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Abstract: Computational fluid dynamics (CFD) modeling of blood flow plays an important role in
better understanding various medical conditions, designing more effective drug delivery systems,
and developing novel diagnostic methods and treatments. However, despite significant advances
in computational technology and resources, the expensive computational cost of these simulations
still hinders their transformation from a research interest to a clinical tool. This bottleneck is even
more severe for image-based, patient-specific CFD simulations with realistic boundary conditions
and complex computational domains, which make such simulations excessively expensive. To
address this issue, deep learning approaches have been recently explored to accelerate computational
hemodynamics simulations. In this study, we review recent efforts to integrate deep learning with
CFD and discuss the applications of this approach in solving hemodynamics problems, such as
blood flow behavior in aorta and cerebral arteries. We also discuss potential future directions in the
field. In this review, we suggest that incorporating physiologic understandings and underlying fluid
mechanics laws in deep learning models will soon lead to a paradigm shift in the development novel

non-invasive computational medical decisions.

Keywords: computational fluid dynamics; numerical simulations; biomedical flows; hemodynamics;
deep learning; physics-informed neural networks; PINNs; patient-specific model

1. Introduction

A fluid dynamics problem can be solved mathematically through governing equations,
such as the Navier-Stokes equations of conservation of mass and conservation of momen-
tum. For problems associated with a higher degree of complexity, it becomes challenging
to solve the governing equations theoretically. This is usually the case in biomedical appli-
cations with the aim of investigating physiological flows where patient-specific geometries
and conditions should be considered in order to achieve a personalized solution. In such
cases, computational fluid dynamics (CFD) provides a powerful alternative based on nu-
merical methods that can be applied to a large array of fluid dynamics equations and solve
these complex problems either directly or iteratively [1].

CFD simulations have been increasingly used to analyze biomedical flows both in
health and disease. Physiological flows, such as cardiovascular flow [2-6], respiratory
flow [7-9], cerebrospinal flow [10,11], and intracellular flow [12,13], have been investigated
through CFD simulations. In addition, CFD has been used to analyze and develop medical
diagnostic methods [14-17], drug delivery systems [18,19], personalized treatments and
treatment planning [20-23], and medical devices [24-27].

In the last decade, there was a resurgence in image-based CFD modeling [28], which
brought the idea of patient-specific simulations closer to reality. The development of
open-source software, such as SimVascular [29], made this transition faster. Such packages
integrate the components of a patient-specific modeling pipeline from image segmentation
and 3D modeling to mesh generation and simulation. In addition to personalized diagnostic
and treatment solutions, patient-specific simulations could facilitate sensitivity studies to
investigate the effect of a wide range of factor parameter spaces on hemodynamics [30].
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Despite many research efforts and the predictive power of CFD-based solutions, they
still suffer from important limitations that hinder their application in clinical settings. First,
the more complex the problem and the computational domain are, the more computa-
tionally expensive the numerical simulation becomes, e.g., due to iterative optimization,
complex geometries, patient-specific boundary conditions, and unsteady flow. Furthermore,
the preprocessing, mesh generation, and postprocessing steps require more computational
time and power. This computational cost hampers the utility of numerical simulations for a
large cohort of patients or analyzing different risk factors in a single patient (e.g., different
degrees of stenosis), especially when a time-sensitive clinical recommendation is required.
One way to address this issue is to use 0D and 1D models, such as lumped-parameter
networks [31,32]. Such abstractions of a 3D model could significantly decrease the com-
putational cost at the expense of local flow field detail. For instance, whereas a 0D model
can estimate blood flow rate and pressure at each cross section of the computational do-
main, it cannot provide information about the complex local hemodynamics in those cross
sections. Therefore, when such details are required, the more costly 3D models should be
still employed.

Another limitation of conventional CFD simulations is the complexity of the steps
that are required to develop a numerical model. To carry out a patient-specific simulation,
the computational domain should be segmented from medical images, such as computed
tomography scans of the patient. In addition, realistic boundary conditions, initial con-
ditions, and material properties are required. However, determining these conditions is
usually challenging and sometimes becomes impossible if the measurement methods are
invasive [33]. For example, the boundary conditions that are prescribed at the outlets of the
computational domain should precisely model the downstream flow dynamics. However,
measurement of these outlet conditions is prohibitively difficult in smaller vessels. Con-
sidering the significant effect of these conditions on the final CFD solution, their deviation
from real conditions may drastically alter the personalized solutions suggested by the
simulation, thus limiting the utility of numerical models to satisfy clinical needs [34]. More-
over, when boundary conditions are unknown, solving inverse problems is significantly
more expensive.

