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Abstract: Single ventricle (SV) anomalies account for one-fourth of all congenital heart disease cases.
The existing palliative treatment for this anomaly achieves a survival rate of only 50%. To reduce the
trauma associated with surgical management, the hybrid comprehensive stage II (HCSII) operation
was designed as an alternative for a select subset of SV patients with the adequate antegrade aortic
flow. This study aims to provide better insight into the hemodynamics of HCSII patients utilizing a
multiscale Computational Fluid Dynamics (CFD) model and a mock flow loop (MFL). Both 3D-0D
loosely coupled CFD and MFL models have been tuned to match baseline hemodynamic parameters
obtained from patient-specific catheterization data. The hemodynamic findings from clinical data
closely match the in-vitro and in-silico measurements and show a strong correlation (r = 0.9). The
geometrical modification applied to the models had little effect on the oxygen delivery. Similarly, the
particle residence time study reveals that particles injected in the main pulmonary artery (MPA) have
successfully ejected within one cardiac cycle, and no pathological flows were observed.

Keywords: congenital heart defect; hypoplastic left heart syndrome; hybrid comprehensive stage II;
in-silico modeling; in-vitro modeling; multiscale modeling; multi-object tracking; kalman filter

1. Introduction

Single ventricle is one of the complex forms of cyanotic congenital heart defect (CHD).
Studies report that neonates with single functioning ventricle have a significantly high
mortality rate during the early years of life [1]. Patients born with variants of SV CHD
require immediate surgical treatment after birth. This initial stage operation is followed
by two additional staged surgical procedures to sustain life [2-5]. Neonates with some SV
variants have a hypoplastic systemic outflow tract, aortic annulus, and aortic arch, each of
which impedes systemic blood flow [4]. These anatomic malformations result in inherently
unstable physiology, in which the systemic circulation is dependent on the patency of the
ductus arteriosus whilst the pulmonary blood flow is “unguarded” and tends to become
excessive. The objective of the first stage of treatment is to establish an adequate and
relatively balanced systemic and pulmonary circulations [6]. In the subsequent staged
operations, the therapeutical goal is to establish a series circulation whereby the remaining
ventricle powers the systemic blood flow, and the pulmonary circulation becomes passively
driven by the pressure gradient between venous return and the atrium.

Neonates undergo the Stage I procedure, the Norwood, immediately after birth. Dur-
ing this stage, the anomalous systemic circulation is reconstructed to achieve unobstructed
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and equal flow (on average) to systemic and pulmonary circulation. In this stage, atrial
septectomy is performed, and the diminutive aorta is reconstructed and connected to the
single ventricle at the pulmonary root. A Blalock Taussig Thomas (BTT) shunt is implanted
between the innominate artery and the pulmonary arteries to create a parallel path between
the systemic and the pulmonary circulation [7,8]. Stage II surgery, the bidirectional Glenn
(BDG), is performed between three and six months. In this procedure, the superior vena
cava (SVC) is disconnected from the right atrium (RA) and connected directly to the pul-
monary arteries to supply pulmonary flow passively [9]. The main goals of this operation
are to provide more stable pulmonary blood flow by a vessel that can grow and relieve
the excess volume load on the single functioning ventricle. In Stage III surgery, the Fontan
procedure [10], the inferior vena cava (IVC) is decoupled from the RA, and the venous
flow is routed to the pulmonary arteries typically through a synthetic conduit (“Fontan
conduit”) typically placed outside the heart.

Following this operation, a series circulation (systemic to pulmonary circulation)
driven by the right ventricle (RV) is achieved. Despite a significant improvement in survival
rate after the palliative procedures, an early mortality rate and poor functional outcomes in
the survivors are significantly high [9]. Due to the increased mortality, morbidity, and surgi-
cal trauma associated with the conventional stage I procedure [11,12], the hybrid Norwood
procedure was devised as an alternative technique for performing the stage I procedure in
neonates with HLHS [13-15]. This approach avoids the prolonged use of cardiopulmonary
bypass (CPB), deep hypothermia, and circulatory arrest, which are often associated with
high morbidity [4,16,17]. The hybrid Norwood procedure establishes a relatively stable
circulation by the stenting of the ductus arteriosus and banding (intentional narrowing) of
the left pulmonary artery (LPA) and right pulmonary artery (RPA) branches. A balloon
atrial septostomy is also performed as required. Although the purported advantage of
the hybrid technique is to minimize the extent of surgical trauma in neonates [17-19] by
avoiding CPB, hypothermia, and circulatory arrest, these techniques are typically needed
while performing the subsequent “comprehensive stage II” procedure [13-15,20]. In this
operation, reconstruction of the aortic arch and pulmonary artery and management of
a ductal stent are required in addition to creating the BDG [17,18]. In many centers, the
mortality of this operation is significantly higher than that of the standard BDG and, in
some cases, comparable to the standard Norwood procedure.

Reducing the complexity of the second stage operation following the hybrid Nor-
wood stage I would reduce morbidity and mortality and sustain the putative advantages
of the hybrid approach. DeCampli et al. [21] have described a novel alternative hybrid
technique to the conventional comprehensive stage II, the “hybrid comprehensive stage
II” procedure, to reduce surgical trauma (Figure 1). The HCSII technique applies to the
subset of HLHS patients with sufficient native antegrade aortic flow for coronary and upper
systemic perfusion. This novel procedure avoids the reconstruction of the aortic arch and
the creation of the Damus-Kaye-Stansel (DKS) connection. The antegrade flow originates
from a ventricular septal defect (VSD), allowing blood to perfuse the upper circulation
(Figure 1). This procedure involves placing a stented baffle within the main pulmonary
artery joining the left branch ostium to the right branch ostium to separate systemic and
pulmonary flow (Figure 1) [21-23]. Also, the operation typically entails re-stenting of
the ductus to maintain unobstructed lower body systemic circulation. Finally, a bidirec-
tional superior cavopulmonary connection (analogous to the BDG) completes the HCSII
procedure. The procedure can be done without deep hypothermia or selective cerebral
perfusion and is completed in a significantly shorter time than the usual comprehensive
stage II operation. A follow-up review of patients undergoing this approach was recently
published by Farias et al. [22].

As direct in-vivo measurements are often difficult to obtain, the understanding of
the outcomes of the proposed surgical procedure and the impact of reconstructed patient-
specific anatomy on the crucial clinical, e.g., systemic and pulmonary hemodynamics,
thrombosis, particle residence time, and power loss and wall shear stress, etc. must be
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studied using in vitro and/or in silico techniques. The multiscale modeling framework
involving computational and experimental simulations can closely mimic the circulation
in the reconstructed anatomy and extract the local and global hemodynamic parameters
to cross-validate the vital observations. In recent years, in-silico and in-vitro modeling
techniques have been widely used to qualify and quantify the hemodynamics of surgical
interventions and used as a treatment-planning tool for SV anomalies [24-34].

SVC Aortic Arch

Figure 1. Schematic of the HCSII procedure [22] (p. 329) (MPA = main pulmonary artery, SVC = supe-
rior vena cava, IVC = inferior vena cava, LPA = left pulmonary artery, RPA = right pulmonary artery,
VSD = ventricular septal defect, PDA stent = patent ductus arteriosus).

Hameed et al. [23] investigated the pressure drop across the HCSII baffle and the
potential for vortex formation using a multiscale CFD model. The study showed that
pressure drops across the baffle were within the clinically acceptable values for a range
of baffle cross-section narrowing. The current study focused on the potential effects of
various levels of baffle narrowing and ascending aorta diameter ranges on oxygen trans-
port, power loss, and particle residence time in the novel HCSII circulation. The in-silico
models of the synthetic HCSII representative geometries with various baffle and ascending
aorta dimensions are used to quantify the resultant hemodynamics. The in vitro study
consists of a dynamically scaled MFL integrating a representative synthetic phantom of the
reconstructed HCSII anatomy. The model incorporates an intra-pulmonary baffle graft and
a Palmaz Genesis (PG) 2510B stent (Cordis, Bridgewater, NJ, USA). In-vitro experiments
cross-validate the key in-silico findings while matching the catheter reports provided by
our clinical collaborators.

2. Materials and Methods

It is crucial to implement a multiscale 0D-3D CFD coupling scheme that allows the in-
vestigation of surgical planning in a virtual physics-based environment. A multiscale CFD
model was developed to investigate the effect of a range of surgically viable geometrical
alterations of the HCSII on the hemodynamics of this palliative procedure. The multiscale
model couples a 3D CFD model of the synthetic HCSII anatomy with a 0D lumped param-
eter model (LPM) of the peripheral circulation. To cross-validate the CFD findings, it is
essential to have a robust benchtop setup that can emulate the physiologically consistent
flow field. Hence, a dynamically scaled MFL setup that integrates a representative 3D
printed replica of the reconstructed HCSII anatomy incorporating an intra-pulmonary
baffle graft and a PG 2510B stent has been developed. To preserve consistency and compare
the in-silico and in-vitro findings, the experimental study followed the same protocol as
the computational study.
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2.1. Anatomical Model
2.1.1. In-Silico Model

The 3-dimensional baseline synthetic HCSII geometry was modeled using SolidWorks
(Dassault Systemes, Concord, MA, USA), which includes the MPA, ascending aorta (AA),
the descending aorta (DA), right and left subclavian arteries (RSA, LSA), right and left
carotid arteries (RCA, LCA), right and left coronary arteries (RcorA, LcorA), and the BDG
procedure with SVC connected to the RPA and LPA as shown in Figure 2. The in-silico
model was developed based on the averaged dimensions obtained from the deidentified
angiographic images of three patients provided by our clinical collaborators at Arnold
Palmer Hospital (APH) for children.

LCA

RPA
LPA

MPA DA

Figure 2. The synthetic HCSII geometry used in in-silico studies.

To study the effect of the MPA narrowing on systemic saturations, power loss, and
particle residence time, the nominal geometry was manipulated to generate (1) four MPA
narrowing variations (Figure 3a), (2) four ascending aorta root diameter (D 44) variations
(Figure 3b). Table 1 summarizes each model variant.

MPA-3

@

Figure 3. Patient generic synthetic geometries for varying (a) MPA narrowing denoted as H, and
(b) ascending aorta root diameters (D 4 4).
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Table 1. Shows the variations of H and D 44 for each configuration used in the in-silico study.

Case H [mm] Case Daa
MPA-1 7.23 AAS-1 5.00
MPA-2 8.19 AAS-2 6.00

Nominal 8.66 Nominal 7.00
MPA-3 9.09 AAS-3 7.50
MPA-4 9.52 AAS-4 8.50

Mesh

The geometries were imported into the destination CFD software STAR-CCM+ (Siemens,
Munich, German). A high-quality finite volume mesh was generated following a grid inde-
pendence study using tetrahedral elements [35], with a base size of 0.3 mm and three prism
layers at the wall boundary (Figure 4). The nominal HCSII geometry was modeled with 100%
stenosis to replicate the complete obstruction of the distal arch. The number of cells varied
between 1.5 million and 2.3 million across all geometries modeled.

__ 100% stenosis

Figure 4. Meshed HCSII geometry with a close-up of the ascending aorta inlet boundary.

An extensive grid independence analysis was carried out to calculate the optimum
mesh density of the in-silico models, as described in our previous studies [23,29]. This
analysis was performed by running steady-state simulations and monitoring the pressure
and the mass flow rate at the different locations (MPA root, SVC, RPA, DA, AO, and LPA)
of the CFD domain. In this study, three different levels of mesh refinements were carried
out, and relative percentage changes were evaluated at those respective locations in the
CFD domain, which were shown to be lesser than 0.15% between the current mesh and the
next coarsest mesh, as shown in [29] (pp. 49-50).

