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ARTICLE INFO ABSTRACT
Keywords: Rationale and objectives: Selecting region of interest (ROI) for left atrial appendage (LAA) filling
Left atrial appendage defects assessment can be time consuming and prone to subjectivity. This study aimed to develop

Atrial fibrillation
Computed tomography
Artificial intelligence
Deep learning

and validate a novel artificial intelligence (AI), deep learning (DL) based framework for automatic
filling defects assessment on CT images for clinical and subclinical atrial fibrillation (AF) patients.
Materials and methods: A total of 443,053 CT images were used for DL model development and
testing. Images were analyzed by the AI framework and expert cardiologists/radiologists. The
LAA segmentation performance was evaluated using Dice coefficient. The agreement between
manual and automatic LAA ROI selections was evaluated using intraclass correlation coefficient
(ICC) analysis. Receiver operating characteristic (ROC) curve analysis was used to assess filling
defects based on the computed LAA to ascending aorta Hounsfield unit (HU) ratios.

Results: A total of 210 patients (Group 1: subclinical AF, n = 105; Group 2: clinical AF with stroke,
n = 35; Group 3: AF for catheter ablation, n = 70) were enrolled. The LAA volume segmentation
achieved 0.931-0.945 Dice scores. The LAA ROI selection demonstrated excellent agreement (ICC
>0.895, p < 0.001) with manual selection on the test sets. The automatic framework achieved an
excellent AUC score of 0.979 in filling defects assessment. The ROC-derived optimal HU ratio
threshold for filling defects detection was 0.561.

Conclusion: The novel Al-based framework could accurately segment the LAA region and select
ROIs while effectively avoiding trabeculae for filling defects assessment, achieving close-to-expert
performance. This technique may help preemptively detect the potential thromboembolic risk for
AF patients.

Abbreviations: AA, Ascending aorta; AF, Atrial fibrillation; A, Artificial intelligence; AUC, Area under the ROC curve; CI, Confidence interval; DL,
Deep learning; ECG, Electrocardiogram; HU, Hounsfield unit; ICC, Intraclass correlation coefficient; LAA, Left atrial appendage; ROC, Receiver
operating characteristics; ROI, Region of interest; SD, Standard deviation.
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1. Introduction

The left atrial appendage (LAA) has been identified as a major source of intracardiac thrombosis formation in patients with atrial
fibrillation (AF) [1]. Transesophageal echocardiography (TEE) is the current reference standard for evaluating LAA in patients with AF
associated embolic events [2], while cardiac computed tomography (CT) has become an emerging accurate imaging modality for the
assessment of LAA filling defects [3,4].

Filling defects can be identified on contrast-enhanced cardiac CT as low attenuation areas in the LAA, caused by thrombus or
incomplete contrast agents mixing with blood, rather than cardiac structures such as trabeculae or motion artifacts [5]. Studies have
used the radiodensity ratio of Hounsfield units (HU) in a selected region of interest (ROI) of the LAA to those in the ascending aorta
(AA) to identify LAA thrombus and circulatory stasis in cardiac CT [6,7] and differentiate between them [4,8,9] using TEE as the
reference. However, even with the help of commercially available semi-automatic software, the process of selecting an ROI in the LAA
for potential filling defects assessment is highly subjective and time consuming. Particularly, the presence of endocardial trabeculae in
the LAA may sometimes give the endocardium a “fuzzy” appearance and complicate the task, as shown in Fig. 1 (D). Therefore,
automatic ROI suggestion in the LAA may meet clinical demands in clinical practice to reduce efforts in LAA assessment and minimize
subjectivity.

Recently, deep learning (DL) demonstrated promising performance in the automated analysis of cardiovascular images [10,11].
Particularly, several DL-based models were developed to identify LAA segments in cardiac CT [12131415]. Machine learning- or
DL-based models were also developed to predict LAA thrombotic risk [14,16]. However, none of the existing methods targeted at
automatically selecting a representative ROI in the LAA and computing LAA/AA HU ratio for filling defects assessment. In this study,
we developed and evaluated an artificial intelligence (AI) based framework to automatically select LAA ROI and assess LAA filling
effects on cardiac CT images for clinical and subclinical AF patients.

