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Abstract: Extant clinical research has underscored that patients suffering from atrial fibrillation (AF)
bear an elevated risk for stroke, predominantly driven by the formation of thrombus in the left atrial
appendage (LAA). As such, accurately identifying those at an increased risk of thrombosis becomes
paramount to facilitate timely and effective treatment. This study was designed to shed light on
the mechanisms underlying thrombus formation in the LAA by employing three-dimensional (3D)
left atrium (LA) models of AF patients, which were constructed based on Computed Tomography
(CT) imaging. The distinct benefits of Computational Fluid Dynamics (CFD) were leveraged to
simulate the blood flow field within the LA, using three distinct blood flow models, both under
AF and sinus rhythm (SR) conditions. The potential risk of thrombus formation was evaluated
by analyzing the Relative Residence Time (RRT) and Endothelial Cell Activation Potential (ECAP)
values. The results gleaned from this study affirm that all three blood flow models align with extant
clinical guidelines, thereby enabling an effective prediction of thrombosis risk. However, noteworthy
differences emerged when comparing the intricacies of the flow field and thrombosis risk across
the three models. The single-phase non-Newtonian blood flow model resulted in comparatively
lower residence times for blood within the LA and lower values for the Oscillatory Shear Index (OSI),
RRT, and ECAP within the LAA. These findings suggest a reduced thrombosis risk. Conversely,
the two-phase non-Newtonian blood flow model exhibited a higher residence time for blood and
elevated RRT value within the LAA, suggesting an increased risk for thrombosis.

Keywords: atrial fibrillation; computational fluid dynamics; left atrium; left atrial appendage; thrombus

1. Introduction

Atrial fibrillation (AF) represents the most prevalent cardiac arrhythmia diagnosed in
clinical practice [1]. Among the multitude of potential implications associated with AF, an
increased predisposition to stroke remains prominent. Statistical data have revealed that a
staggering 70 to 90% of AF-related strokes can be traced back to thrombus formation in the
left atrial appendage (LAA), a specific cavity within the left atrium (LA). This phenomenon
is attributed to the irregular motion of the LA due to AF, leading to decelerated blood
flow and subsequent stasis, thereby escalating the risk of thrombus formation within
the LAA [2].

In recent years, the LA/LAA hemodynamics have been subjected to extensive analysis
by numerous scholars, employing Computational Fluid Dynamics (CFD) as a methodolog-
ical cornerstone. Qureshi et al. [3] introduced an innovative modeling methodology for
quantifying the probability of AF-associated thrombogenesis within the LA, underscoring
an elevated thrombus formation risk in the LAA. Concurrently, Zhang and Gay [4] con-
ducted an exploration of AF’s impact on the internal flow within the LA, discovering that
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the LAA failed to function under sinus rhythm (SR) conditions, thereby precipitating blood
stagnation and subsequent thrombosis during AF. Moreover, Olivares et al. [5] utilized
the CFD method to evaluate blood flow patterns following LAA occlusion and assessed
thrombosis risk by referencing the Endothelial Cell Activation Potential (ECAP) value.
Subsequently, the same research team [6] employed the Relative Residence Time (RRT)
value as a measure for characterizing thrombosis risk and concluded that areas proximal to
the LAA ostium, as well as those with lobes, exhibited an increased coagulation propensity
owing to the presence of low velocities and vortices.

Despite numerous studies focusing on blood flow dynamics and thrombosis risk
prediction within the LAA, the blood flow models utilized differ significantly. At present,
these primarily include the single-phase (SP) Newtonian, SP non-Newtonian, two-phase
(TP) non-Newtonian, and three-phase blood flow models.

For instance, Bosi et al. [7] treated blood as an SP Newtonian fluid to delve into
the influence of LAA morphology on hemodynamics under both SR and AF conditions.
Andrzej et al. [8] presented a three-dimensional (3D) kinetic model of thrombus formation
within an endovascular prosthesis, exploring thrombosis risk by treating blood as an
SP non-Newtonian fluid. Furthermore, Qiao et al. [9] developed an aortic dissection
model considering blood as a two-phase flow, subsequently exploring the effects of in
situ fenestration—thoracic endovascular aortic repair (ISF-TEVAR) operation through the
examination of hemodynamic parameters. Zhang et al. [10] conceptualized blood as
a TP fluid composed of a primary phase of Newtonian fluid plasma and a secondary
phase of pseudo-fluid red blood cells. Additional studies by Jhonston et al. [11] and
Hassanein et al. [12] used both Newtonian and non-Newtonian blood flow models to study
the wall shear stress (WSS) distribution for transient blood flow in arteries, and they used a
three-phase CFD model including plasma, red blood cells (RBC), and leukocytes to simulate
local hemodynamics and track WSS, phase distributions, and flow patterns for each phase
of blood, respectively. Arzani et al. [13] proposed a novel hybrid Newtonian and non-
Newtonian rheology model which shows a significant reduction in shear-thinning effects
and provides hemodynamic results that are qualitatively identical and quantitatively close
to the Newtonian model, suggesting that non-Newtonian models should be revisited in
large artery flows. What is more, Gonzalo et al. [14] modeled the effects of hematocrit and
rouleaux formation kinetics by varying the parameterization of the Carreau-Yasuda relation
and modulating non-Newtonian viscosity changes based on residence time (RT), suggesting
that hematocrit-dependent non-Newtonian blood rheology should be considered when
calculating patient-specific blood stasis indices via CFD. Lastly, Liu et al. [15] investigated
the cerebral hemodynamic metrics discrepancies quantified in CFD models built with
Newtonian and non-Newtonian fluid assumptions and concluded that the Newtonian fluid
model could be applicable for the pressure ratio calculation. However, they recommended
careful consideration while employing the Newtonian assumption for simulating WSS,
particularly in severe intracranial atherosclerotic stenosis cases.

At this juncture, the scientific community lacks a consensus regarding the optimal
blood flow model, with each model demonstrating a specific degree of efficacy across
various scales, ranging from large arteries to microcirculation. This necessitates the careful
selection of the most fitting model for distinct case scenarios. Consequently, the comparative
analysis of different rheological models is critical, as these models could lead to significant
variations in hemodynamic parameters, including WSS and the low-density lipoprotein
(LDL) filtration rate in areas with irregular flow patterns [16]. Despite some research
comparing different blood flow models in the aorta, coronary artery, and other components
of the cardiovascular system [13,15,16], comparative research focusing specifically on the
LA and LAA remains scant [14].

In this study, we reconstructed 3D LA models of three AF patients by using com-
puted tomography (CT) image data. The thrombosis risk and the blood flow distribution
in the patients’ LAs, simulated using different blood flow models, were compared and
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analyzed with the aim of discerning the influence of diverse blood flow models on the
simulation outcomes.