Finally, recent advances in computational technologies and resources coupled with the
reduced costs of computation and data storage have increased the use of CFD for biomed-
ical applications. As a result, the volume of available data from clinical measurements,
numerical simulations, and benchtop validations is rapidly growing. The analysis of such
big data requires new strategies for translation into clinically relevant information. Deep
learning (DL), as a subset of machine learning, offers a wide range of capabilities that can
address these issues (Figure 1). DL techniques can reduce the expensive computational
time required for complex biomedical CFD simulations. They can also assist in solving
inverse problems where the boundary conditions are either unavailable or require invasive
measurements. In addition, DL can be used for reduced-order modeling, dimensionality
reduction, convergence time reduction, and shape optimization [35]. In this paper, a quali-
tative overview of the history and current advances of DL for biomedical fluid mechanics is
presented. First, DL approaches for general fluid mechanics problems are briefly reviewed.
Then, some of the current applications of DL approaches for hemodynamics simulations
are discussed. The paper is concluded with suggestions for future research directions.
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Figure 1. Deep learning models assist in segmenting the computational domain from medical images,
generating mesh and controlling its quality, estimating parameters needed for numerical simulations,
and predicting the simulation results.

2. Methods

An electronic search (until February 2022) of the PubMed and Google Scholar databases
was performed. The Boolean combination (i.e., AND and OR) of the following terms was

v

used in the search: “computational fluid dynamics”, “numerical models”, “hemodynam-
ics”, “blood flow”, “arteries”, “vessels”, “machine learning”, “deep learning”, and “neural
networks”. Synonyms, alternate terms, different spellings (e.g., hemodynamics and haemo-
dynamics), and medical subject headings (MeSH) were also considered to obtain more
information. Search results were limited to English-language papers with no limitations
for the publication year. Papers, including preprints, were screened for relevance using
the title and abstract. Reference lists of included publications were examined for relevant
citations. Search results were imported into Mendeley (version 1.19.8, Elsevier, London,
UK). Based on the reviewed papers, the following applications of DL for computational
hemodynamics were selected to be discussed in more detail in this review: hemodynamics
of aorta, cerebral hemodynamics, and enhancement of 4D flow magnetic resonance imaging
using CFD. Our bibliometric analysis indicates that ~87% of the papers that discuss the
application of deep learning for hemodynamics problems were published after 2020, which
indicates an increasing interest in this field.

3. Deep Learning for Fluid Mechanics

In this section, we provide a short review of DL-based approaches for the prediction
of the solution of fluid mechanics problems. In general, DL models offer new solutions to
reduce the computational time needed for expensive fluid mechanics problems, such as
turbulent flows [36]. This can be achieved through modeling flow kinematics by extract-
ing flow features or solving flow dynamics using learning architectures. DL models can
describe the spatiotemporal evolution of the flow using reduced-order modeling. Fur-
thermore, dominant flow features can be extracted through dimensionality reduction [37].
Model reduction methods, such as proper orthogonal decomposition and dynamic mode
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decomposition, can simplify the flow dynamics and capture its key patterns at a lower
computational cost [38]. For example, proper orthogonal decomposition, which can be
expressed as a two-layer neural network (i.e., autoencoder) [35], provides an orthogonal
linear transformation from physical coordinates into a modal basis.

Turbulent flow modeling (when Reynolds number (Re) >> 1) is common in biomedical
applications, e.g., due to the pulsatile nature of blood flow or the presence of stenosis
in a vessel [39]. Neural networks have been developed to model features of turbulent
flow, including the rotational and translational structures [40], as well as to reconstruct the
near-wall flow fields [41]. DL is also used to enhance resolution and remove noise in the
simulation of biomedical turbulent flows. In other words, high-resolution details within a
low-resolution cell can be inferred in Reynolds-averaged Navier-Stokes and large-eddy
simulations. To this end, various models, such as convolutional neural networks (CNNSs)
and generative adversarial networks (GANSs), have been studied to reconstruct turbulent
flow and estimate the flow field parameters [42—44].