2. Materials and Methods
2.1. Study design, participants, and scanning parameters

The protocol of this retrospective study was approved by the local Institutional Review Board and the need for informed consent
was waived. We retrospectively collected a total of 210 patients in this study, containing three groups of patients with cardiac
arrhythmia commonly observed in clinical practice:

Group 1 contained 105 patients with atrial high-rate episodes (AHRE), referred to as subclinical AF (SCAF), detected by cardiac
implantable electronic devices (CIEDs). CIED interviews were conducted every 3-6 months to retrieve recorded information. The
definition of AHRE considers an atrial rate >170 bpm as the default setting. The data was collected between 2016 and 2020 at NYCUH,
YiLan, Taiwan, using an ECG-gated, 64-slice CT scanner (Somatom Definition Flash, Siemens). Axial images were reconstructed to a

Fig. 1. Examples of the automatically selected LAA ROI (green) and the corresponding AA ROI from the proposed framework. (A) presents a simple
clear LAA case, (B) a simple LAA filling defects case, (C) a LAA filling defects case with the presence of trabecula, and (D) a more difficult case with
fuzzy-like trabeculae and no filling defect.

T AA, ascending aorta; LAA, left atrial appendage; ROI, region of interest. . (For interpretation of the references to color in this figure legend, the
reader is referred to the Web version of this article.)
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512 x 512 matrix using a slice thickness of 3 mm in multiple phases covering a cardiac cycle in the increments of 10% of ECG R-R
interval.

Group 2 consisted of 35 patients with clinical AF-related stroke, collected at NYCUH, between 2011 and 2016, using an ECG-gated,
64-slice CT scanner (Brilliance CT, 64-slice, Philips). Axial images were reconstructed to a 512 x 512 matrix using a slice thickness of
0.9 mm in multiple phases covering a cardiac cycle in the increments of 10% of ECG R-R interval.

Group 3 contained 70 clinical AF patients preparing for catheter ablation, collected at Taipei Veterans General Hospital, Taiwan,
between 2005 and 2011, using ECG-gated scanners (Sensation 16, Siemens; Brilliance CT, 40-slice, Philips; and Aquilion 64 CFX,
Toshiba). Axial images were reconstructed to a 512 x 512 matrix using a slice thickness of 2 mm for the Toshiba scanner, 1 mm for the
Siemens scanner, and 0.9 mm for the Philips scanner.

All the cardiac CT scans were performed in the craniocaudal direction during a single breath hold under sinus or pacing rhythm.
Delayed CT scanning was performed with the second injection of contrast agent, 180 s after the injection of the first bolus of contrast
agent. No p-blockers were used in any of the enrollees for heart rate regulation, because CT was performed to evaluate the intracardiac
structure and not the coronary arteries.

The flowchart of the study protocol is displayed in Fig. 2. All data that contained stasis or thrombus in the LAA was identified by
experienced cardiologists/radiologists. The framework was developed and tested on the Group 1 subset, and further evaluated on the
Group 2 and Group 3 subsets. The Group 1 subset was first randomly divided into a development set (80%) and a test set (20%), with
the development set further divided into a training set (80%) and a validation set (20%).

The patients’ medical comorbidities, CHA3DS,-VASc scores, and medication records were obtained. Patients who had single
chamber devices, aged >90 years, advanced chronic kidney disease (>stage 3b) or allergy to contrast medium were excluded.

2.2. Image annotation and preprocessing

We used the Group 1 subset for model development and testing. The LAA volume and myocardial mass were annotated by an expert
reader in the cardiovascular department at NYCUH. A semi-automatic region-growing-based software developed by Chung Yuan
Christian University was used to annotate reconstructed CT images at phases of 0%, 40% and 80% within the R-R interval for the
training of segmentation models. For the proposed framework of filling defect assessment, all the phases from 0% to 90% were used.

The cardiac CT images were saved in the Digital Imaging and Communications in Medicine (DICOM) format with a resolution of
512 x 512 pixels and adjusted according to the slope and intercept extracted from the DICOM attributes. To correct occasional CT
metal artifacts, HU values smaller than —1024 were replaced with —1024 and those greater than 3071 were replaced with 3071. The
CT images were first resized to 224 x 224 numeric arrays and normalized to values between 0 and 1 before being fitted to the models
described below.