2. Materials and Methods
2.1. Geometric Models

CT images obtained from three volunteers diagnosed with AF, in compliance with the
informed consent of each patient, were used in this study. These scans were conducted at
the Xinhua Hospital, School of Medicine, Shanghai Jiao Tong University. Based on these
images, the 3D representations of the patients’ left atria were constructed. An example of
one such CT image is illustrated in Figure 1A. The LAAs of all three patients conform to the

‘chicken-wing’ morphological type, with a slice spacing of 0.45 mm, and slice counts of 396,

376, and 370, respectively. 3D reconstruction software 3D Slicer 5.2.2 was used to segment
regions such as the left ventricle, right ventricle, left atrium, right atrium, and aorta. The
3D reconstruction software programs that are commonly used for this are 3D Slicer and
Mimics. Utilizing these two-dimensional CT images, three 3D heart models were generated,
with one of the resultant STL models showcased in Figure 1B. Figure 2 shows the LA 3D
models with LAA of 3 patients. The primary geometric parameters associated with the
patients” LAs are displayed in Table 1. The mitral valve (MV) orifice area corresponds to
the area of the flat section derived from slicing the MV orifice on the LA 3D model, using
a plane cutting tool. Among all the cases, Case 2 demonstrated atrial enlargement and
was the sole case to have experienced a stroke. Interestingly, Case 3 presented with five
pulmonary vein (PV) openings, one more than the norm. Previous studies have indicated
that over 10% of AF patients exhibit additional PVs [14], displaying a trend of heightened
AF frequency [17].

(A) One of the 2D scan pictures of heart (B) Left Atrium (LA) STL Model

Figure 1. Three-dimensional (3D) left atrium (LA) model reconstruction process for one patient.

Case 1 Case 2 Case 3

Figure 2. LA 3D models with left atrium appendage (LAA) of 3 patients.
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Table 1. LA main geometric parameters of 3 patients.

Case LA Volume LAA Volume Mitral Orifice Area  Number of Pulmonary
(mL) (mL) (cm?) Veins (PVs)
1 136.08 19.33 9.57 4
2 213.40 20.98 9.69 4
3 122.69 19.48 8.70 5

2.2. Thrombosis Prediction Model

Existing studies have suggested that thrombus formation is intimately tied to the RT
of blood components (particles) in close proximity to endothelial cells [18]. Consequently,
in this paper, the risk of thrombus formation is represented by the RRT value. An escalated
risk of thrombosis can be inferred from a higher RRT value [19].

RRT is intrinsically connected to the Oscillatory Shear Index (OSI) and Time Average
Wall Shear Stress (TAWSS) [20]. TAWSS embodies the biomechanical impact of WSS on
the LA wall. A lower WSS value signifies reduced flow velocity, which is related to blood
stasis and an elevated risk of coagulation [21]. OSI, a dimensionless parameter that ranges
from 0 to 0.5, provides insight into the deviation of WSS from the dominant blood flow
direction during a cardiac cycle. As the value approaches 0.5, the alterations in blood flow
patterns become more intricate, thus facilitating thrombus formation. RRT integrates WSS
and OSI and can depict the RT of blood particles near the wall—the greater the RRT value,
the higher the probability of thrombus formation in the nearby region.

TAWSS, OSI, and RRT are calculated as follows:

1 [T|—
TAWSS = ~ / WSS’dt (1)
T Jo
—
yr| [ wssm‘
1
RRT = 3)

(1-2x0SI) x TAWSS

where t is the time, and T is the cardiac period.
ECAP is another in silico hemodynamic index that combines TAWSS and OS], and it is
computed as follows [22]:
OSI
TAWSS

The ECAP hemodynamic index was initially developed to identify regions susceptible
to aneurysm thrombus formation [23]. It can detect areas characterized by low blood flow
velocities and complex flow patterns. The ECAP values in regions with low blood flow
velocities (i.e., low TAWSS values) and intricate fluid patterns (i.e., high OSI values) tend to
be higher, indicating an increased risk of thrombus formation.

ECAP =

4)

2.3. Solving Process

In the simulation, blood is alternately considered to be an SP Newtonian fluid, SP non-
Newtonian fluid, and TP non-Newtonian fluid. The calculation methodology employed is
illustrated in Figure 3. The details of each model are as follows.
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Figure 3. Schematics of the calculation methodology.

2.3.1. Single-Phase Newtonian Blood Flow Model

In both SP Newtonian and non-Newtonian blood flow models, the incompressible
Navier-Stokes equation and the continuity equation serve as the basis for modeling, em-
ployed to accurately describe the flow dynamics of the blood.

—>
Jv -
v

W_._

Vo = —;Vp + %W? ®)

V.0 =0 (6)

where 0 is the blood flow velocity, p is the pressure, and p is the blood density.
The blood is set as an adiabatic, incompressible viscous Newtonian fluid. The blood
density is 1060 kg/m3, and the viscosity is 0.004 Pa-s [24].

2.3.2. Single-Phase Non-Newtonian Blood Flow Model

The blood density is set at 1060 kg/m?>. Viscosity is a paramount characteristic of
any fluid. Research indicates that the non-Newtonian characteristics of blood cannot be
disregarded [25]. In the case of the SP non-Newtonian assumption employed in this study,
the Quemada model [26] is invoked to represent the non-Newtonian attributes of blood.
The Htc value of red blood cell backlog is set at 40%, and the expression is as follows:

) 2
7=l = <3 @)

where 7 is the blood viscosity, 77, is the plasma viscosity (7,= 0.001 Pa-s) [27], K is the
internal viscosity of red blood cells (calculated from Equation (8)), and Htc is the number
of red blood cell backlog (Htc = 40%).

k koo . 1/2
K==t (7/7132 ®)
T+ (v/7e)
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where kg and ko, are the parameters to characterize blood behavior (kg = 4.08, ke = 1.75) [28],
v is the shear rate, and 1 is the critical shear rate.

2.3.3. Two-Phase Non-Newtonian Blood Model

Mass Conservation Equation:

0
a(skpk) + V- (SkPkL?k) =0 9

where k = ], | is the subscript of plasma, m is the subscript of red blood cells, p is the density,

i is the velocity vector, € is the volume fraction. The sum of the volume fractions of plasma
and red blood cells is always equal to 1:

& +em = 1 (10)

Momentum Conservation Equation:

a _ n N
5 <5kPle)<> +V (EkPle)ch)c) = e Vp+V Ty + g + Y Bim (Z - 14_;;1) +F (1)
1#m

. = . = . . .
where p is the pressure; Ty is the stress tensor; g is the gravity; B, is the momentum

exchange coefficient between phases; F; is the source term including buoyancy force,
virtual mass force, and other forces.

Blood is regarded as a TP fluid comprising plasma (the liquid phase) and red blood
cells (the solid phase), with plasma and red blood cells constituting 60% and 40% of the
total volume, respectively. The plasma density is 1000 kg/m?>, with a viscosity of 0.001 Pa-s,
whereas the red blood cell density stands at 1150 kg/m?3. Red blood cells are depicted as
rigid spherical particles with an 8-micron diameter.

For the TP non-Newtonian assumption in this study, the Carreau—Yasuda model is
utilized to emulate the non-Newtonian properties of blood. The dimensionless mixed
viscosity can be expressed as follows:

n
Y ek
p="" i (12)

Hplasma
where g and py are, respectively, the volume fraction and viscosity of each phase; 7 is the
shear rate; and A is the time constant (A = 0.110 s) [27]. Plasma under normal physiological
conditions is Newtonian fluid; the plasma dynamic viscosity, yiasma, is 0.001 kg/(m-s); the
RBC dynamic viscosity is related to its volume fraction, €; and the shear rate, m, and n are

parameters related to the volume fraction of RBC.

n = 0.8092e} 5 — 0.8246¢% 5 — 0.3503e g + 1 (13)

m = 122.28¢%5c — 51.213e% 5 + 16.305e g + 1 (14)

2.3.4. Boundary Condition

In this study, Ansys CFX was utilized for the simulations. The blood flow within
the LA was simulated under isothermal conditions. The RT serves as a standard measure
for the risk assessment of thrombosis, with the RT value in this study approximating six
cardiac cycles.

