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Flow through Mechanical Aortic Valves (MAVs) has been constantly associated to higher
hemolysis and platelet activation levels with respect to native valves, due to non-physiologic
hemodynamic features. Both computational and experimental investigations have correlated
the blood damage to augmented levels of turbulent stress downstream of MAVs. This study
provides a computational estimation, drawn from high-resolution direct numerical simula-
tions, of turbulent and fluctuating viscous stresses in three different MAV configurations,
at subsequent stages of the cardiac cycle. The configurations comprise a St. Judes Medical
Regent Valve (SJMV), a Lapeyre-Triflo Furtiva Valve (LTFV) with three leaflets, and a SIMV
with Vortex Generators (VGs). Non-standard configurations are expected to mitigate the mean
stress level on blood constituents reducing the turbulent production. Computations are carried
out by means of a finite-difference flow solver with a direct-forcing immersed boundary
technique to handle fixed and moving bodies. The VGs are found to provide instabilities which
corrupt the Karman-like vortex shedding downstream of the leaflets, reducing the intensity of
turbulent kinetic energy at the peak flow rate, thus lowering the local Reynolds shear stress.
Conversely, the LTFV configuration provides comparable hemodynamic performance at peak
flow rate but further reduced stress level in the deceleration phase. These interpretations are
supported by probability density distributions from three-dimensional fields, and further
corroborated by a pointwise mapping of the Taylor length scale and local energy spectra. The
outcomes of this study might potentially be exploited to improve the design of new-generation
MAVs, with the aim of decreasing the risk of thromboembolic complications.
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1. Introduction

Mechanical and biologic prostheses are routinely implanted as replacement for dysfunctional
or diseased aortic valves. Isaacs et al. (2015) reported that among the overall number
of surgical replacement operations performed in the United States in the period 2007 to
2011, approximately 36.4% of them were mechanical and 63.4% were bioprosthetic. In the
past decades the use of biologic prostheses increased substantially also due to the advent
of transcatheter replacement technologies with self-expanding prostheses (Reardon et al.
2017), which are widely preferred for patients with severe aortic stenosis (Holmes Jr et al.
2016). Despite such a continuously growing trend, the receipt of a biologic prosthesis was
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associated with a significantly higher 15-year mortality and an higher incidence of reoperation
than the receipt of a mechanical prosthesis among patients 45 to 54 years of age (Goldstone
et al. 2017). Furthermore, the choice of the replacement procedure depends on patients’
comorbidities and concomitant artery diseases, which might affect the deployment phase
in transcatheter replacement (Pai et al. 2006). Thus, mechanical valves remain a clinically
relevant option for cardiac surgery on patients with long life expectancy.

While Bileaflet Mechanical Aortic Valves (BMAVs) are more durable and resilient to
tearing with respect to bioprosthetic valves, they nevertheless provide a non-physiological
hemodynamics, which systematically entails high levels of fluid stress. Large hemodynamic
stresses are known to be correlated to mechanical hemolysis, i.e., the lysis of Red Blood
Cells (RBC), and platelets activation, which may initiate thrombosis (Bluestein et al. 2000).
Hence, recipients of BMAVs need to be on a life-long anticoagulant therapy to prevent
thromboembolic complications (Yoganathan et al. 2004). According to statistics provided
by Roudaut et al. (2007), after ten years from the BMAV implantation, a range of 10% to
30% dysfunctional valves was observed, detected by means of different events such as large
pannus formation, increase of the pressure drop, abnormal leaflet kinematic and an increase
of the regurgitation rate. The source of these complications has been clearly identified in the
alteration of the physiologic flow topology, bringing larger stresses on the blood constituents
(Yoganathan et al. 2004), namely: i) the three turbulent jets developed during the systolic
phase instead of the single jet from the natural valve, ii) the abrupt closing of the leaflets, iii)
the high shear flows within the hinges, and iv) the large regurgitation flow rate.

In this scenario, Direct Numerical Simulations (DNS) and Fluid-Structure Interaction (FSI)
approaches have helped shed light on the complex hemodynamics experienced downstream of
BMAVs, providing a detailed three-dimensional description of the flow features. Most of the
experimental facilities employed for the study of heart valve flows brought measurements with
limited spatial resolution, whereas the energy cascade downstream of BMAVs are recognised
to generate microscopic spatial scales. For instance, Yun et al. (2014b) found a Kolmogorov
length scale ranging from 80 um to 45 um. Hence, numerical simulations represent the
only viable tool for providing local quantitative predictions at the resolution required for
the comprehension of the fluid-dynamic mechanisms behind thromboembolic complications
(Sotiropoulos & Borazjani 2009). The present study is focused on the investigation of the
general flow structure, with emphasis on turbulent features, past three different mechanical
valve models, which are currently implanted or currently matter of research.

Despite clinical and experimental evidences showing that the turbulent stress level is highly
correlated with cell damage, the fundamental relations linking different types of fluid stresses
to RBC membrane failure remain unclear (Faghih & Sharp 2019). In this connection,
Reynolds stresses have often been employed as markers for the level of direct stress on
blood constituents, although they do not physically act on the RBC membrane. Nevertheless,
turbulent fluctuations can cause a local increase in the instantaneous viscous shear stress that
the RBC might experience, as well as they can affect the dynamics of transport and collision
of the blood suspended phase (Faghih & Sharp 2019). Ellis et al. (1998) and Lu et al.
(2001) observed that the cell damage occurs as the Kolmogorov length scale (estimated by
classic scaling laws) approaches the size of the RBCs; however this trend provides no details
on the damage mechanism, neither on the RBC interaction with dissipative scale eddies.
On the contrary, Quinlan & Dooley (2007) showed that shear is applied to cells in much
larger eddies and may be more responsible for cell damage than Kolmogorov eddies. Antiga
& Steinman (2009) suggested that blood constituents can act as a recipient of the energy
carried by the smallest eddies, due to their high level of packing, which might be dissipated
in viscous collisions. A reliable estimation of the blood damage across a BMAV must rely on
a multiscale model, able to predict the stress distribution on blood elements in a Lagrangian
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sense, and to account for the exposure time to high shear and high vorticity regions. However,
such a level of detail is computationally impractical for full-scale simulations of turbulent
flow across mechanical valves. In view of these considerations, an accurate picture at several
stages of the cardiac cycle of both viscous and turbulent stress distribution can provide
globally meaningful estimations of relative risk to blood integrity. Beside the rupture of
the RBC membrane, fluid stresses also cause platelet activation. Stress levels that are not
considered harmful to RBCs can activate platelets and ultimately cause thrombosis (Sharp
& Mohammad 1998), and the formed thrombus can in turn change the flow dynamics within
the cardiovascular pathways and contribute to RBC damage (Faghih & Sharp 2019). Hedayat
et al. (2017) recently compared the thrombogenic features of BMAVs and a bioprosthetic
valves employing different models for platelet activation. They showed that the shear-induced
platelet activation by mechanical valves is several folds larger than bioprosthetics at the end
of the systole. Thus, the evaluation of the sublethal stress level is a key aspect of the flow
field analyses. Further considerations on the effectiveness of Eulerian stress measures, and
on the blood damage thresholds, are provided in the core of the manuscript.

Valve replacement by mechanical prostheses is commonly performed using bileaflet valves,
offering decades of clinical experience in implantation methodology and post-operation
scenarios. However, recent biomedical advances such as mechanical trileaflet valves and
bileaflet valves with Vortex Generators (VGs) might potentially conjugate life-long durability
with improved hemodynamic performance. The main goal of this study is to asses and
compare the turbulent flow features of the aforementioned technologies to provide some
landmarks for mechanical prostheses design and computational modelling.

With the objective of minimising the risk for platelet activation and hemolysis, previous
studies utilised passive control flow surfaces such as VGs (Murphy et al. 2010; Hatoum &
Dasi 2019). Hatoum & Dasi (2019) documented through in-vitro experiments that the use
of VGs allows to mitigate turbulent stresses and reduce the transvalvular pressure drop. VGs
for biomedical investigations appeared only in the aforementioned in-vitro investigations,
whereas they have been extensively studied in aerospace applications as a mean to delay or
even suppress flow separation by bringing momentum from the free stream into the boundary
layer. In the context of confined flows with obstacles, such as those of BMAVs, VGs work on
the basis of different principles. The presence of properly tilted obstacles on the downstream
side of the valve leaflets was found to disperse and disintegrate the large-scale coherent
structures shed from the leaflet edge in the systolic phase through additional instabilities.
This results in a lower turbulent production (Hatoum & Dasi 2019), and consequently,
a lower turbulent stress distribution. In this connection a computational investigation can
provide further insights in this mechanism and overcome the practical limitations in the
spatial and temporal resolution of a Particle Image Velocimetry (PIV) apparatus and the
two-dimensional nature of acquisitions.

The trileaflet design potentially provides a reduced thrombogenicity with respect to the
bileaflet design because its hemodynamics in the systolic stage, governed by a central coherent
jet, more closely resembles that of the native aortic valve. Several designs of this valve have
been investigated over the years in-vitro (Linde ef al. 2012) and in-vivo (Gallegos et al. 2006)
by animal trials. A recent study proved that trileaflet valves provide a more homogeneous
core flow with lower global vorticity magnitude and reduced wall shear stress if compared
with current bileaflet models (Li et al. 2020) with similar implantation position. Furthermore,
a comparative in-vitro study on leaflet kinematics (Carrel et al. 2020) showed that recent
trileaflet valves guarantee slower closing kinematics with respect to BMAVs, implying lower
stress levels on blood flow. The present study provides a complementary description of the
turbulent features within a recent trileaflet valve design, which corroborates the potential of
trileaflet models in generating the more natural valve hemodynamics.
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In the present manuscript we provide a thorough description of the procedures carried out to
process the high-resolution simulation performed with particular focus on the collection of
statistically meaningful average fields. The numerical approach, based on the Immersed
Boundary (IB) method, is briefly described in the following section. Subsequently, a
quantitative evaluation of the three-dimensional mean flow and turbulent stress field is
presented. Then, relevant turbulent features are further explored by means of spectral
analyses.

2. Methodology
2.1. Valve-aortic root model

In the present study the aortic root is configured as a rigid cylindrical channel of length
L = 5D separated in two branches with different diameters by three Valsalva sinuses. The
upstream part of the channel has diameter D and height /2; = 0.8D, whereas the downstream
parthas diameter 1.16D and height 4, = 3.2D. The reference length D represents the annulus
diameter, i.e. the inner diameter of the fibrous necking at the base of the aortic root. The size
of the downstream channel and the geometry of the Valsalva sinuses (three identical elements
with 120° symmetry) match the characteristic dimensions of a healthy specimen extracted by
Reul et al. (1990) from a cluster of angiographic films. A similar parametrisation procedure
has been recently proposed by Xu et al. (2018) to address the patient-specific design of
bioprosthetic aortic valves. Further dimensions about the aortic root are reported in figure
1 (a-c). In our model we do not distinguish coronary and non-coronary aortic sinuses. The
upstream branch of the channel is configured in place of the left ventricular cavity to displace
the leaflet leading edge from the inflow boundary condition, whereas the downstream channel
substitutes the initial stretch of the ascending aorta. The length A, provides enough space
to deplete the eddy turnover time within a cardiac cycle. Flow investigation downstream
of h, has minimal practical interest, since the aortic root is bent immediately after the
Valsalva sinuses. The length /4 is chosen for minimal computational expense. Recent studies
on biological (Lee et al. 2020) and mechanical valves (Kim et al. 2020) with analogous
discretization accuracy in space, have validated their simulations against experimental data
using the same inlet-to-valve distance. Both velocity and pressure boundary conditions have
shown to produce accurate results when setting the inlet-to-valve distance to one diameter.