2.3. Development of deep learning segmentation models

An overview of our fully automated filling defects assessment framework is shown in Fig. 3. We first built separate DL-based
networks for LAA segmentation and AA segmentation, respectively.
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Fig. 2. The flowchart of the study protocol.

t AF, atrial fibrillation; CT, computed tomography; DL, deep learning.
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2.4. LAA segmentation model

The LAA segmentation network adopted a U-Net based architecture [17]. To improve accuracy, we added group normalization
(GN) at the end of each encoder and decoder block [18]. Furthermore, a negative example learning strategy was designed to randomly
sample negative examples (i.e., slices containing no LAA region) into the training batches to avoid false positives, since the LA and LAA
did not occur in every cardiac CT slice. Details about the loss functions used in the training, please see AppendixA.

2.5. AA segmentation model

The AA segmentation network had a U-Net encoder-decoder structure with a pre-trained VGG-16 encoder and was fine-tuned with
the training data [19]. The AA annotations were first obtained using the Hough circle transform method from the Python OpenCV
package to detect circles in images. Detected circles matching no AA region were manually screened out. An ROI at the center of the
model segmented area was used later for computing the mean AA HU value as a reference for calculating the LAA/AA ratio [9]. Details
about the loss functions used in the training, please see AppendixA.

In both model training processes, scheduled learning rates were applied with a starting rate of 0.001, and data augmentation was
applied, including random cropping, rotation, contrast, and brightness. The models were implemented using PyTorch framework
(www.pytorch.org) and trained for 200 epochs using a NVIDIA RTX 2080 Ti GPU.

2.6. Automatic ROIs selection for LAA

Selecting an ROI for the LAA filling defects assessment can be challenging. Fig. 1 (A-D) shows the examples of a range of different
cases, including a clear LAA case, a simple LAA filling defects case, a LAA filling defects case with the presence of trabecula, and a more
difficult case with fuzzy-like trabeculae and no filling defect, respectively. We proposed the methods below to automatically differ-
entiate those cases and select an ROI for the LAA filling defects assessment.

2.7. Candidate Region Cutting for automatic phase and slice selection

We proposed a novel method called Candidate Region Cutting (CRC) to find candidate regions that potentially contain filling defects
in the LAA, based on analyzing the fitted components of a two-component Gaussian mixture. The CRC method first fitted the model to
the HU values in the segmented LAA region output from the segmentation model. Fig. 4 (A) shows the original CT and (B) displays the
two extracted components. The component with a higher mean HU value and a sharper peak was called the contrast distribution, as
contrast-filled areas often had higher and more concentrated HU values. The other component was the candidate distribution, which
could potentially contain an area with filling defects. Since the two components often overlapped, 3 standard deviations (SDs) below
the mean of the contrast distribution was set experimentally as the upper bound. To avoid extracting values from potential muscle
tissue close to the LAA boundary, 1 SD below the mean of the candidate distribution was set experimentally as the lower bound.
Experimental results for different settings please see Appendix C, Table C1. The output was a candidate region, between the upper and
lower bounds, colored in purple in Fig. 4 (B), corresponding to the purple region in Fig. 4 (A) (Fig. 4).

A slice was a valid candidate, if the candidate region was large enough to allow a 0.3 cm? circular kernel to be fitted in for three
consecutive slices. The final selected slice was the valid candidate slice with the largest candidate region amongst all phases and slices.
However, if no candidate region was found, the phase with the highest mean HU in the AA was selected and a slice in the phase with the
largest LAA area was chosen, since AA was the brightest when the contrast agent fully travelled through, presenting the blood pumping
through the AA. In either case, a selected CT slice was ready for further ROI selection.

