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Abstract

A novel cardiac motion correction algorithm has been introduced recently. Unlike other seg-
mentation-based approaches it is fully automatic and capable of correcting motion artifacts
of myocardial wall and other moving structures as well as coronary arteries of the heart. In
addition, it requires raw data of only less than a single rotation for motion estimation and cor-
rection, which is a significant advantage from the perspective of x-ray exposure and work-
flow. The aim of this study is to explore the capability of the proposed method through
phantoms and in-vivo experiments. Motion correction of coronary arteries and other heart
structures including myocardial wall is the main focus of the evaluation. First, we provide a
brief introduction to the concept of the motion correction algorithm. Next we address the pro-
cedure of our studies using an XCAT phantom and commercially available physical phan-
toms. Results of XCAT phantom demonstrate that our solution significantly improves the
structural similarity of coronary arteries compared to FBP (proposed: 0.94, FBP: 0.77,
p<0.001). Besides, it provides significantly lower root mean square error (proposed: 20.27,
FBP: 25.33, p=0.01) of the whole heart image. Mocomo phantom study shows that the pro-
posed method improves the visualization of coronary arteries estimated based on motion
score (1: worst, 5: best) from two experienced radiologists (proposed: 3.5, FBP: 2.1,
p<0.001). The results of these phantom studies reveal that the proposed has a great poten-
tial in handling motion artifacts of other heart structures as well as coronary arteries. Finally,
we provide the results of in-vivo animal and human studies. The 3D and 4D heart images
show a consistently superior performance in the visualization of coronary arteries along with
myocardial wall and other cardiothoracic structures. Based on these findings of our studies,
we are of the opinion that our solution has a considerable potential to improve temporal res-
olution of cardiac CT imaging. This would open the door to innovations in structural or func-
tional diagnosis of the heart.
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Introduction

Motion artifacts are still one of the major challenges in diagnosis of the heart using computed
tomography (CT) despite the latest hardware advancements such as fast gantry rotation speed,
wide detector, or dual source. Recently, software approaches [1-6] that could overcome the
intrinsic hardware limitations of the CT systems have been introduced. While they showed a
good potential by providing promising results, there exist some limitations too. The
approaches in [1-3] require 4-D image volumes for motion estimation, which is a heavy
computational burden. In addition, they are not directly applicable to the protocols like pro-
spective ECG triggering which acquires single image volume. On the other hand, algorithms
of [4,5] are targeting only contrast enhanced coronary arteries and require extra steps of pro-
cessing such as segmentation, labeling or region of interest (ROI) setting. In the worse cases,
some manual jobs are necessary, which is suboptimal from the workflow point of view [4].
Another issue to be pointed out is that some approaches require more data than conventional
cardiac short scan, which means an extra x-ray exposure [4] to patients. The approach in [6]
makes use of fiducial markers for motion estimation, which is again not optimal from the
workflow point of view. Moreover, it is questionable whether we can estimate the motion of
the heart by the help of external markers. So far, no approach has been introduced, to the best
of our knowledge, to tackle motion correction of both the myocardial wall and coronary arter-
ies using raw data acquired in less than a single rotation.

A novel cardiac motion correction algorithm, sub-cycle universal linear model low-dose
imaging (SCULLI), has been introduced recently [7, 8]. Its original concept and capability of
motion correction for various heart rates and cardiac phases have been demonstrated in [7-
10]. Moreover, studies on its efficacy in calcium scoring and stenosis measurement have been
introduced in [11, 12]. The performance of the motion correction in CT scans with 0.33 sec
rotation speed was studied lately in [13]. However, no systematic study has been published on
the motion correction capability of SCULLI for various heart structures, in which the novelty
of this paper lies.