The valve models considered in the present study resemble the St. Jude Medical Regent
bileaflet valve (SJMV), whose patent is property of St. Jude Medical Inc., Minnesota, U.S.,
and the Lapeyre-Triflo Furtiva mechanical heart Valve (LTFV), whose patent is property
of Novostia SA, Lausanne, Switzerland, both with annulus diameter D = 23.0 mm. The
former has two planar, symmetric leaflets with straight cuts in correspondence of the pivot
walls. The inner profile of the housing has two corresponding straight restrictions with
two notches each receiving the leaflet hinges. In our model the hinge mechanism of the
SIMV is not represented, the adequate solution of the flow field into the hinge interstices
requiring a prohibitive computational expense. Such an issue has been addressed by means of
a multiscale approach by Yun ez al. (2012). In place of the hinge mechanism, we introduce a
small peripheral gap of width 0.007D to mimic the continuous washing through the effluent
chimneys of the real mechanism. Eventually, the valve orientation follows the criterium of
minimal turbulence production prescribed by Kleine et al. (1998), with the leaflet symmetry
axis bisecting one sinus (visible in figure 4). The clinical experience suggests that the valve
orientation greatly affects several hemodynamic features such as the coronary flow rate and
the leaflet dynamics (Haya & Tavoularis 2016). However, it is known that the choice of
the valve orientation is subjected to the patient-specific surgical implantation procedure and
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to the surgeon’s judgement. In this scenario, the minimal turbulence criterion matches the
purposes of this study. The rotation arc of each leaflet during the motion is fixed to 55°. It is
worth noting that in practice each leaflet rests in the diastolic phase at an angle of 60° with
respect to the streamwise direction (fully closed position) and opens up to an angle of 5° (fully
open position). In our numerical simulations the actual fully closed position is limited to an
angle of 58° to avoid the full leaflet-leaflet and leaflet-housing contact during the diastolic
phase, preventing extreme backflow accelerations at valve closure. Further geometric details
of the SJIMV model can be inferred from figure 1 (a) and figure 2 (a).

The LTFV prosthesis provides three slightly curved leaflets with 120° symmetry, which allow
us to replicate the hemodynamic pattern of a native biological valve with a large central orifice
in the fully open configuration. Several versions of this valve have been studied over the years
in-vitro (Ghista 1976), and its in-vivo performance are a current matter of interest. Each
model leaflet has width L,, = 0.65D, and radius of curvature in the cross-flow direction
r = 30D. Unlike the SIMV model, the hinge mechanism is represented by means of a
simple trapezoidal appendage of the leaflet and a cylindrical plugin of the valve housing (the
reader should refer to figure 2 (a)), resembling the leaflet ear and the flange. These details
are included in the model because they constitute an additional obstruction within the valve
lumen, affecting the efflux hemodynamics (Vennemann et al. 2018), differently from the
SIMV configuration. The valve orientation follows the aortic root arrangement, with each
leaflet projected onto one aortic sinus. The rotation arc of each leaflet during the motion is
fixed to 50°. Hence, each leaflet rests in the diastolic phase at an angle of 55° with respect to
the streamwise direction (fully closed position) and opens up to an angle of 5° (fully open
position). However, similarly to the SIMV, the actual closing angle is limited to 53°.

It is worth pointing out that in our model the relative position of both bileaflet and trileaflet
valves with respect to the aortic root replicates the supra-annular configuration, meaning that
the valve ring is placed above the tissue annulus, and the leaflets extend into the Valsalva
sinuses. This is the most widespread implantation layout, since it was found to provide
superior hemodynamic performance, dictated by clinical indicators (Kim et al. 2019). The
cuff sewing ring is not modelled, therefore, the aortic wall is in contact with the outer housing
ring (the reader should refer to figure 1 (a) for ease of comprehension). Both valve models
have an identical inner housing diameter, corresponding to D; = 0.94D, i.e. 21.5 mm, and
identical leaflet thickness, equal to 0.9 mm.

In this study we also consider a SIMV model with a row of VGs per leaflet, installed on
the aortic side, in proximity of the leading edge. The application of VGs to mechanical
aortic valves was first proposed by Murphy et al. (2010) and Hatoum & Dasi (2019)
with the common intent of reducing the shear stress level on blood constituents, both
in the regurgitation phase and at systolic peak flow rate. When focusing on the latter
condition, different VGs configurations have been tested, with the lowest turbulent shear
stress level associated to the "co-rotating" arrangements (Hatoum & Dasi 2019). Therefore,
we investigate precisely the co-rotating arrangement, made by four parallel VGs tilted by 22°.
The VG heightis chosen to be 0.03D, length 0.12D, thickness 0.02D and spacing 0.2D, based
on the design indications proposed by Hatoum & Dasi (2019). In aeronautical applications
similar appendages have been miniaturised down to 0.3 + 0.5 times the boundary layer
thickness to maximise the boundary layer energising effect with minimal drag penalty. In these
applications the boundary layer is modulated by the lift-up mechanism triggered by contro-
rotating vortices observed experimentally (Fransson & Talamelli 2012) and numerically
(Siconolfi et al. 2015). In view of the complexity of BMAV flows, the VGs are simply
expected to generate contra-rotating structures corrupting the large-scale vortices shed from
the leaflet trailing edge, which trigger the turbulent transition. Thus, as a matter of principle,



Z

(b)

Figure 1: Cutaway view of three-dimensional model of the aortic root-housing-leaflets

assembly with the principal measurements: (a) bileaflet mechanical valve, (b) trileaflet

mechanical valve. (c) Front view of the valve-aortic root arrangement immersed in the
computational domain (green area).

(a) (b)

Figure 2: (a) Top view of the housing-leaflets assembly with the leaflet in the fully open
configuration. (b) Isometric view of a leaflet with the vortex generators arrangement
considered in this study.

the VGs height and angle should introduce the desired instability effects with limited penalty
drag and orifice area reduction.



2.2. Numerical set-up

Direct numerical simulations are carried out by solving the Navier-Stokes equations for
incompressible flows,
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where the non-dimensional (-)* quantities u}, p* and f;* denote the flow velocity components,
the pressure, and the immersed boundary-volume force, respectively; ¢* indicates the time
variable and Re = UD /v is the Reynolds number, defined by the peak bulk velocity, annulus
diameter and blood kinematic viscosity. Unless otherwise stated, data presented in this study
are non-dimensionalised by the following characteristic parameters: velocity scale U equal
to the bulk velocity at the peak flow rate, length scale D equal to the annulus diameter, time
scale D /U and pressure/stress scale pU?. The scaling factors are summarised in table 1.
Following a well-established assumption, blood is modelled as a Newtonian fluid (Caballero
& Lain 2013). Under the operating physiological conditions of large blood vessels, the
deviation from linearity in the viscosity-shear rate relation can be considered negligible
(Siginer et al. 1999; Vlachopoulos et al. 2011) at the macroscopic spatial scale. Despite such
rheologic evidences, recent numerical investigations (De Vita et al. 2016; Ghigo et al. 2018)
have shown that localised regions of high shear generated downstream of a BMAV provides
prominent non-Newtonian effects. However, the uncertainty in the parameters of available
constitutive models (Yilmaz & Gundogdu 2008) and the complexity of the viscoelastic
behaviour of the red blood cells membrane, make the choice of non-Newtonian models
unnecessary in the present work. Thus, we consider a constant viscosity of 3.5 x 1075 m?/s,
equal to the blood viscosity in the ascending aorta at the largest shear rate.

The cardiac cycle duration is set to 7 = 0.85 s, corresponding to about 70 beats per minute.
In this work the inflow rate is prescribed at the inlet surface following the time law depicted
in figure 3 (a) for all simulations, where the apical flow rate Qnax = 25 1/min is reached at
approximately 0.21 s. This curve, together with the considered annulus diameter (D = 23
mm), entails a mean flow rate equal to Qmean = 5.29 I/min. The listed parameters yield a peak
Reynolds number equal to 6590. A maximum negative flow rate Q = —0.24Qx is provided
at the leaflet closing to reproduce the reverse flow condition owing to the adverse pressure
gradient generated from the ventricle expansion. A plug flow profile is prescribed owing to
the high Womersley number (Wn= 16.7) in this configuration. We emphasise that the inflow
rate profile, plotted in figure 3, resembles the curve obtained in (Lee et al. 2020) coupling an
FSIsolver with a three-element Windkessel model providing the driving boundary conditions
through a bovine pericardial valve. The fundamental physical parameters of the cardiac cycle
are summarised in table 1.

The incompressible Navier—Stokes equations are discretised in space using second-order-
accurate central differences on a staggered Cartesian grid. Such an approximation of spatial
derivatives does preserve kinetic energy and circulation in absence of time-differencing
errors and viscosity (Moin & Verzicco 2016), providing an effective tool for the resolution of
separated flow regions and complex vortex dynamics at moderate Reynolds numbers (Orlandi
2012). The system (2.1) is solved by the conventional fractional step scheme (Moin & Kim
1982). The provisional field is obtained by an approximate factorisation of the Helmholtz
equation, whereas the Poisson equation is solved by a direct method. The momentum equation
is advanced in time by means of a semi-implicit scheme, where the viscous terms are resolved
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Figure 3: Time traces of the leaflet angular position superposed with the prescribed flow
rate (a-c), and leaflet angular velocity (b-d). Plots (a-b) refer to the SIMV model, whereas
plots (c-d) refer to the LTFV model.

with an implicit Crank-Nicolson method and the convective terms are discretised by an
explicit Adams-Bashforth scheme.
The interface conditions are enforced through the IB method (Mittal & Taccarino 2005). The
IB method provides the most convenient approach for dynamic MAV simulations with respect
to body-fitted methods, since the large angular excursion of the leaflets would entail unprac-
tical changes in the grid topology for body-fitted methods. Furthermore, when demanding
remeshing procedures and field-variable interpolations are required, sophisticated algorithms
must be employed to achieve a well-conditioned grid and limited artificial diffusivity with a
reasonable computational effort (Tezduyar & Sathe 2007). In the present work a Lagrangian-
forcing with Moving Least Square (MLS) interpolation/spreading procedure is employed.
The surface is identified in the flow field by a cluster of Lagrangian markers (Uhlmann
2005), at which the flow variables are interpolated by a MLS algorithm (Vanella & Balaras
2009) with minimal oscillations in time. At each marker we compute a volume force from
the difference between body velocity and interpolated velocity to obtain the equivalent force
needed to match the no-slip condition locally. In the second instance the volume force is
spread back to the Eulerian field and inserted into the momentum equation (2.1) to account
for the interface condition. The numerical scheme and the IB procedure are thoroughly
described and explored in the context of a fluid-structure interaction solver in Nitti et al.
(2020) and de Tullio & Pascazio (2016). In the present simulations the local relative spacing
among Lagrangian markers is set to 0.6 Ax, following the numerical experiments presented
in Nitti ez al. (2020).

According to the geometric arrangement illustrated in figure 1 (c), the fluid domain which
contains the aortic root has inflow-outflow conditions in the streamwise direction. At the
inflow surface a velocity profile is assigned by a hyperbolic tangent function which yields a
flat velocity distribution in the bulk and accommodates the no-slip boundary condition at the
aortic wall within a layer of thickness 1/D = 1/ VRe ~ 1.22 x 10~2. Such an inflow profile,
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r* being the radial coordinate. At the outflow boundary the non-reflecting condition proposed
by Jin & Braza (1993) is implemented. It consists of resolving a diffusion-convection equation
on the outlet face which minimises the feedback noises and correctly predicts the turbulent
dynamics of the flow near the boundary, with greater effectiveness of the simpler radiative
outlet condition (Orlanski 1976). This condition was widely employed in turbulent flow
analyses (Persillon & Braza 1998; Pier 2002), and allows us to reduce the length of the
computational domain and exploit the rear domain part for flow investigations. The following
condition is resolved at the outlet face:
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This is resolved with the same temporal discretisation of the Navier-Stokes solver; therefore,
it requires the solution of a linear system at the boundary nodes, which is performed by an
approximate factorisation for efficiency purposes.

The present simulations are performed imposing the kinematics of the leaflets together with
the inflow profile, based on previous fully coupled, FSI simulations (see figure 3), on the
same configurations. A detailed discussion about the preliminary FSI investigation is provided
in Appendix A. This choice was motivated by the necessity of reducing the computational
expense. Furthermore, it allows us to reduce the level of uncertainty of statistical measurement
by removing cycle-to-cycle variations of the leaflet dynamics, which can result in artificially
high estimates of the turbulent features of the pulsatile flow (Tiederman et al. 1988).

