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Abstract: Identifying atherosclerotic disease is the mainstay for the correct diagnosis of the large
artery atherosclerosis ischemic stroke subtype and for choosing the right therapeutic strategy in acute
ischemic stroke. Classification into symptomatic and asymptomatic plaque and estimation of the
cardiovascular risk are essential to select patients eligible for pharmacological and/or surgical therapy
in order to prevent future cerebral ischemic events. The difficulties in a “vulnerability” definition
and the methodical issues concerning its detectability and quantification are still subjects of debate.
Non-invasive imaging studies commonly used to detect arterial plaque are computed tomographic
angiography, magnetic resonance imaging, and ultrasound. Characterization of a carotid plaque
type using the abovementioned imaging modalities represents the basis for carotid atherosclerosis
management. Classification into symptomatic and asymptomatic plaque and estimation of the
cardiovascular risk are essential to select patients eligible for pharmacological and/or surgical
therapy in order to prevent future cerebral ischemic events. In this setting, artificial intelligence
(AI) can offer suggestive solutions for tissue characterization and classification concerning carotid
artery plaque imaging by analyzing complex data and using automated algorithms to obtain a final
output. The aim of this review is to provide overall knowledge about the role of AI models applied
to non-invasive imaging studies for the detection of symptomatic and vulnerable carotid plaques.

Keywords: artificial intelligence; ischemic stroke; machine learning; deep learning; toast classification

1. Introduction

Stroke is the fifth cause of death and the first cause of disability in the United States,
with an increase in prevalence due to demographic changes. Eighty-seven percent of
strokes in the United States are ischemic.

According to the Trial of Org 10172 in Acute Stroke Treatment (TOAST) classification,
the large artery atherosclerosis (LAAS) subtype accounts for the etiology of ischemic stroke
in 30% of cases, with mortality higher than other ischemic stroke subtypes [1-3]. The
presence of large-dimension or vulnerable atherosclerotic plaques causing stenosis of more
than 50% in one of the carotids, vertebral, or cortical circle arteries may result in the
reduction of blood flow to the cerebral tissue [4,5].

Thus, atherosclerosis is considered a complex condition which can trigger ischemic
stroke [6]. Identifying atherosclerotic disease is the mainstay for the correct diagnosis of
LAAS and choosing the right therapeutic strategy in acute ischemic stroke. The timing
of diagnosis is crucial for time-related treatments, which then allow an improvement in
clinical outcomes and a reduction in disability [7-14].

Risk factors for atherosclerosis include hypertension, hyperlipidemia, diabetes, obesity,
smoking, and a sedentary lifestyle [15,16].
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Non-invasive imaging studies commonly used to detect arterial plaque are computed
tomographic angiography (CTA), magnetic resonance imaging (MRI), and ultrasound (US).

Characterization of carotid plaque type with the abovementioned imaging modalities
represents the basis for carotid atherosclerosis management. Classification into symp-
tomatic and asymptomatic plaque and estimation of the cardiovascular risk are essential
to select patients eligible for pharmacological and/or surgical therapy in order to prevent
future cerebral ischemic events.

In this setting, artificial intelligence (AI) can offer suggestive solutions for tissue
characterization and classification regarding carotid artery plaque imaging by analyzing
complex data and using automated algorithms to obtain a final output [17]. This review
analyzed the application of Al for the diagnosis of symptomatic carotid plaque, articulating
the discussion per imaging modality, starting from research on ultrasound to MRI (see
Figure 1). Finally, future perspectives on Al applications in carotid plaque diagnosis are
briefly discussed in a separate section.
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Figure 1. A step-wise approach to atherosclerotic plaque identification and characterization. Diag-
nosis and characterization of atherosclerotic plaque requires the employment of diagnostic image
techniques. Among these, a first-line approach is represented by Doppler ultrasound, following CT
and MRI scans. Recently, other techniques have been proposed to improve diagnosis and, mainly,
identification of plaque features which could be predictive of its vulnerability and hence patient
outcome. These techniques investigate plaque’s molecular composition and are focused on detecting
its inflammatory elements and targeting antigen overexpression, thus amplifying diagnostic potential
at our disposal. US, ultrasonography; CT, computed tomography; MRI, magnetic resonance imaging;
PET, positron emission tomography; SPECT, single photon emission computed tomography; CEUS.

The aim of this review is to provide the most effective state-of-the-art Al models used
to improve the detection and diagnosis of symptomatic carotid plaque.

2. Overview of Artificial Intelligence

Al refers to the branch of computer science that studies the simulation of human
intelligence in machines to obtain results, such as the extraction of information content



Appl. Sci. 2023,13,4321

3 0f27

and production of new knowledge from datasets of great size and complexity. It involves
the development of algorithms that can perform tasks that would typically require human
intelligence, such as decision-making, problem-solving, and learning. Al can be divided
into several subfields, including machine learning (ML), deep learning (DL), and computer
vision. Some recent successes in the field of Al belong to the field of machine learning (ML),
the sector that focuses on the development of algorithms that can learn from data and make
predictions or decisions based on that data. It involves training models on large datasets
to identify patterns and make predictions or decisions about new data. ML algorithms
can be supervised, unsupervised, or semi-supervised, depending on the type of data used
for training [18-20]. Supervised machine learning is a technique that involves training
an algorithm on labeled data, where each data point is associated with a target output.
The algorithm learns to map input features to the correct target output by minimizing
the difference between its predicted output and the true output. The main algorithms
used in supervised learning are linear regression models, tree-based and nearest-neighbor
algorithms, support vector machines (SVMs), and deep neural networks. Unsupervised
machine learning, on the other hand, involves training an algorithm on unlabeled data
where there is no predefined target output. The algorithm learns to identify patterns or
structures in the data by clustering similar data points or reducing the dimensionality
of the data. Unsupervised learning can be used for tasks such as anomaly detection,
customer segmentation, and recommendation systems. Finally, learning with reinforcement
develops an artificial agent that must achieve a goal and, based on the contribution of
the environment and the outcome of its actions, learns the best strategy to achieve the
same goal. In the “traditional” approaches of machine learning, variables are derived
either directly from clinical data or through measurements made by the operators. Thanks
to the use of new artificial neural network architectures (ANNSs), it is now possible to
simplify the data extrapolation step. In this process, input variables are transformed,
combined, and simultaneously classified. DL is a branch of ML that has evolved to analyze
data, taking advantage of the layered structure of ANNSs designed for specific tasks and
to solve complex problems [21]. The main architectures used to analyze data provided
in DL are convolutional neural networks (CNNs), recurrent neural networks (RNNs),
and their subtypes, gated recurrent units (GRUs) and long-term memory networks [22].
The architecture of an ANN is formed by a series of inputs, hidden and output neurons,
arranged on various levels, interconnected both within a layer and between layers. If the
machine reaches the goal, the connection between those neurons is enhanced, otherwise,
it weakens. Through this mechanism, the algorithm is automatically refined until a high
degree of accuracy is reached. CNNs are a type of deep learning model that is particularly
well-suited for image recognition tasks. CNNs are designed to process images by applying
convolutional filters to the image pixels, which allows them to identify spatial patterns
and features in the image. The layers composing the CNN framework can be divided into
four types: a convolutional layer acting as a filter; a pooling layer sampling characteristics;
a fully connected layer serving classification labels; and a non-linearity layer with an
activation function. These types of models used in DL require a very large amount of data
and can store an extremely large number of relationships between variables. The model is
able to perform “intelligent” actions, but the user is not able to understand the operation
of the system itself. Due to this, the behavior of an Al system is seen as a “black box”.
Activation maps and heatmaps are methods that attempt to address the problem of the
“black box” but still require human intervention [23,24].