To achieve a more stable result, once the calculation result converges, ten cardiac cycles
are computed, utilizing the outcomes from the final few cycles to calculate the RT value.
This approach better illustrates the disparities in RT across different sections of the LA.
Each cardiac cycle is 0.8 s in duration (comprising 37.5% of atrial diastolic period and 62.5%
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of atrial systolic period), culminating in a total computation duration of 8 s, with each time
step measuring 0.005 s [19]. The convergence criterion is identified as the root mean square
residual (RMS), and the residual target is set at 1 x 107.

The PV inlets across all cases are set to an open boundary condition with a constant
pressure of 0 Pa. The flow rate traversing the MV in SR is contingent on the international
regulation ISO5840-1:2015 [29], with the flow rate curve for one cardiac cycle illustrated
with a black dashed line in Figure 4. The flow rate associated with atrial fibrillation (AF) is
calculated by excluding the second atrial emptying wave (A wave) from the healthy mitral
blood flow (depicted by the red line) [30].

250
— — Sinus Rhythm (SR)
——— Atrial Fibrillation (AF)
~ 200}
|U)
.
fE 150 F
o
p—
"
g 100+
«
T
—
0F
750 C 1 1 1 1 1
0.0 0.2 0.4 0.6 0.8

Time /s

Figure 4. Mitral valve (MV) flow rate in a single cardiac cycle.

During the simulation, the MV outlet velocity is computed by dividing the MV blood
flow by the MV outlet area. A piecewise polynomial function is employed to fit the blood
flow velocity waveform, subsequently deriving a blood flow velocity equation for the MV
outlet over the course of one cardiac cycle. Due to variations in MV area, the boundary
conditions for blood flow velocity differ accordingly. Further details can be referenced in
prior research [19].

The occurrence of AF significantly diminishes the contractility of the LAA and LA,
rendering the LA walls rigid and inhibiting proper contraction [27]. Numerous researchers
have utilized the rigid wall assumption for LAA in simulations under an AF state [7,31,32].
Some scholars have indicated that treating the LA wall as a rigid no-slip wall can simulate
the worst case of AF, where there is virtually no contraction of the LA [6]. Consequently,
the LA and LAA walls in this study were designated to be rigid no-slip walls.

The additional variable RT is modeled as a tracer passively transported with the flow,
and its trajectory is determined by the transport equation to represent the RT of blood in
the LA region. The initial value of RT is established at zero, with the transport equation
being as follows [33]:

oORT

ot
where ¢ is the time, v is the blood flow speed, Dgr is the self-diffusion rate of blood
(Dgr = 1.14 x 10711 m?/s) [33], and the source term “1” considers a unit increase in RT for
each unit increase in time.

+v-VRT = DrrV?RT +1 (15)
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2.4. Blood Flow Model Verification

To validate the precision of the three proposed blood flow models, the classic ex-
periment on blood flow within a tubular sudden expansion channel, as conducted by
Karino [34], was selected for numerical verification.

In the said experiment, diluted blood, containing 1% red blood cells, was directed
into the tubular sudden expansion channel at two flow rates. These rates were simulated,
corresponding to inlet velocities of 0.0757 m/s and 0.233 m/s. The geometric configuration
of the tubular sudden expansion channel is depicted in Figure 5. The same conditions
as the experiment are replicated in the simulation to authenticate the blood flow models.
Figure 6 showcases the resulting streamlines and velocity fields.
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Figure 5. The geometry of the tubular sudden expansion channel.

inlet velocity = 0.0757 m/ s inlet velocity =0.233 m/ s

Single-phase (SP)
Newtonian

Single-phase (SP)
Non-Newtonian

Two-phase (TP)
Non-Newtonian

Result of Karino’s e
Experiment ] -
- _ e — —>_ —
U=0075Tm/s U=0233m/s__ ==—

Figure 6. Streamlines and velocity field following sudden expansion [34]. Reprinted with permission
from Ref. [34]. 15 July, T. Karino and H. L. Goldsmith.

All three models successfully capture the backflow region, albeit with considerable
discrepancies. Figure 7 illustrates the velocity distribution along the radial line (A-B)
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extending from the center of the tube to the wall, crossing the vortex center, and thereby
demonstrating a high concurrence between the simulations and experimental data. Even
though the three models display conspicuous differences in the streamlines and velocity
fields, the velocity trends across all three blood flow models are largely similar. The results
from the TP non-Newtonian model align most closely with the experimental value.

100.0 300

® Experiment ® Experiment
Ll = SP Newtonian 250 SP Newtonian
75.0 F SP Non-Newtonian ——— SP Non-Newtonian
Q —— TP Non-Newtonian| @ 5| ——— TP Non-Newtonian
£ 625F &
S s} S 150
X X
_;\ 375 F 2 100 |
Q >y
L 2s0f 3
o 9 sof
> 125 =
0F
0.0 F
25 . ) ) . L L . L . _s0 . : L A A A . . !
0.0 0.1 0.2 0.3 04 0.5 0.6 0.7 0.8 09 1.0 0.0 0.1 0.2 0.3 04 0.5 0.6 0.7 0.8 09 1.0
Dimensionless radial distance (r/R) Dimensionless radial distance (1/R)
(A) inlet velocity = 0.0757 m/ s (B) inlet velocity = 0.233 m/s

Figure 7. Velocity profile along the A-B line (experimental data from Karino et al. (1977) [34])
Reprinted with permission from Ref. [34]. 15 July 2023, T. Karino and H. L. Goldsmith.

2.5. Meshing and Grid-Independence Verification

In these simulations, the reconstructed solid model is segmented using a tetrahedral
unstructured mesh. The grid at the LAA is refined, and five boundary layers are instituted
on the LA wall, as illustrated in Figure 8. For each LA model, five sets of meshes with
varying mesh counts are generated, and the average WSS at the LAA is employed to verify
grid-independence. Figure 9 exhibits the mesh-independent result of one LA model under
the TP non-Newtonian blood flow model.

Figure 8. One of the LA meshes.
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Figure 9. Average WSS values at LAA with different grid numbers.

The average WSS at the LAA exhibits a downward trend with the augmentation of
grid numbers. The declining amplitude of average WSS becomes negligible once the grid
number surpasses 1,131,541. Consequently, the grid comprising 1,131,541 grid points is
selected for the simulation, considering the balance between computational accuracy and
efficient allocation of computing resources. Other grid models undergo the same validation
process, and the optimal grid is selected for each simulation. The computation is performed
on a computer equipped with 48 cores, an Intel(R) Xeon(R) CPU E5-2680 v3 @ 2.50 GHz,
and each step takes 12.925 s.

3. Result
3.1. Analysis of Influence of Blood Flow Models on Flow Field
3.1.1. Effect of Blood Flow Models on Flow Field and Residence Time in Left Atrium

During the early and middle stages of the cardiac cycle, the MV flow rate and velocity
remain consistent between SR and AF, and the flow field of SR in the LA closely resembles
that of AF. Hence, the data at t = 9.9 T that were captured in the latter stage of the final
cardiac cycle were selected for an analysis and discussion when evaluating the influence of
blood flow models on the flow field and RT in the LA, where T signifies the duration of a
cardiac cycle (0.8 s).