The aortic root model is immersed in a computational domain of size 1.5D X 1.54D X
5D (the reader should refer to the green box in figure 1 (c)), uniformly discretised in
the X, Y and Z directions by 421 x 431 x 1401 grid points, resulting in a mesh with
more than 250 million nodes, and minimum grid spacing equal to 3.56 X 1073D. In terms
of physical resolution, this spacing corresponds to 82.0um , which closely matches the
minimum Kolmogorov length scale = 40um observed within the cardiac cycle by DNS
performed with similar spatial resolution and scheme accuracy (Yun et al. 2014b). Although
the resolution might be insufficient to resolve the smallest dissipative scale structures, the
numerical simulations keeping this Kolmogorov scale-resolution ratio are still able to resolve
the lower-order moments of the turbulent flow (Yeung & Pope 1989; Pope 2001). Eventually,
this grid has been subjected to an extensive grid refinement study (see appendix B). All
the simulations have been run at a fixed Courant—Friedrichs—Lewy (CFL) number, namely
CFL = (u:.‘)max Ar*/Ax* = 0.2, adjusting the time step size accordingly. This procedure
greatly enhances the computational efficiency of the time integration, since the systolic
phase, which entails the largest local velocity peaks, occupies less than half the cardiac
cycle (see Fig 3). During most of the diastolic phase the mean velocity field is almost
null everywhere, thus, the fluid equations can be integrated with much larger time steps. A
minimum time step size of At ~ 1.1 x 10™*U/D is achieved in the closing stage of the STMV
valve, when the largest leaflet acceleration is reached.

2.3. Collection of statistics

Although the flow through a straight aortic root resembles the standard turbulent pipe flow,
the pulsatile nature of the inflow condition and the presence of the leaflets-housing assembly
make the flow field inhomogeneous and anisotropic (Andersson & Karlsson 2021). Even
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Valve annulus diamater D 23.0mm
Fluid density p 1060.0 kg/m?3
Kinematic viscosity v 3.5%107%m?/s
Cycle duration 7 0.85s
Systolic phase duration T 0.397

Peak flow rate Qmax 25.01/min
Peak bulk velocity Umpax 1.003 m/s
Mean flow rate Qmean 5.291/min
Peak Reynolds number Re 6590.3

Mean Reynolds number Remean  1394.5
Womersley number Wn 16.7

Table 1: Fundamental parameters of the considered cardiac cycle.
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Figure 4: Schematic top view with enumeration of the monitor lines used for the
computation of the local correlations. Black lines represent the shared edges of the
geometry, whereas the blue lines and the orange lines represent the footprint of the SIMV
model and of the LTFV model, respectively, with the leaflets in the fully open
configuration.

in classic turbulent pipe flow the transverse velocity fields are considered not to satisfy
the homogeneity condition (Kim et al. 1987), owing to the interaction with the walls. The
streamwise velocity component and the associated energy are considered the most appropriate
for the assumption of homogeneity. In this connection, beside classical turbulence stress
analyses, we propose a local analysis of turbulence correlations and spectra. In particular
we sample the velocity components on different monitor lines aligned with the aortic axis,
inspecting different positions of the vessel’s cross-sectional area, as depicted in figure 4. The
monitor lines start downstream of the leaflets in the fully open position and run up to the
outflow section. Thus, velocity components are collected within each time interval 7}, over
seventeen sampling lines, which are located at the aortic centreline (corresponding to the
valve axis), at radial positions equal to 1/3 and 2/3 of the outlet root diameter, with uniform
azimuthal distribution. One can notice from figure 4 that the inner line annulus is placed in
correspondence of the SIMV leaflets in the fully open position, whereas they do not overlap
with the LTFV leaflet shape.
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Within each cycle-resolved analysis, three cycle-averaged instants of interest are investigated
to asses the relevant features of the flow field. These are identified in time as a function of
the prescribed inflow rate law: peak flow rate (PF) at t; = 0.2487, early deceleration (ED)
at rp = 0.2797, late deceleration (LD) at t3 = 0.35471. The corresponding instantaneous flow
rates are Q/Qmax = [1.0,0.9,0.5], respectively. The acceleration phase is excluded from this
comparative study about turbulent flow features since the flow is essentially laminar in this
phase, with the residual vortical structures being washed out by the incoming flow. It is also
important to stress that in the adopted numerical approach the pressure is defined only at
the interior part of the computational domain and no pressure boundary conditions can be
set. A limitation of this approach is that prescribing the flow rate as a boundary condition
makes it impossible to impose a realistic pressure difference across the valve during the
diastolic phase of the cycle. Thus, with the present arrangement, the leaflet closure is driven
by a prescribed reverse flow rate (see figure 3a), that is the same for all the considered
valve models, rather than a pressure gradient. Although the leaflet kinematics obtained with
the present method closely resembles that observed in mock loop experiments (Vennemann
et al. 2018), any speculation about the closing dynamics and related stresses would be
inappropriate. Hence, our study focuses on the stresses in the systolic phase of the cycle. In
this connection, assuming that the low-frequency mean velocity field and the high-frequency
turbulence fluctuation are not correlated in the time and frequency domains, phase-averaged
statistical data are collected over N cardiac cycles, with N = 18. However, in the context
of a pulsatile, fully turbulent flow a huge amount of cycles would be needed to collect a
statistically meaningful amount of samples, resulting in a computationally prohibitive task.
To circumvent this issue, we collect the mean field of the generic variable ¢ within the time
interval T, centred in the time instant #,,, for each cycle instant of interest , i.e.

_ 1 N 1 th+T, /2
Px 1) = ) (T—n /t $(x,1) dt) : (2.4)

k=1 n_Tn/2

Thus, each phase-averaged quantity is computed by an ensemble average over N time-
averaged fields. Such a technique has already been employed in the study of flow fields
through MAVs in experimental (Liu et al. 2000; Haya & Tavoularis 2016) and computational
works (Yun et al. 2014a). It is worth noting that the duration of the time segment 7}, should be
long enough to provide statistical validity of the results, but, at the same time, short enough to
consider the flow field statistically steady within the time window. In this respect, we defined
the width of each sampling window T7,, as the time interval in which a flow rate variation
of +£1.0% occurs. These intervals are highlighted by green stripes in figure 3 (a)-(c). The
described procedure leads to the collection of acceptable first- and second-order statistical
fields. Further details about the sampling of statistically relevant quantities are reported in
Appendix C.

Provided the definition of the mean (phase-averaged) field in equation (2.4), the instantaneous
fluctuation is accordingly defined as

¢/(X’ tn) = ¢(X7 tn) - 5(X7 tn) B (25)

whereas any second-order statistical quantity is collected by

1 N 1 th+T,/2
¢>;¢;.(x,t,,)=NZ(T_ / B (x, 1) (x, 1) dt | . (2.6)
k=1 V1

th—T,/2

In the present study the prescribed leaflet kinematics and inflow rate devolve the cycle-
to-cycle variations mainly upon the stochastic turbulent fluctuations, coming also from the



12

interaction of the incoming flow with the residual vortical structures issued from the previous
cardiac cycle. Following the decomposition in Eq. (2.5), the turbulent and other cycle-to-cycle
fluctuation are lumped together in the term ¢’ (X, z,,). A more rigorous approach would require
us to account for cycle-to-cycle fluctuations by pursuing the triple decomposition proposed in
(Hussain & Reynolds 1970). Typically, this decomposition is accomplished in the frequency
domain, after defining robust cutoff frequencies. Nevertheless, such a procedure was proved
to be not effectively applicable for pulsatile flow problems as complex as BMAV flows (Ge
et al. 2008).

Although the phase-averaging procedure resumed in Eq. (2.4) provides a generic indexing,
the first cardiac cycle is excluded from the samples collection procedure, due to the fact that
the flow field is initialised with a uniform solution.

Velocity components were denoted as u, v and w in the x-, y- and z-directions, respectively.

3. Results and discussion
3.1. Phase-averaged flow analysis

Phase-averaged axial velocity fields are reported in figure 5 at different cross-sections (z/D =
1.5, z/D = 2.5, z/D = 3.5) of successive cycle stages, as they provide meaningful insights
about the different flow features of the three cases investigated. In the PF stage the typical
triple jet pattern is found to dominate the mean flow field, in agreement with previous
investigations on SJIM Vs, both with straight (Guivier-Curien et al. 2009; Hatoum et al. 2020)
and anatomic (Ha et al. 2016) aortic root configurations. The streamwise mean velocity
profile at PF, over the valve symmetry plane, replicates the trend observed in (Dasi et al.
2007) by PIV measurements and in (Yun ef al. 2014a) by means of a lattice-Boltzmann
computational approach. Actually, the mean flow field issuing from our simulations matches
the maximum flow velocity and the width of the shear layer, whereas the backflow part of the
profile is not represented. This is due to the significant differences in the geometric modelling
of the aortic sinuses and in the valve orientation: it is clearly evident from figure 5 (a) that
the y-slice (centred on the valve axis) does not include recirculation regions. Analogous
considerations can be drawn for the velocity Root-Mean-Square (RMS) profile, bearing also
in mind that different peak Reynolds numbers are involved in the comparison.

The LTFV model instead provides four jets with a wider central jet. At this stage the
recirculation regions reach the maximum intensity in all configurations, with axial velocity
peaks of w/U =~ —0.6 in the SIMV and SIMVVG configurations, and w/U = —0.45 in
the LTFV. The reverse flow regions are observed to be localised in correspondence of the
Valsalva sinuses in the bileaflet configurations, with the greatest intensity in the non-bisected
sinus, in accordance with the prediction by Akutsu er al. (2011). Conversely, the LTFV
model provides a significantly lower amount of recirculation, being uniformly distributed in
the near-wall regions of the aortic sinuses. Such a feature is a consequence of the installation
of the LTFV leaflets within the housing (the reader should refer to figure 1), which puts
the leaflets in a further forward position with respect to the aortic sinuses, when compared
with the SIMV configuration. Thus, in the fully open position the LTFV leaflets shield the
sinus cavity from the flow to create extended recirculation regions with large negative bulk
flow velocity. This difference can be also perceived from the instantaneous vorticity fields
over the valve longitudinal sections plotted in figure 7 and figure 8. At PF the LTFV jets
propagate up to the streamwise position z/D = 2.2 while holding their coherency. At ED
the periodic vortex shedding triggered by the inflow rate reduction and by the development
of the adverse pressure gradient in all models can be clearly identified in the instantaneous
vorticity contours depicted in figure 8. In the ED stage the bileaflet valve jets extend up
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to the coordinate z/D = 3.5 with reduced bulk velocity with respect to PF, while the
characteristic triple jet pattern and the recirculation regions are maintained in space up to the
coordinate z/D = 2.8. In the bileaflet design the side jets impinge the aortic root generating
a thin wall shear layer, whereas the trileaflet arrangement generates narrower lateral jets,
symmetrically distributed in the azimuthal direction, which in turn provide a thicker wall
shear layer. In section z/D = 2.5 the central LTFV jet achieves a slightly larger bulk velocity
(w/U =~ 0.90) than the bileaflet lateral jets (w/U =~ 0.86). It is worth pointing out that at ED
the LTFV configuration shows significant changes in the topology of the mean flow between
cross-sections z/D = 1.5 and z/D = 2.5. In the space of just one diameter the lateral jets
disperse their momentum between the central jet and three circumferential jets generated
from the interaction of the former with the structures shed from the housing. Again, a better
understanding of the flow topology can be achieved comparing the mean flow (figure 5) with
the instantaneous vorticity field (figure 8). In the LD phase the lateral jets of the SIMV model
are still well separated in the aortic root, whereas the central jet starts to disintegrate due
to the transition to turbulence. Instead, the circumferential jets observed at ED in the LTFV
mix with the core jet to generate a three-lobed jet topology with 120° symmetry. In section
z/D = 2.5 the bulk velocity of such a structure is almost unchanged from previous cycle
instants, whereas the bulk velocity of bileaflet lateral jets has reduced to w/U ~ 0.79. The
same structure quickly breaks up as the jet advances downstream (z/D = 3.5), introducing
increased stochasticity in the flow behaviour. Immediately downstream of the leaflet both
bileaflet cases produce strong reverse flow regions within the sinus cavity. On the contrary,
the LTFV presents negative flow rate further downstream of the leaflets (z/D = 2.5), which
are not present in the other configurations.