3. Symptomatic and Asymptomatic Carotid Plaques: From Pathophysiology to
Diagnostic Issues

Atherosclerosis has classically been defined as an immune-inflammatory disease
based on the implication of the innate and adaptive immune system and inflammatory
cytokines in causing vascular damage, which constitutes the foundation of atherogenesis
and plaque formation and perpetuation.
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Several cytokines have been recognized as critical triggers in the development of
atherogenesis. Among these, IL-1 has an essential role in the beginning and progression
of atherosclerotic plaque, also representing a marker of risk for atherosclerotic disease
severity [25]. In this concern, anti-IL-1 drugs have been proposed as a therapeutic strategy
for the treatment of atherosclerotic disease [26,27]. Other cytokines taking part in the
atherogenic processes are IL-18, TNF, and INF-y [28,29].

With regard to the role of the innate immune system, monocytes are the main cells in-
volved in atherosclerosis development. After migration from peripheral blood to the intima
and media layers of the vascular wall, monocytes turn into resident macrophages which are
able to secrete proinflammatory cytokines (such as IL-1) responsible for the perpetuation
of the local inflammation. The role of monocytes is supported by several studies that
have found a correlation between peripheral monocytosis and the risk of atherosclerosis
as well as the finding of increased levels of these cells within atherosclerotic plaques [30].
Dendritic cells and neutrophils are also involved in the pathogenesis of atherosclerotic
disease, inducing vascular damage through the accumulation of lipid products into the
“foam cells” and the production of reactive oxygen products and neutrophil extracellular
traps recruiting monocytes from peripheral blood [31-33].

The adaptative immune system participates in the formation of plaque with different
roles on the basis of the different cell subtypes. In fact, T-helper 1 cells have a proinflamma-
tory profile promoting atherogenesis [34], while the contribution of T-helper 2 and T-helper
7 is still not well understood [35].

Atherosclerotic plaques show a high accumulation of CDS8-T cells, suggesting the
possible role of these cells in atherosclerotic disease due to the secretion of proinflammatory
cytokines [36]. The role of B cells is still unclear, even though a proatherogenic role has
been suggested, given their ability to suppress T cells in lymphoid organs [37].

Moreover, other elements extraneous to the plaque itself are involved in its evolution.
Atherosclerotic lesion disruption, in fact, causes the exposition of thrombogenic material to
the bloodstream, and this represents the zero point of plaque’s progression. In particular,
the tissue factor (TF) is considered the primary trigger of the activation of the coagulation
cascade in atherosclerotic plaque progression, as also demonstrated by the finding of
elevated TF levels in patients with PAD, mainly in early atherosclerotic lesions, suggesting
a strong early procoagulant milieu [38,39].

As confirmation of the interaction between inflammation and coagulation in the
pathogenesis of atherosclerosis, high expression of thrombin, factor X, TF (tissue factor),
and FXII in atherosclerotic plaques and intima—media thickening has been reported in
several studies, suggesting the critical role of coagulation not only in the progression but
also in the early development of atherogenesis [40,41].

Furthermore, clotting factors (in particular TF, factor Xa, and thrombin) induce inflam-
mation through the activation of PAR (protease-activated receptor) pathways, leading to
the proliferation of smooth muscle cells, the adhesion of leukocytes on the vessel wall, the
activation of proinflammatory signals (NfKb pathway and production of cyclo-oxygenase),
and platelet aggregation on the vascular surface [42—-44].

The progression of the atherosclerotic plaques leading to volume increase and vul-
nerability depends on the cell subtypes infiltrating the arterial wall [45]. Monocytes and
macrophages in the atherosclerotic plaques are responsible for core necrosis and local
thrombosis due to the production of matrix-degrading proteases and the release of tissue
factors and lipids [46]. The adaptative immune system is also involved in the development
of atherosclerosis, with a proatherogenic role of T-helper and B cells as opposed to the
anti-atherogenic role of regulatory T cells [35,47].

Given the role of immune cells in the progression of atherosclerosis, new models
based on Al have been proposed in order to predict the risk of acute ischemic stroke on
the basis of the recognition of the cellular composition of the atherosclerotic lesion using
histopathological samples obtained from patients who underwent endarterectomy. In this
concern, Wang et al. [48] proposed a machine learning method (called CIBERSORT) com-
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bined with LASSO regression for differentiating cellular infiltration in stable and unstable
plaques. They found a significantly higher expression of M0, M1, and M2 macrophages in
the unstable lesions than in the stable lesions where T cells were predominant.

Atherosclerotic plaques are the main cause of acute cardiovascular and cerebrovas-
cular events [49]. They have different characteristics reflecting the affected district and
composition that influence plaque’s susceptibility to rupture or erosion. Apart from coro-
nary lesions, peripheral artery disease plaques present a prevalent composition of collagen,
smooth cells, and calcifications, which provide the plaque with higher stability [49,50].

The modified American Heart Association (AHA) classification [49] categorizes, in a
practical way, atherosclerotic plaques with the aim of highlighting their image appearance
and recognizes (i) adaptive intimal thickening (AIT), (ii) pathological intimal thickening
(PIT), (iii) fibroatheroma (FA), and (iv) fibrocalcific plaque (FC).

Although for many years, the size of the plaque and the degree of luminal vessel nar-
rowing have been considered pivotal in ischemic cardiovascular disease pathogenesis [51],
nowadays, the importance of plaque qualitative properties, together with its thickness and
dimensions, is recognized.

Several determinants can be used to describe plaque characteristics: (i) symptomatic
or asymptomatic; (ii) the degree of the stenosis; and (iii) vulnerability.

According to the European Stroke Organisation guideline on endarterectomy and
stenting for carotid artery stenosis [52], carotid stenosis is defined as symptomatic if it has
caused ischemic cerebrovascular events in the ipsilateral eye (transient monocular blindness
or retinal infarction) or cerebral hemisphere (transient ischemic attack (TIA) or stroke) in
the preceding six months and asymptomatic if it is not associated with any ocular or cerebral
ischemic events in the ipsilateral carotid territory within the preceding six months. The
term “symptomatic” is then related to the presence of clinically overt manifestations of
vessel alterations.

Stenosis and Vulnerability

Carotid artery stenosis (CAS) is usually associated with plaque progression and
accounts for 10-20% of ischemic strokes due to atherothrombotic diseases. Moreover, the
risk of the first ischemic stroke, as well as the risk of its recurrence, is proportional to the
degree of stenosis [53,54].

Several non-invasive imaging techniques are used to stratify the risk of atherosclerotic
plaques and assess the narrowing of the lumen diameter: magnetic resonance imaging
(MRI), computed tomography (CT), positron emission tomography (PET), single photon
emission computed tomography (SPECT), and ultrasound imaging (US) [55].

These techniques can help the physician stratify the stenosis into three categories:
(i) mild (<50%), (ii) moderate (50-69%), and (iii) severe (70-99%).

However, although the degree of stenosis has historically been considered a key
element in atherosclerotic cardiovascular disease risk determination and establishing the
need for surgical treatment in both symptomatic and asymptomatic carotid stenosis, it
is not sufficient per se for stratifying the risk of a future stroke, as observed in both the
NASCET [56] and ECST [57] trials. In fact, authors observed that more than 40% of strokes
during follow-up occurred in patients with CAS < 50%, and more than 80% of patients
with CAS > 50% did not suffer a stroke event during the five years of follow-up.

Hyafil et al. [58] reported that more than 20% of carotid arteries with mild stenosis
(<50% stenosis) and about 8-9% of carotid arteries with normal lumen size are found to
have features of vulnerability.

Additionally, the American Society of Neuroradiology and the European Society of
Cardiology (ESC) propose the risk of carotid-vulnerable plaque rupture should also be
attributed to plaque compositions rather than only to plaque size [59,60].

However, the difficulties in the “vulnerability” definition and the methodical issues
regarding its detectability and quantification are still subjects of debate.
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The term vulnerability is used to refer to plaques that are susceptible to complications
and can, thus, be prone to the occurrence of thrombotic phenomena or rapid progres-
sion [61].