Figures 10 and 11 illustrate the blood flow velocity, the streamlines in the LA for each
case under SR and AF conditions at t = 9.9 T, and the distribution of blood RT in a section
of the LA of each case. In these figures, T represents the length of a cardiac cycle (0.8 s),
and t denotes the specific moment of simulation.

The blood flow in the LA, simulated across different blood flow models, is generally
consistent across all cases. At t=9.9 T, the blood flow velocity in the LA under AF is
substantially lower than that under SR. Moreover, the velocity in the LAA is considerably
lower than the rest of the LA in both SR and AF conditions. In all scenarios, the areas with
high blood flow velocity are situated at the PV inlets and the MV outlet. Interestingly, the
internal blood flow velocity in the LA for Case 2 is lower than the other cases under both
SR and AF, potentially attributed to a certain degree of atrial enlargement in Case 2.
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SP Newtonian ~ SP Non-Newtonian TP Non-Newtonian
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Figure 10. Distribution of blood flow and RT in the LA under different blood models att =99 T.

The distribution of RT in a section of the LAA reveals that different blood assumptions
exert some influence on blood RT. The RT distributions simulated by the three blood flow
models all exhibit the same pattern, with a high RT in the LAA, typically exceeding five
cardiac cycles, and the range of high RT value is larger in AF. However, numerically, the RT
in the LAA simulated with the SP non-Newtonian blood flow model is lower, while the TP
non-Newtonian blood flow model yields a higher RT, particularly in the case of SR.

3.1.2. Effect of Blood Flow Models on Flow Field in Left Atrial Appendage

To further examine the blood flow in the LAA under different blood flow models, the
blood flow velocity distribution on a section of the LAA at time ¢ = 9.9 T was selected for
analysis, as depicted in Figure 12.

Unexpectedly, in Case 3, the outcome under the TP non-Newtonian blood flow model
reveals that the blood velocity in part of the LAA under AF is higher than under SR, while
other results align with expectations. This anomaly could be ascribed to variations in the
LAA structure, relative position, and blood flow models.

In both SR and AF conditions, the LAA displays a larger range of high velocities
under the SP non-Newtonian model, whereas it manifests a smaller range of high velocities
under the TP non-Newtonian model. In comparison to AF, the disparity among the results
obtained under the three blood flow models is more significant in the SR state, which
corroborates the distribution of blood RT discussed earlier.
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Figure 11. Streamline diagram in the LA under different blood models att=9.9 T.
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Figure 12. Blood flow velocity in a section of LAA under different blood flow models.
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In addition, it can be noted that the flow velocity simulated using the SP Newtonian
model is higher at the “corner” of the LAA, which is related to the shear rate distributions
shown in Figure 13.

SR
Case 1

AF

SR
Case 2

AF

SR
Case 3

AF

SP Newtonian
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Figure 13. Blood shear rate of a section in LAA under different blood flow models.

3.2. The Influence of Blood Flow Models on the Prediction of Thrombosis
3.2.1. Effect of Blood Flow Models on TAWSS Value

Figure 14 illustrates the distributions of TAWSS values in the LA under various blood
flow models. The TAWSS value depicts the biomechanical effect of WSS on the LA wall.
Within a particular range, lower TAWSS values correspond to reduced flow velocities
and an elevated thrombosis risk. The TAWSS value distributions in the LA, simulated
under diverse blood flow models, are predominantly similar, meaning that, in both SR
and AF states, the PVs and MVs possess higher TAWSS values, whereas the LAA has a
significantly lower TAWSS value. Furthermore, when AF occurs, the LA’s primary portion
exhibits a substantial decrease in TAWSS value, enhancing the thrombosis risk. However,
alongside the data in Table 2, the influence of blood flow models on the TAWSS value
cannot be overlooked.

Table 2. The average TAWSS values of the LA (excluding the LAA) and the LAA.

Ave. TAWSS in

Ave. TAWSS in

State Case Flow Model LA (Pa-1) LAA (Pa-1)
SP Newtonian 0.3588 0.0282
Case 1 SP non-Newtonian 0.2893 0.0278
TP non-Newtonian 0.3613 0.0290
SP Newtonian 0.3185 0.0192
SR Case 2 SP non-Newtonian 0.2566 0.0185
TP non-Newtonian 0.3193 0.0208
SP Newtonian 0.4044 0.0331
Case 3 SP non-Newtonian 0.3262 0.0337
TP non-Newtonian 0.4037 0.0386
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Table 2. Cont.

State Case Flow Model Ave. TAWSS in Ave. TAWSS in

LA (Pa—?1) LAA (Pa—1)
SP Newtonian 0.2803 0.0179
Case 1l SP non-Newtonian 0.2324 0.0197
TP non-Newtonian 0.2889 0.0206
SP Newtonian 0.2383 0.0120
AF Case 2 SP non-Newtonian 0.1942 0.0112
TP non-Newtonian 0.2421 0.0158
SP Newtonian 0.3089 0.0230
Case 3 SP non-Newtonian 0.2534 0.0209
TP non-Newtonian 0.3109 0.0289

Note: The data in bold signify the maximum value obtained under different blood flow models; conversely, the
data in italics represent the minimum value.

SP Newtonian  SP Non-Newtonian TP Non-Newtonian
SR
Case 1
AF TAWSS
[Pa]
0.4
0.36
SR 0.32
0.28
0.24
Case 2 -
0.16
AF 0.12
0.08
0.04
0
SR . o
Case 3
« ‘1

Figure 14. Distributions of TAWSS in LA under different blood flow models.

When comparing the TAWSS variation between the SR and AF states under distinct
blood flow models, the TP non-Newtonian blood flow model reveals the most significant
TAWSS value decrease in the LA when AF occurs. This decline better signifies the increased
thrombus formation risk in the LA instigated by AF.

Moreover, the average TAWSS values in the LA (excluding the LAA) and the LAA,
represented in Table 2, suggest that the TP non-Newtonian blood flow model yields higher
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TAWSS values in both SR and AF states. Conversely, the SP non-Newtonian blood flow
model results in relatively lower TAWSS values. Hence, when evaluating thrombosis risk
from the LA wall’s biomechanical effects perspective, the TP non-Newtonian blood flow
model typically predicts the minimum thrombosis risk, while the maximum risk is reflected
by the SP non-Newtonian blood flow model.

3.2.2. Effect of Blood Flow Models on OSI Value

Figure 15 exhibits the OSI distributions in the LA under varying blood flow models.
The TAWSS value distributions in the LA, simulated under different blood flow models,
are essentially identical, with high OSI values mainly located in the LAA, LAA neck, and
PV and MV openings. The OSI value in the LA’s main part does not significantly change
during AF, whereas it does in the LAA.

SP Newtonian ~ SP Non-Newtonian TP Non-Newtonian
Case 1
AF 5 OSI
(-]
0.5
0.45
-
SR ) 04
0.35
0.3
Case 2 .
- - 0.2
AF 0.15
0.1
0.05
0
Case 3

Figure 15. OSI distributions of LA under different blood flow models.

