEF was computed for all patients by manual defini-
tion of boundaries on all 16 gated frames of the left ventricular
blood pool (which included the left ventricle and excluded the left
atrium and right heart), using the short-axis oblique slices. The
beating cine display of the short-axis slices was used to help the
operator separate the left ventricle from the left atrium, and the
slices were summed to include the most apical slice through the
basal slice that contained the left ventricle but excluded the left
atrium. Computation of ejection fraction took, on average, 5-8
min of technologist time. The trained operators were unaware of
the results of the planar ERNA analysis. Theimages of all patients
were successfully processed by both SPECT and planar methods.
GBPS LVEF was computed by 2 trained users for a subset of 33
patients to assess operator dependencies, if any, in computation of
global LVEF using SPECT studies. These patients were chosen at
random from the entire cohort, and the GBPS SPECT and planar
studies were reprocessed at the core laboratory site by 2 operators.

RVEF

Global RVEF was computed for a 33-patient subset with no
clinical or planar scintigraphic evidence of right ventricular dys-
function. The right ventricular boundary was manually defined on
each of the 16 gated frames over the right ventricular blood pool,
as had been done for the LV EF determination. Because of the lack
of agold standard for RVEF (no first-pass imaging was performed
on this patient cohort), GBPS RVEF was computed for the subset
but was not compared with any other methods.

RWM

Three-dimensiona renderings included a volume-rendered dis-
play using the MIP method, in which the cardiac silhouette appears
translucent. The 3D surface-shaded rendering was created using a
modified threshold method for surface detection, as previously
described (17), with polygon tiling and Gouraud shading (lighting
algorithm) for the blood-pool surface. An end-diastolic (or any
other of the 16 frames) “birdcage’ was available and was used as
a fixed reference for wall motion assessment (Fig. 1). The 3D
displays, which the user could rotate to any orientation in space,
allowed assessment of RWM from all aspects of the right and left
ventricles. For 30 patients from 1 site, RWM determined from
3-view planar imaging was compared with visua interpretation of
RWM using the 3D surface-shaded display at operator-controlled
viewing angles. The 2 methods were compared subjectively by 2
experienced readers who reached a consensus and who knew in
detail each patient’s clinica history, ECG findings, and other
diagnostic findings. Assessment of RWM using the GBPS surface-
shaded display was rated as superior, equivalent, or inferior to
assessment of RWM from simultaneous cine display of the 3-view
planar ERNA studies.

Statistical Analysis

Global LVEF, as determined by GBPS, was compared with
planar ERNA LVEF using linear regression analysis. The corre-
lation coefficient, line of linear regression, SEE, and probability
value were computed. The average values of GBPS and planar
ERNA LVEF were determined, and Bland-Altman plotting was
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used to evaluate systematic differences, if any, between LVEFs
from the 2 methods. Linear regression analysis was also applied to
assess interoperator variability. For visual assessment of RWM, a
subjective comparison was used.

RESULTS

Global LVEF

Global LVEF assessed by GBPS correlated well with that
assessed by conventional planar methods (r = 0.92; SEE =
5.4; P < 0.001) for the 178 patients, asillustrated in Figure
2. Theline of linear regression was GBPS LVEF = (1.04 X
ERNA LVEF) + 6.1. The average value of planar LVEF
was 54.1% =+ 15.3%, whereas the average value for GBPS
LVEF was 62.2% *+ 17.2%.

Bland-Altman plotting (Fig. 3) revealed a systematic bias
toward higher LVEF values when using GBPS. Also, a
trend toward higher GBPS LVEF than planar LVEF with
increasing magnitude of LVEF was noted on the Bland—
Altman plot Y = 0.13x + 0.61 (r = 0.30; P < 0.01). The
mean difference in LVEF value was 8.1% = 7.0% in
gjection fraction units.

For the subset of 33 patients, interoperator agreement in
the calculation of global GBPS LVEF was good (r = 0.92;
P < 0.01), with interoperator variability of =4.1%. The
interoperator LVEF values are plotted in Figure 4. The
interoperator variability for conventional planar ERNA
LVEF determination was +3.2%.