LAA Segmentation Candidate Slice Selection LAA ROI Selection

e

UNet + Group Normalization Candidate Region Cutting

AA Segmentation AA ROI Extraction

1 ¢ v’ ’ '
m . . 5:5 }'\ LAA and AA ROIs

Attenuation
UNet + VGG16 encoder ROI at the center Distribution Analysis

Fig. 3. Overview of the fully automated deep learning-based framework for LAA ROI selection and filling defects assessment. The flow diagrams
show the process from LAA and AA segmentation to candidate slice selection, LAA ROI selection, and final obtaining of the LAA/AA HU ratio.
T AA, ascending aorta; HU, Hounsfield units; LAA, left atrial appendage; ROI, region of interest.
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Fig. 4. The illustration of the proposed Candidate Region Cutting (CRC) method and Attenuation Distribution Analysis (ADA) method. (A) shows
the original CT slice with the candidate region (purple) identified by the CRC method. (B) is the result of applying the CRC method to the HU values
in the LAA region, where the candidate region (purple) was defined as the values between the upper and lower bounds based on the two fitted
components. (C)-(E) show the ROIs in the LAA (green) and AA (orange) with their corresponding-colored distributions using the ADA method. (C)
presents a LAA ROI with a mixture of trabeculae and contrast agents, where two fitted components demonstrate much wider spread than the AA ROI
distribution. (D) shows a stasis case where the means of two components are close together but further left from that of the AA ROI distribution. (E)
presents a clear ROI case, where the means of the components and that of the AA ROI distribution are all close together.

TAA, ascending aorta; CT, computer tomography; LAA, left atrial appendage; ROI, region of interest. (For interpretation of the references to color in
this figure legend, the reader is referred to the Web version of this article.)

2.8. Attenuation Distribution Analysis for automatic ROIs selection

To further select an ROI with potential filling defects, we proposed a novel method called Attenuation Distribution Analysis (ADA) to
differentiate between different types of ROIs in two scenarios. The previously described CRC method was first used to differentiate the
scenarios.

In Scenario 1, a candidate region was found by the CRC method. A 1-cm? circular kernel would scan through the region to find a
candidate ROL. In this scenario, the ROI could be an ROI with trabeculae and contrast, or an ROI with stasis. Our proposed ADA method
applied a two-component Gaussian mixture to every single ROI region as the kernel scanned through. The distribution of the corre-
sponding AA ROI was used as a reference for comparison. Fig. 4 (C) shows a LAA ROI with a mixture of trabeculae and contrast, where
two fitted components (green) demonstrate much wider spread than the AA ROI distribution (orange). The left-most component with
the lowest attenuation range is the distribution with trabeculae. Fig. 4 (D) presents a stasis case where the means of the two com-
ponents (green) are close together but are further left from that of the AA ROI distribution (orange).

In Scenario 2, no candidate region was found by the CRC method. The proposed ADA method was used to differentiate between an
ROI with trabeculae and contrast, and a clear ROI case. As Fig. 4 (E) shows all the means of the distributions are close together in a clear
case, as opposed to a trabeculae and contrast case in Fig. 4 (C).

One SD of the AA ROI distribution was experimentally set (Appendix C, Table C2) as the threshold to differentiate between the two
cases in both scenarios. If the SDs of the fitted components were not within the AA distribution SD, it belonged to the trabeculae and
contrast case. Such a case would be excluded from being a candidate RO, since a trabeculae region often has lower mean HU value that
could be confused with stasis. With this design, out method was able to effectively identify ROIs with potential filling defects and avoid
ROIs with trabeculae. If no candidate was found, a kernel of 0.5 cm? and 0.3 cm? would be used in this order until it finds a candidate or
terminates. The candidate with the lowest mean HU value was selected as the final ROI.

2.9. Statistical analysis

Continuous variables were expressed as mean + SD or median (range) for normally and non-normally distributed data,
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respectively. To assess normal distribution, the Kolmogorov-Smirnov test was performed. Continuous variables were compared using
Student t-test or paired Wilcoxon signed-rank test as appropriate. Categorical variables were compared using a chi-squared or Fisher
exact test. Dice coefficient was used to evaluate the performance of DL-based segmentation. Single rater intraclass correlation coef-
ficient (ICC) analysis was used to assess the agreement between the automatically and manually selected ROIs. Bland-Altman (B-A)
analysis, which yielded mean difference (bias) and limits of agreement (LOA) between methods as bias + 1.96 SD, was used to assess
the agreement of HU values between the automatic and manual selection.

One-way ANOVA and Kruskal-Wallis tests were used for the comparisons of LAA/AA HU ratios amongst subsets. The performance
of the filling defects assessment was analyzed by the receiver operating characteristic curve (ROC) and measured by the area under the
ROC curve (AUC). Box-and-whisker diagrams were used to compare the LAA/AA HU ratios between the filling defects and no-filling
defects groups, as well as subset groups. All statistical analysis was performed using Python programming language (www.python.org)
and the SciPy package (www.scipy.org).