The axial distribution of the mean pressure drop (5 —po)/(pU?) along the valve axis is plotted
in figure 6 at PF and ED, where py indicates the mean pressure at the inlet section. At PF, the
transvalvular pressure drop (TPD) is assessed, corresponding to 0.629 pU? (5.04 mmHg)
for the SIMV model and 0.667 pU? (5.35 mmHg) for the SIMVVG model. Conversely, the
trileaflet valve provides a much smaller pressure drop, 0.390 pU? (3.12 mmHg), owing to
the presence of a wide central orifice. The TPD value found for the SIMV at PF matches
the systolic gradient measured one year post-surgery, equal to 5.7 mmHg (St. Jude Medical
2010). No benchmark value for the TPD within a trileaflet valve is found. We found that
LTFV is characterized by a smoother pressure recovery crossing the valve, while VGs bring
a slight delay in the pressure recovery and negligible changes in the mean pressure drop. The
minimal pressure increment with VGs is due to the further reduction of the orifice area.

It is worth noting that in our simulations we prescribe the same time-varying flowrate at
the inflow boundary, and a radiative outflow condition at the outlet boundary for all valve
models, whereas in the experimental set-up of Hatoum & Dasi (2019), the flow rate emerges
from the coupled problem, as a consequence of the pressure settling within the mock loop.
Pressure recovery also depends critically on the root geometry that in our case includes
the three sinuses of Valsalva, while in the experimental case it was straight (cylindrical).
Although the VGs entail some differences in the mean flow field we emphasise that the
cross-section contours in figure 5, as well as any other cuts of the mean flow field, do not
provide a fully clear picture of the effect of the VGs on the flow field. Thus, we can speculate
that they provide barely discernible differences on the phase-averaged mean flow, and we
rely on instantaneous fields and second-order statistics to figure out the influence of these
geometric appendices.

Ultimately, the observed mean flow fields contain some undamped vortical structures due to
the relative brevity of the sampling time window, which is not wide enough to encompass
the full characteristic period of the largest Karman-like dipoles shed from the obstructions.
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Figure 5: Dimensionless axial component w /U of the mean flow field at subsequent
cross-sections of the aortic root: (a) peak flow rate, (b) early deceleration phase, (c) late
deceleration phase.

3.2. Fluctuating stress analysis

We illustrate stress distributions through the different valve configurations. Once acknowl-
edged the ubiquitous nature of blood damaging mechanisms in turbulent flows (briefly
mentioned in the introductory part of the manuscript), we limit our speculations to an Eulerian
perspective of turbulent stresses. Reynolds stresses arise from the chaotic fluctuations
primarily induced by the turbulent transition, and represent a fictitious stress contribution
correlated with an enhanced blood damaging (Faghih & Sharp 2019). A widely accepted
conjecture postulates that abnormal flow conditions such as regurgitant jets and turbulent
flows provide an instantaneous increase in viscous shear stress, exposure time and phase
collision probability (Leverett et al. 1972; de Tullio et al. 2012; Antiga & Steinman 2009).
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Figure 6: Streamwise distribution of phase-averaged pressure drop along the valve axis.
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Figure 7: Contours of instantaneous out-of-plane vorticity (wxD/U and wy D /U) over the
longitudinal cross-sections of the aortic root in the PF stage.

Hence, the evaluation of phase-averaged fluctuating stresses certainly provides a heuristic
estimation of the stress levels experienced by blood elements, as well as the topology of the
high-damaging regions. Although the fluctuating viscous stresses have been regarded as a far
more appropriate metric than Reynolds stresses for quantifying blood damage (Ge et al. 2008),
we argue that in a phase-averaging environment free from cycle-to-cycle variations, the latter
provide a picture of the stochastic convective acceleration causing instantaneous enhancement
in the viscous peak stresses and residence time experienced by blood constituents.

In the biomechanical literature the levels of both viscous and Reynolds stresses are often
compared with hemolysis and platelet activation thresholds which have been obtained from
a simple shear or extensional stress condition in laminar flows. The extension of these
thresholds to turbulent stresses and complex stress states is fairly questionable, therefore we
interpret these thresholds as merely indicative.

A significant advantage of a numerical approach with respect to experimental investigations
lies on the fact that three-dimensional evaluation of turbulent stress components can be
performed without recurring to two-dimensional simplifying assumptions. In the experi-
mental practice, the hemodynamic compliance of prosthetic heart valves is usually assessed
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Figure 8: Contours of instantaneous out-of-plane vorticity (wxD /U and wy D /U) over the
longitudinal cross-sections of the aortic root in the ED stage.

from velocity information extracted over significant planes. However, the flow through a
mechanical heart valve with realistic aortic root geometry was extensively proved to be
fully three-dimensional (Sotiropoulos & Borazjani 2009), as well as the turbulent stress
distribution. Two-dimensional analysis has been proved to underestimate the normal and
shear stresses, depending on the valve model and aortic root geometry (de Tullio et al.
2009). Since the peak Reynolds stress is not invariant under coordinate system rotation, a
coordinate-independent metric is needed to quantify mechanical loads. Thus, we evaluate
the full Reynolds stress tensor for every Eulerian node within the aortic root and compute
the maximum Turbulent Shear Stress (TSS) acting on a surface element (Malvern 1969) as
the principal shear stress component

1
TSSmax = 5 (O-max - O-min) (31)

where 0,4y and oy, represent the maximum and minimum principal normal stress
components. It is recognised that flow through mechanical heart valves exhibits principal
Reynolds normal stresses twice larger than the principal shear Reynolds stresses (Liu et al.
2000; Nyboe et al. 2006). However, the normal stresses are not regarded in this section since
they are believed less harmful to RBC membrane (Faghih & Sharp 2019). Here 07,4 and
Omin can be obtained by solving the characteristic polynomial equation associated with the
Reynolds stress tensor u;ju

J
o -Lol+ho-1=0 (3.2)

being Iy, I, and I3 the second-order tensor invariants

Iy = uju;,
I l[ )
275 (”i”i) u;u; ] ) (3.3)
I; = l (ufuf)3 - lufufz (u’u’.)2 + lu’u’3
6\t 20 J 30
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Figure 9: Profile of mean- and RMS value of the phase-averaged (PF) axial velocity
component over the SJMV symmetry line at distance z/D = 0.22 from the leaflet tip,
compared with data from literature.
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Figure 10: Streamwise distribution of the cross-sectional root mean square value of
turbulent kinetic energy.

In order to provide a fair comparison among different valve models and different cycle
instants we restrict the evaluation of the TSS,,,4 to the interior node cloud from z/D = 0.8
to z/D = 4.0. Since the leaflet kinematics is prescribed, the velocity fluctuations at the
solid-fluid interface are negligible. Before discussing the TSS,,,, distributions, we highlight
that the usefulness of the principal stress transformation to characterise fluid stresses for
blood damage is uncertain and may depend on the local flow configuration, nevertheless,
the complexity of the flow though prosthetic devices enables this descriptor as the most
representative item for macro-scale evaluations.

The comparison carried out in figure 9 confirms that the level of accuracy achieved in our
simulation guarantees a satisfactory agreement with experimental data both on first-order
and second-order statistics.

Figures from 11 to 13 display two cutaway planes (corresponding to the spanwise planes X Z
and Y Z) of the three cases investigated with TSS,,,, contours, along with probability density
distributions of TSS,,4, computed from three-dimensional fields. The interpretation of
these figures can be facilitated by inspecting the streamwise distribution of Turbulent Kinetic
Energy (TKE), defined as (u; u; )/U 2, which is collected computing a root mean square value
at each cross-section (see figure 10). Previous experimental investigations on the STMV model
(Hatoum et al. 2020; Liu et al. 2000) found the peak systole to be characterised by the highest
magnitude of TSS,,,, within the cardiac cycle, whereas we identify a more complicated
scenario. Certainly, the largest TKE RMS values are encountered at ED, whereas the phase
location of the largest TSS,,,,x depends on the valve configuration. Such a discrepancy might
be motivated by the difference in the boundary conditions governing the flow field, which in
the experimental procedures consists of the pressure gradient applied by the hydrodynamic
loop. At ED the TKE RMS peaks are found one diameter downstream of the leaflets for
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Figure 11: Contours of TSS,;,4x over two spanwise cross-sections of the aortic root at the
PF stage and probability density distribution computed from the corresponding 3D field.
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Figure 12: Contours of TSS,;,4x over two spanwise cross-sections of the aortic root at the
ED stage and probability density distribution computed from the corresponding 3D field.

both SIMV and SIMVVG (see figure 10), whereas the LTFV provided similar peak values
at PF and ED. In the PF SIMV configuration, the peak TSS,,,x value, corresponding to a
107> probability density value, is found to be (TSSax/PU%)p=1.0e—5 = 0.142, i.e., 151.4
Pa. The presence of VGs halves the same quantity to 0.0761 (81.15 Pa), whereas the LTFV
generates similar values, namely 0.134 (142.9 Pa). Such values refer to a very limited event
probability since they are confined to narrow spots in the flow field, located immediately
downstream of the leaflets. A greater relevance in blood damage sourcing can be attributed
to the volumetric median, whose values take 1.038 Pa, 0.479 Pa and 0.294 Pa for the SIMV,
SIMVVG and LTFV cases, respectively. This matches the experimental findings of Hatoum
& Dasi (2019) who correlated the reduction of the turbulent stress level in the co-rotating
VGs arrangement with the reduction of vorticity intensity induced by the corruption of
the most energetic coherent structures shed from the leaflet edges. This effect is captured
in the TSS,,4x contours in figure 12, where the VGs clearly mitigate the intensity of the
stress spots connected to the large-scale vortex shedding, and it is reflected in a lower and
spatially delayed TKE peak. In light of these findings, the additional instabilities brought by
VGs seem to reduce the intensity of both normal and shear second-order fluctuations. The
mechanism beyond such stress distribution and the spatial scales of the eddies that contribute
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Figure 13: Contours of TSS,;,4x over two spanwise cross-sections of the aortic root at the
LD stage and probability density distribution computed from the corresponding 3D field.

to their production will be reinforced in the section concerning the spectral analysis. The
LTFV configuration induces a similar peak value to SJMV, but a much lower median value,
probably because the additional leaflet increases the probability of large stress levels. On the
other hand, the limited mixing occurring in the LTFV entails narrower low-stress regions,
mostly localised in the near-wall shear layer.

AtED, we find TSS,,,o.x peak values equal 0.131 pU? (139.7 Pa) for the SIMV, and 0.119 pU?
(126.9 Pa) for the SIMV VG, mostly distributed in the leaflet wake and in the near-wall region
at the sino-tubular junction. At this stage, where the vortex shedding from leaflet tips is fully
developed, the stress level up to z/D = 1.5 is much lower in the SJMVVG case than the
SIMV case, due to the influence of VGs. Conversely, the LTFV provides a much lower
peak stress level, with (TSS,ax/pU?) p=1.0e—5 = 0.0907 (96.72 Pa), distributed on the edges
of the core jet, which still preserve full coherency. This value is significantly larger then
what was found by Hatoum et al. (2020), who denoted a TSS,,,x peak of 72 Pa for the
SIMV model, and approximately close to the values reported by Ge et al. (2008) from
three-dimensional numerical investigations. We stress that experimental evaluations based
on two-dimensional velocity measurements provide systematically lower stress estimates.
Differently, the computational investigation by Ge et al. (2008) led to peak TSS,,,. values
close to 100 Pa. When comparing these values with the incipient hemolysis threshold brought
to light from experimental correlations by Jhun et al. (2018), equal to 3000 Pa at Re > 6x 10%,
one might argue that the level of turbulent stress exerted on blood constituents across a
BMAV are far below the critical value. However, they are recognised to be sufficient to
induce significant sublethal damage to red blood cells and platelet lysis for a given exposure
time. In a representative study by Sutera (1977), platelet clustering and lysis under shear load
was found by simple shear tests for stress equal to 10 Pa. The transition to turbulence allows
the bedding of the median stress level to 2.026 Pa for SIMV and SIMVVG, and to 0.906
Pa for the LTFV. The raise of the median values from PF to LD in all configurations bears
witness to the transition to a distributed turbulent state across the computational domain.
As the inflow rate decreases and a more uniform level of turbulent production occupies
the downstream domain region, a larger probability of getting near-median stress values is
observed, whereas the peak values are significantly reduced. At LD the peak and median stress
values among the investigated cases conform to 0.0496 pU? (52.89 Pa) and 0.00545 pU?
(5.81 Pa), respectively. It is worth noting that the LTFV provide a displaced TKE peak, at
z/D = 2.7, with respect to the other configurations (z/D = 1.9), possibly caused by the



20

fluctuations occurring in the formation of the tri-lobed jet observed in the mean flow at
z/D = 2.5 (the reader should refer to figure 5).