Now we would like to recall the concept of SCULLI briefly. Assuming that a cardiac CT
scan has been taken, raw data necessary for image reconstruction at the given target phase is
selected in preference. By default, SCULLI needs a gating window centered at the target phase
having the width of n+2xfan angle, which is less than a single rotation. After fan-to-parallel
rebinning is carried out, two PAR (partial angle reconstruction) images are generated using
the first and the last views. These two PAR images are conjugate, namely a half rotation apart.
A band pass filtering is applied to the PAR images to extract edge information while discarding
artifacts. In case of no motion, these two would match. As is typical in other approaches, a
non-rigid registration based on free form deformations [14] is executed to estimate the motion
between the filtered PAR images. As a result, we obtain a motion vector field, which enables to
acquire motion of each view (or time point) to the target view by a linear assumption. The tar-
get is set to the midpoint of the two time points of the PAR images by default. Motion compen-
sated back-projection is performed to acquire result images. We adopted the weighted filtered
backprojection (WFBP) in PAR image generation and motion compensated reconstruction.
For more details on each step of the processing, please refer to [7, 8].

Although PAR images are not complete, they provide time-resolved edge information of
the structures. Furthermore, since there is no segmentation step in the process of building
PAR images, myocardial wall, coronary arteries and other structures would leave edge infor-
mation. This way, we can capture the difference of the edges between two PAR images regard-
less of the structures and it allows motion estimation between the two time points.
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This nature of SCULLI brings up a question: Is SCULLI able to compensate for the motion
of other heart structures as well as coronary arteries? This question addresses an important
issue since motion artifacts are still unavoidable even in many clinical practices using contem-
porary cardiac CT systems. Undoubtedly, the ultimate goal of cardiac computed tomography
angiography (CCTA) is to acquire images of coronary arteries free from motion artifacts. It
was also pointed out that motion artifacts of myocardial wall can mimic ischemic defects in
myocardial CT perfusion (CTP) [15]. For this reason, it is also very meaningful to deal with
the motion artifacts of myocardial wall.

In this study, we explore the motion correction capability of SCULLI for both coronary
arteries and other heart structures, including myocardial wall. We demonstrate the results of
phantom experiments, which are followed by those of in-vivo animal and clinical studies.

Materials and methods

SCULLI consists of three main steps: partial angle reconstruction (PAR), motion estimation,
and motion compensated reconstruction [7, 8]. There are several parameters which can influ-
ence the performance of the motion estimation and correction. We performed in-house evalu-
ations to select the parameter values and used them for phantom and in-vivo studies. First, the
PAR angle was set to 52° corresponding to the fan angle of the prototype CT system. Second,
the frequency thresholds of [0.1, 0.3] (unit: n rad/sample) were used for the band pass filter
applied to the PAR images. Last, for our motion estimation we have adopted a non-rigid regis-
tration technique with 3.6 mm grid space and three multi-resolution steps. Please note that the
three main steps and relevant parameters were introduced in [7]. More details regarding the
practical meaning of the parameters will be covered in Discussion.

Various phantom tests

In order to evaluate the performance of SCULLI, we conducted various phantom experiments,
which can be classified as software phantom test and physical phantom test. First, we utilized
the XCAT [16] phantom for the software test. We had a convenient control of the experiment
to impose various conditions, such as system geometry, rotation speed, contrast enhancement
and the movement of the object. Assuming the geometry of a prototype 128 slice CT system,
raw data was simulated for heart rates of 60, 80 and 100 bpm. We also gave a different contrast
to the left and right atria and ventricles. No noise was added to explore the pure performance
of the algorithm. Images were reconstructed at R-R 30% and R-R 70% phases with 0.625 mm
slice thickness and slice interval with 250 mm FOV. Results of FBP and SCULLI were com-
pared quantitatively using the ground truth. First, we selected three small ROI regions at each
slice location (three slice locations in total) so that each ROI includes right coronary artery
(RCA), left anterior descending (LAD), and left circumflex artery (LCX) respectively. The
mean structural similarity (MSSIM) [17] was calculated at each ROI to evaluate the severity of
motion artifacts of the coronary arteries as described in Fig 1.

On the other hand, root mean square error (RMSE) was calculated using the whole images
of the sub-volume described in Fig 1. (a) to quantify the motion artifacts of the whole heart
structure. Moreover, the stability of Hounsfield Unit (HU) was measured along a profile on a
uniform region of the myocardial wall. A single sided paired t-test was performed between
MSSIM values, and RMSE values from FBP and SCULLI images respectively. A value of
p<0.05 was considered significant.