Numerically, OSI is employed to assess thrombosis risk by analyzing the complexity of
blood flow pattern changes. Although the overall trend aligns with the results assessed by
the TAWSS value in the previous section, the thrombosis risk predicted by different blood
flow models varies. Among the OSI outcomes, the TP non-Newtonian model anticipates
the highest thrombosis risk.

Consequently, the RRT value and ECAP value are scrutinized to further gauge these
evaluation indices and blood flow models’ influence on thrombosis prediction.
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3.2.3. Effect of Blood Flow Models on RRT Value

The RRT value merges the TAWSS value and OSI value, reflecting the blood particles’
RT near the wall. A higher RRT value accurately signifies a greater thrombosis risk.

Figure 16 depicts the RRT value distributions in the LA under varying blood flow
models. The RRT value distributions, simulated by different blood flow models, are
largely similar, with the RRT value in the LAA considerably higher than in other regions,
suggesting a greater thrombosis risk in the LAA. Moreover, in the state of AF, the LA’s RRT
value and the high RRT value area noticeably increase, contributing to a higher thrombosis
risk. Nonetheless, according to the data in Table 3, the influence of the blood flow model
on the RRT value cannot be dismissed.

SP Newtonian  SP Non-Newtonian TP Non-Newtonian
SR ‘ ‘ ‘
Case 1
AF RRT
[Pa™']
- . Y 1 2400
SR ‘ 2100
1800
Case 2 1500
1200
AF -
Case 3

Figure 16. Distributions of RRT value in LA under different blood flow models.

Table 3 indicates that the SP non-Newtonian blood flow model yields a slightly higher
average RRT value for the LA’s main part compared to the other two models, whereas the
average RRT value of the LAA is much lower. Overall, the predicted thrombosis risk is
lower when using the SP non-Newtonian flow model.

Furthermore, it is observed that, except for Case 1 in the SR state and Case 3, the TP
non-Newtonian model generates a slightly smaller average RRT value in the LA’s main
part, while the average RRT value in the LAA is comparatively larger. Combined with
Figure 16, the TP non-Newtonian model expands the high RRT value distribution range at
the LAA for Cases 1 and 3 under different heart rhythms, implying a higher thrombosis
risk. Therefore, the overall thrombosis risk prediction is greater when utilizing the TP
non-Newtonian blood flow model.
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Table 3. The average RRT values of the LA (excluding the LAA) and the LAA.

Ave. RRT Value Ave. RRT Value

State Case Flow Model of LA (Pa-1) of LAA (Pa-1)
SP Newtonian 10.69 414.00
Casel SP non-Newtonian 12.36 1257.73
TP non-Newtonian 9.70 1167.37
SP Newtonian 18.25 30,534.14
SR Case 2 SP non-Newtonian 21.82 17,758.14
TP non-Newtonian 17.32 35,697.30
SP Newtonian 11.01 41,553.43
Case 3 SP non-Newtonian 12.59 4829.39
TP non-Newtonian 9.48 11,569.01
SP Newtonian 16.34 4212.30
Casel SP non-Newtonian 16.68 846.95
TP non-Newtonian 13.48 4272.21
SP Newtonian 27.54 118,042.04
AF Case 2 SP non-Newtonian 34.37 131,275.75
TP non-Newtonian 30.95 153,265.30
SP Newtonian 13.19 31,588.81
Case 3 SP non-Newtonian 16.08 6819.30
TP non-Newtonian 12.26 21,834.54

Note: The data in bold signify the maximum value obtained under different blood flow models; conversely, the
data in italics represent the minimum value.

3.2.4. Effect of Blood Flow Models on ECAP Value

To further substantiate the influence of blood flow models on the predicted risk of
thrombosis, the ECAP value serves as the evaluative metric in this section. The ECAP value
amalgamates the TAWSS value and OSI value and acts as a highly correlated predictor of
thrombosis risk: as the ECAP value escalates, so does the thrombosis risk.

Figure 17 portrays the ECAP value distributions in the LA under various blood flow
models. The ECAP value distributions, simulated by different blood flow models in the LA,
appear largely similar, with the LAA’s value notably exceeding that of other LA sections.
This implies that the thrombosis risk in the LAA significantly outweighs that in other
LA parts.

Additionally, the LA’s ECAP value and the high ECAP value area prominently increase
during AF resulting in an elevated thrombosis risk. Figure 17 also displays variations
among the ECAP distributions under different blood flow models. In conjunction with the
ECAP values in Table 4, it can be deduced that the influence of blood flow models on ECAP
values cannot be disregarded.

Table 4 reveals that when utilizing the SP non-Newtonian blood flow model, the
average ECAP value of the LA’s main part (possessing a low thrombosis risk) is marginally
higher than that under the other two models. Simultaneously, the LAA’s average ECAP
value (carrying a high thrombosis risk) is substantially lower.

An anomalous result is observed in Case 1 under the SR state, where the LAA’s average
ECAP value reaches its minimum under the SP Newton blood flow model. Nevertheless,
in other cases, the LAA’s ECAP value is relatively smaller when employing the SP non-
Newtonian blood flow model. Generally, when the SP non-Newtonian blood flow model is
in use, the predicted thrombosis risk is lower.
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Figure 17. Distributions of ECAP value in LA under different blood flow models.

From the aforementioned analysis, it can be concluded that when different simplified
blood models are employed, all thrombosis predictors affirm that the LAA is a high-risk
thrombosis area in the LA. Moreover, the thrombosis risk in the LAA amplifies when AF
occurs. However, there remain some disparities in the thrombosis risk values calculated by
different evaluative indices in the simulation results based on different blood flow models.
For instance, under the RRT evaluative index, the thrombosis risk predicted by the TP
non-Newtonian model is the most pronounced, while the risk predicted by this model is
slightly less than the SP Newtonian blood model under the ECAP evaluative index.

The RRT and ECAP values conduct vector integration in the wall shear force analysis.
Instead of merely calculating the average value, the unsteady flow nature is considered;
thus, they were prevalently employed in current prediction and evaluation. Table 5 show-
cases the variances in the thrombosis risk evaluation degree of RRT and ECAP indicators
under different blood flow models. Different evaluative indicators respond differently to
changes in the blood flow model.
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Table 4. Average ECAP values of the LA (excluding the LAA) and the LAA.

State Case Flow Model Ave. ECAP Value Ave. ECAP Value

of LA (Pa™1) of LAA (Pa™1)
SP Newtonian 0.93 37.24
Casel SP non-Newtonian 1.12 41.05
TP non-Newtonian 0.89 42.72
SP Newtonian 151 706.80
SR Case?2 SP non-Newtonian 1.80 480.37
TP non-Newtonian 1.38 665.78
SP Newtonian 0.96 138.88
Case 3 SP non-Newtonian 1.09 81.21
TP non-Newtonian 0.86 105.32
SP Newtonian 1.34 77.77
Casel SP non-Newtonian 1.51 49.78
TP non-Newtonian 1.19 69.22
SP Newtonian 2.22 1119.29
AF Case2 SP non-Newtonian 2.59 794.72
TP non-Newtonian 2.04 938.10
SP Newtonian 1.14 197.79
Case 3 SP non-Newtonian 1.35 137.74
TP non-Newtonian 1.02 157.88

Note: The data in bold signify the maximum value obtained under different blood flow models; conversely, the
data in italics represent the minimum value.

Table 5. Evaluation of thrombosis risk by RRT and ECAP under different blood flow models.