A statistical hypothesis testing is performed on the probability density distributions in figure
11-13, comparing SIMVVG and LTFV against the SIMV. The chi-square test provided
p < 0.001, confirming that the null hypothesis is incorrect, therefore, the differences among
the distributions can be considered statistically significant. The same outcome was obtained
for all other distributions provided in the present work.

The picture of turbulence-induced flow environment experienced by RBCs can be completed
by evaluating the fluctuating viscous stresses. These can be interpreted as the actual stress
exerted on the volume element due to phase-averaged strain fluctuations. Following Jones
(1995) the viscous stress distribution is evaluated by means of an equivalent scalar field 7.4,
named Equivalent Viscous Stress (EVS) computed by double contraction of the fluctuating

strain-rate tensor s, ;
Teq :#\lzsijsij, (3.4

with s;; = 1/2 (6ulf [O0x; + Ou} / 6xi). Despite the fact that this information is deprived of

the directionality of the stress, we rely on it because it comprises all the strain components,
and because the majority of the stress-based models for hemolysis are built out of a scalar
measure (Faghih & Sharp 2019). Stress-based models are acknowledged to overestimate the
damaging level, thus providing conservative estimates. Furthermore, the damaging level of
blood constituents in high shear flows is affected by their degree of alignment with the flow
direction (Goldsmith ef al. 1972) rather than the direction of the stress principal axis. Thus,
we consider 7., a relevant and sufficiently general descriptor. It is worth noting that the EVS
corresponds to the turbulent kinetic energy dissipation rate &€ = 2v 5;;5;;, by means of the
relation 7., = p v/ve. Thus, the EVS also depicts the rate at which the turbulence energy is
dissipated by viscous forces.

At PF fluctuating viscous stresses are localised in the near-leaflet wake, extending 1.2D
downstream of the trailing edge, as previously acknowledged by Yun er al. (2014b) by
inspecting the TKE dissipation rate contours. Likewise in simplified aortic root geometries
(Ge et al. 2008; Yun et al. 2014b), a second viscous stress peak is found in correspondence
of the housing edge, where the diffusion of the shear layer generates recirculation eddies
constrained within the sinus cavity by the lateral jet. We denote from figure 14 the presence
of these spots in all the configurations considered. Peak stress levels are identified with the
same criteria used for TSS,,,,x. However, we speculate that the intensity of the dissipation
in the Valsalva sinuses strongly depends on the type of valve implantation. The LTFV
presents the lowest EVS peak, corresponding to 0.00683 pU? (7.28 Pa), whereas in the other
configurations the EVS peak takes the approximate value 0.00797 pU? (8.50 Pa). Since
the EVS is negligible within most of the aortic root, the median values are lower than
107 pU? (0.107 Pa). The flow mechanisms characterising the ED make the peak stress
value raise in all configurations, although larger increments are recorded for bileaflet cases.
Specifically, 0.0106 pU? (11.3 Pa), 0.0105 pU? (11.19 Pa), and 0.00763 pU? (8.13 Pa) for
SIMV, SIMVVG and LTFV, respectively. In this phase the bileaflet models provide identical
probability of the 7., event, although the spanwise contours in figure 15 show a larger shear
stress in the early wake region in the SIMV. Once again this difference can be correlated
with the reduced intensity of turbulent fluctuations brought by the VG arrays. The LTFV
configuration generates definitively less viscous dissipation both in terms of peak and median
value, mostly connected with the mixing of side jets and the core jet also noticed in the mean
flow field (see figure 5).

Throughout the cycle phases characterised by the largest TKE, in the leaflet wake, the
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Figure 14: Contours of 74 over two spanwise cross-sections of the aortic root at the PF
stage and probability density distribution computed from the corresponding 3D field.
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Figure 15: Contours of 74 over two spanwise cross-sections of the aortic root at the ED

stage and probability density distribution computed from the corresponding 3D field.
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stage and probability density distribution computed from the corresponding 3D field.
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maximum shear stress level falls well below the hemolysis threshold previously discussed
in the turbulent shear stress assessment. On the other hand, the 7., values recorded for the
bileaflet cases are beyond the platelet activation threshold measured in Hung et al. (1976),
corresponding to 10.0 + 16.5 Pa with an exposure time of 102 seconds, and in (Ramstack
et al. 1979) corresponding to 30 + 100 Pa with an averaged residence time of 10 seconds. If
relying on these thresholds, the LTFV can be regarded as less harmful for platelet activation.
Eventually, the peak viscous stresses drop in the LD phase to the values 4.52 Pa for bileaflet
cases and to 4.06 Pa for the LTFV.

An evaluation of the mean viscous shear stress could be useful to provide a broader picture
of the flow stresses, and their correlation with the blood damage. However, these are not
investigated since this study is mainly focused on the turbulence-induced stresses.

In view of the complex distribution of turbulent stresses, an integral interpretation would
be impractical without considering more than one scalar quantity (Banerjee et al. 2007),
despite the fact they mostly act at a larger scale than the characteristic size of RBC (Antiga
& Steinman 2009). This is especially true in such a confined flow, at nearly transitional
Reynolds number, where the uncertainty about the collocation of Reynolds stresses in the
wavenumber space is much higher than simple isotropic homogeneous flows. To this extent,
we quantify the level of anisotropy of turbulent stresses at ED and LD phases, where the
transition to turbulence is definitely achieved.

The turbulent stress anisotropy is assessed by a colour mapping of the traceless anisotropy
tensor B;;, defined by
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Bij =

with ¢;; being the Kroneker delta. The magnitude and orientation of turbulent fluctuations
do conform, in a time-averaged sense, to specific states that can be characterised by a
suitable mapping of the anisotropy tensor eigenvalues. Following Lumley & Newman (1977),
we explore the different turbulent states by building, at some relevant cross-sections, the
Anisotropy Invariant Map (AIM), whose coordinates are obtained as

Cic=A1—A2, Cxc=2(-43), C3c=313+1. (3.6)

Here A; are the eigenvalues of B;;, sorted in descending order, and C;c > 0 are the eigenvalue-
related weights of B;; in the appropriate tensor basis (Emory & laccarino 2014), making
up the three turbulence corner states. To make broad-scale physical interpretations easier in
our framework, we represent the AIM distribution at subsequent cross-sections of the aortic
root by means of a contour representation whose scalar values are obtained assigning the
RGB (Red-Green-Blue) colour triplet [Cic, Cac, C3c]. This representation was proposed
by Emory & laccarino (2014), and named Anisotropy Componentality Contours (ACC).
Each component of the colour triplet represents the contribution to a AIM corner state (see
figure 17), with corresponding stress shape: one-component turbulence (1C), two-component
axisymmetric turbulence (2C) and isotropic turbulence (3C). The three borders joining the
AIM corners provide intermediate limiting stages, described in figure 17. The global level
of anisotropy of turbulent fluctuations at a certain cross-section is simply denoted by the
anisotropy index, defined as

1 n
Al = J - Z;(Clc +Cac)? (3.7)

over the n nodal locations within the observation domain.
At ED the turbulent stresses show a high anisotropy level, with Al > 0.75 in section
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Figure 17: Barycentric colourmap of turbulent stress anisotropy.
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Figure 18: Anisotropy componentality contours of the SIMV and LTFV configurations at
the ED and LD stages, in subsequent aortic root cross-sections.

z/D = 2.6, where the stresses mostly approach the one-component limit, both in the
SIMV and LTFV configurations. At ED the cross-sections corresponding to z/D = 3.2
and z/D = 3.8 cannot be considered meaningful for this purpose because they do not lay in
a region where significant turbulent fluctuations occur, so the related contours refer to the
residual fluctuation being washed off the domain. In section z/D = 2.0, which is pervaded
by intense vorticity fluctuations at ED (see figure 8), the anisotropy level settles to Al = 0.61
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for SIMV and to Al = 0.74 for LTFV. The former configuration presents a wide range of
turbulent stress states uniformly distributed over the section, despite the presence of large
shear layers in the mean flow field, depicted in figure 5. The latter instead provides a central
region approaching the two-component limit, which makes the anisotropy index larger. At
LD the anisotropy index is found to decrease and to uniform across the domain to A/ =~ 0.6
for both cases. In sections z/D = 2.6 and z/D = 3.2 the most elevated anisotropy occurred
in correspondence of the shear layer surrounding the central jet, where the stress states are
biased towards the one-component limit (1C), and the axisymmetric expansion bound. In
the near-wall region, the stress states mostly approach the two-component limit, entailing
a combination of red/green regions, as expected in the presence of a wall (Mansour et al.
1988). The contours regarding the SIMV VG configuration are not reported here for the sake
of brevity, since they provide a pattern very similar to that observed for the SIMV case. We
speculate that despite the different vortex dynamics induced by the VGs, they do not affect
the Reynolds stress directionality.

The considerations listed above on stress anisotropy provide a useful perspective for
interpretation of spectral analyses, which are often carried out with the hypothesis of
homogeneous isotropic flow.

3.3. Spectral analysis

In order to correlate the reduction in the turbulent stresses observed with the VGs to the
large-scale vortex dynamics, we investigate the time spectra of instantaneous kinetic energy
(u;)* JU? at some points aligned with the SIMV leaflets in the fully open position. The LTFV
configuration is excluded from this comparison. Figure 19 shows the time spectra of kinetic
energy at the axial coordinates z/D = 1.5 and z/D = 3.0, averaged over the monitor lines
3,5,7,9. Such spectra are computed from the velocity signal within a much larger cycle
window than those considered for phase averaging in order to include the extended vortex
shedding dynamics from peak flow rate Q/Q 4 = 1.0 to mid-deceleration Q/Qmax = 0.5.
In the leaflet shear layer the flow exhibits strong vortex shedding, with high energy content
in the smaller temporal frequencies, whose dynamics is portrayed in figure 8 at ED. As the
jets propagates further downstream, and the shear layers breaks up in favour of a mixing
dynamics, the energy contained in the smaller frequency reduces by one order of magnitude.
We emphasise that within the time window considered for signal sampling, the classical
vortex shedding observed downstream of leaflets (Dasi et al. 2007) develops for both SIMV
and SIMVG models, but the presence of the VGs leads to a lower energy content at all time
scales, confirming that the associated co-rotating vortices locally disrupt the vortex rings
periodically shed from the leaflet trailing edge in the high flow rate stage of the systole.
Although this observation is provided from local evidences, we postulate that a similar
pattern is consistently replicated in the leaflet tangent direction, explaining the significant
reduction in the probability of large TSS,,, events at peak flow rate (see figure 11). This
trend is reversed at the location z/D = 3.0, where the SIMVVG provides larger kinetic
energy, within a region were full transition occurred for both models. Further analysis on
the energetic content of the purely fluctuating components are provided in the following by
means of spatial spectra.

One of the major motivations of this analysis is to correlate the turbulent stresses at different
phases of the cardiac cycle with the geometry of the mechanical prostheses. Once the
anisotropy pattern and the dissipative features occurring in the different configurations have
been observed, the aforementioned correlations are sought by further investigating the spatial
scales characterising the turbulent fluctuations in the frequency domain.