XCAT has clear limitations, such as ideal system geometry, simple anatomical structures
and movement, despite its convenience. For these reasons, we designed moving phantom
experiments at CT systems as the next stage. The goal was to test SCULLI under more realistic
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Fig 1. Three slice locations and ROI centers at each coronary artery (static at 30% R-R). (a) Sagittal view of the XCAT phantom. Three red dotted lines and the orange
solid line indicate the slice locations and the sub-volume which are used for the calculation of MSSIM and RMSE respectively. (b)-(d) Transaxial images at three slice
locations with ROI centers (marked by + sign) and extensions.

https://doi.org/10.1371/journal.pone.0239511.9001

and challenging conditions. We customized two commercially available phantoms, namely
Alpha (Alphal-VTPC, Fuyo) and Mocomo (Mocomol, Fuyo). The pulsating phantom Alpha
is designed to mimic heart chamber (or myocardial wall) and coronary artery motion (see Fig
2) while Mocomo simulates coronary artery motion by a rotational and translational move-
ment (see Fig 3). Both phantoms generate ECG signals to be displayed in ECG monitors and

e ‘ > " :.
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(Calcium chloride ¢ toothpaste-

Fig 2. CT scan setup of the Alpha phantom. (a) In order to mimic heart chamber (or myocardial wall), coronary artery and calcified artery,
and several structures were placed. (b) The structures without motion are clearly observed in the CT image.

https://doi.org/10.1371/journal.pone.0239511.9002
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Fig 3. CT scan setup of the Mocomo phantom. (a) Various coronary artery phantoms with different sizes, intensities, and shapes were installed. (b) The static
arteries are clearly visible in CT image.

https://doi.org/10.1371/journal.pone.0239511.9003

stored in the computer connected to the phantom. The ECG signal and the raw data were syn-
chronized retrospectively.

First, we placed two sponge blocks under the water-filled balloon at both sides in Alpha
phantom. They are designed to support the balloon and make the motion non-uniform along
the radial direction of the balloon. Two artery phantoms were attached on the surface of the
balloon and designed to move as the balloon contracts and expands repeatedly. We diluted
iodine with water so that the water in the balloon has a clear contrast of 250~300 Hounsfield
Unit (HU). Axial scans were taken on BodyTom (Neurologica, USA) under 120 kVp and 150
mA for the heart rates of 20, 25, 30 and 35 bpms. Images were reconstructed under 1.25 mm
slice thickness and slice interval with 250 mm FOV at various R-R phases. The visibility and

Score Criteria _Sample
Stenosis degree | Motion artifacts | IMmages

5 Diagnosable None .

4 Diagnosable Mild -

3 Diagnosable Moderate

2 Nondiagnosable Severe

1 Nondiagnosable Extreme .

Fig 4. Criteria of the motion score.

https://doi.org/10.1371/journal.pone.0239511.9004
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motion artifacts of the whole phantom structure, namely heart chamber (or myocardial wall)
and coronary arteries, were evaluated by a visual inspection of experienced engineers.

Next, coronary arteries phantoms with and without stenosis were installed in the Mocomo
phantom as depicted in Fig 3. Total six artery phantoms with diameter 3, 4 and 5 mm were
scanned on BodyTom with the heart rates of 15, 25 and 35 bpms. We had to conduct the
experiment with lower bpms, as the system’s default rotation speed was one second per rota-
tion. Assuming a CT system with 0.25 sec/rotation, the heart rates would correspond to 60,
100 and 140 bpms. Scans were taken under 120 kVp and two different currents, namely 50 mA
and 200 mA. These conditions correspond to 11.83 mGy and 47.32 mGy respectively. Images
were reconstructed by FBP and SCULLI at R-R 70% phase with 1.25 mm slice thickness and
slice interval with 250 mm FOV. Two experienced radiologists (cardiac experts with 12 and 17
years experiences respectively) evaluated the performance according to the so-called motion
score (1: worst, 5: best), namely five point Likert scale. The score was defined based on two cri-
teria. One is the severity of the motion artifacts and the other is being able to make a diagnosis
of stenosis degrees as given in Fig 4.