2.1.2. In-Vitro Phantom

The 3D HCSII phantom was designed using CATIAV5 (Dassault Systemes) for conduct-
ing in-vitro simulations. The synthetic HCSII phantom was modeled using the deidentified
angiographic images of a patient with 0.34 m? body surface area (BSA) who underwent the
HCSII procedure. The average dimensions of each vessel were derived from the respective
angiographic images and used to construct a synthetic 3-D centerpiece representing the HC-
SII circulation, as shown in Figure 5A-F and Supplementary Figure S1. The experimental
3-D phantom was developed in a two-part process; the top half of the phantom contained
a major section of the conduits derived from the angiogram data. Dimensions used for
constructing the experimental model are provided in Supplementary Figure S1. The 3-D
phantom (Figures 5C and S1) includes three distinct regions, (1) Upper circulation across
the native underdeveloped aorta, (2) lower body circulation across the MPA (neo-aorta) to
the descending aorta, and (3) the venous return to the lungs. To simplify the upper body
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peripheral circulation, the vascular beds of RSA, RCA, LSA, and LCA conduits are lumped
together. The diameter of the resultant conduit was the summation of RSA, RCA, LSA, and
LCA diameters (Figure 5A).

=
|
|
L
B
|
- =
>

Figure 5. Development of a 3D CAD model of the HCSII centerpiece from deidentified angiographic
images (A). Diameter of RCA, RSA, LCA, and LSA (B). Diameter of MPA root (C). Dimension of the
3D phantom with the labeled diameters (in mm) of labeled branches using CATIAv.5 (D). Diameters
of the aortic arch and descending aorta (E). Diameter of AA (F). Diameter of MPA.

In keeping with the HCSII surgical procedure, the phantom (1) does not include the
patent ductus arteriosus (100% stenosis, Figure 6E), (2) no DKS connection, and (3) retains
the native aortic arch [21-23]. This centerpiece incorporates the insertion of a single
PG 2510B stent placed in the pulmonary artery (PA) conduit and covered with a baffle
made of expanded polytetrafluoroethylene (ePTFE) graft material which was partially
sutured within the MPA conduit to keep systemic and pulmonary flows separated. The
designed 3-D centerpiece integrated with the MFL preserved the characteristic features of
the reconstructed anatomy.

A hollow elliptical section was designed on the MPA conduit of the centerpiece, as
shown in Figure 6C,F to place the baffle in the MPA conduit that closely replicated the
stented baffle configuration in the reconstructed HCSII anatomy mentioned in [20-22]. The
sutured end of the baffle on the MPA conduit constrained the stent migration in the PA
conduit. Barbed conduits have been designed at six locations to integrate the centerpiece
with the MFL. The pressure sensors were placed at three key locations, i.e., MPA, AA, and
DA conduits in the centerpiece to acquire the hemodynamic pressure parameter for each
cardiac cycle during in-vitro simulations (Figure 6A,B). The bottom half of the centerpiece,
as shown in Figure 6C, covered the PA section once the baffle and the stent were placed in
their respective locations. In Figure 6D, Section 1 forms the MPA, Section 2 forms the AA
conduit, and Section 4 represent the flow towards the upper body. Section 3 and Section 5
are connected together to form the PA. Section 6 forms the DA in the 3-D in-vitro phantom.
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Figure 6. (A). Side view of the top half, (B). Anterior view of the centerpiece with rails (C). Bottom
half of the centerpiece with stent and gasket. Interior view of the centerpiece with rails, (D). 3D
phantom with the labeled conduits (E). Completely stenosed section in the HCSII anatomy. (F). HCSII
centerpiece within the rectangular block.

2.2. Lumped Parameter Model

The lumped parameter model has been widely used to provide a simplified represen-
tation of the cardiovascular system and to quantify hemodynamics variables, i.e., pressure
and flow rates in the regions of interest [36-39]. The LPM is an electric circuit analogy used
to model the peripheral circulation of the human circulatory system. Using this analogy,
blood flow through various vessels in the circulatory system can be lumped and represented
as electrical circuits that include resistors (R), capacitors (C), and inductors (L) [29-32,40].
These elements represent vascular resistance, vascular compliance, and vascular inertance,
respectively. LPM is mainly used to replicate and couple the dynamics of the peripheral
circulation (0D system) with the flow field generated within the 3-D model.

2.2.1. LPM Setup for In-Silico Model

A complex circulatory system can be modeled using an electric analog circuit known as
LPM. The LPM was tailored to replicate the peripheral circulation of the patient’s anatomy
and tuned to closely match the catheter data. The HCSII circulation was compartmentalized
in a series of arterial and venous elements that include resistors, capacitors, and inductors
as discussed in [23,29]. The LPM-generated waveforms used as boundary conditions
(BCs) to drive the CFD model. The model consists of three main subsystems: the upper
circulation, the lower circulation, and the pulmonary circulation, as shown in Figure 7. The
RV powers the LPM circuit utilizing a time-varying capacitor regulated by the elastance
function E, (t,) [41,42], which is defined as

1.32
tn
(0.303) 1

L\ 12 N
1+ (0.303) 1+ (m)

En(tn) = 1)
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Figure 7. Multiscale model of the HCSII circulation, three-dimensional CFD model coupled with the
lumped parameter model.

The valves are represented as diodes in the LPM, mathematically modeled as Heavi-
side step functions responding to the pressure gradient across the valve.
The pressure drop across a segment is given by

d
ar =199 4 ro @)
dt
and the flow rate across compliance is
dp
Q=c )

where Q is the flow rate, and AP is the pressure difference. These differential equations
are derived using the hydraulic analogies shown in Figure 7, along with the conservation
of current (KCL) and voltage laws (KVL). Kirchhoff laws state that the current entering a
junction or a node is equal to the current exit it, and the sum of voltages in a closed-loop
has to be zero, as described in the equations in Appendix A. From the LPM, 34 coupled
ordinary differential equations were derived and solved using an in-house fourth order
adaptive Runge-Kutta solver. The VSD was only modeled in the LPM circuit as a non-linear
resistance in the circuit between the inlet of MPA and the inlet to AA.

The LPM was then tuned to obtain the desired waveforms matching catheter data [37,43,44].
The target cardiac output (CO) was 2.99 L/min, with 60% perfusing to the lower body and 40%
perfusing the upper body. Moreover, the model implements the coronary flow with a 70-30%
split between the left and right coronary arteries to retain physiological accuracy [45]. In this
study, each face of the in-silico geometry in the CFD domain was defined with a specific type of
boundary condition (Stagnation pressure inlet, mass flow inlet, and outlet). Table 2 details the
various types of BCs imposed for each inlet and outlet in the CFD domain.

Figure 8 shows a sample set of BC waveforms that were applied to the CFD model
following the LPM tuning. Each outlet was treated as a mass flow outlet, while the aortic
root was considered as a mass flow inlet, and a total pressure was imposed at the MPA.



Bioengineering 2023, 10, 135

9 of 37

Table 2. Describes the various types of boundary conditions imposed for each CFD region.

CFD Region Boundary Condition
MPA Stagnation Pressure Inlet
AA Stagnation Pressure Inlet
DA Mass flow outlet
SVC Mass flow outlet
LPA Mass flow outlet
RPA Mass flow outlet
LcorA Mass flow outlet
RcorA Mass flow outlet
LSA Mass flow outlet
RSA Mass flow outlet
LCA Mass flow outlet
RCA Mass flow outlet

Aorta DA N LCA _ L
R

PA
PA

Mass fl
Mass flow rate (kg/s)
Mass flow rate (kg/
Mass flow rate (k

F
F
:

LSA LcorA - RCA

Mass flow rate (kg/s)
Mass flow rate (kg/
Mass flow rate (kg/s)

F
:
;

Mass flow rate (kg/s)

RSA -~ RcorA . sve Total Pressure PA

F
%
]

Mass flow rate (k
Mass i
Mass flow rate (kg/s

Figure 8. Sample BC waveforms for all inlets and outlets used in the CFD domain.

2.2.2. LPM Setup for In-Vitro Model

The reduced LPM used in this in-vitro study was derived from the full-scale LPM
model of Hameed et al. [23,29]. The full-scale LPM is not practically feasible in a laboratory
benchtop realization. Tuning such an MFL with a full-scale LPM circuit would be diffi-
cult. Furthermore, the number of elements requiring connectors and tubing would create
too much inertance. The full-scale LPM was reduced to a branched LPM of equivalent
impedance to create a practically feasible system. An in-vitro study on HCSII circulation
was conducted through a dynamically scaled MFL using patient-specific geometry.

The MFL was modeled to resemble the physiological anatomy of a patient with
0.34 m? BSA. In this MFL setup, the lumped compartments representing the peripheral
circulations of the patient were connected to the 3-D phantom of the HCSII geometry.
The MFL consists of four compartments, and each compartment was developed with
two elements (i.e., resistance and compliance) Windkessel models. Four compartments
represent upper systemic, lower systemic, right, and left pulmonary circulations, as shown
in Figure 9. Each lump represents the arterial and venous vasculature found within the
physiological anatomy. The voltage source represents the RV. The detailed design and
fabrication procedure for the MFL setup have been detailed in our previous studies [31,32].

The VSD was not modeled in the 3-D phantom but is represented in the LPM circuit
as two resistor valves placed between the bifurcation junction (upstream of the RV) and the
inlet of the MPA and AA in the 3-D phantom. This study mainly focused on investigating
the flow field developed in the reconstructed HCSII geometry; hence, the BDG section
was replicated in the LPM circuit, as shown in Figure 9. Every branch in the reduced
LPM contains circuit elements that correspond with a device in the MFL that serves as a
physical realization of that parameter. The pressure drop across each branch in the MFL was
tuned by a needle resistor valve. Vascular compliance in each compartment was achieved
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by implementing an annular design-based compliance chamber. Table 3 represents the
compliance values considered in each lump while conducting the experimental study.

Left Pulmonary Artery

T

Bidirectional Glenn

Main Pulmonary Artery E
TITSEN
o T
Asc. Aorta
pravasa
— (LT

Upper Body

~ Right Ventricle

Lower Body

Right Pulmonary Artery

Figure 9. Reduced LPM representation of HCSII MFL setup.

Table 3. Compliance values for MFL.

Compliance Sections in MFL Compliance Value (mL/mmHg)
C_upper 0.603
C_lower 0.735
C_lpa 0.640
C_rpa 0.640

2.3. CFD-LPM Coupling

To converge the flow field, a loose coupling mechanism has been implemented be-
tween 0D LPM and 3D-CFD domain [46—48] (Figure 10). The algorithm regulating the
coupling operates at the cardiac cycle level. The LPM generates a set of time-dependent
BCs (waveforms), which were imposed on the inlets and outlets of the CFD domains, as
given in Table 2. Once the CFD simulation completes three heart cycles, the pressure and
flow rates are sampled across the domain at locations corresponding to nodes (pressure)
and segments (flow rate) in the LPM. The sample quantities are then time-averaged over all
cycles, and the CFD domain resistances are calculated using Ohm’s Law. Once computed,
these resistances are updated in the LPM (Figure 10), and the new BCs for the CFD are
evaluated. This process is repeated iteratively to converge the flowfield solution between
the LPM and the CFD domain, comparing the changes between the pressure waveform at
the outlets of the CFD and the LPM. The convergence criteria are set so that the change in
the flow in all branches is less than 1073 or resistor values no longer change when iterated.

9
° o
o

Figure 10. 3D CFD to 0D LPM coupling scheme.
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An automated algorithm that regulates data exchange and storage (Java Macro) carried
out this process, which usually takes about 15-20 iterations to achieve convergence. The
convergence criteria for the coupling mechanism require an iterative convergence of less
than 10~3. Following convergence, the CFD computation ran for three more cardiac cycles
to gather data for postprocessing.

2.4. Fluid Domain Solver

We employed the segregated flow solver in STAR-CCM+ to resolve the flow field using a
finite volume solution for Navier-Stokes and continuity equations. The flow was modeled as
incompressible (p = 1060 kg/ md), unsteady, and the fluid was assumed to be non-Newtonian.

o
V-V=0 4)
—
aV — —
PaF +p<V-V)V— -Vp+V.o 5)
. — -\ T
oc=u(7)|VV+ (VV) (6)

Here, ? is the velocity, p is the pressure, and Equation (6) represents the viscous
stress tensor with a given relation for the viscosity () as a function of shear rate 7. A
simplified three parameter Carreau-Yasuda model (Figure A2) was adopted to model blood
as mentioned by Hameed et al. in [23]. The parameters were determined by curve fitting
clinical data assuming a 40% hematocrit [49]. Parameters have been summarized in Table 4.

Table 4. Tabulated value for Carreau-Yasuda model constants.