Provided the strongly anisotropic nature of turbulent fluctuations we consider a local
characterisation of the spatial fluctuations to be of greater impact in this application, therefore,
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Figure 19: Time spectra of the kinetic energy at the axial coordinates (a) z/D = 1.5 and
(b) z/D = 3.0, averaged over the monitor lines 3, 5, 7 and 9.

power spectra are computed on the monitor lines (whose configuration is illustrated in figure
4), over segments starting downstream of the leaflets. A Hann window is applied to the
velocity signals and the spatial average along the z-direction is also subtracted. Line-averaged
spectra are plotted for the streamwise turbulent kinetic energy (figure 20), as well as for the
anisotropic streamwise/leaflet-normal energy (figure 20) at three subsequent cycle instants. It
can be immediately grasped that the energetic content of the turbulent fluctuations increases,
especially at the largest spatial scales, as the inflow rate decelerates by the progressive shift of
all curves towards higher energy levels. As the incoming flow rate decreases, the shear layers
surrounding the core jet become more unstable due to the adverse pressure gradient, triggering
a larger energy release towards smaller flow structures. None of the plotted spectra provide
a clear classic scaling (Pope 2001), despite the fact that a good fit with the inertial range
scaling (Eypw (k) o« k=>/3) was identified already at the peak flow rate in previous studies
(Yun et al. 2014b). In the present study the spatial spectral analysis is performed on localised
lines within an anisotropic flow, which are not necessarily located where turbulence develops
first or it is the strongest. Furthermore, one should bear in mind that at the PF instant most of
the aortic root is crossed by residual low-energy structures that are immediately washed out
in the acceleration phase. The recent experimental and numerical investigations by Cerbus
et al. (2020), providing insights on local energy spectra for transitional pipe flow, reported
that the power spectra (on-centreline and off-centreline) conforms to —5/3 scaling only for
Re > 80, 000. Since the leaflets introduce a stronger degree of anisotropy in the flow than the
simple free pipe, and the Reynolds number conforms to the transitional pipe regime, there is
no reason to expect the Kolmogorov universal scaling laws.

When considering the LTFV configuration, the inner line annulus fall within the central jet,
which holds spatial coherency longer than the central jet ejected from the SIMV/SIMVVG
models. As a matter of fact, the E,,,, (k) spectrum mediated over the inner annulus has
significantly lower energy content at the PF with respect to the outer annulus of the same
model (see figure 20). At the ED/LD instants the energy distribution appears to be more
uniform among the different configurations due to the enhanced mixing occurring in the
deceleration phase. We emphasise that the intrinsic fluctuation associated with the energy-
containing scales, corresponding to the largest wavenumber, at the ED/LD instants provides
larger energy injection in the LTFV case, for both the inner and outer line annulus, owing
to a more intense breakdown of the leaflet shear layer. These considerations apply both to
the isotropic spectra and the shear spectra plotted in figure 21. We highlight that, differently
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Figure 20: Streamwise isotropic energy spectra at different cycle instants. Solid and dashed
lines correspond to spectral values averaged over the inner and outer monitor lines annuli.
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Figure 21: Anisotropic energy spectra at different cycle instants. Solid and dashed lines
correspond to spectral values averaged over the inner and outer monitor lines annuli.

from the isotropic spectra, the shear spectra, provide, especially in the LD phase, a better
matching with the Lumley’s scaling law, by which the small level of anisotropy in the inertial
subrange can be assumed to be a small perturbation of the background isotropic state (Pope
2001). This confirms that the strongly anisotropic nature of the fluctuations is lost in the
central wavenumber range at LD, whereas a significant level of anisotropy characterises the
intermediate length scales, and not only the energy-containing motion, at the PF and ED
stages. It is worth pointing out the absence of energy pileup at high wavenumbers in any
spectral representation, and the smoothness of the energy cascade which covers approximately
nine orders of magnitude, meaning that most of the smallest flow scales are well represented
without energy accumulation.

Our interpretation of the local energy spectra does not contradict the computational findings
of Yun et al. (2014b) and Becsek et al. (2020), that identified a clear inertial range from
volume-averaged spectra collected over a wider flow rate interval.

Since no clear indications on the fundamental micro-scales can be inferred from the energy
spectra, we further inspect the nature of the fundamental scales involved in the flow field by
computing the Longitudinal Taylor Micro-Scale (LTMS) over the monitor lines. The Taylor
micro-scale, denoted by A, represents the characteristic length of the largest eddies which
are responsible for the dissipation of energy (Pope 2001). Since the RBC membrane strain,
which is a precursor to membrane failure, has a logical connection to surrounding fluid
strain, the estimation of A might be relevant to hemolysis beyond any specific hemolysis
mechanism (Faghih & Sharp 2019). LTMS is associated to the curvature of the velocity
autocorrelation function. Thus, the longitudinal two-point correlation is computed for each



27

SIMVVG
135 45 135 45
<
i
A 180 0 180 0
~
N
225 315 225 315
270 270
135 45 135 45
0
[aN]
I 180 0 180 0
=)
~
N
225 315 225 315
270 270

Figure 22: Polar map of the longitudinal Taylor micro-scale 2/D in the ED phase, at two
different coordinates.

line, at the generic streamwise location zg as

Ry (20, AZ) = w’ (20 — Az/2) w’ (20 + AzZ/2). (3.8)

This relation, once rescaled with respect to the velocity variance, provides the longitudinal
autocorrelation function f,(zo, Az). Then, for small separation Az, the LTMS scale A(zo)
can be approximated by the roots of the osculating parabola of the autocorrelation function
(Pope 2001),

Bl—=

1

A(zo) = [—5 o (20, 0)] . (3.9)

The second derivative in the equation (3.9) is computed using a sixth-order accurate
centred finite-difference scheme, using a seven-point stencil. This construction is carried out
exploiting the symmetric correlation functions at different spots in between the streamwise
coordinates z/D = 2.0 and z/D = 4.0. Such a construction provides physically meaningful
results for small values of /A in homogeneous flows, with A being the integral length scale
(Belmabrouk & Michard 1998). The influence of the additional terms appearing in higher-
order expansions for non-homogeneous turbulence can be neglected for small Az, namely, for
a small deviation of the autocorrelation function from the osculating parabola (Belmabrouk
& Michard 1998).

In the present framework the evaluation of the LTMS does provide a cross-check on the
dimension of the largest dissipative length scale with respect to energy spectra. Furthermore,
we consider the LTMS to accomplish a more reliable estimation on fundamental scales than
the Kolmogorov length scale, since the size of the smallest eddies might be affected by the
local grid resolution. In contrast, the smallest LTMS observed, corresponding to /D = 0.03,
can be overlaid onto approximately nine grid points, meaning that the corresponding eddy
can be fully resolved with a second-order scheme. The axial coordinates zg from which
the correlation functions are computed are chosen so that the zero-correlation condition is
reached in a region of high vorticity. A polar map of the LTMS is reported in figure 22
for the three valve models analysed at the ED stage. In the SIMV and SIMVVG cases we
identified a mean LTMS scale value of 1/D = 0.045, corresponding to 1.0 mm. This value
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Figure 23: Polar map of the longitudinal Taylor micro-scale 2/D in the LD phase, at two
different coordinates.

is approximately close to the length scale found by Yun et al. (2014b), who identified the
start of the energy decay at / = 3 mm, from visual inspection of the energy spectra. Liu
et al. (Liu ef al. 2000) obtained an experimental estimation of the LTMS, falling into the
interval 4 = 0.1 —0.6 mm, computed by means of the velocity-time autocorrelation function,
which was integrated from laser-Doppler anemometer measurements. They extracted the
spatial LTMS approximating the spatial correlations by temporal correlations in view of
the frozen field approximation (Taylor 1938). However, in pulsatile flows with a high
degree of anisotropy this approximation is generally considered inaccurate (Pope 2001).
The LTFV configuration presented a larger LTMS, with a mean value of 1/D = 0.075 at
LD, corresponding to 1.73 mm. A larger LTMS value reflects the lower TKE RMS profile
in figure 10, confirming that the trileaflet model produces a less energetic turbulence decay,
with a larger dissipative structure, which can be thought to be less harmful to RBCs.

The mean LTMS value found from our analysis corresponds to the non-dimensional
wavelength k/D =~ 130, corresponding to a full energy decay region. No clear differences
are generated by VGs, meaning that the different mixing mechanism at the energy-containing
scales does not affect the dissipation in the smaller flow structures. The LTFV configuration
provides highly non-homogeneous values, probably because the breaking of the shear layer
carrying the jets mixing takes place further downstream with different energy content.

3.4. Outlooks and clinical implications

The present study can be further enhanced by including geometric features of a realistic aortic
root reproducing the characteristic curvature of the ascending aorta. The non-planar shape of
the root axis could introduce additional complexity to the flow field, as the swirl illustrated by
Morbiducci et al. (2011). The aortic arch can also generate secondary vortical regions which
can potentially affect both mean flow field and fluctuations (Zhu et al. 2018). Secondly, the
adoption of pressure boundary conditions at the cross-flow domain edges certainly provides
a more physiological flow evolution, especially if coupled with a lumped circulation model
(Lee et al. 2020), and consequently, a more realistic prediction of the flow features during
valve closing (Dasi et al. 2007).

The FSI dynamics of a realistic valve model should include also the arterial wall elastic
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effects. A computational investigation by Hsu et al. (2014) proved that the flexibility of the
aortic root damps out the fluctuations in the flow rate and attenuates leaflet oscillations in
biologic valves. By mitigating these further sources of unsteadiness, we speculate that weaker
turbulent fluctuations can be observed. Flamini ef al. (2016) found that a compliant aortic
wall substantially generates smaller peak pressure at systole and lower retrograde flow in the
diastolic stage than those attained by rigid models. In case of a mechanical prosthetic model
with prescribed flow rate, limited differences in the second-order statistics are expected.
The LTFV and SIMVVG models showed reduced turbulent stress levels if compared with
the SIMV model, therefore, they can potentially replace it. However, this trend must be
confirmed by clinical experimentation, which will involve further practical issues to account
for. Concerning the VGs, their presence might induce a local accumulation of pannus and
other fibrovascular tissues (Kim et al. 2020), which in turn can disrupt the associated
hemodynamics. For this reason, the design of VGs must be limited to the simplest geometric
elements. One possible investigation would require the application of a proper orthogonal
decomposition method (De Cillis et al. 2020) to understand the topology of the modes
responsible for the stress reduction and optimise the VGs collocation on the leaflets. We argue
that in our study the VGs lay close to the leaflet leading edge, thus, they are subjected to the
largest flow velocity. In this configuration the flow might wash the VGs surface and prevent the
formation of biologic deposits, but this can be confirmed only by in-vivo experimentation. The
VGs can guarantee improved hemodynamics without loosing decades of clinical experience
with the SIMV model, since no large-scale design modifications are needed on the valve
components. On the other hand, the LTFV certainly provides hemodynamic features closer
to those of the natural valve, along with a noiseless closure. Older versions of a trileaflet
valve were affected by the risk of leaflet sticking (Ghista 1976) which heavily influenced
their development. However, the LTFV configuration is declared to guarantee an unimpeded
leaflet opening (Novostia 2019).

Further analyses should address whether the beneficial hemodynamic effects of the VGs and
LTFV hold for an intra-annular implantation. The reduced effective orifice area is expected
to affect the transvalvular pressure drop, the vorticity dynamics downstream of the leaflets
as well as the recirculation within the Valvaslva sinuses. However, these arguments remain
controversial (Kim et al. 2019), and the related speculations should be confirmed by further
analyses, especially in the presence of VGs.

4. Summary

The replacement of the aortic valve by a mechanical prosthesis still represents an issue of
worldwide interest, since it involves a large portion of the 300,000 replacement procedures
performed each year (Li 2019). Thus, the need for the improvement of the hemodynamics
of mechanical valves raises from routine clinical practice. Direct numerical simulations
of a pulsatile blood flow through three different mechanical aortic valve models have
been conducted. Among them one configuration with VGs was investigated. The present
numerical study proved that the influence of VGs and similar devices on the aortic root
hemodynamics can be assessed with reasonable resolution and computational expense
prescribing the leafled kinematics obtained from FSI computations.

The phase-averaged flow analysis revealed fundamental differences in the axial velocity field
between bileaflet and trileaflet configurations, whereas no clear distinction is detected in
the presence of VGs. Conversely, the mean pressure distribution pointed out a remarkable
reduction in the pressure drop for the LTFV case, and a minimal pressure drop penalty with
VGs.