A paired t-test was again adopted to evaluate the difference between the scores of FBP and
SCULLI A value of p<0.05 was considered significant. The average scores of the two radiolo-
gists were utilized for the evaluation of both FBP and SCULLI. To assess intraobserver agree-
ment Cohen’s kappa was calculated [18].

Although physically moving phantoms provide a good opportunity to test SCULLI by using
real raw data, they have some limitations at the same time. First, the overall movement of the
coronary arteries is repetitive and patterned due to the mechanical design of the moving phan-
toms, which is not the case for the real heart. Due to this limitation we considered various
heart rates and heart phases instead of repeating the experiment under the same condition. As
it is well known, the three coronary arteries, namely RCA, LAD, and LCX, are different in the
amount of the motion and velocity due to the complex and dynamically squeezing movement
of atria and ventricles [19-23]. Second, injection of a contrast agent and the flow of contrast
enhanced blood were not able to be considered in the physical phantoms, which can poten-
tially affect the motion estimation due to the dynamic change of HU values. These are the rea-
sons why we need in-vivo studies which are addressed in the next section.

In-vivo animal and clinical studies

An in-vivo animal study was designed to explore the potential of SCULLI. This study was
reviewed and approved (Approval number: 20140911003) by the Institutional Animal Care
and Use Commiittee (IACUC) of Research Institute for Future Medicine (RIFM) at Samsung
Medical Center (SMC). A swine underwent a CT scan according to a prospective ECG trigger-
ing protocol of 128 slice prototype CT system with a padding option. Detailed scan conditions
are given in the Table 1.

Reconstruction was carried out with 0.625 mm slice thickness and interval, 250 mm FOV.
The mean heart rate was 85 bpm. Images were generated by FBP and SCULLI at various R-R

Table 1. Scan protocols of the in-vivo animal and clinical studies.

Protocol kVp | mA | Rotation speed (sec/rotation) | Collimation (mm) | Padding (R-R %) | CTDIv (mGy)
Swine Prospective ECG triggering | 100 | 300 0.25 80 31~81 8.07
Case A 100 | 700 0.25 80 30~80 9.28
Case B 100 | 700 0.25 80 60~80 9.28
Case C (Calcium Scoring) 120 | 400 0.25 80 40 5.99

https://doi.org/10.1371/journal.pone.0239511.t001
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phases and then evaluated by a visual inspection. In addition, the stability of HU values was
assessed with the values measured on a line profile throughout five different cardiac phases.

Finally, we conducted an initial clinical study which has been IRB approved (Approval
number: SMC 2015-06-066-001) in Samsung Medical Center (SMC). Scan protocols were pro-
spective ECG triggering with or without padding option under 0.25 sec/rotation and 128 slice
collimation. For detailed scan protocols, please refer to Table 1. We chose the three cases retro-
spectively. The average heart rates were 63 bpm (Case A), 54 bpm (Case B) and 95 bpm (Case
C). Images of Case A and B were reconstructed by FBP and SCULLI at various R-R phases
using the same slice thickness and interval. Images were reformatted in 3D image volumes and
curved multiplanar reformation (MPR) for evaluation of the coronary arteries and other heart
structures. In addition, 4D cine images were generated to evaluate the functional performance.
As for Case C, FBP and SCULLI were carried out at 40% with 2.5 mm slice thickness and inter-
val. The presence of motion artifacts of calcified regions was investigated.

Results
Results of phantoms experiments

For the heart rates of 60, 80, and 100 bpms, we assessed the performance of SCULLI at systolic
and diastolic phases with the help of XCAT simulation. The overall performance is summa-
rized in Fig 5.

It is observed that the average MSSIM value of SCULLI is clearly higher than that of FBP,
namely 22% improvement (SCULLL: 0.94, FBP: 0.77, p<0.001). The same tendency is also
apparent in RMSE values of the whole heart structure. SCULLI showed 20% less error than
FBP on average (SCULLI: 20.27, FBP: 25.33, p = 0.01). In Fig 6, we can see time-resolved coro-
nary arteries, myocardial wall, atria and ventricles. Line profiles on a uniform region in myo-
cardial wall reveal in Fig 7 how SCULLI delivers stable HU values throughout R-R cycles
compared to FBP.