Hematocrit [%] Yoo Ho A
40 4.38989 8.4248 0.3103

The time-step used in this simulation is 0.004 s, calculated based on the Courant
number (Co) for an implicit scheme (Co = 1).

Co = ult/Ax 7)

where u is the velocity, At is the time-step, and Ax is the mesh base size. This achieves
time-accurate results on a grid that has been obtained after a grid convergence study.

The fluid domain in Figure 11 depicts a 100% stenosis as a result of the complete
obstruction of the distal arch. For simplicity, the fluid domain has been split into three
separate regions, (a) the systemic flow originating from the pulmonary root to the lower
body, (b) the systemic flow originating in the aortic root to the upper body, and (c) the SVC
flow to the PA as shown in Figure 11.

2.5. Oxygen Transport Model

In the HCSII model, flow pumped by the RV is distributed to the lower systemic (S1.)
circulation and the upper systemic (Sy.) circulation. The venous blood from the lower
circulation flows back through the IVC to the RA, while the upper body deoxygenated
blood flows back to the PA through the SVC, leading to two parallel flows. The schematic
in Figure 12 represents a 1D oxygen transport model for a generalized HCSII circulation. A
similar oxygen transport model has been derived by Santamore et al. [50].
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Figure 11. Fluid domain regions: (a) lower body circulation shown in red, (b) upper body circulation
in grey, and (c) the pulmonary circulation shown in blue.

(= x)-CVy,

Voo

Cpvo,

Figure 12. Generic oxygen transport model schematic of HCSII circulation (RV = Right Ventri-
cle, Sy = Upper Systemic circulation, Sy, = Lower systemic circulation, P = Pulmonary circulation,
CO = cardiac output [L/min], Qu = Upper body flow [L/min], Qp = Lower body flow [L/min],
Cyxo2 = Oxygen concentration (mL O, /1 of blood) for a = arterial; sv = systemic venous; pv = pul-
monary venous, C Voz =9. m [mL/min], systemic oxygen consumption with m = patient weight [Kg]
x = oxygen consumption split ratio, SV, = Oxygen uptake in the lungs.

The analysis assumes a steady-state condition. As per the law of mass conservation,

systemic oxygen consumption (CV,) and oxygen uptake (SV ;) must be equal at the
cellular level. To distinguish upper and lower body oxygen consumption the competition
split ratio parameter x is introduced. Upper body oxygen consumption then can be
expressed as x CV, while lower body oxygen consumption is (1 — x)C Voz and their
relationship is described in Equation (7)

CVor =xCVor+ (1-x)-CVep ®)

Equations (8)-(10) describe the systemic (Sy. and Sy,) and pulmonary (P) oxygen
equilibrium. Equation (8) shows that the oxygen flow rate in the upper systemic circulation
(Ca02-Qu) is reduced by the oxygen consumption of the upper body (x-CV ) leaving the
reduced oxygen flow rate returning to the PA through SVC, where Cgy () is the systemic
oxygen content of the venous flow.

Co02:Qu — x-CVop = Csyop-Qu )
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Similarly, Equation (9), shows the oxygen flow rate into the S, which is a product of
arterial oxygen content of blood, i.e., C,02 (in mL Oy/ 4 of blood) and Q1. blood flow in
the lower body and returning to the atrium. The total lower systemic oxygen flow rate is

reduced by the oxygen consumption ((1 — x)-C Voz) in the S, , leaving the reduced oxygen
flow rate (Csypp-Qr) returning to the RA through IVC. Here (1 — x) term represents the
fraction of the whole-body oxygen consumption consumed by the S.1..

Ca02:QL — (1= x)-CVpy = Csy0a-Qr (10)

As we know in the HCSII procedure the blood flow through Pas, i.e., Qp is equal to
the blood flow through Sy, i.e.,, Q. In Equation (10), the oxygen flow rate returning to
the PA from the Sy, with the oxygen uptake in the lungs provides the oxygen flow rate
returning to the atrium from the pulmonary circulation.

Csvo2-Qu + SV = Cpyoz-Qp (11)

Equation (11) is used to track systemic oxygen saturation, which involves a complex
function of cardiac output, the pulmonary venous oxygen concentration in the blood,
lower body oxygen consumption, and ratio of blood flow between upper and lower
systemic circulation.

Ca02-CO = Cpyop - CO. — (égL + 1) (1—2x)-CVop (12)
u

Oxygen consumption has been determined based on literature-derived per-weight
oxygen consumption 9 (mL/s)/Kg. The above expressions require cycle-average flow
rate inputs originating from in-silico and in-vitro measurements (CO, Q;, and Qp), as
well as literature-derived blood oxygen capacity and oxygen consumption data [31]. Pul-
monary venous oxygen concentration was calculated from an assumed oxygen saturation
(100, 95, 90, 85, and 80%) depending on patient ventilation and a given oxygen capacity

(0.22 mL Oy/mL of Blood). The oxygen saturation anywhere in the model can then be
Oxygen Concentration 100
Oxygen Capacity

computed as

2.6. PowerLoss

Significant power loss across a domain can strongly indicate disturbed flow that can
be correlated to excessive pressure gradients or momentum loss [27,40,51,52]. Power loss
(PL) was estimated by first evaluating the flow field power at discrete locations. In this
study, we define the Power loss and flow rate (Q) at a cross-sectional plane as

1 —
Power = (vaz + Psmtic) Q (13)

Q=VA (14)

Power loss can then be evaluated as
PL = Pinlet - POutlet (15)

where, p is the density, V is the velocity, P is the static pressure, A is the conduit cross-
sectional area. To normalize the power loss due to the baffle flow obstruction, the flow field
power for models with the stented baffle Py,ff,, is ratioed to the flow field power for a
model with no obstruction Py, pff1 (Equation (14)).

Ppaffie

16
Pyo baffle 16)

Efficiency (n) =
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In measuring PL, the inlet was the pulmonary artery, and the outlet was the descending
aorta. The PL was calculated as a function of the upper-to-lower body systemic flow
distribution ratio i.e., 6040 and 50-50, and as a function of the MPA narrowing.

2.7. In-Silico Particle Residence Time

Particle residence time (PRT) can help identify the presence of regions of recirculation,
stagnation, or otherwise poor flow that can increase the risk of thrombus formation. Higher
residence time in a specific region may cause platelets to accumulate shear stress and
become activated [53-57]. PRT was calculated by releasing massless particles into the
domain and tracking their residence time. Reininger et al. [53] calculated residence time to
determine the effect of shear stress and residence time on fibrin clot formation in a laminar
and turbulent flow. The study found that residence time is more critical for clot formation
than the shear rate [57]. In similar studies, PRT calculations were different between patients
and demonstrated the importance of PRT in identifying the recirculation and stagnation
zones [55].

This study implemented a Lagrangian scheme to track these massless particles and
measure PRT. After obtaining a converged flow field, the Lagrangian tracking scheme was
activated, and particles were injected. Particles were assumed to be spherical and were
released randomlLy in space and time for several cardiac cycles using an injection grid at
the MPA inlet surface (Figure 13).

Figure 13. Injection grid located in the main pulmonary artery.

Particles were released with zero injection velocity at random across the grid (in space)
and at random across the cycle (in time). The release of particles from each node of the
grid was controlled by the point inclusion probability function built-in StarCCM+, which
regulates which nodes on the injection grid release a particle at any given time step.

2.8. Experimentation

An efficient MFL tuning process plays a crucial role in achieving accurate experimental
results. MFL setups can be devised by following various LPM to perform different kinds
of experiments [32]. As this MFL setup involved various components for replicating
the reduced LPM as described in Section 2.2, each component was carefully calibrated
to minimize imprecision. The MFL setup has been systematically tuned by following a
sequential “Bottom-Up” procedure, as explained in our previous study [31].

The benchtop experimentation of HCSII was conducted to match catheter tracings and
clinical reports of two patients with different CO i.e., patient-1 with CO of ~2.99 L/min
and patient-2 with CO of ~1.75 L/min. As mentioned in Section 2.2.2, the MFL setup
consisted of four compartments, i.e., upper systemic, lower systemic, left pulmonary, and
right pulmonary circulations. The 3-D printed phantom representative of the reconstructed
HCSII physiology described in Section 2.1.2 has been integrated with the physical com-
ponents replicating the R, and C parameters of the reduced LPM, which were derived
from the clinical measurements. Figure 14a shows the complete MFL setup of the HCSII



Bioengineering 2023, 10, 135

15 of 37

LPA Compliance
-

Lower Sys.
Compliance

| A |

circulation. The main objective of this in-vitro study was to investigate the hemodynamics
in the reconstructed anatomy of the HCSII circulation; hence, VSD and the BDG procedure
were modeled in the LPM as a peripheral component to this simulated surgical procedure.
Two resistor valves (i.e., R_ypa and R_agsc. Aorta) Were used to represent the VSD feature
in the MFL physically, and the BDG procedure was replicated using a “T” junction, as
shown in Figures 14a and 15a. For in-vitro measurements, the blood was modeled as
Newtonian. A custom working fluid (p = ~1000 kg/m?) was developed to conduct the
benchtop experiments. This batch of fluid was developed by mixing 56% of Glycerin and
44% of water to match the viscosity of the blood, i.e., four centipoises.

1 Harvard Apparatus
~ Pulsatile Pump

Figure 14. (a) MFL set up of HCSII circulation; (b) Position of sensing and measuring devices in the
MFL setup.

The MFL was driven by the Harvard Apparatus medical pump replicating the viable
RV in the HCSII anatomy. This positive displacement piston pump was tuned to produce
the pulsatile cardiac waveform matching the CO respective patients, as mentioned in
the catheter reports. Further, a beats per minute (BPM) decal in the pump was adjusted
to generate the heart rate (HR) of 80 BPM for a suitable stroke volume value calculated
from the clinical data provided by our clinical partners. Figure 14b shows the location of
resistors, compliance chambers, flow, and pressure sensors in all four compartments of
the MFL. The table mentioned in Appendix A lists the names of the elements (including
measuring and sensing devices) with their corresponding location in the MFL setup. Each
compartment of the MFL was constructed with four instruments (i.e., a needle valve, a
compliance chamber, a flow rate sensing device, and a pressure sensing device) which
were placed sequentially, as shown in Figures 14b and 15b. For both patient cases, the
upper and lower systemic resistors were tuned to maintain the flow distribution between
the upper and lower systemic circulation to match the respective catheter data. Then, the
pulmonary resistances were tuned so that the flow returning from Sy, to PAs through SVC
remained equally distributed on each side, and the ratio of pulmonary to systemic flow
was maintained.
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Figure 15. (a) 3-D phantom integration with the MFL; (b) Systemic and Pulmonary circulation in
the MFL.

As one of the critical objectives of this study was to experimentally investigate the
hemodynamics in the reconstructed geometry of the HCSII circulation, we integrated the
pressure sensors in the specific locations of the MPA, AA, and DA to probe the hemody-
namic pressure field transiently over cardiac cycles. Figure 15a shows the integration of the
sensors and the resistors to the 3-D phantom in the MFL. Once the correct flow distributions
between each LPM compartment were achieved by tuning these resistances, then all the
compliance chambers are re-engaged. Figure 15b shows all four compartments of the MFL.
Pressures and flow rates in the MPA, AA, and DA were maintained by tuning the respective
resistances. These integrated pressure sensors collect pressure from the MPA section over
the baffle, the AA, and DA.

In this way, clinically correct hemodynamics was achieved in these compartments of
the MFL. An in-house LabVIEW code has been developed to visualize and acquire the
hemodynamic data from the MFL setup. All the integrated digital flow sensors (FMG90
series OMEGA Engineering, Norwalk, CT, USA) and analog pressure sensors (PX315-015GV
series, OMEGA Engineering) in the MFL were connected to National Instruments (NI, Austin,
TX, USA) data acquisition board (DAQ), i.e., NI- CompactDAQ-9174 containing an analog
module card NI DAQ 9205 and a digital module card NI DAQ 9361 respectively. The
transient and cycle averaged hemodynamic (pressure and flow rate) waveforms acquired
from each integrated sensor in the MFL were visualized through the LabVIEW code. While
acquiring the data during experimentation, noise interference is observed. The trend of noise
interference has been consistent for both experimental runs (patient-1 and patient-2). A low-
pass Chebyshev type-2 filter was designed to filter the noise. To keep the brevity, the filtered
hemodynamic waveforms acquired at key physiological locations in the MFL setup obtained
for both (patient-1 and patient-2) experimental runs are shown in Figures 16 and 17.