Additionally, it has been proposed to indirectly identify vulnerability through the
evidence of some elements, such as intraplaque hemorrhages, lipid-reach necrotic cores,
and microembolization in cerebral arteries, resorting to second-level diagnostic tests, such
as MRI sequences using standardized protocols and transcranial Doppler [62-65].

MRI has the value of providing detailed morphological information about the artery
wall, luminal area, and plaque composition, although it has the disadvantage of having a
long scan time and is not suitable for every patient (such as patients with metal devices).

One of the best-validated techniques to identify plaque with a risk of embolization is
transcranial Doppler. A prospective single-center study of 319 patients showed that the
absence of transcranial microemboli detection in asymptomatic stenosis identifies low-risk
patients that will not benefit from endarterectomy or stenting [66]. Another prospective
multi-center international study conducted on 467 patients demonstrated that the detection
of asymptomatic embolization on transcranial Doppler can be used to identify high-risk
patients with asymptomatic carotid stenosis [67].

Routine computed tomography angiography (CTA) can provide a qualitative, semi-
quantitative, and quantitative evaluation of the vulnerability of atherosclerotic plaque and
has been used for the characterization of carotid artery tissue.

On the other hand, daily routine quantification of vascular diseases in carotid vessels
is currently restricted to manually measured criteria, such as those described by NASCET
and ECTS [68]; CTA showed very good results in detecting ulcerations [69,70], identi-
fying rupture of the fibrous cap [71], the evaluation of inflammation, and the extent of
neovascularization, with the degree of postcontrast plaque enhancement [72].

Indeed, the interpretation of CTA findings regarding the degree of carotid stenosis
and its characteristics has not been standardized yet, and the technique is subject to many
limitations, including the use of radiation, contrast medium, and motion artifacts [73].

An easily performable and available technique is ultrasound (US) which is also time-
efficient and has better patient tolerability [74].

In recent years, several vascular ultrasound methods have been investigated to charac-
terize vulnerable plaque, such as elastography and contrast-enhanced ultrasound (CEUS).

Elastography assesses carotid plaques’ mechanical properties by measuring their
deformation (called strain), in particular considering the measure of plaque deployment
caused by blood pressure oscillations. In fact, unstable plaques are characterized by
displacement patterns in relation to their composition, so vulnerable plaques (in which
we can see elements such as intraplaque hemorrhage) are characterized by considerable
deformation [75-77].

CEUS of the carotid artery is applied through the injection of echogenic gas-filled
microbubbles into the circulation using available agents. The study of the movement
of microbubbles is performed in the lumen (bloodstream), the vasa vasorum, and the
intraplaque microvessels, whose presence derives from the processes of angiogenesis
taking place inside the vulnerable plaque in response to hypoxia secondary to plaque
thickness and high metabolic demand [78,79].

The application of Alin the study of atherosclerotic disease aims to build an integrative
model by integrating clinical, laboratory, and instrumental features for patient cardio- and
cerebrovascular risk stratification (Figure 2).
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Figure 2. Artificial intelligence and imaging techniques for symptomatic plaque detection. Atheroscle-
rotic plaque’s evolution is expressed by two major terms “stenosis” and “vulnerability”. These two
possible scenarios can be detected thanks to several diagnostic imaging tools. Images can be acquired
and elaborated by deep learning patterns, which could make image interpretation faster and more
accurate, overcoming some human bias.

4. Artificial Intelligence in Ultrasound in Symptomatic Carotid Plaque

As proposed in the SCOT-HEART and PROMISE 11 trials [80,81], the vulnerability of
plaque more than its size is responsible for acute vascular events: the rupture of the plaque
causes distal embolization or intralesional thrombosis, resulting in the reduction of blood
flow [82,83].

The vulnerability of plaque depends on morphological and hemodynamic character-
istics: hemodynamic factors, such as blood flow volume and velocity, wall shear stress,
energy loss, and pressure gradient acting on the plaque surface are the main determinants
of the progression of atherosclerotic lesions [84]. Due to the reduction in the vascular lumen
and the increased blood flow velocity, high wall shear stress is the primary burden for
endothelial cell damage leading to plaque rupture. Ultrasound study is the most widely
used technology for the non-invasive examination of carotid disease, allowing the assess-
ment of the morphologic plaque characteristics and the evaluation of the alteration of the
hemodynamic factors through the modification of the wave velocity profile on the power
Doppler.

Carotid Doppler ultrasound may stratify the carotid plaque vulnerability based on
the echogenicity and surface profile of lesions. However, this technique depends on the
operator’s ability and experience and cannot identify the internal compounds, reducing
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the accuracy in establishing the vulnerability. Ultrasound instability characteristics are
hypoechogenicity, an irregular surface, an incomplete fibrous cap, or a plaque blood flow
signal suggestive of ulceration [85].

Conventionally, ML and DL strategies may be used to evaluate atherosclerotic carotid
disease. Artificial intelligence consists of extracting, analyzing, and interpreting imaging
features by developing complex algorithms producing predictive results [86,87]. This
technology is termed “radiomics”.

The application of Al in carotid disease provides automated segmentation methods
to ameliorate the work of physicians. Segmentation methods can be based on traditional
image processing, requiring more accuracy and expert evaluation. Deep learning-based seg-
mentation methods have been designed to increase diagnostic accuracy in recent decades.
However, imaging omics are primarily created from CT and MRI scans, while only a few
studies have evaluated the application of Al using vascular ultrasound assessment.

4.1. Al Based on Ultrasound Images for Automatic Carotid Segmentation

Promising results have been reached in applying a CNN in a U-shaped structure
(U-Net) for automatic segmentation. This model uses contracting or encoding layers
followed by up-sampling or decoding layers and skip connections to increase the resolution
of the output. U-Net has been used in one study by Zhou et al. to identify carotid
stenosis in more than 60% using 3D ultrasound datasets, obtaining a high accuracy (Dice
coefficient 0.9). However, the study was not accurate enough, considering the fewer subjects
selected (13) [88].

Dilated convolution networks represent another CNN architecture with the advantage
of no need for down- and up-sampling. A combination of U-Net and dilated convolution
networks offers the best carotid segmentation method [89,90]. The application of dilated
U-Net [91] has shown to be better in under-performing conditions and the case of complex
plaques with a Dice coefficient of 0.88, compared to the value of 0.77 for U-Net alone, while
no differences were reported in the better-performing situations. The low value of the Dice
coefficient compared with the study reported by Zhou et al. could derive from the different
methodologies used to detect US images. In fact, Zhou et al. used a 3D model that is more
accurate than the 2D datasets generated from research data in the latter study. Moreover,
the model could perform carotid segmentation in healthy people without arterial plaques,
as confirmed by other studies [92-94].

Despite the better performance of dilated U-Net, this model presents some limitations,
such as the need to resort to a sonographer input via a bounding box on the plaque to
achieve an acceptable segmentation performance (semi-automated segmentation) and the
reduction of the accuracy in the case of the presence of acoustic shadowing. Therefore,
new CNN models have been proposed to pose the bounding box correctly before the
segmentation to reduce errors [95,96].

These data were confirmed in more recent studies using layered deep learning U-Net
architecture for carotid wall segmentation using images from US studies. Jain et al. con-
ducted one study on two different demographic groups of patients (a Japanese cohort and a
Hong Kong cohort) with atherosclerotic carotid disease. The study showed good accuracy,
dice similarity, and correlation coefficient (>90, >75, and >0.80%, respectively) in detecting
and classifying carotid plaques. However, including the noisy Hong Kong database in the
system and the high-intensity zone of the media region of the plaques did not allow for
performing the best partial volume in the region of interest [97].

4.2. Application of Al for Vulnerability Plaque Assessment

In another study, the application of deep learning models (in particular CNN-based
models and U-Net) using 2D ultrasound imaging was a suitable methodology for the
automated classification of plaques into vulnerable and stable lesions [15].