(a) (b)
~0.01
£ <0.0001 £
| | 35.00 | |

30.00

25.00
20.00
15.00

RMSE [HU]

10.00
5.00

L

0.00

FBP SCULLI FBP SCULLI

Fig 5. Quantitative evaluation of SCULLI for XCAT phantom. Quantitative analysis shows a significant improvement (paired t-test) of the
average (a) MSSIM and (b) RSME across all the ROIs, heart rates (60, 80, 100 bpm), and cardiac phases (R-R 30% and 70%) of SCULLI images

compared to FBP images.

https://doi.org/10.1371/journal.pone.0239511.9005
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Fig 6. Results of SCULLI for 80 bpm XCAT phantom. Top: FBP at (a) 30%, (b) 50%, and (c) 70% of R-R phase. Bottom: (d)-(e) The corresponding
results of SCULLI. (L/W 100/300) The orange arrows in (a), (c) indicate the severe motion artifacts of coronary arteries, ventricles, and myocardial
wall in FBP. The motion contaminated structures have been restored by SCULLI nicely as shown in (d), (f).

https://doi.org/10.1371/journal.pone.0239511.9006

SCULLI maintains the stability of HU values in the range of [150,200] even at the systolic
and diastolic phases unlike FBP whose HU values change drastically in [100, 300], which is
around four-fold wider. The standard deviation of all values drops from 29.5 (FBP) to 13.9

(SCULLI).

The result of the experiment using Alpha phantom demonstrates that motion artifacts of
the coronary arteries and the heart chamber (or myocardial wall) are reduced significantly by

0 T T T T T T T T T T T 1
0 510152025303540455055
Distance along profile (pixels)

——R-R 30%
——R-R 50%
——R-R 70%

[HU]
350

(b)

300

250
200

R-R 30%

150

100
50

0

T T T T T T T T T T 1

0 510152025303540455055
Distance along profile (pixels)

—R-R 50%
——R-R 70%

Fig 7. Intensity profiles in myocardial wall of XCAT results. (a) Intensity profiles of FBP on the dashed lines in Fig 6. (b) Corresponding profiles of SCULLI.
The results of SCULLI show remarkably more stable HU values compared to those of FBP.

https://doi.org/10.1371/journal.pone.0239511.g007
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SCULLL. In other words, typical motion artifacts, such as the so-called tails of coronary arter-
ies, doubling edges and streaks of heart chamber (or myocardial wall) are significantly reduced
as displayed in Fig 8.

When it comes to the results of Mocomo phantom study, we have a dramatic improvement
of the motion score of SCULLI compared to FBP as in Fig 9.

There was a statistically significant improvement of the average score by the help of SCULLI,
namely from 2.1 to 3.5 (p<0.001). In other words, SCULLI tends to make the non-diagnosable
arteries diagnosable. The score for 3 mm artery is from 1.3 to 2.6 (p = 0.001), 4 mm artery is from
2.310 3.6 (p<0.001), and 5 mm artery is 2.8 to 4.5 (p<0.001). The same tendency is observed con-
sistently throughout the heart rates from 15 bpm to 35 bpm. The scores of arteries with and with-
out stenosis were also significantly improved by SCULLI. Note that the SCULLI score of 3 mm
artery is less than 3, which is not clinically acceptable despite the significant improvement. The
calculated x value was 0.49, showing a moderate agreement of the two radiologists.

The transaxial images in Fig 10 show the remarkable performance of SCULLI for six artery
phantoms of various diameters and bpms. Note that the arteries with stenosis, in particular 5
mm (9 o’clock) and 4 mm (7 o’clock), are clearly visualized by SCULLI unlike FBP.

Results of in-vivo animal and clinical studies

The result of an animal study shows, even under the higher heart rate of 85 bpm, a promising
performance of SCULLI in visualization of RCA in Fig 11(A) and 11(D).