To conduct the in-vitro PRT experiment, a high-speed SONY DSC-RX10 III Cybershot
camera was installed in the MFL by calculating the hyperfocal distance between the camera
lens and the MPA conduit present in the 3-D phantom. Two non-rectified light sources
have been installed on MFL by focusing on the MPA conduit in the HCSII phantom.
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Figure 16. In-vitro results showing hemodynamic pressure waveforms (in mmHg) acquired at the
following locations in the MFL are 1. MPA conduit in HCSII anatomy, 2. AA conduit in HCSII
anatomy, 3. DA conduit in HCSII anatomy 4. SVC at the analogous BDG section, for (a) the
experimental simulation of patient-1 case (CO = 2.99 [L/min]), (b) the experimental simulation of
patient-2 case (CO = 1.75 [L/min]).

2.8.1. In-Vitro Particle Residence Time

As stated above, in-vitro particle tracking is a critical parameter in determining the
pathological flow conditions in the proposed procedure. The presence of regions of stag-
nation and recirculation zones leads to higher PRT values. These longer PRT values are
an indicator that shear stress is being accumulated by platelets leading to the activation of
platelets, and thus, thrombus formation [54].

In this in-vitro study, we have implemented an experimental technique to track injected
particles in the MPA conduit. Once the converged flow field was achieved in the respective
LPM compartments, then particles were injected into the MPA conduit through the atrium
chamber. To conduct in-vitro PRT experimentation, we have used fish eggs (CAVIAR
RUSSE American Sturgeon) of 2 mm diameter to replicate the massless particles as modeled
in the in-silico study (Figure 18a). The density of this specific caviar grade (p = 1010 kg/m?)
closely matched the density of the custom fluid developed for performing the benchtop
experiments. To inject the particles randomLy with zero velocity, as implemented in the
in-silico domain, we have mixed the particles (by random volume) in the atrium chamber
of the MFL, which were pumped in the MFL by the Harvard apparatus pump and injected
into the MPA conduit during the systole period.
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Figure 17. In-vitro results showing hemodynamic flow rate waveforms (in L/min) acquired at the
following locations in the MFL are 1. AA conduit in HCSII anatomy, 2. DA conduit in HCSII anatomy
for (a) the experimental simulation of patient-1 case (CO = 2.99 [L/min]), (b) the experimental
simulation of patient-2 case (CO = 1.75 [L/min]).

" _— o

Figure 18. (a) A sample 5 x 6 Checkerboard image with the colored pattern used for calibrating the
camera; (b) Camera resectioning process in the MFL setup by highlighting the region of interest, i.e.,
MPA conduit.

We have implemented a computer vision technique to track the trajectories of each
injected particle in the MPA conduit. This technique involved the high-speed imaging of
the flow field in the MPA conduit (Figure 18b) utilizing a high-speed (HS) SONY DSC-RX10
III Cybershot camera (SONY, Tokyo, Japan). This HS camera has imaged the flow field with
an acquisition rate of 960 frames per second.

We developed an in-house multi-objective Kalman filter-based motion tracking scheme
using MATLAB R2021a (MathWorks, Natick, MA, USA) to post-process this video (Figure 19).
The acquired video streams needed to be stabilized due to the non-rectified light source and
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mechanical vibration of the MFL setup. An FFmpeg platform-based in-house algorithm was
used as a preprocessor to stabilize the acquired video streams. The tracking algorithm used
Matlab software-based inbuilt “Foreground subtraction” and “blob detection” schemes to
detect the pixels on an 8-bit binary mask. Finally, the Kalman filter was implemented on
the detected blob (per frame) to track each detected particle’s trajectory for the acquired
set of frames. Kalman filter was trained using an adaptive learning scheme. The Munkres’
assignment algorithm governed the task of assigning detection to a track.

Systole
Diastole

(@) (b)

Figure 19. The figure shows the Foreground subtraction (step 1) with the blob detection (step 2) and
the multi-objective Kalman filter-based tracking process (step 3) of the particles in the MPA conduit
during the (a) systole and (b) diastole phase of the cardiac cycle.

2.8.2. Camera Calibration

Computer vision algorithms have been used to perform in-vitro PRT analyses, which
involved video imaging of the flow field in the MPA conduit using a high-speed SONY
DSC-RX10 II Cybershot camera. Camera resectioning is the primary step for performing
video imaging of any dynamic event. Using a full camera calibration algorithm, we
have estimated the parameters of this high-speed camera’s lens and image sensor. These
parameters were used to correct the lens distortion and identify the location of the object and
the camera in the world coordinate system (WC) (Figure 18b). We have used the Computer
Vision Toolbox of MATLAB software (MathWorks, Natick, MA, USA) for calculating the
intrinsic, extrinsic, and lens distortion coefficient in the camera parameters. This model
includes the pinhole camera model with radial and tangential lens distortion [58-60].

To perform the camera resectioning process in the MFL setup, we have used three
sets of checkerboard patterns with details mentioned in Table 5 and shown in Figure 18a
and Supplemental Figure S2. We took multiple images (~10 images in each subset) of each
calibration set from different angles. The pattern was placed precisely at the same location
where the 3D phantom was placed in the MFL setup.
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Table 5. Dimensions and details of the checkerboard pattern used for calibration purposes.

Cell Dimension Mean
Calibration Set No. of Cells . . Pattern Type Projection Error
(in World Units) .o
(in Pixel)
Calibration Set-1 5x6 7 mm X 7 mm Binary 2.40
Calibration Set-2 5x6 7 mm X 7 mm Color 2.26
Calibration Set-3 8x8 17 mm x 17 mm Binary 10.46

Among all calibration data sets used for the calibration process, set-2 generated the
intrinsic and extrinsic parameters with the least errors. Hence, we conducted the PRT
analyses using the camera matrix parameters obtained from the calibration set-2. Also,
we have performed the uncertainty quantification and error analyses for each calibration
set. The overall mean projection errors in each calibration, i.e., set-1, set-2, and set -3, are
2.40 pixels, 2.26 pixels, and 10.46 pixels, respectively, as mentioned in Table 5.

2.9. Statistical Analysis

As mentioned in the previous sections, in-vitro measurements may involve a certain
amount of instrumentation error and uncertainties. In our current study, we have per-
formed two statistical analyses: Paired T-test and One-way ANOVA to statistically quantify
the reliability and significance of the in-vitro findings. A test is considered statistically
significant (significantly different) if and only when the Hj is rejected. The p-value is often
used in replacement for the critical region to accept or reject the null hypothesis. The
p-value for the given test stat Y(X) is given as by

two sided : PHO(|Y| > y(x)) = p — value (17)

For the null hypothesis to be rejected, the p-value should be smaller than the significance
level (o). The p-value is a random variable that follows a normal distribution under the null
hypothesis. In this study, we have conducted the following types of statistical analyses:

1. Paired T-test

This test was conducted to statistically verify if the in-vitro measurements closely
replicate the hemodynamic findings of the catheter data.

Hy: The cycle averaged in-vitro measurements are closely replicating the hemodynamic
observation mentioned in the clinical reports, i.e., without showing statistically significant
deviation (p > 0.05) from the clinical reports.

Hj: The cycle averaged in-vitro measurements are statistically significantly different than
the hemodynamic observation (p < 0.05) mentioned in the clinical reports.

2. One-way ANOVA

This test was conducted to statistically confirm if the individual PRT measurements
for each patient in in-vitro studies were statistically different from each other.

Hp: The transient PRT measurements for the same patient in the in-vitro studies were
closely replicating the same trends, i.e., without showing significant deviation (p > 0.05).

Hj: The transient PRT measurements for the same patient in the in-vitro studies were
showing significantly different trends (p < 0.05).

3. Results and Discussion
3.1. HCSII Hemodynamics
In-vitro and in-silico models were tuned to match catheter tracings and clinical reports

provided by our clinical partners from APH. Data for two patients were made available,
patient 1 with a higher CO of 2.99 L/min and patient 2 with a lower CO of 1.76 L/min.
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From Tables 6-9, it can be observed that cycled-averaged hemodynamic data from in-vitro
and in-silico measurements for flow and pressure waveforms compared well to the catheter
data following the HCSII procedure. This would indicate the tuning process for both in-
vitro and in-silico models has been carried out successfully. While we compare the catheter
tracings with the in-vitro and in-silico findings, it can be observed that in most locations,
the values reported for the flow rate measurements are less than seven percent and for
the pressure measurements are less than five percent. The maximum deviation between
in-silico and in-vitro findings can be found in the DA is approximately eight percent.

Table 6. Comparison of cycle averaged flow rate [L/min] data of patient 1 between catheter reports,
in-vitro and in-silico measurements.

MFL Compartment Catheter In-vitro In-silico
CO [L/min] 2.99 3.15 2.99
Qu [L/min] 1.25 1.29 1.19
Op [L/min] 1.74 1.86 1.80
Qvpa [L/min] 0.63 0.64 0.60
Qrpa [L/min] 0.63 0.64 0.60
Qu/CO [L/min] 0.42 0.40 0.40

Table 7. Comparison of cycle averaged pressure [mmHg] data of patient 1 between catheter reports,
in-vitro and in-silico measurements.

MFL Compartment Catheter In-vitro In-silico
MPA [mmHg] 65 62 66
AA [mmHg] 65 65 65
DA [mmHg] 58 59 54
SVC [mmHg] 9 9 9
RPA [mmHg] 9 9 9
LPA [mmHg] 8 8 8

Table 8. Comparison of cycle averaged flow rate [L/min] of patient 2 between catheter reports and
in-vitro measurements.

MFL Compartment Catheter In-vitro
CO [L/min] 1.76 1.81
Qu [L/min] 1.00 1.07
Qr [L/min] 0.76 0.74

QRPA [L/min] 0.50 0.52
Qu/CO [L/min] 0.57 0.59

Table 9. Comparison of cycle averaged pressure [mmHg] of patient 2 between catheter reports and
in-vitro measurements.

MFL Compartment Catheter In-vitro
MPA [mmHg] 52 50
AA [mmHg] 48 49
DA [mmHg] 50 49
SVC [mmHg] 15 14
RPA [mmHg] 9 9
LPA [mmHg] 8 9

Statistical analyses were performed on the simulated hemodynamic measurements to
estimate how closely the multiscale computational and experimental observations follow the
trends of the catheter reports for both patients. Tables 10 and 11 summarize the two-tailed
paired T-test analyses findings for cycle-averaged hemodynamic variables, i.e., flow rate and
pressure obtained from simulated experiments (i.e., CFD and MFL runs) and patient-specific
catheter reports. From the statistical results mentioned in Tables 10 and 11, it can be observed
that all p-values confirm the initial (i.e., null) hypothesis Hy (p > 0.05) with a Pearson Product
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Moment correlation coefficient (r) = 0.9, which signifies that the in-vitro and in-silico models are
strongly correlated and both multiscale CFD and MFL models have been tuned successfully.

Table 10. Statistical analysis using paired t-test between catheter report and in-vitro measurements
on cycle averaged flow rate and pressure findings for patient-1 and patient-2.

Hemo‘dynamlc Statistical Analysis Patient 1 Patient 2
Variables
Flow rate [L./min] Pearson Correlation 0.976 0.916
P(T < t) Two tail 0.854 0.170
Pressure [mmHg] Pearson Correlation 0.998 0.998
& P(T < t) Two tail 0.675 0.713

Table 11. Statistical analysis using paired t-test between in-silico and in-vitro measurements on cycle
averaged flow rate and pressure findings for patient-1 and patient-2.