3. Results
3.1. Patient characteristics

Eight patients with low quality CT images due to motion artifacts were excluded, with remaining 202 patients included in the study.
However, the CT images with artifacts caused by metal implants were not excluded. Patients were elderly (68.1 + 13.5 years of age),
female (37.6%) and had a CHA;DS»-VASc score of 3.13 + 1.96. Except Group 3, there were no significant differences in the baseline
demographics, including age, gender and underlying comorbidities between Group 1 and Group 2 (Table 1). Group 3 had the youngest
age, low CHA,DS,-VASc scores as compared to the other two groups.

3.2. Segmentation performance

The total number of annotated CT images was 19,328. The LAA volume segmentation achieved 0.931-0.945 Dice scores. Table 2
compares the performance of the LAA segmentation models on the Group 1 test set. U-Net with group normalization (GN) out-
performed the standard U-Net model and U-Net with a pretrained VGG16 encoder. Adding K random negative samples in the training
(NegSamlesK) sacrificed the performance slightly; however, it helped avoid false positives especially right before and after positive
slices (i.e., slices with LAA regions). AA segmentation was used to extract an ROI <1 cm? at the center, as a reference value; therefore, a
performance of 0.632 Dice coefficient sufficed for our purpose.

3.3. ROI selection performance

For the ICC analysis on the automatic vs. manual LAA ROI selection, our framework achieved excellent ICC = 0.929 (95% con-
fidence interval, CI: 0.91-0.95, p < 0.001) on the entire dataset, good ICC = 0.895 (95% CI: 0.85-0.93, p < 0.001) on the Group 1
subset, excellent ICC = 0.948 (95% CI: 0.90-0.97, p < 0.001) on the Group 2 subset, and excellent ICC = 0.945 (95% CI: 0.89-0.97, p
< 0.001) on the Group 3 subset. For the automatic AA ROI selection, the framework demonstrated excellent ICC = 0.967 (95% CI:
0.96-0.97, p < 0.001), ICC = 0.946 (95% CI: 0.92-0.96, p < 0.001), ICC = 0.963 (95% CI: 0.93-0.98, p < 0.001), and ICC = 0.984
(95% CI: 0.97-0.99, p < 0.001) on the entire dataset, Group 1, Group 2, and Group 3 subsets, respectively.

The results of B-A analysis on the automatic and manual selection of LAA and AA ROIs are shown in Fig. 5 (A-L). The mean biases of

Table 1
Baseline characteristics of patients.
SCAF AF-related stroke AF for ablation p-value
(n =98) (n=34) (n=70)
Age, years 75.0 £10.4 73.7 £10.3 55.8 £9.6 <0.001
Female, n (%) 42 (43) 11 (32) 23 (33) 0.322
Hypertension, n (%) 72 (72) 27 (79) 34 (49) <0.001
Diabetes mellitus, n (%) 31(32) 12 (35) 8(11) <0.005
HF, n (%) 15 (15) 15 (44) 203 <0.001
TIA/Prior stroke, n (%) 0 34 (100) 4 (6) <0.001
Vascular disease, n (%) 21 (21) 12 (35) 11 (16) 0.076
CHA,DS,-VASc (range) 35+13 57+14 1.4+1.2 <0.001
Medication, n (%)
Oral anticoagulant, n (%) 41 (42) 18 (53) 15 (21) <0.005
Anti-platelet agent, n (%) 24 (24) 13 (38) 28 (40) 0.075
Antiarrhythmic drugs, n (%) 35 (36) 15 (44) 30 (43) 0.545
Beta-blocker, n (%) 46 (47) 18 (53) 22 (31) 0.054
Calcium channel blocker 2(2) 8 (24) 9 (13) <0.001
ACEI/ARB, n (%) 49 (50) 20 (59) 22 (31) 0.012

f Data is presented as n (%) or mean (SD) unless otherwise specified. ACEI, angiotensin-converting enzyme inhibitors; AF: atrial fibrillation; ARB,
angiotensin receptor blocker; HF, heart failure; SCAF, subclinical AF; TIA, transient ischemic attack.
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Table 2

Segmentation performance.
LAA segmentation model LAAV Dice LAAM Dice
U-Net 0.6275 0.5778
U-Net + VGG16 encoder 0.6259 0.5774
U-Net + GN 0.9448 0.8675
U-Net + GN + NegSamplesK(K = 5) 0.9310 0.8607
U-Net + GN + NegSamplesK(K = 10) 0.9388 0.8571