Furthermore, Zhang et al. [75] conducted a study to propose a new model based
on ultrasound images in combination with a LASSO algorithm to assess the stability of
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atherosclerotic plaques using ultrasound images. The study population comprised 150 pa-
tients with acute ischemic stroke or transient ischemic attack in whom carotid plaques were
detected using ultrasound and high-resolution magnetic resonance examination. The model
was created based on four conventional ultrasound carotid features: surface morphology,
expression of the fibrotic cap, echogenicity, and ulceration, identifying 83 vulnerable and
stable plaques, with an accuracy, sensitivity, and specificity of 79.05, 85.94, and 68.29%,
respectively. In addition, the logistic regression model was used to create a conventional
ultrasound-texture feature combined model for the automated identification of stable and
unstable plaques: the combined model had a high accuracy, sensitivity, and specificity
(84.76, 77.94, and 97.30%) and was based on eight statistically significant features extracted
from the ultrasound images of carotid plaques. Unfortunately, the study presents some
limitations, such as selection bias derived from the bidirectional cohort study; bias derived
from the manual measurement of the plaques; the relatively small size sample; and the lack
of histopathological confirmation [98].

Moreover, an optimized system (DCNN11A5) [99] using the mean of the feature
strength (MFS) has been proposed for computed plaque characterization, distinguishing
symptomatic and asymptomatic plaque based on echogenic characteristics and surface
regularity. This model was proposed in a study by Skandha et al. conducted on a population
cohort of 346 patients (196 patients with symptomatic plaque and 150 with asymptomatic
plaque) whose images from internal carotid arteries were obtained by an echocolor Doppler
study. 36 Diffusion convolutional neural network (DCNN) combinations were analyzed
to find the best DCNN model under augmentation, showing that 3D optimization (called
DCNN11ADb5) resulted in the best-performing model. This model was able to distinguish
symptomatic and asymptomatic plaques based on the MFS, finding higher values in the
first than the latter condition with an accuracy of 95.66% (AUC 0.956, p < 0.0001). The
DCNN11A5 model appeared to be more accurate than other ML methods, providing an
improvement of 7.01% (p < 0.0001) in the identification of plaque vulnerability. In the same
study, bispectrum strength computation was used by applying the Radon transform to all
the US images collected for the calculation of the B value in the two groups of patients;
in particular, B values in symptomatic plaques were 5.4% higher than in asymptomatic
plaques.

In conclusion, the study proposed two new automated models which are able to
provide an additional useful tool to support the need for invasive therapeutic strategies
(endarterectomy or stenting) on the basis of plaque characteristics linked to vulnerability
risk. The small size of the cohort and the limited availability of the supercomputer during
the study affected the strength of the results of the study.

Given the role of hemodynamic factors on the stability and the progression of plaques,
a combined computational 3D geometry technology based on carotid artery ultrasound
data collected in hospital practice was created to identify complex flow features in the
case of critical carotid stenosis [99]. In one study performed on a population cohort of
346 patients (196 patients with symptomatic plaque and 150 with asymptomatic plaque)
whose images from internal carotid were obtained by Doppler study, the MFS values in
symptomatic plaque were higher than in asymptomatic plaques. In the same study, the
application of bispectrum strength computation confirmed that symptomatic plaques were
more hypoechoic and patchier than asymptomatic ones. This model showed an accuracy
of 95.66% and can help to guide surgeons’ decisions to better therapeutic strategy [99].

In another study by Sousa et al. [100], a structured hexahedral mesh using grid
generation commercial software FEMAP (Siemens PLM software) was constructed to
automatically evaluate three hemodynamic descriptors: the time-averaged wall shear stress,
the oscillating shear index, and the relative residence time. The population study was set
up of one patient with carotid stenosis >50% and one healthy control; both underwent an
echocolor study to outline the vessel wall and the plaque profile and a Doppler analysis
to evaluate the values of flow velocity during different phases of the cardiac cycle in the
enlarged bulb and distal zone. In particular, high velocities (peak systolic velocity and
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medium diastolic velocity) were detected throughout the whole area around the bulb and
bifurcation in patient P1 compared with patient P2. Furthermore, higher wall shear stress
values were found in the proximal tract of ICA in P1 (30-42 kPa), while lower values
(22 kPa) were detected in P2 in correspondence with ECA, suggesting prevalent turbulence
in the case of stenosis.

In conclusion, the automated computational fluid dynamics model was able to detect
a high wall shear stress associated with carotid stenosis, particularly during the systolic
phase, compared with the non-stenosis case.

In the first patient, automated computational fluid dynamics analysis detected a high
wall shear stress, particularly during the systolic phase, compared with the non-stenosis
case. Moreover, the method was able to identify deficiencies in Doppler velocimetry in
the case of high-grade stenosis responsible for aliasing or in the case of irregular calcified
plaques where artifacts hide the true lumen of the carotid artery. The limitations of the
study were the rigid walls linked to the age of the patients; the possibility of errors in the
estimation of flow blood patterns due to the straight flow extensions; and variability in the
carotid geometry.

Intraplaque neovascularization (IPN) is another risk determinant for plaque vul-
nerability predisposing to lesion rupture [101,102]. IPN can be detected with contrast-
enhanced ultrasound (CEUS) appearing as small contrast spots moving into and outside
the atherosclerotic plaque. The intravascular localization, the small sizes of the plaques,
and the presence of artifacts make IPN diagnosis difficult. For this reason, the development
of methods using Al for the detection of IPN has been proposed.

Akkus et al. [103] proposed an ML software (CINQS) able to identify IPN using
45 CEUS images of carotid plaques from 29 patients. The model was able to identify
the two best parameters (time-integrated IPN surface area and statistical segmentation-
based IPN surface area) for the diagnosis of IPN, showing a high accuracy (AUC > 0.9)
in the identification of vulnerable plaques. The limitations of the study were the use of
consensus visual IPN scoring, the small size of the cohort, and the lack of histopathological
confirmation.

Another factor associated with the vulnerability of atherosclerotic lesions is plaque
carotid motion. In fact, during the cardiac cycle, carotid atherosclerotic plaques exhibit
a multi-directional motion due to arterial displacement. Carotid motion is associated
with plaque vulnerability: in particular, longitudinal displacement is responsible for a
higher risk of plaque rupture than horizontal motion [104]. Different motion patterns
have been described [77,105], and asynchronism between plaque and adjacent carotid
walls has been linked to an increased risk of cerebrovascular events [106]. Carotid motion
can be detected by radiofrequency ultrasound and B-mode with the same accuracy and
reproducibility [107].

The first application of Al in the automated recognition of plaque motion as a marker of
vulnerability was proposed in one study conducted by Goremati et al. B-mode ultrasound
images were obtained from a cohort of 77 patients with atherosclerotic carotid disease,
18 of which were symptomatic patients with carotid stenosis of 66% £ 29%, 57 were
asymptomatic with degrees of stenosis 73% = 22%, while in 2 patients, the symptomaticity
and degree of stenosis were unknown. In this study, an automated machine learning
random forest (RF) algorithm was used to recognize different plaque motion patterns
(evaluating the displacements inside the plaque and between the plaque and wall) and
relate them to vulnerability on the basis of US echogenicity, the degree of stenosis, and
symptomaticity of the plaque.

The study showed that plaque asynchronism was related to symptomaticity, echogenic-
ity, and high-grade stenosis of plaque, proposing an accurate automated method (AUC
of 0.81, 0.79, 0.89, and 0.90 for the association of plaque motion with echogenicity, symp-
tomaticity, stenosis degree, and plaque risk, respectively) to detect vulnerable plaques for
assessing stroke risk. The study was limited by the moderate size of the cohort and the
heterogeneity of the dataset.
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4.3. Al Based on US Images for Estimation of CVD Risk

Interestingly, deep networks have recently been applied to create automated models
for the study of vascular morphology, starting from images derived from the segmentation
of the media—adventitia boundary and lumen-intima boundary interface in transverse and
longitudinal sections. The combination of these US images and a single-layer perceptron
network preceded by an autoencoder was proposed by Menchon-Lara to estimate the
intima—media thickness in an automated way [93].