Hemodynamic Variables Statistical Analysis Patient 1
. Pearson Correlation 0.999
Flow rate [L./min] P(T < t) Two tail 0.657
Pressure [mmHg] Pearson Correlation 0.995
& P(T < t) Two tail 0.872

Further comparisons of the waveforms between catheter tracings and in-vitro pressure
measurements reveal closely matching trends, as shown in Figures 20 and 21. Peak systolic,
diastolic pressures, and pulse pressures match accurately. It is important to note the
difference in time periods of the pulsatile hemodynamic waveform in the patient data and
the simulated in-vitro results. The HR from pressure tracings was estimated to be 120 beats
per minute (bpm). This rate was replicated in the in-silico simulations. However, in MFL,
the HR was set to 80 bpm due to operational limitations of the pump (acting as RV in the
MFL). Despite this drawback, the pump settings were manipulated (for decreased bpm,
the stroke volume was increased) to ensure that physiological conditions were consistent
across in-vitro and in-silico investigation techniques.

MPA Catheter Patient 1 MPA Catheter Patient 2

time [s] ‘ B time [s

DA Catheter Patient 1 DA Catheter Patient 2

time [s]

Figure 20. Catheter tracings of pressure waveforms in the MPA (A,B) and DA (C,D) conduits for
patients 1 and 2 respectively.
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Figure 21. In-vitro measurements of pressure waveforms in the MPA (A,B) and DA (C,D) conduits
for patients 1 and 2.

3.2. Particle Residence Time (PRT)
3.2.1. In-silico Study

Massless particles were injected throughout the cardiac cycle (Figure 22). To quantify
the residence time each fluid particle took to travel from the MPA to the DA across the
baffle for each geometrical variation, we estimated PRT. Those were traced to measure
the total PRT for each particle released and then calculated the average PRT over all the
particles injected (Figures 22 and 23).

A B

# 100!

§ ¥

8 |

- 30

| S

i

g !

° os 1
Physical Time (3)
Particle Residence Time (s) ™% - Particle Residence Time (s)
.836 1.67 2.51 3.34 s 112x10°  0.760 1.52 2.28 3.04
| i [
Solution Time 0.7 (s)
¢ % 100/ & b

-

$

| S

{ !

g ]

os 1
Physical Time (s)

article Residence Time (s) **

Particle Residence Time (s) = e
2.32 3.09 v 9127:x10= 080, 1.65 2.48
S m

i, 3.30

Solution Time 1 (s)

Figure 22. Particle residence time at different points of the cardiac cycle (A) = early systole, (B) = peak
systole, (C) = early diastole, and (D) = late diastole).

The results show that particles take less than ~0.5 s to exit the fluid domain (0.5 s being
a single heart cycle). However, it must be noted that some particles took longer to flow
downstream (>3 s), as shown in Figure 23.
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Figure 23. Average Particle Residence Time over three heart cycles.

This result means that most particles flushed out of the computational domain during
each heart cycle; hence the baffle did not cause significant pathological flow patterns for the
models we investigated. A periodic aspect of the average PRT can be observed in Figure 23,
which reflects how particles were released randomLy across the cycle, as their transport
varies according to the cycle flow field features.

3.2.2. In-vitro Study

Similarly, in the in-vitro domain, we measured the time the injected particles took
to travel from the MPA inlet to the DA outlet. Each particle’s trajectory was tracked
throughout the MPA conduit during various phases of the cardiac cycle using the kalman
tracker-based multi-objective detection algorithm, as shown in Figure 24.
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Figure 24. Tracked particles in the MPA conduit at different phases of the cardiac cycle (A) = Early
systole, (B) = Peak systole, (C) = Early Diastole, (D) = Late Diastole).
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Kalman filter-based object detection and tracking algorithm is a stochastic process.
This type of algorithm involves stochastic uncertainty and errors. We have performed
multiple experiments of tracking the particles for each case (patient-1 and patient-2) to
minimize the errors associated with the particle tracking algorithm and accurately calculate
the average residence time for both patient cases. Tables 12 and 13 elucidate the particle
residence time for a random number of particles tracked in each cardiac cycle. To compute
the PRT for patients 1 and 2, we conducted five and three MFL-based experiments of
tracking particles for six and five consecutive cardiac cycles, respectively. Utilizing our in-
house Kalman filter-based multi-object tracking algorithm, we have tracked the trajectories
and derived velocities of each particle entering the MPA conduit till it is flushed out through
DA to the peripheral circulation during every cardiac cycle. Every PRT experiment has
been performed for six and five consecutive cardiac cycles to calculate the cycle averaged
residence time for patient-1 and patient-2 cases, respectively. From Tables 12 and 13, it
can be inferred that, on average, the particle residence time is shorter than the respective
cardiac cycle. Some experimental cases show deviation from the data’s central tendency
due to the modeling error and measurement error associated with the implementation of
the Kalman filter algorithm.

Table 12. Experimental PRT measured in second(s) for each cardiac cycle for patient 1.

Cardiac Experiment Experiment Experiment Experiment Experiment
Cycle 1 2 3 4 5
1 0.96 3.26 0.75 0.98 0.89
2 0.89 0.97 0.60 0.67 1
3 0.69 0.73 0.62 0.65 0.75
4 0.71 0.72 0.86 0.66 0.65
5 0.83 0.80 0.67 0.61 0.67
6 0.58 0.71 243 091 0.67

Table 13. Experimental PRT measured in second (s) for each cardiac cycle for patient 2.

Cardiac Cycle Experiment 1 Experiment 2 Experiment 3
1 1.56 0.89 0.75
2 1.875 0.69 0.60
3 0.93 0.69 0.62
4 1.10 0.69 0.86
5 1.04 0.75 0.67

We performed statistical analysis using one-way ANOVA to verify if all the PRT exper-
iments conducted for each patient case belonged to the same population. Statistical reports
(Supplementary Tables S1 and S2) show that the null hypothesis Hy cannot be rejected
(p > 0.05) for the data obtained from the PRT experiments. Hence it can be inferred that all
the experiments for each patient case (listed in Tables 12 and 13) belonged to the same pop-
ulation, and the difference between each experimental group was statistically insignificant.

To better display the variation in PRT, Figures 25 and 26 were generated. These plots
offer insight on the average PRT across several cardiac cycles revealing the deviations
in particle transport. The expected value for the particle’s transport across the lower
circulation domain could be compared to the cardiac cycle period (i.e., 0.75 s); higher
average values would indicate the presence of pathological flow patterns (e.g., presence
of recirculation zones in the flow field). As shown in Figures 25 and 26, the measured
PRT varied as high four-fold the cycle period indicating that particles were caught in the
recirculation zones either in the enlarged MPA or distal to the baffle.
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In-vitro Particle Residence Time statistics (patient-1)
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Figure 25. Average PRT values derived from tracked particles over six cardiac cycles in the MPA
conduit for patient 1. Each stacked value represents an average PRT in each cardiac cycle.

In-vitro Particle Residence Time statistics (patient-2)
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Figure 26. Average PRT values derived from tracked particles over six cardiac cycles in the MPA
conduit for patient 1. Each stacked value represents an average PRT in each cardiac cycle.

Furthermore, we have plotted the flow field (velocity vector plots) and trajectories of
the tracked particles in the MPA conduit for both patient cases that were obtained after
performing in-vitro PRT study, as shown in Figures 27-30, A1 and A2 and Supplementary
Figures 53-512. The presence of the void region in the top sections of the trajectory and
velocity vector plots (Figures 27-30), derived from the experimental PRT runs, show the
obstruction to the field of view in the DA conduit of the experimental 3D phantom due to
the presence of the pressure sensor integrated with the MPA conduit. Flow field (Figures 27—
30) was derived from the tracked particles using several consecutive heart cycles while
experimentally simulating the hemodynamics for both patients. The flow field is cyclic;
hence the flow patterns were repeated in every heart cycle. By performing a qualitative
inspection, it can be found that there are two flow regimes found in two distinct regions:

1. MPA to proximal of the baffle
2. Posterior of the baffle.
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Figure 27. Trajectory plot of tracked particles in the MPA conduit for patient 1.
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Figure 28. Velocity vector plot of the tracked particles in the MPA conduit for patient 1.
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Figure 29. Trajectory plot of the tracked particles in the MPA conduit for patient 2.
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Figure 30. Velocity vector plot of the tracked particles in the MPA conduit for patient 2.

In region (i), the flow regime is more disordered than in region (ii), suggesting flow
stagnation and circulation due to the enlarged MPA and stented-baffle obstruction. In
region (ii), the flow field seems organized and unidirectional due to more regular anatomy.
As discussed by Hameed et al. in [23], the peak Reynold number estimated for this flow
field was 1807, which is well within the laminar flow regime. In-vitro findings from our
current study closely matched the in-silico observations reported in our previous work [23].

3.3. Power Loss

Power loss and flow field efficiency were calculated with respect to MPA narrowing.
As aforementioned, previous studies did not identify significant pressure gradients across
the baffle. Similarly, the current measurements determined that the PL and the efficiency
reflect the absence of excessive obstruction. The power loss found in this study is due to
baffle-related obstruction of the MPA, which causes a pressure drop and viscous losses. The
average power loss and efficiency related to the systemic flow distribution ratio variation
were 11.50 £+ 1.39 mW and 0.90, respectively (Table 14). As the lower body perfusion
increases, the power loss grows. By maintaining a constant flow ratio (60—40) and varying
MPA narrowing, the average power loss and efficiency were found to be 12.46 £+ 0.18 mW
and 0.91, respectively (Table 15).

Table 14. Power Loss (PL) and Efficiency in the MPA and DA conduits as a function of split ratio.

Split Ratio MPA Power [mW] DA Power [mW] PL [mW]
50/50 0.338 0.307 10.33
60/40 0.414 0.376 12.66

Table 15. Power Loss (PL) and Efficiency (1) as a function of H, MPA-PA, DA, and 1.

Case H [mm] PA [mW] DA [mW] PL [mW] n
No baffle N/A 0.416 0.38 10.33 0.97
MPA-1 7.23 0.418 0.381 12.66 0.94
MPA-2 8.19 0.417 0.379 12.66 0.94
Nominal 8.66 0.413 0.375 12.33 0.97
MPA-3 9.09 0411 0.374 12.33 0.97
MPA-4 9.52 0.407 0.37 12.33 0.97

Table 15 offers a closer look at the power loss and efficiency as the MPA narrowing
changes. The first row of the results represents the measured quantities of a case where no
baffle obstruction occurs. The measured PL was negligible in all models. The MPA-1 case
showed a slight increase (about 2%), while in the MPA-2 case, PL increased by 5%. As the
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narrowing kept increasing, the PL did not change, as seen in the nominal case where PL
was the same as what MPA-2 experienced. More drop-in PL was measured in the MPA-3
case, where the narrowing is larger than the nominal case. However, no change in PL
was calculated in MPA-4, which has a large MPA narrowing. The efficiency, as defined
above, was also calculated to quantify the effect of the baffle’s presence on the flow. The
same trend was seen here, and the efficiency did not drop below 90% in all cases. The
lowest value was calculated in MPA-2 and the nominal cases where we have the highest PL
increase while the rest have the same efficiency (97%).

3.4. Oxygen Transport
3.4.1. Effect of Ascending Aorta

The oxygen delivery was reported with different pulmonary venous saturation values
(100%, 95%, 90%, 85%, 80%) depending on how well a patient is ventilated. The total
cardiac output for this study was 2.93 £+ 0.02 (L/min) with a 6040 split ratio between
the lower body and upper body circulation and nominal MPA narrowing, as shown in
Table 16. The tabulated values reveal that alterations to the AA size do not significantly
alter flow distribution to the lower body (no higher than 1%). On the other hand, the upper
circulation sees a significant change in the flow distribution. Coronary arteries are observed
to have the least change in the flow distribution (up to 3%). Carotids and Subclavians
register the largest change in flow distribution (up to 37%).

Table 16. Total Systemic Flow Rate [L/min] as a function of Daa and flow rates at each outlet
boundary CO, DA, LcorA, RcorA, LCA, RCA, RSA, and RcorA.