RVEF

The mean value of global RVEF was 59.8% *+ 12.9% in
the subset of patients without right ventricular dysfunction.
Definition proved to be much more difficult for the right
ventricular border than for the left ventricular border be-
cause of the tortuous geometries of the right ventricle. The
average RVEF values in these patients without right ven-
tricular dysfunction were lower than the average GBPS
LVEF but somewhat higher than RVEF values determined
using first-pass or planar techniques, perhaps again because
of the isolation of the right ventricle.

RWM

Three cardinal views of the variable, user-controlled,
surface-shaded display are shown in Figure 5 as long-axis,
anterior, and left lateral equivalent views. The long-axis
view shows the apex, septum, and lateral wall of the left
ventricle and the septum and apex of the right ventricle. The
anterior equivalent view shows the right ventricular long
axis and the basal septum of the left ventricle. The left
lateral equivalent view shows the inferior wall of the left
ventricle and the anterior wall of the right ventricle. For the
RWM study, the user was allowed to rotate the beating cine
3D display into any angle for best assessment of a particular
cardiac region.

Of the 30 patients evaluated by both 3-view planar cine
and GBPS surface-shaded display, 24 (80%) of whom had
anormal LVEF, the GBPS RWM was qualitatively assessed
as superior in 8 (27%) by an experienced nuclear cardiolo-
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Gated Blood Pool SPECT vs. Planar Ejection Fraction
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FIGURE 2. LVEF determined by GBPS ol
(ordinate) vs. LVEF determined by planar 0
ERNA (abscissa). Line of linear regression
(top) and line of identity (bottom) are
shown.
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gist. Planar cine assessments of RWM and GBPS surface-
shaded cine displays were judged to be equivalent in 20
patients (67%), whereas the planar display was judged to
be superior in only 2 patients (7%). In these 2 patients,
septal wall motion was believed to be better assessed by

the LAO or best septal view than by the 3D surface-
shaded display. Of the 6 patients with decreased LVEF,
evaluation of RWM abnormalities using GBPS was rated
superior to 3-view planar cine visual assessment in 4 and
equivalent in 2.

Gated Blood Pool SPECT vs. Planar EF Bland-Altman Plot
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age; DIFF = difference; EF = ejection frac- AVG. OF GBPS & PLANEF
tion; PLAN = planar.
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Gated Blood Pool SPECT Ejection Fraction:
Operator 1 vs. Operator 2
T e e B T
m — —
& 4
¥ _
& 4
60 — o o8 °°° —
OPERATOR 1 ° 2o ° J
EJECTION L 8, 4
FRACTION [ © 1
40 - 00% —
L £ _
20 — —
°s = " p” " wo | FIGURE 4. GBPS LVEF determined by
OPERATOR 2 EJECTION FRACTION operator 1 (ordinate) vs. GBPS LVEF deter-
mined by operator 2 (abscissa). Line of
identity is shown.
DISCUSSION LVEF values < 30%. Using GBPS LVEF in chemother-

The global LVEF computed from GBPS was, on aver-
age, 8% higher than that computed using conventional
ERNA methods. This finding is consistent with the find-
ings of Bartlett et al. (3). They computed LVEF using
GBPS by reprojecting the blood pool back to a conven-
tional LAO planar view with and without the presence of
the left atrium. They found that the presence of the left
atrium reduced LV EF because, relative to diastole, addi-
tional systolic counts were present in the left ventricular
ROI from the left atrium. Our results confirm that finding.
Bland—-Altman plotting revealed a trend toward a higher
GBPS LVEF than planar LVEF at higher LVEF values.
This finding is understandable, because better left ven-
tricular pump function at higher LVEF values would
produce a smaller end-systolic volume and the relative
contribution from the left atrium would be more signifi-
cant. As the left ventricle dilates and LVEF lessens, the
large end-systolic volume would likely be less affected
by the presence of left atrial counts. At lower LVEF
values and in dilated ventricles, GBPS and planar LVEF
values should be closer, as was observed in our data at
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apy patients requires care. Although GBPS LVEF is
likely to be an accurate reflection of ejection fraction, use
of ERNA studies by SPECT methods to assess chemo-
toxicity in cancer patients may require reassessment of
the conventional lower limit of normal LV EF (50%). The
results of this multicenter study show that the lower limit
of normal LVEF may lie in the 58%—60% range. The
variability of GBPS LVEF for any single LVEF value is
approximately the same as the planar LVEF variability.
Thus, the precision of both methods is similar.