Fig 8. Results of experiment using Alpha phantom (25 bpm). Top: FBP at (a) a systolic and (b) a diastolic phases.
Bottom: (c)-(d) Corresponding results of SCULLI (L/W 0.2/0.4 cm™"). Motion artifacts of coronary artery phantoms
and the balloon (mimicking heart chamber or myocardial wall) indicated by the orange arrows in (a) and (b) are
remarkably reduced by SCULLL

https://doi.org/10.1371/journal.pone.0239511.g008
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Fig 9. Motion scores of coronary arteries from Mocomo phantom experiment. The average motion scores of two radiologists for (a) all
cases, (b) different sizes of diameter, (c) different bpms, and (d) different types (stenosis). In all cases, SCULLI shows a significant
improvement.

https://doi.org/10.1371/journal.pone.0239511.9009

The other clinical cases show a significant improvement of the temporal resolution after
applying SCULLI as well. In Fig 11(B) and 11(E) not only RCA, LCX but also aortic valve in
the result of SCULLI demonstrate a remarkable improvement in visualization compared to
that of FBP. Furthermore, the severe calcification of RCA is nicely visualized in Fig 11(E),
which is not the case in Fig 11(B). The result of case B also shows that the motion artifacts of
RCA and LAD are considerably corrected in Fig 11(C) and 11(F).

When it comes to myocardial wall motion, Fig 12 shows significantly reduced HU bias
caused by heart motion of the swine. The line profile in Fig 12(D) shows that SCULLI delivers
much more stable HU values than the conventional FBP throughout the R-R phases. SCULLI
shows 53% less standard deviation than FBP.

Moreover, the same tendency is observed in clinical case B as described in Fig 13.
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Fig 10. Result of Mocomo phantom experiment. Top: FBP images of moving arteries at (a) 15 bpm, (b) 25 bpm, and (c) 35 bpm show severe
motion artifacts (L/W 0/400). Their equivalent heart rates to 0.25 second gantry rotation are 60 bpm, 100 bpm, and 140 bpm, respectively.
Bottom: The corresponding results of SCULLI are shown in (d), (e), and (f). The 4 mm, 5 mm arteries of stenosis are clearly visible in the
images of SCULLI (yellow arrows) which is not the case in those of FBP (orange arrows).

https://doi.org/10.1371/journal.pone.0239511.g010

Cine images of the aortic valve of case B in S1 and S2 Videos show the outstanding perfor-
mance of SCULLIL, which shows closing and opening movements with much higher temporal
resolution. Similarly, cine images of the myocardial wall show drastically reduced shadings by
SCULLI in S3 and 54 Videos.

In the result (see Fig 14) of case C (calcium scoring), we were able to see a small calcified
region in the ascending aorta with apparent motion artifacts, which have been corrected con-
siderably by SCULLI.

Investigation of the lung structure in lung window setting reveals the capability of the
SCULLI as well. As presented in Fig 15, the distorted membrane of the lung near LV (Case C-
Calcium Scoring) is recovered by SCULLI together with neighboring lung structures.

Discussion

In this paper, we presented the capability of SCULLI by means of phantom and in-vivo studies.
SCULLI showed a consistent performance in correcting motion of coronary arteries and other
heart structures including myocardial wall. Furthermore, SCULLI has several advantages over
the aforementioned software approaches. Namely, it requires raw data from less than a rota-
tion and it is free of segmentation. These benefits enable SCULLI to open the door to new pos-
sibilities in cardiac CT. At the same time there are some limitations to be addressed.