 GN: Group Normalization; LAAV: left atrial appendage volume; LAAM: left atrial appendage myocardial mass;
NegSamplesK: using random K negative slices before and after the positive slices.

the LAA/AA HU ratios were remarkably close to zero, which were —0.021, —0.029, —0.009 and —0.015 for the entire dataset, Group 1,
Group 2, and Group 3 subsets, respectively. The 95% LOA ranges were —0.233 to 0.192, —0.253 to 0.195, —0.264 to 0.246 and —0.182
to 0.152, respectively. Further analysis revealed that there were no significant differences amongst the mean biases of subsets (p =
0.561).

In summary, the proposed DL-based framework showed stable performance across the patients with SCAF, clinical AF-related
stroke and AF for ablation, as well as three scanner models from different manufacturers.

3.4. Performance of filling defects assessment

Our framework achieved an AUC score of 0.997 (95% CI, 0.997-0.998) on the Group 1 subset, 0.924 (95% CI, 0.916-0.925) on the
Group 2 subset, and 0.979 (95% CI, 0.9792-0.981) on the entire dataset, as shown in Fig. 6 (A). Group 3 was not included in the ROC
analysis because it did not contain filling defects cases. The optimal HU ratio thresholds for filling defects assessment identified from
the ROC curve on the Group 1, Group 2, and entire dataset were 0.524, 0.561, and 0.561, respectively. These results demonstrated that
the framework performed well on all the subsets analyzed.

The box-and-whisker diagram in Fig. 6 (B) shows significant differences in the LAA/AA HU ratios suggested by our automatic
approach between the LAA filling defects group and no filling defects group (p < 0.001).

3.5. Comparing Al predicted LAA/AA HU ratios amongst groups

The mean + SD of Al predicted HU ratios for Group 1, Group 2, and Group 3 were 0.905 + 0.149, 0.813 + 0.197, and 0.957 +
0.092, respectively. The box-and-whisker diagram in Fig. 6 (C) compares the Al predicted HU ratios amongst three groups. The dif-
ferences amongst three groups (p < 0.001) and between all pairs of groups (Group 1 vs. Group 2, p = 0.005; Group 2 vs. Group 3, p <
0.001; Group 3 vs. Group 1, p = 0.012) were statistically significant.
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Fig. 5. The results of a Bland-Altman analysis. The columns are different subsets, and the rows are LAA, AA, LAA/AA HU values. The y-axis
represents the difference (automatic - manual) in HU values, and the x-axis, the mean HU values of the methods compared. Filling-defects cases are
marked red and non-filling-defects cases are marked blue. The solid line indicates mean bias, dotted line 95% LOA. The proposed framework showed
stable performance across the patients with SCAF (D-F), clinical AF-related stroke (G-I) and AF for ablation (J-L), and the entire dataset (A-C).
T AA, ascending aorta; HU, Hounsfield units; LAA, left atrial appendage; LOA, limits of agreement. . (For interpretation of the references to color in
this figure legend, the reader is referred to the Web version of this article.)
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Fig. 6. (A) The performance of filling defects assessment was analyzed based on the thresholds of LAA/AA HU ratios on the ROC curves and
measured by the area under the ROC curve (AUC). (B) and (C) are the box-and-whisker diagrams used to compare the LAA/AA HU ratios between
the filling defects and no-filling defects groups, and amongst three study subsets respectively.

t AA, ascending aorta; HU, Hounsfield units; LAA, left atrial appendage; ROC, receiver operating characteristic. *

“ indicated p < 0.001.

4. Discussion
4.1. Major findings

We presented a fully automatic Al-based framework for filling defects assessment on cardiac CT for clinical and subclinical AF
patients, based on DL segmentation networks and the proposed novel CRC and ADA ROI selection methods. Particularly, the proposed
ADA method was capable of differentiating between an ROI with contrast only, an ROI with stasis, and an ROI with a mixture of
trabeculae and contrast, which can be difficult by human eyes to differentiate. Therefore, our framework was able to accurately
identify filling defects while avoiding trabeculae with excellent AUC scores (>0.924). The proposed approach also demonstrated an
outstanding performance for LAA segmentation (Dice = 0.939), and good-to-excellent reliability for the automatic LAA ROI selection
against manual selection (ICCs >0.895). Our approach achieved close-to-zero biases and excellent 95% LOAs in B-A analyses for
automatic LAA/AA HU ratio suggestions. It may help preemptively detect the potential thromboembolic risk for AF patients in the
various clinical scenarios.