Attenuation correction was not applied. Attenuation de-
fects in the center of the left ventricle were noted in some
but not all patients with severely dilated left ventricles. If
the relative effect of photon attenuation was higher at end-
diastole than at end-systole, attenuation may have had some
impact on the calculated LVEF. These patients were likely
to have poor left ventricular function, and the effect might
be minimal. However, the use of attenuation correction in
GBPS studies should be evaluated.

Assessment of RWM either quantitatively, using
SPECT (15), or qualitatively, using visual analysis of 3D

FIGURE 5. Three possible views (long-
axis [A], anterior [B], and left lateral [C]
equivalents), at end-diastole, of 3D
Gouraud surface-shaded display showing
left and right ventricles and pulmonary
trunk.
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surface displays, may prove superior to planar methods,
although additional rigorous studies are required. Appro-
priate methodology to view and ascertain abnormalities
using 3D analysis have yet to be fully developed. In this
study, a volume-rendered display using MIP did not add
to the analysis of RWM, and this MIP algorithm may not
be a good model for visualization of the 3D motion of the
heart. The Gouraud surface-shaded display did, however,
appear to have merit in assessing RWM, although more
study is required. RWM was judged equivalent between
planar multicine assessment and 3D surface-shaded ren-
derings in 66% of the patients. However, in most (80%)
of the 30 patients who were evaluated by both methods,
RWM motion was normal, and thus, the 30-patient cohort
was likely not a good test of the ability of 3D renderings
to detect subtle defects in wall motion. In the 6 patients
with depressed LVEF, GBPS RWM fared well, rating
better than planar cine display in two thirds of these
patients. The Gouraud surface-shaded display did appear
to provide a reasonable representation of cardiac motion,
but whether this display accurately represents wall mo-
tion, or creates or masks wall motion defects in portions
of the right and left heart, needs to be determined by a
larger-scale study.

GBPS assessment of ventricular function provides effi-
ciency when performed using multihead cameras. Reduced
patient acquisition time will increase throughput. Perhaps
the greatest challenge for the nuclear technologist in per-
forming ERNA studies is finding the best septal view for a
particular patient. At a minimum, the SPECT study can be
reprojected into a best septal view retrospectively (and
altered again, if necessary, by the evaluating physician) and
conventional LVEF calculation performed.

Right ventricular function is important for the assess-
ment of patients with congenital abnormalities, patients
with heart failure, and patients for whom anesthesia
poses a risk. Planar equilibrium methods have not been
widely used to assess right ventricular function, and
first-pass techniques, which do compute RVEF, are tech-
nically more difficult to perform because of the required
bolus injection. Moreover, first-pass gamma cameras and
adequate first-pass processing software are not as widely
available as are planar and gated SPECT systems. The
natural separation of right from left heart provided by
tomographic techniques may be used for accurate assess-
ment of the right heart. However, the geometry of the
right ventricle is much more complex than that of the left
ventricle, and manual definition of the right ventricle is
tedious. A limitation of this study was that RV EF values
were computed for a subset of patients with normal right
ventricular function but were not compared with other
methods. Perhaps automated, intelligent methods may
optimize the assessment of right ventricular function
(18).
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CONCLUSION

GBPS was compared with conventional planar ERNA
methods in a large, multicenter patient population. LVEF
computed from GBPS correlated well with planar ERNA
methods over awide range of LVEF values. GBPS LVEF
values were higher than planar values, particularly at
higher LVEF values, likely because of the removal of the
left atrium from the left ventricular ROI. In 93% of the
studies from a small subset of patients, 3D analysis of
RWM was superior or equal to 3-view planar analysis.
The utility of 3D displays for assessment of RWM re-
quires further study, as does the computation of RVEF
using GBPS techniques.
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