Case co DA LCA LSA LcorA RCA RSA RcorA
[L/min] [L/min] [L/min] [L/min] [L/min] [L/min] [L/min] [L/min]
AAS-1 2.94 1.854 0.221 0.329 0.048 0.255 0.152 0.077
AAS-2 2.97 1.826 0.131 0.253 0.049 0.383 0.251 0.073
Nominal 2.93 1.835 0.204 0.301 0.048 0.278 0.187 0.075
AAS-3 2.92 1.840 0.220 0.323 0.048 0.249 0.157 0.078
AAS-4 2.93 1.839 0.213 0.331 0.048 0.267 0.152 0.077

As shown in Figure 31, changes in the AA diameter did not impact the oxygen
saturation results compared to the nominal model, even though the upper flow levels were
impacted in some cases. The saturation rates for the whole system as the AA diameter
increased did not experience a significant impact, about 1% only. The measured oxygen
values fall in the range of reported clinical rates for the BDG procedure.
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Figure 31. Systemic saturation with different pulmonary venous saturation as a function of aorta size.
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3.4.2. Effect of MPA

Hameed et al. in [23] reported that no relevant average pressure drops across the baffle
were observed based on a clinically suggested threshold for the range of the MPA narrowing.
In this study, we looked into oxygen transport for the same synthetic geometries to quantify
the effects of MPA narrowing on oxygen delivery (Figure 32). In Table 17, we reported the
flow distribution with a 60/40 split ratio as a function of the MPA narrowing. The tabulated
values describe that alterations to the MPA narrowing size do not significantly alter flow
distribution to the lower body (no less than 2%). As opposed to the observations made in
Table 16, the upper circulation sees a smaller change in the flow distribution. Coronary
arteries are observed to have a change in the flow distribution of up to 3%. Carotids and
Subclavian arteries register a larger change in flow distribution as coronaries of up to 9%.
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Figure 32. Systemic saturation with different pulmonary venous saturation as a function of the
MPA narrowing.

Table 17. Total Systemic Flow Rate [L/min] as a function of H and the flow rates at each outlet
boundary: CO, DA, LcorA, RcorA, LCA, RCA, RSA, and RcorA.

Case co DA LCA LSA LcorA RCA RSA RcorA
[L/min] [L/min] [L/min] [L/min] [L/min] [L/min] [L/min] [L/min]
MPA-1 2.94 1.854 0.220 0.329 0.048 0.255 0.152 0.077
MPA-2 2.92 1.868 0.214 0.326 0.048 0.244 0.138 0.079
Nominal 2.93 1.839 0.213 0.331 0.048 0.267 0.152 0.077
MPA-3 291 1.824 0.218 0.328 0.048 0.256 0.155 0.078
MPA-4 2.89 1.812 0.219 0.323 0.049 0.256 0.149 0.0809

Calculated oxygen saturations did not reveal any changes as the MPA narrowing
changes (Figure 32). This lack of response was expected for two reasons,

e  The oxygen transport is a function of systemic flow distribution ratio and changes
significantly as the systemic flow distribution ratio changes.

e  The MPA narrowing, as previously reported, does not cause large pressure gradients,
significantly altering flow distribution.

3.4.3. In-Vitro Study

As outlined in the introduction, the HCSII circulation features an upper circulation
that traverses the lungs, while the lower body circulation bypasses the lungs and directly
feeds back to the RA. This physiology causes the systemic flow to mix oxygenated and
deoxygenated blood. Hence it becomes crucial to track systemic oxygen saturation. These
oxygen saturation values reported in in-vitro experiments were calculated using the oxygen
transport model employed in the CFD instead using the flow values in the flow loop. In
the following plots, systemic saturation for the in-vitro study is reported for a range of
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pulmonary venous saturations (80-100%), shown in Figure 33. It can be observed that
for healthy levels of pulmonary venous saturations (95-100%), systemic saturations were
maintained within an acceptable clinical range (>85%). As the pulmonary venous saturation
dropped below 95% (considered pathological), the systemic saturation was no longer viable
as expected. These observations hold true for both patients.
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Figure 33. In-vitro analysis of systemic oxygen saturation for patient 1 and patient 2.

Oxygen transport calculations for the in-silico study yielded similar results for MPA
narrowing and AA diameter alterations. The trend associated with the reduction in pul-
monary venous saturation is retained.

4. Conclusions

To this end, this study demonstrated computational and experimental methodologies
to quantify and qualify the detailed hemodynamics of the novel surgical techniques, i.e.,
HCSIIL The multiscale in-silico and in-vitro investigations allowed us to determine the
potential presence of any pathological flow fields and estimate the efficacy of tools imple-
mented to improve patient care. In-vitro and in-silico techniques were utilized in this study
to investigate the effects of aortic root size, main pulmonary artery narrowing, alteration
on oxygen transport, and flow distribution in this novel procedure.

Based on the clinical data, we carried out cross-validations for the in-vitro and in-silico
results. Firstly, tabulated cycled average results reveal a high degree of similarity to catheter
data. Secondly, a comparison of waveforms revealed also matching trends in peak systolic
values and pulse pressures. Thirdly, the statistical analysis comparing patient data to
in-silico and in-vitro studies utilizing paired ¢-tests and one-way ANOVA showed a high
level of agreement among all techniques implemented.

Oxygen observations reveal that despite blood mixing leading to systemic saturations
for healthy individuals with pulmonary venous saturations in the range of 95-100, Systemic
saturations were clinically viable regardless of MPA narrowing or AA size.

Based on the particle residence time study, particles were found to be flushed out of
the domain within a single heart cycle. No pathological flows were observed. Particle
tracking carried out in-vitro study seems to show two flow regimes from the MPA to DA

e  Seeming disturbed flow (MPA to proximal of the baffle)
e  Organized flow (Posterior of the baffle to DA)

5. Future Works

In the present study, although the vessel walls of the MPA and AA conduits of the
synthetic HCSII phantoms have been assumed as rigid, this assumption may affect the
evolved flow field locally in those conduits. However, we have precisely replicated vas-
cular (arterial and venous) compliances in each LPM compartment to accurately replicate
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the real-time response of the peripheral circulation coupled with the synthetic HCSII do-
main. In the computational PRT study, we assumed massless particles passively convected
by the converged fluid domain. The adhesion between the particles and the walls was
not modeled.

In the in-vitro study, the MFL setup did not replicate the autoregulatory feedback
response mechanism of the cardiovascular system. In our future studies, we plan to involve
a state-of-the-art controls system and sensor fusion technology to develop an automated
MFL setup based on the Hardware-in-the-loop technique such that our benchtop setup
can replicate such autoregulatory responses of the circulatory system. In addition, in the
experimental PRT study, only the particles with a size of 2 mm in diameter were injected
into the MPA conduit. In the future, different size particles with varying masses will
be injected into the MPA conduit to perform extensive PRT analyses. Also, to make the
tracking technique more robust, the extended Kalman filter or unscented Kalman filter
algorithm will be implemented.
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https:/ /www.mdpi.com/article/10.3390 /bioengineering10020135/s1, Table S1: Statistical analysis
using One way ANOVA for in-vitro PRT study of patient 1; Table S2: Statistical analysis using One
way ANOVA for in-vitro PRT study of patient 2; Figure S1: Development of 3D CAD model of HCSII
centerpiece from deidentified angiographic images for performing in-vitro studies. Dimension of the
3D phantom with the labeled diameters (in mm) of labeled branches using CATIAv.5; Figure S2: The
binary checkerboard patterns used for HS camera calibration purposes in in-vitro PRT study contain-
ing (a) 5 x 6 (Binary) and (b) 8 x 8 (binary) patterns; Figure S3: Trajectory plot of tracked particles
in the MPA conduit for patient 1 obtained from experimental trial 3; Figure S4: Velocity vector
plot of the tracked particles in the MPA conduit for patient 1. obtained from experimental trial 3;
Figure S5: The trajectory plot of tracked particles in the MPA conduit for patient 1 in experimental
trial 4. Figure S6: Velocity vector plot of the tracked particles in the MPA conduit for patient 1
obtained from experimental trial 4. Figure S7: The trajectory plot of tracked particles in the MPA
conduit for patient 1 in experimental trial 5. Figure S8: Velocity vector plot of the tracked particles
in the MPA conduit for patient 1 obtained from experimental trial 5. Figure S9: The trajectory plot
of tracked particles in the MPA conduit for patient 1 in experimental trial 6. Figure S10: Velocity
vector plot of the tracked particles in the MPA conduit for patient 1 obtained from experimental trial
6. Figure S11: The trajectory plot of tracked particles in the MPA conduit for patient 2. obtained from
experimental trial 1. Figure S12: Velocity vector plot of the tracked particles in the MPA conduit for
patient 1 obtained from experimental trial 1.
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Appendix A

Table A1. This table contains the list of acronyms:

Single ventricle

Hybrid comprehensive stage II
Computational Fluid Dynamics
Mock flow loop

Main pulmonary artery
Congenital Heart Defect
Blalock Taussig Thomas
Bidirectional Glenn
Superior vena cava

Right Atrium

Inferior vena cava

Right Ventricle
Cardiopulmonary bypass
Left pulmonary artery
Right pulmonary artery
Atrial septal defect
Damus-Kaye-Stansel
Ventricular septal defect
Lumped parameter model
Palmaz Genesis
Ascending aorta
Descending aorta

Main pulmonary artery
Right subclavian arteries
Left subclavian arteries
Right carotid arteries
Left carotid arteries
Right coronary arteries
Left coronary arteries
Arnold Palmer Hospital
MPA narrowing
Ascending aorta diameter
Body surface area
Pulmonary Artery
Expanded polytetrafluoroethylene
Resistors

Capacitors

Inductors

Boundary condition
Elastance function
Cardiac Output

Courant number

Upper Systemic

Lower Systemic

Power

Flow rate

Power Loss

Particle residence time
Beats per minute

World Coordinate
Camera coordinate
Rotation vectors
Translation vectors
High-speed

SV
HCSII
CFD
MFL
MPA
CHD
BTT
BDG
SvC

IvC
RV
CPB
LPA
RPA
ASD
DKS
VSD
LPM
PG
AA
DA
MPA
RSA
LSA
RCA
LCA
RcorA
LcorA
APH

DAA
BSA
PA
ePTFE

Entn

PRT
BPM
WC
Cam

HS
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Table A2. Nomenclature and location of LPM elements for each compartment.

MFL Setup Resistor Compliance Flow Sensor Pressure Sensor
RMP A - C.0O. PMPA
3D phantom of HCSII anatomy RAsC.AORTA - - Pasc-AoORTA
- - - PDEsC-AORTA
Upper Systemic LPM compartment RuppER sY5 CupPER SYS QUPPER SYS PUPPER Y5
Lower Systemic LPM compartment RrowER sys CLOWER Y8 QLoWER SY8 PLOWER sv8
Left Pulmonary LPM compartment Rrpa Crpa Qrpa Prpa
Right Pulmonary LPM compartment Rgpa Crea Qrra Prra
Appendix B
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Figure A1. Patient 1 (a) Trajectory of the particles (b) Flow field of the particles in the MPA conduit.
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Figure A2. Patient 2 (a) Trajectory of the particles (b) Flow field of the particles in the MPA conduit.