Deep CNN s found application in the plaque-burden estimation of the media—adventitia
boundary and lumen-intima boundary by an extensive dataset constituted of symptomatic
and asymptomatic transverse carotid ultrasound images. In one study performed on a
population of 15 people with different grades of carotid stenosis (between 0 and 60%), the
application of a deep CNN model to examine small features from a small portion of the
whole US image through the convolutional layers was used to create a fully automated
approach with a good performance in the automatic measurement of the media—adventitia
boundary and lumen-intima boundary (94 and 91%) [108].

AtheroEdge™ software, a fully convolutional network-based system developed ac-
cording to the evaluation of the vascular contour in US images, has proven to be accurate
in estimating the plaque area by tracing the distance between the lumen-intima and media—
adventitia borders [109].

The sonographic study of the carotid wall is part of the assessment of cardiovascular
risk. In fact, the intima—-media thickening (IMT) and area of the plaque are associated
with a higher cardiovascular and stroke risk. However, most of the models for risk assess-
ment using Al have been created based on the analysis of conventional cardiovascular
risk factors. Though the major application of Al based on US carotid images has been
used in a diagnostic role, ML algorithms combining imaging phenotypes with or without
clinical features have been proposed for the estimation of prognosis in patients with high
cardiovascular risk [110].

Johri et al. [111] proposed two machine learning models (AtheroEdge-MCDL4y:
AE3.0p, and AtheroPoint™) correlating the carotid plaque characteristics on ultrasound
study (IMT, area of plaque, maximum plaque height, and neovascularization evaluated
after contrast microbubbles injection) and cardiovascular risk in 459 patients. The study
demonstrated a higher performance of the ML algorithm in predicting cardio- and cere-
brovascular events than conventional approaches based on clinical features. The study was
limited due to the small size of the cohort, the higher baseline cardiovascular risk of the
population study, and the lack of evaluation of the lipidic profile.

In conclusion, a combination of Al using DL model-based carotid ultrasound imaging
frameworks and conventional risk factors may increase the accuracy in predicting cardio-
vascular disease compared with conventional risk calculators. Moreover, more studies
validated on the use of contemporary databases are required to increase the reliability and
robustness of the applicability of Al in the assessment of cardiovascular risk.

The application of artificial intelligence using US images offers a new strategy for
the rapid and objective diagnosis of carotid atherosclerosis. Some limitations vitiate this
new method: the performance of deep learning could be affected by the presence of noise
or redundant information; the studies have been carried out on a small-moderate-sized
cohort; the US images were obtained from static scans, while motion imagery has usually
not been used for attempting to study intima-media thickening /atherosclerotic plaques;
and semi-automated methods still require the participation of physicians.

5. Tomographic Detection of Carotid Plaque and Atrtificial Intelligence

The use of CT scans for carotid plaque detection included several different methods.
The choice of method generally depends on the resources available and the specific needs of
the clinician. Manual segmentation is the most widely used method for carotid plaque [112].
It involves a radiologist or a trained technician manually outlining the plaque in each slice
of the CT scan. While this method is considered the gold standard, it is time-consuming
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and can be prone to inter-observer variability. Semi-automatic segmentation involves
software to automatically segment the carotid plaque and then having a radiologist or a
technician verify and correct the results. This method is faster than manual segmentation
and is less prone to inter-observer variability but is still time-consuming and can be affected
by the quality of the CT scan [113]. Deep learning-based segmentation involves using Al
algorithms to automatically segment the carotid plaque in CT scans. This method has
shown promising results in recent studies and is becoming increasingly popular. It is
faster and more accurate than manual and semi-automatic segmentation methods, but
unfortunately, it requires a large dataset for training and can be also affected by the quality
of the CT scan [114]. Finally, hybrid methods involve combining multiple methods to
achieve the best results. For example, a semi-automatic segmentation method can be used
to obtain the initial results, and subsequently, a deep learning-based segmentation can
be applied to correct and improve the results. This method allows the best results to be
achieved by combining the strengths of multiple methods [115].

The incorporation of Al algorithms in vascular imaging is an evolving area that has
the potential to have a significant influence on clinical practice, helping the applicability,
accuracy, and safety of tomographic acquisitions.

Multiple Al algorithms have been proposed to address a wide range of CTA pre-
procedural problems [116,117], including noise reduction [117], contrast dose and radiation
reduction [118,119], and image quality control [120].

It should be underlined that the vast majority of research taking advantage of Al to
detect and classify atherosclerotic plaques, including their composition, was conducted on
coronary atherosclerotic plaque with the purpose of developing a non-invasive coronary
computed tomographic angiography, with encouraging results [121].

5.1. Al and CTA for Symptomatic Plaque

In a recent study, Buckler et al. [122] used a DL model for subtyping an atherosclerotic
plaque stability phenotype on carotid CTA in comparison with histologic specimens from
carotid endarterectomy. A CNN was trained to identify plaque as minimal, stable, or
unstable. After training, the algorithm was validated in an unseen dataset, showing strong
agreement with pathologist classification and high accuracy for each plaque phenotype
recognition.

Vascular imaging plays an important role in the management of carotid artery stenosis.
For example, CTA is frequently performed to confirm the diagnosis and identify the correct
surgical treatment and follow-up. Several studies showed that plaque classification that
includes qualitative characteristics beyond luminal stenosis could predict future cerebral
ischemic events with great accuracy [123].

In this regard, radiomic characteristics were extracted from carotid CT scans in a study
of patients with recent ischemic stroke to investigate their accuracy and ability to identify
high-risk culprit carotid arteries from non-culprit carotid arteries. The authors combined
ElasticNet logistic regression for the identification of culprit lesions using a model with
93 radiomic-derived variables with great accuracy to simulate inter-observer variability for
region-of-interest demarcation, and they obtained an AUC of 0.73 [124].

Moreover, Kigka et al. developed a machine learning model to identify high-risk
carotid plaques by mixing non-imaging-based characteristics and non-invasive imaging-
based characteristics. An accuracy of 0.76 was achieved thanks to the relief feature selection
technique and the support vector machine classification scheme [125].

In another study, the same authors [126] proposed a machine learning model for the
diagnosis and detection of asymptomatic carotid artery stenosis, training the model with
frequent demographics, clinical data, risk factors, and pharmacological data. The final
model was able to classify the patients into high-risk (Class 1-CAS group) and low-risk
(Class 0-non CAS group) individuals. The authors obtained good accuracy (0.82) and area
under the curve (0.9) using the relief feature selection technique and the random forest
classification scheme. Concerning carotid symptomatic plaques, a recent study assessed the
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good accuracy of AUTOStroke Solution large vessel occlusion (LVO) detection application in
acute ischemic stroke patients [127]. Additionally, the authors compared the algorithm’s
accuracy with clinical experts in identifying anterior circulation occlusions. Unfortunately,
a strong limitation was that no posterior circulation or medium vessel occlusion patients
were considered in the study as the deep learning algorithm was extremely dependent on
the training data utilized.

In a retrospective analysis [128] conducted on 610 CTAs, the performance of an Al-
based algorithm for LVO detection in acute ischemic stroke was assessed. The Viz-LVO
model identified occlusions of the internal carotid artery terminus and middle cerebral
artery with high sensitivity (87.6%) and specificity (88.5%) and an accuracy of 87.9% (AUC
0.88, 95% CI: 0.85-0.92, p < 0.001). Interestingly, the mean run time of the algorithm was
less than 3 min, enabling quick decision-making for reperfusion treatments.

5.2. Artificial Intelligence for Overcoming Technical Issues

Tatsugami et al. developed a CT image restoration software, MatConvNet software
(ver. 1.0) based on deep learning technique incorporating a noise and artifact reduction
filter using a deep convolutional neural network able to obtain the reduction of the image
noise by 20% in coronary CTA [129].

Even better results were obtained by Benz et al., who evaluated a DL reconstruction
model that showed an upgrade in image quality by 62% [130].