Physics-informed neural network (PINN) models are also widely used in biomedical
applications. In general, PINNs have been developed for both incompressible [45-47]
and compressible flows [48]. They predict the underlying flow physics by integrating
the concentration field of a passive scalar with fluid mechanics laws (e.g., Navier-Stokes
equations), using them as constraints in the loss function of the neural network [49]. For
example, any deviation from zero for the conservation of mass would be penalized by
the model. These models are based on the notion of data assimilation. In fluid dynamics
experiments, flow patterns can be qualitatively assessed by techniques such as dye or
smoke visualizations. Here, dye or smoke behaves as a passive scalar, i.e., it is advected
by the flow without affecting the flow dynamics. Sparse measurements of these passive
scalars do not provide detailed information compared to high-resolution CFD simulation
results. However, their combination with fluid mechanics laws and deep learning can form
PINNSs and lead to quantitative estimation of local and complex flow patterns. A PINN
model can be trained using the flow data in an arbitrary training domain within the
computational domain. This training domain should meet the following conditions [46].
First, the concentration field of the passive scalar should be available within the boundaries
of the training domain. Second, the gradients of the concentration normal to the boundaries
should be nonzero. The latter condition is specifically crucial in obtaining a single solution
for the velocity field. Another characteristic of the PINN models that makes them suitable
for biomedical applications is that they are agnostic to geometry, initial conditions, and
boundary conditions. In other words, the selection of the computational and training
domains is flexible, with their boundaries anywhere within the physical boundaries. PINNs
eliminate the need for meshing, which is usually another time-consuming and challenging
task in carrying out CFD simulations [34]. Altogether, the requirement of minimal training
data is one of the major advantages of PINNS relative to other DL models, which typically
require large training datasets.

4. Hemodynamics Applications

For hemodynamics simulations, machine learning techniques can be used for different
steps of numerical modeling, including (1) automatic segmentation of the computational do-
main from medical images [50-55], (2) automatic mesh generation and mesh quality assess-
ment [56-60], and (3) prediction of the numerical simulation results [46,61]. Machine learn-
ing has also assisted in estimating material properties and boundary conditions [62-64].
In addition, machine learning models have been developed for the postprocessing of the
simulation results [65]. Table 1 lists DL studies in which the hemodynamics in human blood
vessels were predicted. In these studies, DL models were proposed as an alternative to CFD
for steady-state and unsteady blood flow analysis. Some studies used DL models to predict
the results of reduced-order simulations, such as 1D CFD models [66—68]. These models are
specifically helpful when only general information about the blood flow is required, such as
flow rate or pressure at a cross section. Reduced models are significantly less computation-
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ally costly than 3D models. Therefore, they are convenient for generating large datasets
for the training of DL models. However, such models cannot provide information about
complex and local flow patterns. Thus, when such details are required, 3D models should
be employed, although they are associated with more costly computational demand, which
makes it more difficult to create adequately large training datasets. Some studies reported
3D CFD simulations in simplified geometries [33,69,70]. Although geometric simplification
can reduce computational cost, simplified simulations may not provide a patient-specific
clinical recommendation. In the remainder of this section, the application of deep learning
in estimating aortic hemodynamics, cerebral hemodynamics, and enhancement of 4D flow
magnetic resonance imaging (MRI) is discussed.