4.2. The accuracy of LAA segmentation in different DL-based approaches

For automatic LAA segmentation, Morais et al. achieved a Dice score of 0.88 for their semi-automatic 3D LAA segmentation
framework [20]; however, it relied on manual setting of the LAA centerlines. Takayashiki et al. utilized a U-Net based model for LAA
segmentation on heart CT images [21], but the reported accuracies were poor. Jin et al. proposed a DL-based segmentation model for
AF patients using a fully convolutional neural network with conditional random fields to handle spatial order in the slice sequences
[12]. Their approach achieved a Dice score of 0.947 on LAA segmentation. Our LAA segmentation networks based on U-Net with GN
achieved comparable results of 0.931-0.945 Dice scores.

4.3. The feasibility of LAA thrombotic risk prediction amongst different AI models

Ebrahimian et al. introduced a radiomics approach to differentiate between LAA thrombi and mixing artifacts on single-phase CT,
using extracted first-order, shape-based and texture encoding features, without AA HU assessment [16]. Their approach achieved a
0.94 AUC performance in thrombus vs. no thrombus predication when radiomics combined with radiologist assessment, and 0.87 AUC
in radiomics only. When distinguishing between thrombus and artifact, an AUC of 0.85 was reported in the solely radiomics model.
Our framework achieved an AUC score of 0.979 on the entire dataset based on fully automated LAA ROI selection, followed by LAA/AA
HU ratios calculation for filling defects assessment. Ferez et al. introduced a Point-Net inspired model avoiding the need to run
computational fluid dynamics (CFD) simulations to predict endothelial cell activation, potentially as an in-silico index of LAA
thrombotic risk [14]. This AI model focused on hemodynamic changes associated CFD for thrombogenesis prediction, rather than an
anatomic approach for filling defects detection. Our approach was closer to the real-world practice and provided better interpretability
in daily CT assessment.
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4.4. The clinical implications of LAA/AA HU ratios and its thrombogenic threshold in the AI models

Romero et al. reported the LAA/AA HU ratio as the most frequently used measure to quantify LAA contrast attenuation [22]. The
previous studies showed that a reduced LAA/AA HU ratio reflected circulation stasis within the LAA and correlated with decreased TEE
velocity [232425]. A markedly reduced LAA/AA HU ratio may also correlate with the clinical situation of spontaneous echo contrast
(SEC) or thrombus formation in patients with AF [8]. Multi-modality imaging techniques for the evaluation of patients with AF were
recommended by the AF guidelines from major cardiology societies [26,27]. The findings of left atrial size, LAA configuration, LAA
filling defects and LAA/AA HU ratios on cardiac CT will define management and drive treatment in patients with AF.

Al predicted LAA/AA HU ratios reflected the nature of our study groups. Clinical AF-related stroke patients (Group 2) would
typically have a worse clinical condition than SCAF patients (Group 1) and thus had the lowest mean HU ratio (p-values <0.005
compared to the other two groups). This finding echoed our previous study on LA function in stroke patients, where patients with AF-
related stroke had significantly reduced booster-pump function of LA and LAA, as compared to those with clinical AF without stroke.
Reduced booster-pump function was shown to be independently associated with the occurrence of stroke [28]. On the other hand,
patients preparing for catheter ablation of AF (Group 3) had the youngest mean age, lowest mean CHA2DS,-VASc scores, and highest
mean HU ratio as compared to the other two groups, since these AF patients for ablation were supposed to have no filling defects.

The optimal threshold for LAA/AA HU ratios from our automatic approach was 0.561, determined by the ROC analysis. This
threshold aligned with existing findings of LAA/AA HU ratios in relation to filling defects using TEE [6,7]. Patel et al. reported a
threshold of LAA/AA HU ratios >0.75 for excluding the occurrence of LAA thrombus or dense non-clearing severe SEC [7]. Kim et al.
reported an optimal cutoff of 0.25 for distinguishing between severe SEC or thrombus and lesser grades of SEC [6]. The threshold
determined by our automatic approach fell in between the upper bound [7] and lower bound [6].