Interestingly, a recent study used CNNs to automatically detect and localize carotid
plaques in cone beam computed tomography [131]. The authors used a U-Net neural
network architecture to implement a neural network able to segment the image and detect
calcification instances.

Visualization of the vascular system on a routine CT scan is difficult as vessels have
similar radiodensities to adjacent soft tissues. Considering the contraindications and related
risks, one of the future directions is to avoid contrast agent use. In this regard, DL models
were adopted in order to perform a vascular high-resolution CTA without the use of a
contrast agent, with promising results [132], but only a few studies have focused on carotid
disease.

Olive-Gadea et al. adopted a DL-based software (MethinksLVO, Methinks Software
S.L. Barcelona, Spain) to detect LVO in CT images, and they demonstrated a significant
improvement in the sensitivity and specificity of LVO diagnosis [133].

Artificial intelligence application in CT scans for carotid plaque detection has the
potential to revolutionize the diagnosis and treatment of carotid artery disease. However,
the models applied in the current studies present both advantages and disadvantages.
Al algorithms can detect even small plaques that might not be visible to the human eye,
enabling earlier detection and treatment of carotid artery disease. In addition, Al algorithms
can help standardize the detection of carotid plaque across different imaging centers and
clinicians. However, Al algorithms depend on high-quality data for accurate detection.
If the quality of the CT scan images is poor, it can lead to false positive or false negative
results. Finally, there are ethical concerns surrounding the use of Al in healthcare, including
issues of data privacy, bias, and accountability, which are still debated.

6. Magnetic Resonance Imaging and Artificial Intelligence

Magnetic resonance imaging (MRI) is a powerful technique for the non-invasive
morphologic characterization of atherosclerotic plaques in vivo. Indeed, while other con-
ventional instrumental technologies, such as tomographic computed angiography and
ultrasonography, can detect only the size of the lesions and the alterations of the blood
flow, MRI can identify the components of the plaques, allowing the vulnerability of the
lesion to be estimated based on the prevalence of fibrotic and lipidic compounds and in-
tralesional complications [134-139]. There are several methods that can be used to analyze
carotid plaque using MRI. The most commonly used methods are T1-weighted imaging,
T2-weighted imaging, diffusion-weighted imaging, and magnetization transfer imaging.
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Each of the four methods has its strengths and weaknesses for imaging carotid plaque. The
choice of imaging method should depend on the specific clinical question being addressed.
MRI T1-weighted imaging provides important information for risk stratification, allowing
the lipid-rich and fibrous components of the plaque to be differentiated [140]. However,
T1-weighted imaging has a limited ability to detect intraplaque hemorrhage. Instead,
T2-weighted imaging provides high contrast between hemorrhages and fibrous tissue
within the plaque, but it has a scarce ability to differentiate lipid components. Detecting
intraplaque hemorrhage represents an important predictor of plaque vulnerability [141].
Diffusion-weighted imaging (DWI) is a technique that can detect changes in the movement
of water molecules within the tissue and thus has been used to assess the microstructural
integrity of the plaque. In fact, DWI can detect the presence of microstructural alteration
such as necrosis or fibrosis [142]. However, it has a limited ability to detect intraplaque
hemorrhage. Magnetization transfer imaging (MTI) has been used to study changes in the
interaction between protons within the tissue. MTI can be used to assess the extracellular
matrix of the plaque, such as collagen and elastin degradation, but this technique has a
limited ability to detect intraplaque hemorrhage [143].

Compared with other techniques, high-resolution MRI has some other advantages
in plaque evaluation: the high-soft tissue contrast; the possibility of combining multiple
contrast weightings for more valuable information; the lack of radiation; and operator
independence.

High-risk plaques (HRP) are defined as plaques with luminal surface disruption or
a lipid-rich necrotic core occupying >40% of the wall or intraplaque hemorrhage [144].
These characteristics most affect the risk of stroke compared to vascular lumen constriction.
In this concern, recent studies have ascribed the etiology of a percentage of cryptogenic
strokes to the vulnerability of carotid plaques with non-significant stenosis [58,145].

The detection of peculiar features in vessel wall-high-resolution magnetic resonance
imaging (VW-HRMRI) study allows the definition of the stability of atherosclerotic plaques.
Vulnerable plaques are characterized by inhomogeneous hyperintensity and irregular
surfaces in the pre-enhanced MRI-T1WI sequence and hypointensity signals in the T2WI-
SPAIR image, while post-enhanced TIWI vulnerability characteristics are the discontinuous
thin linear enhancement on the plaque surface and hyperintensity in the plaque [146].

Recently, MRI-derived images have been used to create new software based on the
use of Al to diagnose and characterize the atherosclerotic disease.

6.1. Al Application in MRI Study for Vessel Segmentation

The application of artificial intelligence in the characterization of atherosclerotic
plaques consists of the creation of automated algorithms from quantitative information
from magnetic resonance studies.

Computer-aided manual tracing of the vessel boundaries obtained from MRI images
was the first methodology created for this purpose. A method based on “snakes” called the
active contours technique [147], which is able to disclose the irregularities of the vascular
profile, proved to be accurate in carotid disease research in vivo [148] and in vitro [149].
However, the operator’s dependence on the outline of the contour is a limitation for
the accuracy of these methods. Automated post-processing algorithms and automated
segmentation networks for studying the vessel wall have been proposed to overcome this
problem.

Alblas et al. [150] proposed a translationally equivariant CNN model based on 2D MRI
images to obtain an automated outlining of the vascular contour. The method, based on
the criteria used in the Carotid Artery Vessel Wall Segmentation Challenge [151], showed
a good performance assessed by the estimation of the Dice similarity coefficient and
Hausdorff distance, with the limit of the reduction of the accuracy in the case of the
segmentation of horizontal segments in the vessel.

In 2004, Adame et al. [152] proposed a fully automated segmentation system to
distinguish the different layers and components of atherosclerotic plaques. This algorithm
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was generated from plaque contour images obtained from T1-weighted and proton density-
weighted in vivo MRI and provided to the segmentation of the arterial wall using fuzzy
clustering. This approach is based on the analysis in different phases to identify the three
different regions (lumen, outer wall, and lipid core), identifying vulnerable plaques based
on the fibrotic cap thickness and the plaque area. The study results in a valid algorithm for
estimating the different degrees of stenosis in carotid arteries, confirming previous data
obtained from studies in vitro [153].

Based on convolutional neural networks, Wu et al. [154] proposed a deep morphology-
aided diagnosis (DeepMAD) network for the early diagnosis of carotid atherosclerosis
using the black-blood vessel wall-MRI study. One thousand and fifty-seven carotid MRI
scans from the CAREII dataset [140] were collected and used to create automated software
for carotid wall segmentation. DeepMAD comprises two parts, the segmentation subnet-
work and the diagnosis subnetwork. The presence of two datasets improves the software
performance, providing the automated diagnosis of atherosclerotic disease based on tracing
the lumen and outer wall areas, with comparable results with the manual marking of the
wall boundaries.

Recently, a 3D meshed model of the carotid bifurcation and smaller branches was
proposed [155]. The model results from implementing a U-net-based CNN algorithm
through the combination of active morphological contours by iterative frameworks. Multi-
spectral magnetic resonance imaging series images of the carotid circle of patients selected
in the TAXINOMISIS study [156] were used for the 3D reconstruction of the carotid vascular
tree. This approach overcomes the limit of manual segmentation, making available an
accurate and automated model. Despite the initial promising results, the model must be
fully validated in larger datasets.

6.2. MRI-Applicated Al for the Estimation of the Vulnerability of the Plaque

Most studies involving the application of Al for determining plaque vulnerability
were carried out on ultrasound and tomography-computed angiography techniques, while
data obtained from MRI studies are very few. Scarce data about the use of Al algorithms
from magnetic resonance images for classifying atherosclerotic plaques are encountered in
the literature.