Limitations of the study

The parameter values utilized for this study were fixed as a result of in-house optimization pro-
cedure, which is beyond the scope of this paper. However, it would be worthwhile dealing with
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Fig 11. Results of in-vivo cases. Top: FBP images of (a) swine (85 bpm, 70%), (b) case A (63 bpm, 33%), and (c) case B (54 bpm, 61%). Bottom: Corresponding results
of SCULLI RCA in curved MPR shows significantly reduced motion artifacts by SCULLI in (d)-(f). In addition, the aortic valve (yellow arrow) in (e) shows a

remarkable improvement by SCULLL

https://doi.org/10.1371/journal.pone.0239511.9011

some background. First, we start with the PAR angle. There is a tradeoff between the complete-
ness of edge information and the temporal resolution of the PAR images. In other words, a
larger angle for PAR is advantageous due to rich structural information, but at the same time,
it is prone to generate motion contaminated PAR images, which makes motion estimation
challenging. A smaller angle, on the other hand, can generate PAR images free of motion arti-
facts, but the motion of missing edges could be inaccurate. Therefore, it is important to deter-
mine an appropriate size of the partial angle for the sake of accurate motion estimation.
Currently, we have fixed the PAR angle as the fan angle of the CT system. Further evaluations
for various conditions, such as heart rates, rotation speeds of the CT system, will determine the
sweet spot of the PAR angle. Second, we have a band pass filtering after PAR image generation.
This was adopted to suppress the artifacts [7, 8] appearing as shading artifacts around high
contrast objects in PAR images. It seems that the frequency thresholds [0.1, 0.3] deliver the
best results so far. Again, it needs to be explored whether this is valid for various target struc-
tures, such as coronary arteries, valves, and myocardial wall. Third, the non-rigid registration
adopted for our motion estimation is based on a B-spline free form deformation that has a
multi-resolution approach [14]. The grid space between two control points and the number of
multi-resolution steps in the non-rigid registration can affect the maximum amount of motion
to be captured between two images. This is again linked to the maximum displacement of

PLOS ONE | https://doi.org/10.1371/journal.pone.0239511  September 30, 2020 12/18


https://doi.org/10.1371/journal.pone.0239511.g011
https://doi.org/10.1371/journal.pone.0239511

PLOS ONE

Validation of a novel cardiac motion correction algorithm for x-ray computed tomography

(b)

[HU] Line profiles of FBP images

e I, I\/A\
250 R-R 30%
200 1 ——R-R 40%
——R-R 50%
——R-R 60%
——R-R 70%
D0 5 10 15 20 25 30 35 40 45 50 55 60
-50 . .
- Distance alon%roﬁle (pixels)
(d)
[3}5[(?] Line profiles of SCULLI images
300
250 ——R-R 30%
200 ——R-R 40%
150 A
‘ ——R-R 50%
100
50 | ——R-R 60%
o R-R 70%
50 D0 5 10 15 20 25 30 35 40 45 50 55 60
60 Distance along profile (pixels)

Fig 12. Myocardial wall images of a swine (85 bpm). Coronal images of (a) FBP and (c) SCULLI at 30% of R-R phases (L/W 60/700). HU bias at myocardial wall
near the left ventricle (LV) in (a) is observed as a result of the motion of the heart (orange arrow) which was remarkably reduced by SCULLI in (c). Line profiles along
the dashed lines at various R-R phases are provided in (b) and (d). The standard deviation of the whole values corresponds to 72.2 (FBP) and 34.1 (SCULLI).

https://doi.org/10.1371/journal.pone.0239511.9012

structures in the heart at two different time points at which PAR images are generated. Many
studies have been conducted to explore the nature of the movement of coronary arteries [19-
23]. Based on the literatures, we defined the maximum displacement of coronary artery
between two PAR images as 14.3 mm per 125 msec of half gantry rotation. This seems quite
reasonable taking into account a similar specification in [5]. The parameter set with 3.6 mm of
grid space and 3 of multi resolution steps showed the best performance, however, we need to
explore further to find the optimal values for various cases, including heart rates, diseases, age,
sex etc.

SCULLI assumes a linear behavior of the motion between two conjugate PAR images which
are a half rotation apart. It seems that this assumption holds for the cases where the rotation
speed of the gantry is 0.25 sec/rotation and the heart rate is between 60 and 95 bpm based on
our study. More rigorous study is necessary to figure out the limitation of the current
approach. A more sophisticated motion estimation method to overcome such limits has been
proposed [24]. Performance comparison of the proposed method against other motion correc-
tion techniques [1-6] is missing in this paper. Moreover, we were not able to provide
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Fig 13. Intensity profiles in myocardial wall of case B. Intensity profiles on a dash line in myocardial wall are plotted for different phases of (a) FBP images and
(b) SCULLI results. Standard deviation of SCULLI is 49.5 whereas that of FBP is 60.9.

https://doi.org/10.1371/journal.pone.0239511.9013

reformatted CT images and quantitative measures of coronary arteries from commercially
available clinical workstations in this paper.