200 -

300

500 —

Velocity vector plot
! i

(b)

Velocity vector plot

100

200

300

100

500

300 400 500



Bioengineering 2023, 10, 135 35 of 37

References

1. Fixler, D.E.; Nembhard, W.N.; Salemi, J.L.; Ethen, M.K,; Canfield, M.A. Mortality in First 5 Years in Infants With Functional Single
Ventricle Born in Texas, 1996 to 2003. Circulation 2010, 121, 644—-650. [CrossRef] [PubMed]

2. Feinstein, ]J.A.; Benson, D.W.; Dubin, A.M.; Cohen, M.S.; Maxey, D.M.; Mahle, W.T.; Pahl, E.; Villafafie, ]J.; Bhatt, A.B.; Peng,
L.E,; et al. Hypoplastic Left Heart Syndrome. J. Am. Coll. Cardiol. 2012, 59, S1-542. [CrossRef] [PubMed]

3. Pekkan, K.; Dasi, L.P; de Zélicourt, D.; Sundareswaran, K.S.; Fogel, M.A_; Kanter, K.R.; Yoganathan, A.P. Hemodynamic
Performance of Stage-2 Univentricular Reconstruction: Glenn vs. Hemi-Fontan Templates. Ann. Biomed. Eng. 2009, 37, 50-63.
[CrossRef] [PubMed]

4. Malec, E.; Januszewska, K.; Kolcz, J.; Pajak, J. Factors Influencing Early Outcome of Norwood Procedure for Hypoplastic Left
Heart Syndrome. Eur. . Cardio-Thoracic Surg. 2000, 18, 202-206. [CrossRef]

5. Razzouk, A.J.; Chinnock, R.E.; Gundry, S.R.; Bailey, L.L. Cardiac Transplantation for Infants with Hypoplastic Left Heart
Syndrome. Prog. Pediatr. Cardiol. 1996, 5, 37-47. [CrossRef]

6. Schidlow, D.N.; Anderson, J.B.; Klitzner, T.S.; Beekman III, R.H.; Jenkins, K.J.; Kugler, ].D.; Martin, G.R.; Neish, S.R.; Rosenthal,
G.L.; Lannon, C. Variation in Interstage Outpatient Care after the Norwood Procedure: A Report from the Joint Council on
Congenital Heart Disease National Quality Improvement Collaborative. Congenit. Heart Dis. 2011, 6, 98-107. [CrossRef]

7. Gaynor, ] W,; Mahle, W.T.; Cohen, M.L; Ittenbach, R.F.; DeCampli, W.M.; Steven, ].M.; Nicolson, S.C.; Spray, T.L. Risk Factors for
Mortality after the Norwood Procedure. Eur. ]. Cardio-Thoracic Surg. 2002, 22, 82-89. [CrossRef]

8. Wilder, T.J.; McCrindle, B.W.; Phillips, A.B.; Blackstone, E.H.; Rajeswaran, J.; Williams, W.G.; DeCampli, W.M.; Jacobs, J.P.; Jacobs,
M.L.; KaramLou, T.; et al. Survival and Right Ventricular Performance for Matched Children after Stage-1 Norwood: Modified
Blalock-Taussig Shunt versus Right-Ventricle-to-Pulmonary-Artery Conduit. . Thorac. Cardiovasc. Surg. 2015, 150, 1440-1452.
[CrossRef]

9.  Honjo, O.; Caldarone, C.A. Hybrid Palliation for Neonates With Hypoplastic Left Heart Syndrome: Current Strategies and
Outcomes. Korean Circ. J. 2010, 40, 103-111. [CrossRef]

10. Fontan, F; Baudet, E. Surgical Repair of Tricuspid Atresia. Thorax 1971, 26, 240-248. [CrossRef]

11.  De Oliveira, N.C.; Ashburn, D.A.; Khalid, F.; Burkhart, H.M.; Adatia, I.T.; Holtby, H.M.; Williams, W.G.; Van Arsdell, G.S.
Prevention of Early Sudden Circulatory Collapse After the Norwood Operation. Circulation 2004, 110, 1586-1591. [CrossRef]
[PubMed]

12.  Stasik, C.N.; Goldberg, C.S.; Bove, E.L.; Devaney, E.J.; Ohye, R.G. Current Outcomes and Risk Factors for the Norwood Procedure.
J. Thorac. Cardiovasc. Surg. 2006, 131, 412-417. [CrossRef] [PubMed]

13.  Gibbs, J.L.; Wren, C.; Watterson, K.G.; Hunter, S.; Hamilton, J.R.L. Stenting of the Arterial Duct Combined with Banding of
the Pulmonary Arteries and Atrial Septectomy or Septostomy: A New Approach to Palliation for the Hypoplastic Left Heart
Syndrome. Heart 1993, 69, 551-555. [CrossRef] [PubMed]

14. Akintuerk, H.; Michel-Behnke, I.; Valeske, K.; Mueller, M.; Thul, J.; Bauer, J.; Hagel, K.-].; Kreuder, J.; Vogt, P.; Schranz, D. Stenting
of the Arterial Duct and Banding of the Pulmonary Arteries. Circulation 2002, 105, 1099-1103. [CrossRef] [PubMed]

15. Galantowicz, M.; Cheatham, J.P. Lessons Learned from the Development of a New Hybrid Strategy for the Management of
Hypoplastic Left Heart Syndrome. Pediatr. Cardiol. 2005, 26, 307. [CrossRef]

16. Kern, J.H.; Hayes, C.J.; Michler, R.E.; Gersony, WM.; Quaegebeur, ].M. Survival and Risk Factor Analysis for the Norwood
Procedure for Hypoplastic Left Heart Syndrome. Am. J. Cardiol. 1997, 80, 170-174. [CrossRef]

17.  Cheatham, S.L.; Deyo, G.M. Understanding the Hybrid Stage I Approach for Hypoplastic Left Heart Syndrome. Crit. Care Nurse
2016, 36, 48-55. [CrossRef]

18. Galantowicz, M.; Cheatham, J.P; Phillips, A.; Cua, C.L.; Hoffman, T.M.; Hill, S.L.; Rodeman, R. Hybrid Approach for Hypoplastic
Left Heart Syndrome: Intermediate Results After the Learning Curve. Ann. Thorac. Surg. 2008, 85, 2063-2071. [CrossRef]

19. Bacha, E.A.; Daves, S.; Hardin, J.; Abdulla, R.; Anderson, ].; Kahana, M.; Koenig, P.; Mora, B.N.; Gulecyuz, M.; Starr, ].P; et al.
Single-Ventricle Palliation for High-Risk Neonates: The Emergence of an Alternative Hybrid Stage I Strategy. J. Thorac. Cardiovasc.
Surg. 2006, 131, 163-171. [CrossRef]

20. Gil-Jaurena, J.-M.; Zunzunegui, J.-L.; Pérez-Caballero, R.; Pita, A.; Pardo, C.; Calle, C.; Murgoitio, U.; Ballesteros, F.; Rodriguez, A.;
Medrano, C. Hybrid Procedures. Opening Doors for Surgeon and Cardiologist Close Collaboration. Front. Pediatr. 2021, 9, 687909.
[CrossRef]

21. DeCampli, WM.; Fleishman, C.E.; Nykanen, D.G. Hybrid Approach to the Comprehensive Stage II Operation in a Subset of
Single-Ventricle Variants. J. Thorac. Cardiovasc. Surg. 2015, 149, 1095-1100. [CrossRef] [PubMed]

22. Farias, M,; Fleishman, C.E.; Nykanen, D.; DeCampli, WM. Clinical Update on the Hybrid Comprehensive Stage II Operation.
JTCVS Open 2021, 7, 327-335. [CrossRef] [PubMed]

23. Hameed, M.; Prather, R.; Divo, E.; Kassab, A.; Nykanen, D.; Farias, M.; DeCampli, WM. Computational Fluid Dynamics
Investigation of the Novel Hybrid Comprehensive Stage I Operation. [TCVS Open 2021, 7, 308-323. [CrossRef]

24. Bove, E.L,; de Leval, M.R.; Migliavacca, F.; Guadagni, G.; Dubini, G. Computational Fluid Dynamics in the Evaluation of

Hemodynamic Performance of Cavopulmonary Connections after the Norwood Procedure for Hypoplastic Left Heart Syndrome.
J. Thorac. Cardiovasc. Surg. 2003, 126, 1040-1047. [CrossRef]


http://doi.org/10.1161/CIRCULATIONAHA.109.881904
http://www.ncbi.nlm.nih.gov/pubmed/20100974
http://doi.org/10.1016/j.jacc.2011.09.022
http://www.ncbi.nlm.nih.gov/pubmed/22192720
http://doi.org/10.1007/s10439-008-9591-z
http://www.ncbi.nlm.nih.gov/pubmed/18987974
http://doi.org/10.1016/S1010-7940(00)00495-4
http://doi.org/10.1016/1058-9813(95)00147-6
http://doi.org/10.1111/j.1747-0803.2011.00509.x
http://doi.org/10.1016/S1010-7940(02)00198-7
http://doi.org/10.1016/j.jtcvs.2015.06.069
http://doi.org/10.4070/kcj.2010.40.3.103
http://doi.org/10.1136/thx.26.3.240
http://doi.org/10.1161/01.CIR.0000138399.30587.8e
http://www.ncbi.nlm.nih.gov/pubmed/15364852
http://doi.org/10.1016/j.jtcvs.2005.09.030
http://www.ncbi.nlm.nih.gov/pubmed/16434272
http://doi.org/10.1136/hrt.69.6.551
http://www.ncbi.nlm.nih.gov/pubmed/7688231
http://doi.org/10.1161/hc0902.104709
http://www.ncbi.nlm.nih.gov/pubmed/11877362
http://doi.org/10.1007/s00246-005-8962-6
http://doi.org/10.1016/S0002-9149(97)00313-5
http://doi.org/10.4037/ccn2016894
http://doi.org/10.1016/j.athoracsur.2008.02.009
http://doi.org/10.1016/j.jtcvs.2005.07.053
http://doi.org/10.3389/fped.2021.687909
http://doi.org/10.1016/j.jtcvs.2014.11.081
http://www.ncbi.nlm.nih.gov/pubmed/25595378
http://doi.org/10.1016/j.xjon.2021.04.019
http://www.ncbi.nlm.nih.gov/pubmed/36003736
http://doi.org/10.1016/j.xjon.2021.04.009
http://doi.org/10.1016/S0022-5223(03)00698-6

Bioengineering 2023, 10, 135 36 of 37

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

De Leval, M.R.; Dubini, G.; Jalali, H.; Pietrabissa, R. Use of Computational Fluid Dynamics in the Design of Surgical Procedures:
Application to the Study of Competitive Flows in Cavopulmonary Connections. J. Thorac. Cardiovasc. Surg. 1996, 111, 502-513.
[CrossRef] [PubMed]

Das, A.; Waters, H.; Prather, R.O.; Divo, E.; Kassab, A.].; Nunez, A.; DeCampli, WM. Computational Investigation of Magneto-
Hydrodynamic Assist Device for Actively Powered Fontan Circulations. In Proceedings of the 5-6th Thermal and Fluids
Engineering Conference (TFEC), Virtual, 26-28 May 2021; Begellhouse: Danbury, CT, USA, 2021; pp. 583-594.

Hsia, T.-Y.; Migliavacca, F.; Pittaccio, S.; Radaelli, A.; Dubini, G.; Pennati, G.; De Leval, M. Computational Fluid Dynamic Study of
Flow Optimization in Realistic Models of the Total Cavopulmonary Connections. J. Surg. Res. 2004, 116, 305-313. [CrossRef]
Migliavacca, F.; Pennati, G.; Dubini, G.; Fumero, R.; Pietrabissa, R.; Urcelay, G.; Bove, E.L.; Hsia, T.Y.; de Leval, M.R. Modeling of
the Norwood Circulation: Effects of Shunt Size, Vascular Resistances, and Heart Rate. Am. ]. Physiol. Heart Circ. Physiol. 2001, 280,
H2076-H2086. [CrossRef]

Hameed, M. Computational Fluid Dynamics Investigation of a Novel Hybrid Comprehensive Stage II Operation for Single
Ventricle Palliation. Ph.D. Thesis, University of Central Florida, Orlando, FL, USA, 2019.

Prather, R.; Das, A.; Farias, M.; Divo, E.; Kassab, A.; DeCampli, W. Parametric Investigation of an Injection-Jet Self-Powered
Fontan Circulation. Sci. Rep. 2022, 12, 2161. [CrossRef]

Das, A.; Prather, R.; Divo, E.; Farias, M.; Kassab, A.; DeCampli, W. In-Vitro Validation of Self-Powered Fontan Circulation for
Treatment of Single Ventricle Anomaly. Fluids 2021, 6, 401. [CrossRef]

Das, A. In-Vitro and In-Silico Investigations of Alternative Surgical Techniques for Single Ventricular Disease. Ph.D. Thesis,
Embry-Riddle Aeronautical University, Daytona Beach, FL, USA, 2021.