Indicators Flow Model Predicted Thrombosis Risk
SP Newtonian Medium
RRT SP non-Newtonian Lower
TP non-Newtonian Higher
SP Newtonian Higher
ECAP SP non-Newtonian Lower
TP non-Newtonian Medium

4. Discussion

As a common life-threatening disease, AF has brought serious harm to the health
of a large number of patients. Nevertheless, the existing clinical stroke risk evaluation
criteria primarily depend on empirical factors, thereby frequently resulting in inevitable
misinterpretation of stroke risk. Enhancing the precision of stroke risk assessment has
emerged as a subject of interest among scholars. This study employs the CFD methodology
in conjunction with clinical data to examine the influence of diverse blood flow assump-
tion models on simulation outcomes. The findings of this research furnish a theoretical
framework for future endeavors in clinical stroke risk assessment.

The utilization of the fluid—solid interaction approach (FSI) has been widely employed
in numerous cardiovascular scenarios. A comparative analysis conducted in a prior investi-
gation, contrasting the computational outcomes of the FSI approach with those of rigid-wall
models, revealed a significant impact of arterial wall compliance on the hemodynamic
index [35]. Due to the difficulty in obtaining clinical dynamic boundary data and the fact
that the LA wall barely contracts under AF, the CFD method was used instead of FSI to
study internal blood flow and assess the risk of thrombosis. In contrast to the FSI, the
CFD method demonstrates reduced temporal expenditure, albeit occasionally exhibiting
diminished precision. Furthermore, the obtained results are in good agreement with the
clinical trend, which could be applied to preliminary evaluation and may provide some
optimization reference for left atrial appendage occlusion (LAAO).
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However, in order to further reduce the risk of stroke caused by AF in the clinic, the
relevant mechanism research is very necessary, such as the mechanism of the thrombosis
formation in the LAA. This research can be completed only by deep cooperation between
various fields, such as experimental fluid mechanics, CFD, FS], artificial intelligence (AI),
clinical medicine, and so on.

5. Limitations

In the current work, we performed analyses on the internal blood flow in the LA of
patients with AF, utilizing the CFD methodology. Nevertheless, certain limitations need to
be addressed for further investigation:

1. We presumed the LA walls to be rigid. Although this assumption is feasible, particularly
in the AF state where the LA wall barely contracts, it differs from the actual scenario.
The interaction between the flexible LA wall and blood, along with the heart’s active
contraction, can significantly affect the flow pattern. However, due to motion artifacts,
dynamic cardiac CT/Magnetic Resonance Imaging (MRI) is not extensively performed
on patients [36,37], thus creating a shortage of transient hemodynamic monitoring data
and thereby complicating transient CFD simulations. In future research, the interaction
between the flexible LA wall and blood will be considered. Currently, we are recruiting
volunteers with AF for dynamic cardiac CT data collection.

2. Given the limited conditions, we selected the MV outlet velocity waveform based on
international norms to set the MV outlet velocity. Moving forward, the actual MV
flow velocity of patients could be acquired as the boundary condition for simulation
to procure more precise and individualized numerical simulation results.

3. We simulated only three patients’ cases. It will be crucial to study a larger set of cases
in the future to render the conclusions more accurate and reliable.

Stroke can arise from multiple mechanisms wherein the local hemodynamic envi-
ronment plays a pivotal role in embolism [38]. The transport of cardiogenic plaque
(i.e., ‘red’ thrombi) depends on the mechanical properties of the cardio-cerebrovascular
system [39]. Thus, future studies could simulate the cardio-cerebrovascular system by
using low-dimensional models to obtain more reliable estimates on the risk of embolism
and stroke.

6. Conclusions

In this study, the LA models of three patients were combined with three different
blood flow models to simulate the blood flow in the LA under the SR and AF state. The
following conclusions were reached:

1.  Blood flow in the LA was roughly the same under both SR and AF when using the
three different blood flow models. However, the flow-field details in some parts of
LA, such as the “corner” of the LAA, are quite different. Moreover, the RT of blood
in the LA under the single-phase non-Newtonian blood flow model is the shortest,
especially in the SR state, while the RT of blood under the two-phase non-Newtonian
blood flow is the longest.

2. The OSI, RRT, and ECAP values of the LAA (with high risk of thrombosis) are all
relatively lower when using the single-phase non-Newtonian blood flow model,
indicating that the risk of thrombosis is lower. On the contrary, when using the
two-phase non-Newtonian blood flow model, the RRT value in the LAA is relatively
higher, causing the predicted risk of thrombosis to be higher.

3. There are some differences in the values of the thrombosis risk calculated by different
evaluation indicators in the simulation results obtained by using different blood
flow models.

In short, all three blood flow models can simulate the blood flow in the LA in line with
the clinical law and predict the risk of thrombosis accordingly, but there are significant
differences in the description of the flow-field details and in the judgment of thrombosis
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risk. In order to obtain more realistic blood flow simulation results, further comparison
with clinical data and continuous optimization of the blood flow model are required.

Author Contributions: Conceptualization, J.Y. and X.L.; methodology, Z.B.; software, Z.B. and C.S;
validation, C.S. and Z.B.; formal analysis, H.D. and ].S.; investigation, C.S.; resources, M.C. and
J.S.; data curation, M.C.; writing—original draft preparation, Z.B.; writing—review and editing, J.Y.;
visualization, H.D.; supervision, X.L.; project administration, J.Y.; funding acquisition, J.Y. All authors
have read and agreed to the published version of the manuscript.

Funding: The project was funded by the Shanghai Natural Science Fund (No. 23ZR1444800) and
Clinical Research Plan of Shanghai Municipal Health Commission (No. 20224Y0078).

Institutional Review Board Statement: The study was conducted in accordance with the Declaration
of Helsinki, and approved by the Institutional Review Board (or Ethics Committee) of XINHUA
HOSPITAL AFFILIATED TO SHANGHAI JTJAOTONG UNIVERSITY SCHOOL OF MEDICINE
(Approval No. XHEC-D-2023-116, 13.06.2023).

Informed Consent Statement: Informed consent was obtained from all subjects involved in the
study. Written informed consent has been obtained from the patients to publish this paper.

Data Availability Statement: Not applicable.

Acknowledgments: We gratefully acknowledge the support from the University of Shanghai for
Science and Technology; and Xinhua Hospital, School of Medicine, Shanghai Jiao Tong University.

Conflicts of Interest: The authors declare no conflict of interest.