Potential applications and future study

CCTA would be the number one application of SCULLI based on its consistent performance
in handling motion of coronary arteries. Moreover, there are other applications for which

Fig 14. Performance of SCULLI in non-contrast cardiac CT scan (95 bpm, Case C). (a) FBP at 40% R-R shows a calcified region in the ascending aorta with motion
artifacts. (b) SCULLI shows the region without motion artifact despite the higher heart rate of 95 bpm (L/W 100/700).

https://doi.org/10.1371/journal.pone.0239511.g014
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Fig 15. Motion correction performance of SCULLI in lung structures (95 bpm, Case C-Calcium scoring). (a) FBP at 40% of R-R shows motion
artifacts of lung near LV. Membrane and the lung structures are degraded by the motion of the neighboring heart. (b) SCULLI shows the structures
clearly. (L/W -400/1200).

https://doi.org/10.1371/journal.pone.0239511.9015

SCULLI could be adopted. First, SCULLI could serve to improve the accuracy of CTP. As
pointed out in [15], motion artifacts of myocardial wall could cause degradation in CTP
results. Throughout the results of XCAT phantom, Alpha phantom experiments, in-vivo ani-
mal and clinical studies, SCULLI showed a consistent performance in handling motion arti-
facts of myocardial wall. Exploring the impact of SCULLI on CTP would be a very interesting
research topic.

Second, we strongly believe, unlike other approaches, SCULLI can be applied to non-con-
trast scan too and could improve the accuracy of calcium scoring as shown in Fig 14. Again,
this is possible due to the advantage of SCULLI being free of segmentation.

Third, SCULLI showed a potential in lung motion correction as presented in Fig 15. We
expect that motion artifacts of lung structures become more severe in case of non-gated stan-
dard chest scans, in which 0.5 sec or 0.33 sec rotations speeds are typically adopted. Therefore,
there will be more rooms where SCULLI comes into play [25-27].

Last but not least, the combinations of noise reduction [28], dual-source system [29], or
multi-energy technology and SCULLI would be exciting research topics. We look forward to
conducting more clinical studies.
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Conclusions

The result of XCAT phantom experiments demonstrated the overwhelming efficacy of
SCULLI by means of visualization of coronary arteries and myocardial wall. Both MSSIM
(SCULLI: 0.94, FBP: 0.77, p<0.001) and RMSE (SCULLI: 20.27, FBP: 25.33, p = 0.01) showed a
significant improvement compared to FBP. The result of reader study based on Mocomo
phantom experiment also showed a statistically significant improvement by SCULLI (SCULLI:
3.5, FBP: 2.1, p<0.001). In addition, SCULLI delivers up to 50% more stable HU values on a
profile of myocardial wall throughout the heart cycle. In-vivo animal and clinical study showed
that SCULLI performs well and delivers a compelling image quality even at the higher heart
rate of 85 bpm. The visualization of coronary arteries, especially most challenging RCA, has
been significantly improved. The shadings at myocardial wall are also reduced remarkably.
SCULLI showed a great potential in visualization of the whole heart structures, therefore, it
can be adopted for routine CCTA and CTP.

Supporting information

S1 Video. 4D FBP image of the aortic valve of case A. The movement of the valve is not
clearly visualized at some cardiac phases due to motion artifacts.
(MP4)

$2 Video. 4D SCULLI image of the aortic valve of case A. It shows the opening and closing
movements of the valve well, which is not the case in FBP image in S1 Video.
(MP4)

$3 Video. 4D FBP image of the myocardial wall of case A. Shadings in horizontal direction
are prominent.
(MP4)

$4 Video. 4D SCULLI image of the myocardial wall of case A. Significantly less horizontal
shadings than in FBP (S3 Video) are observed.
(MP4)
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