Ni, M.W.; Prather, R.O.; Rodriguez, G.; Quinn, R.; Divo, E.; Fogel, M.; Kassab, A.].; DeCampli, WM. Computational Investigation
of a Self-Powered Fontan Circulation. Cardiovasc. Eng. Technol. 2018, 9, 202-216. [CrossRef]

Prather, R.O.; Kassab, A.; Ni, M.W.; Divo, E.; Argueta-Morales, R.; DeCampli, WM. Multi-Scale Pulsatile CFD Modeling of
Thrombus Transport in a Patient-Specific LVAD Implantation. Int. |. Numer. Methods Heat Fluid Flow 2017, 27, 1022-1039.
[CrossRef]

Wang, C.; Pekkan, K.; de Zélicourt, D.; Horner, M.; Parihar, A.; Kulkarni, A.; Yoganathan, A.P. Progress in the CFD Modeling of
Flow Instabilities in Anatomical Total Cavopulmonary Connections. Ann. Biomed. Eng. 2007, 35, 1840-1856. [CrossRef] [PubMed]
Bove, E.L.; Migliavacca, F,; de Leval, M.R,; Balossino, R.; Pennati, G.; Lloyd, T.R.; Khambadkone, S.; Hsia, T.-Y.; Dubini, G. Use
of Mathematic Modeling to Compare and Predict Hemodynamic Effects of the Modified Blalock-Taussig and Right Ventricle—
Pulmonary Artery Shunts for Hypoplastic Left Heart Syndrome. J. Thorac. Cardiovasc. Surg. 2008, 136, 312-320. [CrossRef]
[PubMed]

Hsia, T.-Y.; Cosentino, D.; Corsini, C.; Pennati, G.; Dubini, G.; Migliavacca, F. Use of Mathematical Modeling to Compare
and Predict Hemodynamic Effects Between Hybrid and Surgical Norwood Palliations for Hypoplastic Left Heart Syndrome.
Circulation 2011, 124, S204-5210. [CrossRef] [PubMed]

Lagana, K.; Balossino, R.; Migliavacca, F.; Pennati, G.; Bove, E.L.; de Leval, M.R.; Dubini, G. Multiscale Modeling of the
Cardiovascular System: Application to the Study of Pulmonary and Coronary Perfusions in the Univentricular Circulation.
J. Biomech. 2005, 38, 1129-1141. [CrossRef]

Migliavacca, F.; Lagana, K.; Pennati, G.; de Leval, M.R.; Bove, E.L.; Dubini, G. Global mathematical modelling of the norwood
circulation: A multiscale approach for the study of the pulmonary and coronary arterial perfusions. Cardiol. Young 2004, 14, 71-76.
[CrossRef]

Itatani, K.; Miyaji, K.; Tomoyasu, T.; Nakahata, Y.; Ohara, K.; Takamoto, S.; Ishii, M. Optimal Conduit Size of the Extracardiac
Fontan Operation Based on Energy Loss and Flow Stagnation. Ann. Thorac. Surg. 2009, 88, 565-573. [CrossRef]

Stergiopulos, N.; Meister, ].J.; Westerhof, N. Determinants of Stroke Volume and Systolic and Diastolic Aortic Pressure. Am. J.
Physiol. Circ. Physiol. 1996, 270, H2050-H2059. [CrossRef]

Ferreira, A.; Chen, S.; Simaan, M.A.; Boston, ].R.; Antaki, J.F. A Nonlinear State-Space Model of a Combined Cardiovascular
System and a Rotary Pump. In Proceedings of the 44th IEEE Conference on Decision and Control, Seville, Spain, 15 December
2005; IEEE: Piscataway, NJ, USA, 2005; Volume 2005, pp. 897-902.

Esmaily-Moghadam, M.; Hsia, T.-Y.; Marsden, A.L. The Assisted Bidirectional Glenn: A Novel Surgical Approach for First-Stage
Single-Ventricle Heart Palliation. J. Thorac. Cardiovasc. Surg. 2015, 149, 699-705. [CrossRef]

Schiavazzi, D.E.; Kung, E.O.; Marsden, A.L.; Baker, C.; Pennati, G.; Hsia, T.-Y.; Hlavacek, A.; Dorfman, A.L. Hemodynamic Effects
of Left Pulmonary Artery Stenosis after Superior Cavopulmonary Connection: A Patient-Specific Multiscale Modeling Study:.
J. Thorac. Cardiovasc. Surg. 2015, 149, 689-696. [CrossRef]

Sankaran, S.; Esmaily Moghadam, M.; Kahn, A.M.; Tseng, E.E.; Guccione, ].M.; Marsden, A.L. Patient-Specific Multiscale
Modeling of Blood Flow for Coronary Artery Bypass Graft Surgery. Ann. Biomed. Eng. 2012, 40, 2228-2242. [CrossRef]

Esmaily Moghadam, M.; Vignon-Clementel, L.E.; Figliola, R.; Marsden, A.L. A Modular Numerical Method for Implicit 0D /3D
Coupling in Cardiovascular Finite Element Simulations. J. Comput. Phys. 2013, 244, 63-79. [CrossRef]

Ceballos, A.; Argueta-Morales, L.R.; Divo, E.; Osorio, R.; Caldarone, C.A.; Kassab, A.].; DeCampli, W.M. Computational Analysis
of Hybrid Norwood Circulation with Distal Aortic Arch Obstruction and Reverse Blalock-Taussig Shunt. Ann. Thorac. Surg. 2012,
94, 1540-1550. [CrossRef] [PubMed]


http://doi.org/10.1016/S0022-5223(96)70302-1
http://www.ncbi.nlm.nih.gov/pubmed/8601964
http://doi.org/10.1016/j.jss.2003.08.004
http://doi.org/10.1152/ajpheart.2001.280.5.H2076
http://doi.org/10.1038/s41598-022-05985-3
http://doi.org/10.3390/fluids6110401
http://doi.org/10.1007/s13239-018-0342-5
http://doi.org/10.1108/HFF-10-2016-0378
http://doi.org/10.1007/s10439-007-9356-0
http://www.ncbi.nlm.nih.gov/pubmed/17641974
http://doi.org/10.1016/j.jtcvs.2007.04.078
http://www.ncbi.nlm.nih.gov/pubmed/18692636
http://doi.org/10.1161/CIRCULATIONAHA.110.010769
http://www.ncbi.nlm.nih.gov/pubmed/21911814
http://doi.org/10.1016/j.jbiomech.2004.05.027
http://doi.org/10.1017/S1047951104006614
http://doi.org/10.1016/j.athoracsur.2009.04.109
http://doi.org/10.1152/ajpheart.1996.270.6.H2050
http://doi.org/10.1016/j.jtcvs.2014.10.035
http://doi.org/10.1016/j.jtcvs.2014.12.040
http://doi.org/10.1007/s10439-012-0579-3
http://doi.org/10.1016/j.jcp.2012.07.035
http://doi.org/10.1016/j.athoracsur.2012.06.043
http://www.ncbi.nlm.nih.gov/pubmed/22981256

Bioengineering 2023, 10, 135 37 of 37

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

Ceballos, A.; Prather, R.; Divo, E.; Kassab, A.; DeCampli, W. Patient-Specific Multi-Scale Model Analysis of Hemodynamics
Following the Hybrid Norwood Procedure for Hypoplastic Left Heart Syndrome: Effects of Reverse Blalock-Taussig Shunt
Diameter. Cardiovasc. Eng. Technol. 2019, 10, 136-154. [CrossRef] [PubMed]

Good, B.C.; Deutsch, S.; Manning, K.B. Hemodynamics in a Pediatric Ascending Aorta Using a Viscoelastic Pediatric Blood
Model. Ann. Biomed. Eng. 2016, 44, 1019-1035. [CrossRef] [PubMed]

Santamore, W.P; Barnea, O.; Riordan, C.J.; Ross, M.P.; Austin, E.H. Theoretical Optimization of Pulmonary-to-Systemic Flow
Ratio after a Bidirectional Cavopulmonary Anastomosis. Am. |. Physiol. 1998, 274, H694-H700. [CrossRef] [PubMed]

Pekkan, K.; de Zélicourt, D.; Ge, L.; Sotiropoulos, E; Frakes, D.; Fogel, M.A.; Yoganathan, A.P. Physics-Driven CFD Modeling of
Complex Anatomical Cardiovascular Flows-a TCPC Case Study. Ann. Biomed. Eng. 2005, 33, 284-300. [CrossRef]

DeGroff, C.; Birnbaum, B.; Shandas, R.; Orlando, W.; Hertzberg, J. Computational Simulations of the Total Cavo-Pulmonary
Connection: Insights in Optimizing Numerical Solutions. Med. Eng. Phys. 2005, 27, 135-146. [CrossRef]

Reininger, A.J.; Reininger, C.B.; Heinzmann, U.; Wurzinger, L.]. Residence Time in Niches of Stagnant Flow Determines Fibrin
Clot Formation in an Arterial Branching Model—Detailed Flow Analysis and Experimental Results. Thromb. Haemost. 1995, 74,
916-922. [CrossRef]

Bluestein, D.; Niu, L.; Schoephoerster, R.T.; Dewanjee, M.K. Fluid Mechanics of Arterial Stenosis: Relationship to the Development
of Mural Thrombus. Ann. Biomed. Eng. 1997, 25, 344-356. [CrossRef]

Kunov, M.J.; Steinman, D.A.; Ethier, C.R. Particle Volumetric Residence Time Calculations in Arterial Geometries. J. Biomech. Eng.
1996, 118, 158-164. [CrossRef] [PubMed]

Sengupta, D.; Kahn, A.M.; Burns, ].C.; Sankaran, S.; Shadden, S.C.; Marsden, A.L. Image-Based Modeling of Hemodynamics in
Coronary Artery Aneurysms Caused by Kawasaki Disease. Biomech. Model. Mechanobiol. 2012, 11, 915-932. [CrossRef] [PubMed]
Suh, G.-Y;; Les, A.S; Tenforde, A.S.; Shadden, S.C.; Spilker, R.L.; Yeung, ].J.; Cheng, C.P; Herfkens, R.J.; Dalman, R.L.; Taylor,
C.A. Quantification of Particle Residence Time in Abdominal Aortic Aneurysms Using Magnetic Resonance Imaging and
Computational Fluid Dynamics. Ann. Biomed. Eng. 2011, 39, 864-883. [CrossRef] [PubMed]

Zhang, Z. A Flexible New Technique for Camera Calibration. IEEE Trans. Pattern Anal. Mach. Intell. 2000, 22, 1330-1334.
[CrossRef]

Heikkila, J.; Silven, O. A Four-Step Camera Calibration Procedure with Implicit Image Correction. In Proceedings of the 1997 IEEE
Computer Society Conference on Computer Vision and Pattern Recognition, San Juan, PR, USA, 17-19 June 1997; pp. 1106-1112.
Shih, 5.-W.; Hung, Y.-P,; Lin, W.-S. Accurate Linear Technique for Camera Calibration Considering Lens Distortion by Solving an
Eigenvalue Problem. Opt. Eng. 1993, 32, 138-149. [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.


http://doi.org/10.1007/s13239-018-00396-w
http://www.ncbi.nlm.nih.gov/pubmed/30515683
http://doi.org/10.1007/s10439-015-1370-z
http://www.ncbi.nlm.nih.gov/pubmed/26159560
http://doi.org/10.1152/ajpheart.1998.274.2.H694
http://www.ncbi.nlm.nih.gov/pubmed/9486276
http://doi.org/10.1007/s10439-005-1731-0
http://doi.org/10.1016/j.medengphy.2004.09.012
http://doi.org/10.1055/s-0038-1649847
http://doi.org/10.1007/BF02648048
http://doi.org/10.1115/1.2795954
http://www.ncbi.nlm.nih.gov/pubmed/8738779
http://doi.org/10.1007/s10237-011-0361-8
http://www.ncbi.nlm.nih.gov/pubmed/22120599
http://doi.org/10.1007/s10439-010-0202-4
http://www.ncbi.nlm.nih.gov/pubmed/21103933
http://doi.org/10.1109/34.888718
http://doi.org/10.1117/12.60087

	Introduction 
	Materials and Methods 
	Anatomical Model 
	In-Silico Model 
	In-Vitro Phantom 

	Lumped Parameter Model 
	LPM Setup for In-Silico Model 
	LPM Setup for In-Vitro Model 

	CFD-LPM Coupling 
	Fluid Domain Solver 
	Oxygen Transport Model 
	PowerLoss 
	In-Silico Particle Residence Time 
	Experimentation 
	In-Vitro Particle Residence Time 
	Camera Calibration 

	Statistical Analysis 

	Results and Discussion 
	HCSII Hemodynamics 
	Particle Residence Time (PRT) 
	In-silico Study 
	In-vitro Study 

	Power Loss 
	Oxygen Transport 
	Effect of Ascending Aorta 
	Effect of MPA 
	In-Vitro Study 


	Conclusions 
	Future Works 
	Appendix A
	Appendix B
	References