Table 1. Sample applications of deep learning for hemodynamics prediction. NN: neural network;
DNN: deep NN; CNN: convolutional NN; LSTM RNN: long—short-term memory recurrent NN; PINN:
physics-informed NN; 1D: one-dimensional CFD simulation; 3D: three-dimensional CFD simulation;
SS: steady-state; US: unsteady; AF: axisymmetric flow; RW: rigid vessel wall; EW: elastic vessel wall;
N: Newtonian flow; n-N: non-Newtonian; IC: incompressible flow; BC: CFD boundary conditions; Q:
blood flow; v: velocity; P: pressure; WSS: wall shear stress; MRI: magnetic resonance imaging.
Application DL Model CFD Assumptions DL Input DL Output Reference
(Solver)
Q & P at each centerline
Coronary artery lesion DNN 1D, US, AE, EW, N, IC node + Q & P of the Fractional flow reserve along [66]
upstream and the vessel centerline
downstream nodes
1D, SS, RW, N, IC
Coronary blood flow DNN regressor (custom-built solver) Geometry, SS P drop P drop [67]
Geometric features (e.g.,
3D US. n-N vessel radii, bifurcation
Coronary bifurcations 2D CNN N angles, etc.), shear stress for Time-averaged WSS [71]
(ANSYS) X ;
SS flow in a constant-radius
straight tube
. 3D, SS, RW, N, IC v & P distributions,
Aortic aneurysm DNN (STAR-CCM?) 3D geometry, CFD results v magnitude [61]
Coronary stenosis PointNet 3D, SS, N, IC L
(coronary bypass surgery) (based on [72]) (ANSYS) 3D geometry, CFD results v & P distributions [73]
Aortic coarctation NN 31()}’12?{’\/%‘/\\{]’[1;2]1)(: 3D geometry, CFD results P, WSS [30]
P, time-averaged WSS,
. . DNN SS, IC . secondary flow degree,
Aortic coarctation (LSTM RNN + DenseNet) (STAR-CCM-) Vessel centerline, BC kinetic energy (averaged at [75]
the centerline)
Thrombus formation 3D, US,RW, N, IC Endothelial cell
(in left arterial appendage) DNN (ANSYS) 3D geometry, CFD results activation potential 76l
Hepatic artery
(liver cancer CNN 3 D, RW, N, IC CFD results, outlet BC Outlet flow rate [77,78]
) o (SimVascular [29])
radioembolization)
Intracranial aneurysm Concentration of the passive
(right internal PINN 3D, US, IC P v & P distributions, WSS [46]
. scalar, 3D geometry
carotid artery)
Near-wall blood flow
(in aneurysm and PINN 1D_3D.’ S5, N, IC Geometry, CFD results v & P distributions [33]
: (FEniCS [79])
stenosis models)
3D angiography, 4D flow .
Cerebral vasospasm PINN 1D, US’ EW, N, IC MRI, or v&P dlStrlbl:ltIOnS, vessel [68]
(SimVascular) cross-sectional area
ultrasound measurements
3D, SS, N, IC, stent
Cerebral aneurysm modeled b "
(before and after DNN ode iﬂe d}i]apo ous 3D geometry, CFD results v & P distributions [70]
flow-diverting stent) (ANSYS)
Reduced-order pulsatile
Aorta/carotid bifurcation PINN 1D, US, EW, N, IC flow results, 4D flow MRI at P wave propagation [34]
some cross sections
Cerebral aneurysm CNN 3D, US, RW, N, IC 3D geometry, CFD results, Enhanced 4D flow MRI [80]

(CONVERGE)

4D flow MRI
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4.1. Hemodynamics of Aorta

DL models were developed to predict the hemodynamics in 3D patient-specific mod-
els of the aorta under different conditions. Liang et al. investigated the feasibility of
using deep neural networks (DNNs) for hemodynamics modeling of the human thoracic
aorta [61]. The steady-state distributions of velocity, velocity magnitude, and pressure were
predicted using separate DNN models that were trained by hemodynamics data obtained
from CFD simulations of 729 thoracic aorta models (built based on the real geometry of
25 patients) [81]. Each CFD simulation took about 15 min on an 8-core computer, which
was significantly longer than the time needed to run a DL model to predict the same results.
The DL models consisted of three steps of shape encoding using an autoencoder, nonlinear
mapping of shape code to field code, and field decoding to predict the scalar values of
velocity and pressure. In this study, the meshes had correspondence among different
geometric models such that the surface mesh of all aorta models had the same number
of mesh nodes. Some studies suggested that this method enhances the DL performance
in large sample sizes compared to methods based on an image—pixel representation for
interpolation [65,81,82]. On the other hand, some studies suggest this method may not be
suitable for complex geometries consisting of both small and large vessels [73].

Li et al. developed a DL model to predict coronary hemodynamics before and after
coronary artery bypass surgery with a high resolution [73]. The proposed model was a
dual sampling channel network based on PointNet where the CFD mesh nodes defined
the input point cloud [72]. The DL model was trained by the CFD results that were carried
out for 110 patients with coronary heart disease. The trained model was then used to
predict the velocity and pressure distributions for a given 3D geometry. The DL model
performance was evaluated using normalized mean absolute error and mean relative error.
Figure 2 is a comparison of the streamlines and velocity distributions estimated by CFD
(i.e., the reference) with those predicted by the DL model for a patient with a stenosis rate of
85%. For example, Figure 2a—d shows the flow streamlines before and after bypass surgery.
The study suggested that there was a good agreement between CFD and DL results. The DL
model was able to predict complex structures, such as vortices (black arrows in Figure 2).
However, it achieved lower accuracy in the regions with vortices and flow separations.