4.5. Study limitations

This study had some limitations. First, motion artifacts that cast shadows on CT images could contribute to inaccurate selection of
ROIs; therefore, they were excluded in this study. Second, our approach partly relied on the correct phasing within R-R interval,
particularly when no candidate region was found by the CRC method. Therefore, incorrect ECG-gating at the time of CT scanning or
early start of P-phase and prolonged P-R phase could lead to suboptimal selection of LAA ROIs. Third, since our dataset did not have
TEE as reference standard, a few potential filling defects cases were not used as positive cases due to the difficulty in judging by the
experts. Finally, the number of cases with filling defects were limited in our dataset. Although the framework generalized well to the
Group 2 test set, more data with filling defects cases in the future may help further verify our approach.

5. Conclusion

We presented a novel Al-based, fully automated framework for filling defects assessment on cardiac CT images. The framework,
based on DL segmentation networks and the proposed CRC and ADA ROI selection methods, proved to be effective in identifying the
LAA regions and selecting ROIs for filling defects assessment, while avoiding ROIs with trabeculae, contrast, or their mixture that can
be difficult to differentiate by human eyes. This technique may help preemptively detect the potential thromboembolic risk for clinical
AF and SCAF patients.
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Appendices
Appendix A. Loss functions for training the segmentation models

Loss functions for the LAA segmentation model.
The training of the LAA segmentation model used three loss functions. Cross Entropy (CE) loss is defined in Eq. (A.1), where for a CT

slice i, Y; is the ground truth annotation, Y; is the model output segmentation, j indicates the j class in Y;, ¢ is the total number of
classes.

Lep(V Y=~ Y log 7, (A1)
j

Dice loss is defined based on the Dice similarity coefficient (DSC), which measures the similarity between two sets of data. DSC is
defined in Eq. (A.2), where A(e) is a function that returns the area, and Dice loss is defined in Eq. (A.3) accordingly.

psc(y, ¥, = 2 A%N YY) (A.2)
A(Y) +A(Y))
Lpsc(Y:, Yi)=1-DSC(Y;, ¥)) (A.3)

Additionally, we designed a loss function called False Positive (FP) loss to further penalize false positives for the negative cases. The
loss is defined in Eq. (A.4) below, where N is the set of negative slices, i.e., containing no LAA region.

R S(vy- V) ifien
Lep(Y;, Yi) = { j A.4)

0 otherwise

The final loss is the sum of the three losses: Liaa = Lcg + Lpsc + Lgp.

Loss functions for the AA segmentation model.

The training of the AA segmentation used Binary cross entropy (BCE) loss and Dice loss (Eq. (A.3)). BCE loss is defined based on the
CE loss (Eq. (A.1)) when ¢ = 2 and Yl0 =1- Y} The final loss is the sum of two losses: Laa = Lgcg + Lpsc-

Appendix B. Examples of LAA segmentation results

Examples of LAA segmentation results are listed in Figure B1, with the original CT slice in the first row, ground truth annotation in
the second row, and Al segmentation in the third row.

Appendix C. Parameter tuning for automatic LAA ROI selection

To experimentally find the optimal upper bound and lower bound for the proposed Candidate Region Cutting (CRC) method for
automatic slice selection, we ran experiments with the combinations of upper bound and lower bound thresholds, in the range of 1, 2,
and 3 standard deviations (SDs). Table C1 compares the intraclass correlation coefficient (ICC) between the mean HU values of
automatically and manually selected LAA region of interests (ROI) for different upper bound and lower bound settings. It can be seen
that the upper bound threshold has more impact on the performance and that 3SDs yields the best results. The lower bound threshold,
on the other hand, has ignorable effect on the results. Therefore, the optimal thresholds were set as 3 SDs below the mean of the
contrast distribution for the upper bound and 1 SD below the mean of the candidate distribution for the lower bound, yielding ICC =
0.89455.

To further find the optimal threshold for the proposed Attenuation Distribution Analysis (ADA) for automatic LAA ROI selection,
we experimented with thresholds in the rage of 1, 1.5, and 2 SDs. Table C2 shows that the optimal threshold is 1 SD of the ascending
aorta (AA) distribution on the same slice, yielding ICC = 0.895.

Appendix A. Supplementary data

Supplementary data related to this article can be found at https://doi.org/10.1016/j.heliyon.2023.e12945.
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