6.2.1. MRI in Intracranial Plaque

In a retrospective study performed in 2018 [157], patients with intracranial stenosis
who underwent intracranial MRI using a 3-T whole-body MRI scanner (Skyra; Siemens
Healthcare, Erlangen, Germany) between January 2014 and December 2016 were selected
with the aim of correlating the basilar plaque characteristics and symptomatic evolution. A
dedicated software (3D-Slicer) analyzed 94 radiomic features—including intensity (maxi-
mal intensity, mean intensity, and standard deviation of intensity), shape-based features
(area, length, etc.), and textures—obtained from the MRI images. Among these, only seven
radiomic features in T1 images and three in contrast-enhanced (CE)-T1 images were inde-
pendently associated with acute/sub-acute symptoms. In contrast, none of the features in
T2 images was statistically significant in the final random forest analysis. The combination
of radiomic features from T1 and CE-T1 images provides a system with a sensitivity, speci-
ficity, and accuracy of 97.0, 79.0, and 83.2%, respectively, resulting in improved accuracy of
the stroke risk assessment. Unfortunately, the study was conditioned by some limitations,
such as the small size sample, the use of 2D imaging data, and manual segmentation for
the plaque boundary.

Afterward, Shi et al. [158] proposed a histogram texture analysis for distinguishing
vulnerable and stable plaques in middle cerebral and basilar arteries, resulting in a higher
coefficient of variation (CV) on T1WIs in vulnerable plaques than the stable ones. The
variation of CV, only in the TIWI sequence, may be linked to the higher variation signal
intensity on this sequence in the case of intraplaque hemorrhage, a lipid-rich necrotic core,
calcification, and fibrous tissue components in plaques.
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6.2.2. MRI in Carotid Plaque

More recently, Zhang et al. [159] conducted a study on a cohort of 162 patients with
symptomatic and asymptomatic carotid plaques. Patients were considered symptomatic
if an acute stroke or transitory ischemic attack was recently diagnosed. All the patients
underwent an MRI study to evaluate the carotid arteries using a 3-T MR scanner (MAGNE-
TOM Verio, Siemens Healthineers) with a 16-channel head coil and an 8-channel carotid
coil. Afterward, MRI images were analyzed using an open-source software ITK-SNAP
version 3.8.0 using the least absolute shrinkage and selection operator (LASSO) algorithm
for automated plaque segmentation. The multi-variable logistic regression analysis found
33 features to build a high-risk plaque MRI-based model (HRPMM) for estimating a risk
score linked to plaque vulnerability in an automated way. The strength of the results was
dampened by some limits: a small sample size, the not fully automated determination of
ROIs (regions of interest), the inclusion of only two radiological characteristics (intraplaque
hemorrhage and a lipid-rich necrotic core), and the radiomic analysis executed on the slice
with the largest plaque area due to time restrictions, which prevented the use of the 3D
analysis.

The results obtained from the abovementioned studies suggest that MRI-based ra-
diomic methods can find more differential features useful to characterize plaque stability
than the subjective operator’s evaluation. However, considering the limitations of the
reported studies, the available data are limited, and prospective studies are required to
provide more valuable information in the future and validate the models’ ability to predict
the risk of stroke.

7. New Technologies and Future Perspectives

The use of artificial intelligence to improve the accuracy and speed of recognition of
symptomatic carotid plaque is increasing. Consequently, new ML and DL algorithms have
increasingly been combined with more advanced diagnostic tools. This synergic union
could allow the diagnostic potential of new emerging technologies to be increased.

7.1. Late-Phase CEUS

In ultrasound imaging, the application of late-phase CEUS has been proposed as a
technique to directly detect inflammatory elements, and it is performed by imaging the
artery minutes after the injection of microbubbles. These microbubbles are small gas-
filled bubbles that are injected intravenously and act as ultrasound contrast agents. The
microbubbles are designed to remain in the bloodstream and not cross the blood-brain
barrier, making them safe for carotid imaging [160]. The analysis of late-phase CEUS images
involves the use of semi-quantitative and qualitative techniques. The semi-quantitative
technique involves measuring the degree and duration of contrast enhancement within the
plaque using a region of interest (ROI) analysis. The qualitative technique involves visual
assessment of the contrast enhancement pattern within the plaque, such as the presence of
neovascularization or intraplaque hemorrhage [160].

The primary aim of the study of late-CEUS is to give time for its clearance and
detect the remaining signal in the lumen, which is suggestive of contrast tissue retention
probably due to two factors: (i) the phagocytosis of microbubbles by monocytes [161] and
(ii) the adhesion of microbubbles to the damaged surface of the endothelium [162,163].
Nanotechnology and nanomedicine have recently been identified as suitable medical
imaging techniques using nanoparticles. These extremely small particles, ranging in size
from 1 to 100 nanometers, can bind to specific biomolecules found in carotid plaque, such
as matrix metalloproteinases (MMPs) or oxidized low-density lipoproteins (LDLs) [164].
Nanoparticles can be designed to emit a fluorescent signal when they bind to their target,
allowing the non-invasive imaging of the plaque. Researchers have also developed contrast
agents based on nanoparticles, such as iron oxide nanoparticles, that can be targeted to
specific biomolecules in carotid plaque. These contrast agents can be visualized using
magnetic resonance imaging (MRI), allowing high-resolution images of the plaque. The
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biomolecules can be precisely controlled in terms of their properties and structure and can
then serve as imaging contrast agents because of the possibility to label them in accordance
to the used technique: Gd* and Fe** for MRI; Au for X-ray and CT imaging; ®*Cu for PET
and "In for SPECT imaging; and fluorophores and quantum dots for optical imaging or
surfaces that can be modified with antibodies or ligands which the target receptors over
overexpressed on the surface/inside of atherosclerotic plaques [165,166].

7.2. Optical Coherence Tomography

Optical coherence tomography (OCT) is a non-invasive imaging technique used to
capture high-resolution images of biological tissues, such as the retina in the eye. It works
by measuring the echoes of light waves as they reflect off different layers of tissue. OCT
uses a low-power light source, typically in the near-infrared range, to produce images that
have a resolution of a few micrometers. The light is directed onto the tissue, and then the
echoes of the light waves that bounce back are analyzed to create a detailed image of the
tissue. OCT generates images by measuring the backscattered light from the tissue using
a Michelson interferometer. The light source emits near-infrared light, which penetrates
the tissue and is backscattered by the tissue structures. Finally, the backscattered light is
collected by the probe and then processed by the interferometer to generate a 2D or 3D
image of the tissue [167].

A recent study [168] used OCT images to evaluate the characteristics of plaque and
create a scale together with clinical indicators and digital subtraction angiography to
pinpoint symptomatic plaque features.

7.3. Positron Emission Tomography/Computed Tomography

Positron emission tomography/computed tomography (PET/CT) with ¥F-sodium
fluoride (NaF) is an innovative imaging technique that has been used to identify arterial wall
micro-calcification before macro-calcification can be detected by ultrasound, CTA, or MRI. It
is based on the accumulation of 18F-NaF at sites of active calcification within atherosclerotic
plaques. NaF-PET/CT has been shown to be a promising imaging modality for the detection
of vulnerable plaques in the carotid arteries, which are associated with a higher risk of
stroke. The technical details of NaF-PET/CT involve the injection of a small amount of
18F-NaF into the patient’s bloodstream. The NaF-PET/CT scan is then performed after
a short waiting period to allow the 18F-NaF to accumulate in the atherosclerotic plaques.
The PET scan measures the amount of 18F-NaF that has accumulated in the plaque, while
the CT scan provides a detailed anatomical image of the carotid arteries.

Piri et al. [169] used CCN-based segmentation obtaining faster standardized uptake
mean values with the same accuracy of human operators. The abovementioned new
technologies represent some of the most modern tools for the recognition of symptomatic
carotid atherosclerosis. Thus, the combination of AI with these technologies could provide
new important information about correct risk plaque classifications.