Aortic coarctation is a congenital heart defect characterized by the narrowing of the
aorta. This condition causes a pressure gradient across the stenosed location (Figure 3),
which can lead to further cardiovascular complications, such as heart failure and cere-
bral aneurysm [83]. Different risk factors have been suggested as indicators of aortic
coarctation severity, such as pressure gradient, time-averaged wall shear stress, and flow
rate [84-86]. However, CFD investigation of the combination of these risk factors would be
time-consuming. Feiger et al. [30] developed a machine learning framework to study the
effect of these factors in a 3D aorta geometry of an eight-year-old female patient. A second
geometry was also created synthetically by increasing the degree of stenosis. For each
geometry, a total of 50 CFD simulations were carried out for the combination of 10 blood
viscosity and 5 flow-rate values. Machine learning models, including fully connected neural
networks with a single hidden layer, support vector machines, and regression trees, were
trained and tested by the results of 40 and 10 simulations, respectively. The performance
of the predictive model was assessed by computing the correlation coefficient between
the machine learning model predictions and the CFD results. The study reported a high
accuracy for the pressure gradient and wall shear stress values predicted by the neural
network model. However, despite the high computational cost of the numerical simulations
that were used to train the neural networks (more than 70 million computation hours),
general conclusions cannot be made about the model performance, given the limited num-
ber and variety of geometries. Another study investigated the aortic hemodynamics in
a database of 228 images of the aorta consisting of healthy individuals and patients with
aortic coarctation [75]. Additional geometries were also generated synthetically to improve
the performance of the DL model. Unlike most of the current DL-based CFD studies that
use general simplified boundary conditions, patient-specific boundary conditions were



Fluids 2022, 7,197

7 of 15

obtained from a 4D phase—contrast MRI in this study. Static pressure, wall shear stress,
secondary flow degree, and specific kinetic energy were estimated using CFD and then
averaged at the corresponding centerline point of the vessel. The DL model was trained
using the vessel centerline geometry and CFD boundary conditions to predict the averaged
hemodynamics parameters. The DL model consisted of a long—short-term memory archi-
tecture that is usually well-suited for the processing of time series. This architecture was
used to predict the hemodynamics parameters of a centerline node based on the values of
the adjacent nodes. It should be noted that although the DL model was able to estimate the
hemodynamics parameters faster than a CFD simulation, long—short-term memory models
usually require a long computational time and considerable resources for training. Thus,
a lengthy training may contradict the primary goal of using DL for CFD estimation.

Before surgery After surgery
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Figure 2. (a—h) Flow streamlines before and after coronary artery bypass surgery estimated by the
CFD and DL models. (i,j) Velocity distribution at four cross sections before and after the surgery
estimated by CFD and DL. Color bars show velocity in m/s. Adapted from ref. [73].



Fluids 2022, 7, 197

8 of 15

Figure 3. Aortic coarctation creates a pressure gradient across the stenosed location, which can be
characterized using non-invasive numerical models. Reprinted from ref. [30].

4.2. Cerebral Hemodynamics

The investigation of cerebral hemodynamics is essential for developing new diagnostic
and treatment methods for cerebrovascular diseases. Clinical techniques for cerebral hemo-
dynamics measurement include transcranial Doppler ultrasound, which is usually limited
to measurements in a few cross sections of the cerebrovascular system. CFD simulations,
on the other hand, can estimate the hemodynamics in the entire cerebrovascular system.
However, such simulations are associated with expensive computational cost.