References

1. Singh, LM.; Holmes, D.R. Left Atrial Appendage Closure. Curr. Cardiol. Rep. 2010, 12, 413—421. [CrossRef]

2. Markl, M,; Lee, D.C,; Furiasse, N.; Carr, M.; Foucar, C.; Ng, J.; Carr, J.; Goldberger, J.J. Left Atrial and Left Atrial Appendage 4D
Blood Flow Dynamics in Atrial Fibrillation. Circ. Cardiovasc. Imaging 2016, 9, e004984. [CrossRef] [PubMed]

3. Qureshi, A.; Darwish, O.I; Dillon-Murphy, D.; Chubb, H.; Vecchi, A.D. Modelling Left Atrial Flow and Blood Coagulation
for Risk of Thrombus Formation in Atrial Fibrillation. In Proceedings of the Computing in Cardiology 2020, Rimini, Italy,
13-16 September 2020. [CrossRef]

4. Zhang, L.T.; Gay, M. Characterizing left atrial appendage functions in sinus rhythm and atrial fibrillation using computational
models. . Biomech. 2008, 41, 2515-2523. [CrossRef] [PubMed]

5. Aguado, A.M.; Olivares, A.L.; Yagtie, C.; Silva, E.; Nufiez-Garcia, M.; Fernandez-Quilez, A Mill, J.; Genua, I.; Arzamendi, D.;
De Potter, T.; et al. In silico Optimization of Left Atrial Appendage Occluder Implantation Using Interactive and Modeling Tools.
Front. Physiol. 2019, 10, 237. [CrossRef]

6.  Olivares, A.L,; Silva, E.; Nufiez-Garcia, M.; Butakoff, C.; Sanchez-Quintana, D.; Freixa, X.; Noailly, J.; de Potter, T.; Camara, O. In
Silico Analysis of Haemodynamics in Patient-Specific Left Atria with Different Appendage Morphologies. In Proceedings of the
Functional Imaging and Modelling of the Heart, Toronto, ON, Canada, 11-13 June 2017; pp. 412—420. [CrossRef]

7. Bosi, G.M.; Cook, A.; Rai, R.; Menezes, L.; Schievano, S.; Torii, R.; Burriesci, G.B. Computational Fluid Dynamic Analysis of the
Left Atrial Appendage to Predict Thrombosis Risk. Front. Cardiovasc. Med. 2018, 5, 34. [CrossRef] [PubMed]

8.  Polanczyk, A.; Podyma, M.; Stefanczyk, L.; Szubert, W.; Zbicinski, I. A 3D model of thrombus formation in a stent-graft after
implantation in the abdominal aorta. J. Biomech. 2015, 48, 425-431. [CrossRef] [PubMed]

9. Qi Y;Lu K;Fa,]J;Ma,L.; Zhu, T. Numerical simulation of two-phase blood flow after thoracic endovascular aortic repair with
in situ fenestration. J. Univ. Chin. Acad. Sci. 2020, 37, 192-197. [CrossRef]

10. Zhang, Y.; Xie, H.W. Effects from non-inertial lift of red blood cells on blood flow. J. Med. Biomech. 2015, 30, 558-563.

11.  Johnston, B.M.; Johnston, P.R.; Corney, S.; Kilpatrick, D. Non-Newtonian blood flow in human right coronary arteries: Transient
simulations. J. Biomech. 2006, 39, 1116-1128. [CrossRef]

12.  Jung, J.; Hassanein, A. Three-phase CFD analytical modeling of blood flow. Med. Eng. Phys. 2008, 30, 91-103. [CrossRef]

13.  Arzani, A. Accounting for residence-time in blood rheology models: Do we really need non-Newtonian blood flow modelling in
large arteries? J. R. Soc. Interface 2018, 15, 20180486. [CrossRef] [PubMed]

14. Gonzalo, A.; Garcia-Villalba, M.; Rossini, L.; Durdn, E.; Vigneault, D.; Martinez-Legazpi, P; Flores, O.; Bermejo, J.; McVeigh, E.;
Kahn, A.M,; et al. Non-Newtonian blood rheology impacts left atrial stasis in patient-specific simulations. Int. J. Numer. Methods
Biomed. Eng. 2022, 38, 3597. [CrossRef]

15. Liu, H; Lan, L.; Abrigo, J.; Ip, H.L.; Soo, Y.; Zheng, D.; Wong, K.S.; Wang, D.; Shi, L.; Leung, T.W.; et al. Comparison of Newtonian

and Non-newtonian Fluid Models in Blood Flow Simulation in Patients with Intracranial Arterial Stenosis. Front. Physiol. 2021,
12, 718540. [CrossRef]


https://doi.org/10.1007/s11886-010-0122-9
https://doi.org/10.1161/CIRCIMAGING.116.004984
https://www.ncbi.nlm.nih.gov/pubmed/27613699
https://doi.org/10.22489/cinc.2020.219
https://doi.org/10.1016/j.jbiomech.2008.05.012
https://www.ncbi.nlm.nih.gov/pubmed/18579148
https://doi.org/10.3389/fphys.2019.00237
https://doi.org/10.1007/978-3-319-59448-4_39
https://doi.org/10.3389/fcvm.2018.00034
https://www.ncbi.nlm.nih.gov/pubmed/29670888
https://doi.org/10.1016/j.jbiomech.2014.12.033
https://www.ncbi.nlm.nih.gov/pubmed/25543277
https://doi.org/10.7523/j.issn.2095-6134.2020.02.007
https://doi.org/10.1016/j.jbiomech.2005.01.034
https://doi.org/10.1016/j.medengphy.2006.12.004
https://doi.org/10.1098/rsif.2018.0486
https://www.ncbi.nlm.nih.gov/pubmed/30257924
https://doi.org/10.1002/cnm.3597
https://doi.org/10.3389/fphys.2021.718540

Bioengineering 2023, 10, 944 22 of 22

16.

17.

18.

19.

20.

21.

22.

23.

24.
25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

Liu, H.; Gong, Y.; Leng, X.; Xia, L.; Wong, K.S.; Ou, S.; Leung, T.W.; Wang, D.; Shi, L. Estimating current and long-term risks of
coronary artery in silico by fractional flow reserve, wall shear stress and low-density lipoprotein filtration rate. Biomed. Phys. Eng.
Express 2018, 4, 025006. [CrossRef]

Tsao, H-M.; Wu, M.-H.; Yu, W.-C,; Tai, C.-T;; Lin, Y.-K,; Hsieh, M.-H,; Ding, Y.-A.; Chang, M.-S.; Chen, S.-A. Role of Right Middle
Pulmonary Vein in Patients with Paroxysmal Atrial Fibrillation. ]. Cardiovasc. Electrophysiol. 2001, 12, 1353-1357. [CrossRef]
Cheng, Z.; Wood, N.B.; Gibbs, R.G.J.; Xu, X.Y. Geometric and flow features of type B aortic dissection: Initial findings and
comparison of medically treated and stented cases. Ann. Biomed. Eng. 2014, 43, 177-189. [CrossRef]

Yang, J.; Song, C.; Ding, H.; Chen, M.; Sun, J.; Liu, X. Numerical study of the risk of thrombosis in the left atrial appendage of
chicken wing shape in atrial fibrillation. Front. Cardiovasc. Med. 2022, 9, 985674. [CrossRef] [PubMed]

Soulis, J.V.; Lampri, O.P; Fytanidis, D.K.; Giannoglou, G.D. Relative residence time and oscillatory shear index of non-Newtonian
flow models in aorta. In Proceedings of the 2011 10th International Workshop on Biomedical Engineering, Kos, Greece,
5-7 October 2011; pp. 1-4. [CrossRef]

Garcia-Isla, G.; Olivares, A.L.; Silva, E.; Nufiez-Garcia, M.; Butakoff, C.; Sanchez-Quintana, D.; Morales, H.G.; Freixa, X.; Noailly, J.;
De Potter, T.; et al. Sensitivity analysis of geometrical parameters to study haemodynamics and thrombus formation in the left
atrial appendage. Int. ]. Numer. Methods Biomed. Eng. 2018, 34, e3100. [CrossRef] [PubMed]