Compared with previous experimental (Hatoum er al. 2020; Haya & Tavoularis 2016;
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Murphy et al. 2010) and computational (Yun et al. 2014b; Ge et al. 2008) studies, the
major novelties lie in the detailed three-dimensional estimation of turbulent shear stresses
and fluctuating viscous stresses. Arguments on the turbulent stress nature are supported
by the characterisation of their directionality and by local spectral analyses. Since the
main issue concerning BMAVs is the propensity to hemolysis and platelet activation, these
have been compared with widely accepted thresholds (Faghih & Sharp 2019), finding that
the maximum turbulent shear stress value TSS,,,, falls below the threshold (> 3000 Pa)
highlighted in the most recent experimental campaign (Jhun et al. 2018), by more than one
order of magnitude. Our estimates are however consistent with those from other numerical
investigations (Ge et al. 2008). The TSS,,,4x reach its peak value at PF rate in SJMV and
LTFV models, whereas in the SIMVVG configuration the peak is achieved at ED, due to
the vortex disruption brought by VGs. Despite this trend, both SJIMV and SIMV VG models
present the largest TKE RMS at the ED stage, where the transition to turbulence is definitely
achieved. The largest EVS value is consistently reached in the ED phase in all configurations,
when the largest dissipation is expected. Visual inspection of cross-section contours revealed
that the presence of VGs increases the EVS at PF and decreases magnitude in the ED
stage. The LTFV is the only model providing EVS below the platelet activation threshold
(1 < 10 Pa, following Sutera (1977)), although the other configurations showed moderately
exceeding values. Inspection of the Reynolds stress anisotropy revealed a significant level
of anisotropy in the decelerating phase, with Al > 0.60, providing a landmark for the
interpretation of energy spectra. The LTFV presented a slightly larger anisotropy index at all
cross-sections. The local evaluation of TKE spectra did not match the classic Kolmogorov
scaling laws, but illustrated an increase in the energy content per wavenumber with the
advancement of inflow deceleration. The scale analysis was carried out by computing locally
the Longitudinal Taylor Micro-Scale (LTMS), which showed a mean value equal to 1 mm
for bileaflet configuration and 1.7 mm for the LTFV. This confirms the tendency of the
trileaflet design to generate larger dissipative structures, with consequently lower risk of
RBC membrane damaging.
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Appendix A. FSI computations

The present investigation has been carried out relying on a prescribed inflow rate and
leaflet kinematics, in order to reduce the computational expense. The magnitude of the
numerical endeavour was guaranteed by the necessity of achieving a sufficient grid resolution
to resolve the smallest turbulent structures, as well as by the requirement to simulate enough
cardiac cycles to collect statistically converged data. In this connection, one preliminary FSI
simulation has been run for each valve configuration with a two-way coupling setting. Only
three cardiac cycles have been run, and the leaflet motion in the third cycle has been used
to extract the kinematic laws to enforce in one-way coupled simulations. One-way coupled
simulations allowed us to reduce the computational expense related to the integration of
loads over the leaflet surface, along with the computation of the MLS transfer functions at
runtime. Our preliminary simulations guarantee that instantaneous inflow rate and leaflet’s
instantaneous angle of attack are fully consistent, provided that negligible cycle-to-cycle
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Figure 24: Net rotation angle on a single leaflet resulting from FSI computations.
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Figure 25: Comparison of non-dimensional torque 7'/ (pU?D3), superposed with the
non-dimensional angular velocity 6D /U, on a single leaflet for the opening (a) and
closing phase (b). Axes scales are magnified to highlight the differences among curves.

variations are observed in the leaflet kinematics. This was widely verified when constraining
the inflow rate.

Equations of rigid body motion are integrated by an explicit Adams-Bashforth scheme with
variable time step size. The leaflet volume moment of inertia Jo/D> about the rotation axis
is equal to 4.444 x 10~ for the SIMV, 4.454 x 10~ for the SIMVVG, and 2.154 x 10~
for the LTFV. Leaflets are assumed to be made of pyrolytic carbon (St. Jude Medical 2010),
therefore, the density ratio p,/p = 1.887 is assigned.

Figure 24 shows that the presence of vortex generators does not bring significant differences
in the leaflets kinematics. Such a small difference is motivated by the fact that the leaflet
opening follows an impulsive dynamics, being almost insensitive to small variations in the
moment of inertia. Furthermore, VGs bring a 0.2% change in the volume moment of inertia,
being collocated in correspondence of the rotation axis. Our computations confirmed the
earlier closing of the trileaflet configuration, experimentally observed by Vennemann et al.
(2018). Variations induced by the VGs are slightly magnified when considering the torque
exerted on the single leaflet (see figure 25).
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Figure 26: Mean streamwise velocity profiles at the section z/D = 1.5, in the PF stage.

Appendix B. Grid convergence study

The flow in this study is resolved by a DNS approach, therefore, it is fundamental to establish
whether the mesh employed is able to capture all of the relevant flow structures. In this
connection, a grid convergence study is conducted on the SJMV model with the vortex
generators, since it is expected to generate smaller dissipative scales with respect to the
trileaflet valve, and it provides smaller geometric features (the vortex generators themselves)
than the standard SJIMV model. Three different meshes with uniform spatial resolution
equal to 301 x 309 x 961 (coarse), 421 x 439 x 1401 (baseline) and 519 x 533 x 1731
(fine) are employed to solve the same problem. The ratios of computational cell volume
between different grids are Vioarse / Viasetine = 1.4 and Viasetine / Viine = 1.24. It is worth noting
that the baseline grid provides 278 nodes overlapping the tissue annulus diameter (which
represents the characteristic geometric scale of the problem) and 12 nodes overlapping the
leaflet thickness. As already mentioned in section 2.2, a similar resolution is employed in
Yun et al. (2014b) on the same problem with a different numerical approach but similar
spatio-temporal accuracy of the numerical scheme. In the baseline grid the vortex generators
are overlapped by 34 grid points in the length direction and nine in the height and thickness.
Data are collected after four cardiac cycles to deal with the cost of more refined computations.
As shown in figure 26, the streamwise component of the mean flow at the PF stage provides
significant similarities in the two most refined cases. The baseline grid is able to reproduce the
core jet velocity as well as the width of the shear layer of the fine grid. The level of accuracy
of the predictions obtained at affordable cost with the baseline grid has been demonstrated in
the comparison of this profile with experimental data (see figure 9), although the amount of
cycles is not sufficient to precisely compute second-order statistics. Furthermore, the choice
of a CFL-controlled time-stepping strategy makes the number of samples collected within
each stage window remarkably different for different grids (the reader should refer to the
discussion in section 2.3). This significantly affects the comparison among the considered
meshes.

Appendix C. Convergence of ensemble statistics

The statistical samples are collected in correspondence of three different cycle instants by
means of the ensemble averaging described in section 2.2. The amplitude of the time interval
centred in each cycle instant of interest is selected a priori from the inflow rate curve by
identifying the time slot corresponding to a +1.0% flow rate variation. In this connection,
the amplitude of each time slot, thus the amount of frames collected, depends on the slope
of the inflow rate curve. Hence, a different number of snapshots are collected for different
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Figure 27: Cycle-to-cycle evolution of the root mean square error of the change in the
streamwise mean flow velocity.
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Figure 28: Streamwise distribution of relative monitor line-averaged variation in the
streamwise velocity component from the 17" to the 18 cycle

cycle instants, leading to a potential non-uniform reliability of statistical measurements.
Specifically, at the peak flow rate (PF), where the largest time sampling window occurs with
Ter = 0.47U /D, we collected approximately 1180 time samples per cycle, whereas at the
early deceleration (ED), where Tgp = 0.13U/D, we collected approximately 440 samples
per cycle. To overcome this issue, we run the simulations for enough cardiac cycles to obtain
a statistical convergence through all cycle instants with respect to a predefined threshold. A
similar sampling strategy was employed by (Yun et al. 2014a), collecting data over a single
cardiac cycle, within a time window defined by the integral time scale, computed by means of
the Kolmogorov estimate 7; = 7, VRe (Pope 2001). It is worth noting that such an estimate
provides at the PF the value 7; = 58.7 ms, based on Re= 5780, which is larger than our
dimensional time range Tpr = 10.8 ms.

The convergence of the first-order and second-order statistics is locally inspected over the
monitor lines schematically depicted in figure 4, by measuring their cycle-to-cycle variation.
Figure 27 displays the Root-Mean-Square-Error (RMSE) of the change in the streamwise
mean flow velocity from cycle N — 1 to cycle N, where the RMSE operator is applied
twice, over all cells crossed by a monitor line, and over all monitor lines, to get a non-
local convergence indicator. Such a parameter shows a clear convergence trend in the
streamwise mean flow, since it can be considered within an asymptotic region at the 18
cycle at the three successive cycle phases under examination. Thus, local cycle-to-cycle
variations of w are several orders of magnitude lower than the estimated mean value.
Furthermore, the streamwise distribution of relative monitor line-averaged variation from
the 17" to the 18™ cycle is provided for the STIMVVG and LTFV models in figure 28. Such a
distribution provides a mean variation equal to 0.2% with peaks of 0.7% for all models. This
determines a good agreement with the experimental practice described in Ha et al. (2016),
which declared uncertainties due to incomplete convergence around 0.1% for the streamwise
velocity, although their phase-averaged refers to a time window comprising a much larger
portion of the systolic phase. Both graphs suggest that the LD cycle instant provides the
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Figure 29: Cycle-to-cycle evolution of the root mean square error of the change in the
isotropic streamwise Reynolds stress component.
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Figure 30: Streamwise distribution of relative monitor line-averaged variation in the
isotropic streamwise Reynolds stress component from the 17" to the 18t cycle

largest statistical uncertainty, owing to the largest streamwise velocity fluctuations. This is
because at PF and ED instants the flow field is essentially laminar in the rear part of the
domain, where the residual vortical structures have been rapidly washed out of the domain,
as depicted in figure 5, thus leading to a more rapid convergence. Similar observations are
provided with respect to second-order statistics, and specifically to the Reynolds stress tensor
component w’w’ (see figure 29 and 30). The same statistical descriptor used for the mean
flow shows that the asymptotic range is achieved by the 18" cycle, where a corresponding
mean uncertainty equal to 3% is accepted. This is consistent with the uncertainty found by
(Ha et al. 2016) on second-order statistics too.

It is worth highlighting that the first cycle is excluded from the phase-averaging process since
the flow field is initialised with uniform velocity.




35
REFERENCES

Axkurtsu, T, Matsumorto, A & TakaHasHI, K 2011 In vitro study of the correlation between the aortic flow
field affected by the bileaflet mechanical valves and coronary circulation. In 5th European Conference
of the International Federation for Medical and Biological Engineering, pp. 769-772. Springer.

ANDERSSON, MaGNUs & KarLsson, Matts 2021 Characterization of anisotropic turbulence behavior in
pulsatile blood flow. Biomechanics and Modeling in Mechanobiology 20 (2), 491-506.

ANTIGA, Luca & STEINMAN, Davip A 2009 Rethinking turbulence in blood. Biorheology 46 (2), 77-81.

BANERJEE, S, KRAHL, R, DuUrsT, F & ZENGER, CH 2007 Presentation of anisotropy properties of turbulence,
invariants versus eigenvalue approaches. Journal of Turbulence (8), N32.

BEcsek, BARNA, PIETRASANTA, LEONARDO & OBRisT, Dominik 2020 Turbulent systolic flow downstream
of a bioprosthetic aortic valve: Velocity spectra, wall shear stresses, and turbulent dissipation rates.
Frontiers in physiology 11.

BeLmaBRrOUK, H & MicHarDp, M 1998 Taylor length scale measurement by laser doppler velocimetry.
Experiments in Fluids 25 (1), 69-76.

BLUESTEIN, DaNNY, RAMBOD, EDMOND & GHARIB, MoRTEZA 2000 Vortex shedding as a mechanism for
free emboli formation in mechanical heart valves. J. Biomech. Eng. 122 (2), 125-134.

CaBALLERO, AD & Lain, SJICE 2013 A review on computational fluid dynamics modelling in human
thoracic aorta. Cardiovascular Engineering and Technology 4 (2), 103—130.

CARREL, THIERRY, DEMBITSKY, WALTER P, DE MoL, Bas, OBrist, DoMINIK, DREYFUS, GILLES, MEURIS,
BarT, VENNEMANN, BERNHARD, LAPEYRE, DIDIER & ScHAFF, HarTZELL 2020 Non-physiologic
closing of bi-leaflet mechanical heart prostheses requires a new tri-leaflet valve design. International
Journal of cardiology 304, 125-127.

CerBUS, Rory T, Liu, CHIEN-CHIA, G101A, GUSTAVO & CHAKRABORTY, PINaKI 2020 Small-scale universality
in the spectral structure of transitional pipe flows. Science advances 6 (4), eaaw6256.