PINNSs predict flow patterns quantitively based on the variation of a passive scalar
over time that is usually acquired through measurements or experiments. In the medical
setting, this information can become available from the propagation of contrast material
(e.g., Iohexol, Omnipaque 300, GE Healthcare, Chicago, IL) that is routinely administered
during diagnostic tests, such as angiography or contrast-enhanced computed tomogra-
phy [87]. Raissi et al. [46] developed a PINN model to predict the 3D hemodynamics in a
patient-specific intracranial aneurysm (Figure 4a). For model training, a uniform concentra-
tion for the passive scalar was only used in an arbitrary training domain (Figure 4b), and no
additional boundary condition information was required. Figure 4c shows the architecture
of the PINN model, which consisted of a densely connected physics-uninformed neural net-
work, automatic differentiation operators, and a Navier-Stokes-informed neural network.
The study suggested that the velocity and pressure predictions were in agreements with
the reference solution, which was obtained from a CFD simulation with patient-specific
boundary conditions (Figure 4d,e).

Sarabian et al. [68] developed a PINN model to estimate the flow rate and pressure
distributions in the cerebrovascular system. To predict these parameters, the DL model used
a 1D fluid dynamics model and limited measurements of transcranial Doppler ultrasound,
which were acquired at several locations in the cerebral vasculature, as well as the baseline
vessel cross-sectional areas. The DL results were compared and validated with the flow
measurements obtained from a gold-standard 4D flow MRI. This study suggested that the
1D CFD results achieved less agreement with the clinical measurements than the PINN
predictions, which could be due to the lack of patient-specific boundary conditions in the
CFD simulations or the presence of noise in the 4D flow MRI data.
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Figure 4. Estimation of hemodynamics in an intracranial aneurysm using PINNs. (a) Computational
domain; (b) training domain with two perpendicular planes that were used for results visualization;
(c) architecture of the DL model; (d) distribution of predicted and reference concentration (c), velocity,
and pressure (p) fields at a time instant; (e) flow streamlines calculated from the predicted and
reference velocity distributions. Adapted with permission from ref. [46]. Copyright 2020, Science.

4.3. 4D Flow Magnetic Resonance Imaging

4D flow MRI can visualize and quantify the time variation of the 3D velocity field in
the vessels [88]. Other parameters and geometric features, such as vessel tortuosity and
cross-sectional area, can be calculated either directly or indirectly from these images [89].
However, 4D flow MRI is unable to provide information about some of the critical hemody-
namics parameters, such as pressure, on its own merits. Furthermore, limitations such as
patient scan time restrictions, intravoxel dephasing, and image noise can result in poor flow
estimations from 4D flow MRI scans [80]. On the other hand, CFD simulations, as an alter-
native to 4D flow MRI, usually suffer from a lack of patient-specific boundary conditions.
PINNSs can combine the strengths of CFD and 4D flow MRI, boosting them further with the
power of DL. For example, PINNs were used to estimate pressure wave propagation from
4D flow MRI using a reduced-order model of pulsatile flow [34]. Other DL models, such as
CNN:s, can be used to enhance the quality of 4D flow MRI data by CFD estimations [80].
Figure 5 compares DL-enhanced velocity fields with the original MRI estimations. In this
example, the DL model was able to improve the near-wall velocity estimation, smooth
the velocity gradient transitions in abnormalities such as cerebral aneurysms, and remove
unrealistic velocity fluctuations. In another study, CFD simulations were used to generate
synthetic 4D flow MRI data, which were subsequently used to train a deep super-resolution
residual network designed to enhance the quality of real 4D flow MRI data [90].
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Figure 5. DL models have been used to enhance the velocity field obtained by 4D flow MRI by
(a) improving near-wall velocity gradients, (b) smoothing velocity gradient transitions, (c) removing
unrealistic velocity fluctuations, and (d) better characterizing near-wall velocity vectors in tortuous
structures. Arrows show the main areas of image improvement. Adapted from ref. [80].

5. Discussion and Future Directions

Recent advances in the field of DL for hemodynamics simulations indicate the strong
potential of this computational method to address a wide variety of clinical needs. DL
models do not replace conventional computational simulations but could assist them in
mitigating some of their common bottlenecks, such as high computational costs. The best-
case scenario for a DL model that is trained by the data obtained from CFD simulations is
to achieve an accuracy as good as the CFD results (i.e., the training dataset). Considering
the potential loss in accuracy, DL solutions are recommended, especially when either a
quick medical decision is needed, or it is difficult or impossible to develop conventional
computational models for a specific biomechanics problem.