Mill, J.; Agudelo, V.; Olivares, A.L.; Pons, M.I; Silva, E.; Nufiez-Garcia, M.; Morales, X.; Arzamendi, D.; Freixa, X.; Noailly, J.;
et al. Sensitivity Analysis of In Silico Fluid Simulations to Predict Thrombus Formation after Left Atrial Appendage Occlusion.
Mathematics 2021, 9, 2304. [CrossRef]

Di Achille, P; Tellides, G.; Figueroa, C.A.; Humphrey, ].D. A haemodynamic predictor of intraluminal thrombus formation in
abdominal aortic aneurysms. Proc. R. Soc. A Math. Phys. Eng. Sci. 2014, 470, 20140163. [CrossRef]

Liu, B. The influences of stenosis on the downstream flow pattern in curved arteries. Med. Eng. Phys. 2007, 29, 868-876. [CrossRef]
Moore, S.; David, T.; Chase, J.G.; Arnold, J.; Fink, J. 3D models of blood flow in the cerebral vasculature. J. Biomech. 2006, 39,
1454-1463. [CrossRef]

Quemada, D. A rheological model for studying the hematocrit dependence of red cell-red cell and red cell-protein inter-actions in
blood. Biorheology 1981, 18, 501-516. [CrossRef]

Jung, J.; Lyczkowski, R.W.; Panchal, C.B.; Hassanein, A. Multiphase hemodynamic simulation of pulsatile flow in a coronary
artery. J. Biomech. 2006, 39, 2064-2073. [CrossRef] [PubMed]

Kowal, P.; Marcinkowska-Gapiriska, A. Hemorheological changes dependent on the time from the onset of ischemic stroke.
J. Neurol. Sci. 2007, 258, 132-136. [CrossRef]

Institution, B.S. BS EN ISO 5840-1; Cardiovascular Implants—Cardiac Valve Prostheses—Part 1: General Requirements. ISO:
Geneva, Switzerland, 2015.

Gautam, S.; John, R.M. Interatrial electrical dissociation after catheter-based ablation for atrial fibrillation and flutter. Circ.
Arrhythmia Electrophysiol. 2011, 4, 26-28. [CrossRef]

Jhunjhunwala, P.; Padole, P.; Thombre, S. CFD Analysis of Pulsatile Flow and Non-Newtonian Behavior of Blood in Arteries.
MCB Mol. Cell. Biomech. 2015, 12, 37-47.

Dahl, S.K.; Thomassen, E.; Hellevik, L.R.; Skallerud, B. Impact of Pulmonary Venous Locations on the Intra-Atrial Flow and the
Mitral Valve Plane Velocity Profile. Cardiovasc. Eng. Technol. 2012, 3, 269-281. [CrossRef]

Menichini, C.; Xu, X.Y. Mathematical modeling of thrombus formation in idealized models of aortic dissection: Initial findings
and potential applications. J. Math. Biol. 2016, 73, 1205-1226. [CrossRef] [PubMed]

Karino, T.; Goldsmith, H.L. Flow behaviour of blood cells and rigid spheres in an annular vortex. Philos. Trans. R. Soc. Lond. B
Biol. Sci. 1977, 279, 413-445. [CrossRef]

Malve, M.; Garcia, A.; Ohayon, J.; Martinez, M.A. Unsteady blood flow and mass transfer of a human left coronary artery
bifurcation: FSI vs. CFD. Int. Commun. Heat Mass Transf. 2012, 39, 745-751. [CrossRef]

Liu, H.; Wingert, A.; Wang, ].A.; Zhang, J.; Wang, X.; Sun, J.; Chen, F; Khalid, S.G.; Jiang, J.; Zheng, D. Extraction of Coronary
Atherosclerotic Plaques from Computed Tomography Imaging: A Review of Recent Methods. Front. Cardiovasc. Med. 2021,
8, 597568. [CrossRef] [PubMed]

Nieman, K.; Balla, S. Dynamic CT myocardial perfusion imaging. J. Cardiovasc. Comput. Tomogr. 2019, 14, 303-306. [CrossRef]
[PubMed]

Mukherjee, D.; Jani, N.D.; Selvaganesan, K.; Weng, C.L.; Shadden, S.C. Computational Assessment of the Relation between
Embolism Source and Embolus Distribution to the Circle of Willis for Improved Understanding of Stroke Etiology. J. Biomech.
Eng. 2016, 138, 081008. [CrossRef]

Liu, H.; Pan, F; Lei, X,; Hui, ].; Gong, R.; Feng, J.; Zheng, D. Effect of intracranial pressure on photoplethysmographic waveform
in different cerebral perfusion territories: A computational study. Front. Physiol. 2023, 14, 1085871. [CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.1088/2057-1976/aa9a09
https://doi.org/10.1046/j.1540-8167.2001.01353.x
https://doi.org/10.1007/s10439-014-1075-8
https://doi.org/10.3389/fcvm.2022.985674
https://www.ncbi.nlm.nih.gov/pubmed/36505384
https://doi.org/10.1109/iwbe.2011.6079011
https://doi.org/10.1002/cnm.3100
https://www.ncbi.nlm.nih.gov/pubmed/29737037
https://doi.org/10.3390/math9182304
https://doi.org/10.1098/rspa.2014.0163
https://doi.org/10.1016/j.medengphy.2006.09.009
https://doi.org/10.1016/j.jbiomech.2005.04.005
https://doi.org/10.3233/BIR-1981-183-615
https://doi.org/10.1016/j.jbiomech.2005.06.023
https://www.ncbi.nlm.nih.gov/pubmed/16111686
https://doi.org/10.1016/j.jns.2007.03.011
https://doi.org/10.1161/CIRCEP.111.961920
https://doi.org/10.1007/s13239-012-0099-1
https://doi.org/10.1007/s00285-016-0986-4
https://www.ncbi.nlm.nih.gov/pubmed/27007280
https://doi.org/10.1098/rstb.1977.0095
https://doi.org/10.1016/j.icheatmasstransfer.2012.04.009
https://doi.org/10.3389/fcvm.2021.597568
https://www.ncbi.nlm.nih.gov/pubmed/33644127
https://doi.org/10.1016/j.jcct.2019.09.003
https://www.ncbi.nlm.nih.gov/pubmed/31540820
https://doi.org/10.1115/1.4033986
https://doi.org/10.3389/fphys.2023.1085871

	Introduction 
	Materials and Methods 
	Geometric Models 
	Thrombosis Prediction Model 
	Solving Process 
	Single-Phase Newtonian Blood Flow Model 
	Single-Phase Non-Newtonian Blood Flow Model 
	Two-Phase Non-Newtonian Blood Model 
	Boundary Condition 

	Blood Flow Model Verification 
	Meshing and Grid-Independence Verification 

	Result 
	Analysis of Influence of Blood Flow Models on Flow Field 
	Effect of Blood Flow Models on Flow Field and Residence Time in Left Atrium 
	Effect of Blood Flow Models on Flow Field in Left Atrial Appendage 

	The Influence of Blood Flow Models on the Prediction of Thrombosis 
	Effect of Blood Flow Models on TAWSS Value 
	Effect of Blood Flow Models on OSI Value 
	Effect of Blood Flow Models on RRT Value 
	Effect of Blood Flow Models on ECAP Value 


	Discussion 
	Limitations 
	Conclusions 
	References