8. Discussion

Al has shown great promise in improving the accuracy and efficiency of medical
imaging interpretation. In recent years, there has been an increasing interest in the ap-
plication of Al in carotid plaque detection using ultrasound, CT scans, and MRI. U-Net,
a CNN model that uses contracting and up-sampling layers with skip connections, has
been used for carotid segmentation with high accuracy (Dice coefficient 0.9) in a study by
Zhou et al. [88] (see Table S1). Dilated U-Net, which combines U-Net with dilated convolu-
tion networks, has shown a better performance than U-Net alone in complex plaques [91].
However, semi-automated segmentation is required in dilated U-Net, which presents some
limitations. Furthermore, the study by Jain et al. has shown good accuracy in carotid
wall segmentation using deep learning U-Net architecture for two different demographic
groups of patients [97]. CNN-based models and U-Net have also been used to classify
carotid plaques into vulnerable and stable lesions [21]. Interestingly, the optimized system,
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DCNN11AS5, has been proposed for computed plaque characterization, distinguishing
symptomatic and asymptomatic plaque with higher accuracy than other machine learning
methods [99] (see Table S1).

As this review demonstrates, the use of artificial intelligence in vascular imaging is
an area of growing interest that has the potential to significantly impact clinical practice
by improving the applicability, accuracy, and safety of tomographic acquisitions [116].
Multiple Al algorithms have been proposed to address various CTA pre-procedural prob-
lems, such as noise reduction, contrast dose and radiation reduction, and image quality
control [117-120]. Unsurprisingly, the majority of research using Al to detect and clas-
sify atherosclerotic plaques has been conducted on coronary atherosclerotic plaque, with
promising results for the development of a non-invasive coronary computed tomographic
angiography [121]. In a recent study, Buckler et al. used a deep learning (DL) model to
subtype atherosclerotic plaque stability phenotypes on carotid CTA and showed strong
agreement with pathologist classification and high accuracy for each plaque phenotype
recognition [122]. Other studies have demonstrated the potential of Al and CTA for the man-
agement of carotid artery stenosis, such as plaque classification beyond luminal stenosis to
predict future cerebral ischemic events [123] (see Table S2). Additionally, radiomic charac-
teristics were extracted from carotid CT scans to identify high-risk culprit carotid arteries
from non-culprit carotid arteries [124]. Kigka et al. developed a machine learning model to
identify high-risk carotid plaques and achieved an accuracy of 0.76 [125]. They also pro-
posed a machine learning model for the diagnosis and detection of asymptomatic carotid
artery stenosis and obtained good accuracy and area under the curve [126] (see Table S2).
Furthermore, DL algorithms have shown good accuracy in the detection of large vessel
occlusions in acute ischemic stroke patients [127,128]. Al has also been used to overcome
technical issues in vascular imaging, such as image noise and artifact reduction [129], re-
construction model improvement [130], the automatic detection and localization of carotid
plaques [131], and high-resolution CTA without contrast agent use [132]. Olive-Gadea et al.
used DL-based software (MethinksLVO, Methinks Software S.L. Barcelona, Spain) to de-
tect LVO in CT images and demonstrated a significant improvement in sensitivity and
specificity for LVO diagnosis [133]. Overall, the use of Al in vascular imaging holds great
promise for improving clinical outcomes and enhancing patient care. However, further
research is needed to validate and refine these approaches for routine clinical use. In
addition, this review underlines the advantages of using high-resolution MRI in plaque
evaluation, including high soft-tissue contrast, the ability to combine multiple contrast
weightings, lack of radiation, and operator independence. It highlights the importance
of identifying high-risk plaques, which are defined by certain characteristics, including
luminal surface disruption, intraplaque hemorrhage, and a lipid-rich necrotic core. Recent
studies have suggested that vulnerable carotid plaques with non-significant stenosis may
contribute to cryptogenic strokes [145]. Several studies have evaluated the effectiveness
of Al in the segmentation of the vessel wall and estimation of the vulnerability of plaque
using MRI [146,148,149] (see Table S3). The studies show promising results, such as a good
performance in the estimation of the Dice similarity coefficient and Hausdorff distance.
However, the methods need to be validated in larger datasets. While the application of Al
in ultrasound, CT scans, and MRI for various medical applications shows great promise,
there are several major issues that need to be addressed before these approaches can be
adopted on a large scale in clinical practice. The first issue is data availability and quality.
In fact, Al algorithms require large amounts of high-quality data to be trained effectively.
In many cases, the amount and quality of available medical imaging data may be limited,
and obtaining more data can be difficult and expensive. Secondly, Al algorithms trained
on data from one population may not perform as well on data from other populations
due to differences in imaging protocols, patient demographics, and disease prevalence.
Furthermore, many Al algorithms are “black boxes,” meaning that they are difficult to in-
terpret or understand how they make their predictions. This can be a concern for clinicians
who need to make treatment decisions based on Al-generated results. Nevertheless, the
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use of Al in medical imaging raises important regulatory and ethical issues, such as data
privacy, liability, and patient consent. These issues need to be addressed before Al-based
approaches can be adopted on a large scale in clinical practice. Moreover, to be effective,
Al-based approaches need to be integrated seamlessly into existing clinical workflows. This
requires close collaboration between Al researchers and clinical stakeholders, as well as
the development of user-friendly interfaces and tools for clinicians. Overall, addressing
these issues will be critical for the successful adoption of Al-based approaches in medical
imaging, including ultrasound, CT scans, and MRI, in clinical practice.

9. Conclusions

This review provides a useful guide for both readers who are approaching artificial
intelligence algorithms in the field of carotid atherosclerosis for the first time and for re-
searchers who intend to apply some of the algorithms presented or are interested in creating
their own. Al has been demonstrated to be a valid help in identifying the characteristics
of vulnerable and potentially symptomatic plaque, increasing the accuracy of imaging
detection, or simply speeding up the diagnostic process. In particular, the application of Al
using US, CTA, and MRI images offers a new strategy for the rapid and objective diagnosis
of carotid atherosclerosis. Unfortunately, some characteristics limit widespread use in
clinical practice: the moderate size of the cohorts in most of the studies represents a huge
limit for the correct training of deep learning models; the performance of deep learning
could be affected by the presence of noise or redundant information; the US images were
obtained from static scans, while motion imagery has not usually been used for attempt-
ing to study intima-media thickening/atherosclerotic plaques; semi-automated methods
still require the participation of physicians; there are scarce data combining imaging and
biohumoral markers; and difficulties in the comprehension of complex model results by
end-users (physicians) is still one of the main issues. Considering the limitations of the
reported studies, the available data are limited, and prospective studies are required to
provide more valuable information in the future and validate the models’ ability to predict
the risk of stroke. In particular, the use of Al in CT scans for carotid plaque detection offers
many potential benefits, but the abovementioned limitations and ethical concerns need
to be addressed to ensure appropriate and effective use in clinical practice. Thus, more
multi-center, large-scale, and prospective studies, and above all, some considering MRI
techniques, must be carried out to validate the role of Al in symptomatic carotid plaque
detection.
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AHA American Heart Association

Al artificial intelligence

ANNS artificial neural network architectures

CAS carotid artery stenosis

CEUS contrast-enhanced ultrasound

CNN convolutional neural network

CT computed tomography

CTA computed tomographic angiography

Cv coefficient of variation

DL deep learning

ESC European Society of Cardiology

GRUS gated recurrent units

LAAS large artery atherosclerosis

LASSO least absolute shrinkage and selection operator
LVO large vessel occlusion

ML machine learning

MRI magnetic resonance imaging

OCT optical coherence tomography

PET positron emission tomography

RNN recurrent neural networks

SPECT single photon emission computed tomography
SVMs support vector machines

TF tissue factor

TIA transient ischemic attack

TOAST Trial of Org 10172 in Acute Stroke Treatment
us ultrasound

VW-HRMRI  vessel wall-high-resolution magnetic resonance imaging
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