DL usually requires large volumes of training data. When the training dataset is small,
the trained model may be suitable for interpolation but may not perform well for new input
data that represent different features than the training dataset (i.e., extrapolation). Many
DL datasets in other applications have a large sample size. However, such a large database
is not still available for fluid mechanics applications, specifically for biomedical CFD. Thus,
the current DL models suffer from insufficient training data [73,75]. Estimating an appro-
priate size of training data for a specific application is usually difficult. Based on available
studies, the training datasets for hemodynamics applications should include the data of
several thousand subjects. However, such big data are not usually available for CFD studies.
Developing such databases with appropriate labels for training could attract more interest
to develop DL models for biomedical flow applications. In addition, data augmentation
techniques can be employed to increase the size of datasets [66,70]. For instance, some
studies used statistical shape models to create large synthetic databases [75,76]. Similar
methods may be used to mitigate the issue of small training datasets.

In many recent DL-based CFD fluid mechanics investigations, reduced-order models,
such as 1D [66,67] and 2D flow fields [91-95], were employed. DL has also been used
for automatic parameter estimation in reduced-order models [31,34,96]. Whereas these
approximations can reduce the computational cost, they are unable to provide detailed
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information about the local and complex flow parameters, which might be needed in some
clinical applications. In addition, some DL models that are based on 3D flow studies are de-
veloped for ideal or simplified geometries with an insufficient sample resolution to predict
complex flow field structures [61,97]. Although these reduced-order and simplified models
decrease the computational time, they cannot estimate complex flow patterns, such as
recirculation, vorticity, and wall shear stress, which are important to understand patient
hemodynamics. Furthermore, the simplified assumptions of these models are associated
with uncertainty in the estimated hemodynamics parameters. Future efforts should focus
on developing DL models for 3D blood flow fields to handle high-resolution samples.

Most of the current DL models were designed to predict the flow behavior of simpler
conditions, such as Newtonian behavior of blood flow. Whereas blood can be assumed to
be a Newtonian fluid in large vessels (especially in most arteries), its viscosity varies with
flow rate in smaller arteries and capillaries [98]. For medical conditions such as stenosis,
a non-Newtonian model may be preferred over a Newtonian model [39]. Future efforts
should consider including more complex physics in DL models to account for realistic
conditions, such as non-Newtonian blood behavior in smaller arteries and viscoelastic
properties of the arterial wall.

PINNSs can be specifically developed for hemodynamics estimation upon availability
of information on a clinical passive scalar. For example, in some procedures, such as
treatment planning for liver cancer radioembolization, several angiography tests with
contrast material are usually performed to identify the anatomy of the patient arterial
tree, locate abnormalities, and identify ideal injection locations for the real treatment [99].
Patient-specific data obtained from these tests can be used to train PINNs in future studies.
Similarly, blood velocity data estimated from other imaging modalities, such as Doppler
ultrasound and 4D flow MRI, can be used to generate the concentration field required to
train PINNs. These DL models can then be used to predict fluid dynamics parameters under
complex conditions, such as blood flow through heart valves. Despite CFD simulations
that need these data at the boundaries of the computational domain (e.g., as the inlet
or outlet boundary condition), PINNs are flexible about where this clinical information
(passive scalar) is measured from, as long as it is within the computational domain [46].
Utilizing patient-specific data in PINNS is a strength for this method, but it can also become
a bottleneck or issue. Angiography and 4D flow MRI scans can be noisy, especially in
smaller vessels. This noisy data may contradict the underlying fluid mechanics laws, which
represent another central component of PINNs [34]. This issue should be addressed in by
future PINN developments.

Finally, to perform a patient-specific CFD simulation, tedious procedures should
be completed. From image segmentation, model preprocessing, mesh generation, and
mesh quality control to boundary condition calibration, simulation parameter calculation,
and postprocessing of the simulation results, each step is time-consuming and requires
expertise. Current studies have investigated the potential of DL to perform each of these
tasks. The focus of future studies should be on developing DL pipelines that integrate all
the steps needed for a CFD simulation, from preprocessing to postprocessing of the data.

6. Conclusions

Recent advances in image-based, patient-specific CFD modeling have made this
method an attractive tool to develop personalized treatments and diagnostic methods.
However, bottlenecks such as the expensive computational cost of numerical models
represent a major obstacle in translating them into real-time clinical tools. This review
suggests that the current efforts and advances in integrating CFD with DL have a high
potential to define a new, non-invasive computational paradigm for medical diagnosis,
pretreatment planning, and personalized treatment.
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