Dast, LP, GE, L, Stmon, HA, Sotiropouros, Fotis & YocganaTHAN, AP 2007 Vorticity dynamics of a
bileaflet mechanical heart valve in an axisymmetric aorta. Physics of Fluids 19 (6), 067105.

DE CiLLis, GIovANNI, CHERUBINI, STEFANIA, SEMERARO, ONOFRIO, LEONARDI, STEFANO & DE PaLMmA,
PieTrO 2020 Pod-based analysis of a wind turbine wake under the influence of tower and nacelle.
Wind Energy .

DE Vita, F, pE TuLLio, MD & VErzicco, R 2016 Numerical simulation of the non-newtonian blood flow
through a mechanical aortic valve. Theoretical and computational fluid dynamics 30 (1-2), 129-138.

Eruis, JT, Wick, TM & YocanaTtHaN, AP 1998 Prosthesis-induced hemolysis: mechanisms and
quantification of shear stress. The Journal of heart valve disease T (4), 376-386.

Emory, M & Iaccarivo, G 2014 Visualizing turbulence anisotropy in the spatial domain with
componentality contours. Center for Turbulence Research Annual Research Briefs pp. 123—-138.

Fagui, MouamMMap M & Suarp, M Kerra 2019 Modeling and prediction of flow-induced hemolysis: a
review. Biomechanics and modeling in mechanobiology 18 (4), 845-881.

FLamini, ViTTorIA, DEANDA, ABE & GRIFFITH, BoYCE E 2016 Immersed boundary-finite element model of
fluid—structure interaction in the aortic root. Theoretical and computational fluid dynamics 30 (1-2),
139-164.

FranssoN, JENs HM & TaLaMELLI, ALESSANDRO 2012 On the generation of steady streamwise streaks in
flat-plate boundary layers. Journal of fluid mechanics 698, 211-234.

GALLEGOS, ROBERT P, RivarRD, ANDREW L, SuwaN, PHiLLiP T, BLACK, SYLVESTER, BERTOG, STEFAN,
STEINSEIFER, ULRICH, ARMIEN, ANIBAL, LAHTI, MATTHEW & Bianco, Ricuarp W 2006 In-vivo
experience with the triflo trileaflet mechanical heart valve. The Journal of heart valve disease 15 (6),
791-799.

GE, Liang, Dasi, Laksumr P, SorirorouLos, Foris & YocaNaTHAN, Ant P 2008 Characterization of
hemodynamic forces induced by mechanical heart valves: Reynolds vs. viscous stresses. Annals of
Biomedical Engineering 36 (2), 276-297.

GHiGo, AR, LAGREE, P-Y & FuLLaNa, J-M 2018 A time-dependent non-newtonian extension of a 1d blood
flow model. Journal of Non-Newtonian Fluid Mechanics 253, 36—49.

GHista, DHANJOO N 1976 Toward an optimum prosthetic trileaflet aortic-valve design. Medical and
biological engineering 14 (2), 122—129.

GoLpsmiTH, HL, MarLow, JEAN & MaAcINTOsH, FRaNk CamMpPBELL 1972 Flow behaviour of erythrocytes-i.
rotation and deformation in dilute suspensions. Proceedings of the Royal Society of London. Series

B. Biological Sciences 182 (1068), 351-384.

GoLpsToNE, ANDREW B, CHiu, PETER, BAtoccHI, MICHAEL, LINGALA, BHARATHI, PATRICK, WILLIAM L,



36

FiscHBEIN, MIcHAEL P & Woo, Y Josepn 2017 Mechanical or biologic prostheses for aortic-valve
and mitral-valve replacement. New England Journal of Medicine 377 (19), 1847-1857.

GuiviEr-CURIEN, CARINE, DEPLANO, VALERIE & BERTRAND, Er1C 2009 Validation of a numerical 3-d fluid—
structure interaction model for a prosthetic valve based on experimental piv measurements. Medical
engineering & physics 31 (8), 986-993.

Ha, Honn, Kim, Guk BAE, KwEoN, JiHOON, LEE, SANG JooN, Kim, YounG-HAk, Kim, NAMKUG & YANG,
Dong Hyun 2016 The influence of the aortic valve angle on the hemodynamic features of the thoracic
aorta. Scientific reports 6, 32316.

Haroum, Hopa & Dasi, Laksuamr P 2019 Reduction of pressure gradient and turbulence using vortex
generators in prosthetic heart valves. Annals of biomedical engineering 47 (1), 85-96.

HartouMm, Hopa, MAUREIRA, PABLO & Dasi, Laksumr Prasap 2020 A turbulence in vitro assessment of
on-x and st jude medical prostheses. The Journal of thoracic and cardiovascular surgery 159 (1),
88-97.

Havya, Laura & TavouLAris, Stavros 2016 Effects of bileaflet mechanical heart valve orientation on fluid
stresses and coronary flow. Journal of Fluid Mechanics 806, 129.

HEeDAYAT, MOHAMMADALI, ASGHARZADEH, HArez & Boraziani, Iman 2017 Platelet activation of
mechanical versus bioprosthetic heart valves during systole. Journal of biomechanics 56, 111-116.

HoLMEs Jr, DaviDb R, NisHIMURA, Rick A, GROVER, FREDERICK L, BRINDIS, RALPH G, CARROLL, JOHN D,
Epwarbps, FRED H, PETERSON, Eric D, RUMSFELD, JOHN S, SHAHIAN, DAvID M, THOURANI, ViNOoD H
& otHERS 2016 Annual outcomes with transcatheter valve therapy: from the sts/acc tvt registry. The
Annals of thoracic surgery 101 (2), 789-800.

Hsu, MiNG-CHEN, KAMENSKY, DAviD, BaziLEvs, YURI, SAcks, MicHAEL S & HuchEs, THomas JR
2014 Fluid-structure interaction analysis of bioprosthetic heart valves: significance of arterial wall
deformation. Computational mechanics 54 (4), 1055-1071.

Hung, TC, HocumuTH, RM, Joist, JH & SuTera, SP 1976 Shear-induced aggregation and lysis of platelets.
ASAIO Journal 22 (1), 285-290.

Hussain, ABuL KHalR MuHAMMAD FazLe & REyNoLDs, WiLLiaM C 1970 The mechanics of an organized
wave in turbulent shear flow. Journal of Fluid mechanics 41 (2), 241-258.

IsaAcs, ABBY J, SHUHAIBER, JEFFREY, SALEMI, ARASH, IsoM, O WAYNE & SEDRAKYAN, ART 2015 National
trends in utilization and in-hospital outcomes of mechanical versus bioprosthetic aortic valve
replacements. The Journal of thoracic and cardiovascular surgery 149 (5), 1262-1269.

JuuN, CHOON-SIK, STAUFFER, MEGAN A, REIBSON, JoHN D, YEAGER, Eric E, NEWSWANGER, RAYyMoND K,
TayLor, Josnua O, MANNING, KEere B, WErss, WiLLiaM J & RoOSENBERG, GErRsoN 2018
Determination of reynolds shear stress level for hemolysis. ASAIO journal (American Society for
Artificial Internal Organs: 1992) 64 (1), 63.

JiN, G & Braza, M 1993 A nonreflecting outlet boundary condition for incompressible unsteady navier-
stokes calculations. Journal of computational physics 107 (2), 239-253.

JoNEs, STEVEN A 1995 A relationship between reynolds stresses and viscous dissipation: implications to red
cell damage. Annals of biomedical engineering 23 (1), 21-28.

Kim, Jonn, Moin, Parviz & Mosker, RoBerT 1987 Turbulence statistics in fully developed channel flow at
low reynolds number. Journal of fluid mechanics 177, 133-166.

Kim, SanG Hyun, Kim, Ho Jin, KiM, Joon Bum, Jung, Sung-Ho, CHoo, Suk Jung, CHUNG, CHEOL HyunN
& LEE, JAE Won 2019 Supra-annular versus intra-annular prostheses in aortic valve replacement:
impact on haemodynamics and clinical outcomes. Interactive cardiovascular and thoracic surgery
28 (1), 58-64.

KM, Woorsin, Caor, HAEcHEON, KwEON, JiHOON, YaNG, DoNG Hyun & Kim, Young-Hak 2020 Effects of
pannus formation on the flow around a bileaflet mechanical heart valve. Plos one 15 (6), €0234341.

KLEINE, P., PERTHEL, M., NYGAARD, H., HANSEN, S. B., PAuLseN, P. K., Rus, C. & Laas, J. 1998 Medtronic
hall versus st. jude medical mechanical aortic valve: downstream turbulences with respect to rotation
in pigs. The Journal of heart valve disease T, 548-555.

LEE, JAE H, RyGg, ALEx D, KoLaHDpouz, EBRAHIM M, Rossi, SIMONE, RETTA, STEPHEN M, DURAISWAMY,
NANDINI, ScOTTEN, LAWRENCE N, CrRAVEN, BRENT A & GrirriTH, Boyce E 2020 Fluid—structure
interaction models of bioprosthetic heart valve dynamics in an experimental pulse duplicator. Annals
of biomedical engineering 48 (5), 1475-1490.

Leverert, LB, HeLLums, JD, ALFrEY, CP & LyncH, EC 1972 Red blood cell damage by shear stress.
Biophysical journal 12 (3), 257-273.



37

L1, KaN Yan CHLoOE 2019 Bioprosthetic heart valves: upgrading a 50-year old technology. Frontiers in
Cardiovascular Medicine 6, 47.

L1, QianaUI, HEGNER, FRANZISKA & BRUECKER, CHRIsTOPH H 2020 Comparative study of wall-shear stress
at the ascending aorta for different mechanical heart valve prostheses. Journal of biomechanical
engineering 142 (1).

Linpg, TorsteN, HamiLTON, KATHRIN F, NavaLoN, ELENA CuUeNca, ScHwmitz-Rope, THomAas &
STEINSEIFER, ULRICH 2012 Aortic root compliance influences hemolysis in mechanical heart valve
prostheses: an in-vitro study. The International journal of artificial organs 35 (7), 495-502.

Liu, JS, Lu, PC & Cnu, SH 2000 Turbulence characteristics downstream of bileaflet aortic valve prostheses.
J. Biomech. Eng. 122 (2), 118-124.

Lu, PC, La1, HC & Liu, JS 2001 A reevaluation and discussion on the threshold limit for hemolysis in a
turbulent shear flow. Journal of biomechanics 34 (10), 1361-1364.

LumLEY, JouN L & NEwMAN, Gary R 1977 The return to isotropy of homogeneous turbulence. Journal of
Fluid Mechanics 82 (1), 161-178.

MALVERN, LAWRENCE E 1969 Introduction to the Mechanics of a Continuous Medium.

Mansour, N Np, Kiv, Joun & Moin, Parviz 1988 Reynolds-stress and dissipation-rate budgets in a
turbulent channel flow. Journal of Fluid Mechanics 194, 15-44.

MitTAL, RAajaT & IaccariNo, GiaNLuca 2005 Immersed boundary methods. Annu. Rev. Fluid Mech. 37,
239-261.

Moin, Parviz & Kim, Joun 1982 Numerical investigation of turbulent channel flow. Journal of fluid
mechanics 118, 341-377.

Moin, P & VErzicco, R 2016 On the suitability of second-order accurate discretizations for turbulent flow
simulations. European Journal of Mechanics-B/Fluids 55, 242-245.

Morsibucci, UMBERTO, PONZINI, RAFFAELE, R1zzo, GiovaANNA, CaDIOLI, MARCELLO, ESPosITO, ANTONIO,
MonTEVECcHI, FRANCO MARIA & REDAELLI, ALBERTO 2011 Mechanistic insight into the
physiological relevance of helical blood flow in the human aorta: an in vivo study. Biomechanics and
modeling in mechanobiology 10 (3), 339-355.

Murpny, Davip W, Dasi, Laksami P, VukasiNovic, JELENA, GLEZER, ARI & YOGANATHAN, Ant P 2010
Reduction of procoagulant potential of b-datum leakage jet flow in bileaflet mechanical heart valves
via application of vortex generator arrays .

NitT1, ALESSANDRO, KIENDL, JOSEF, REALI, ALESSANDRO & DE TuLLIio, MARcOo D 2020 An immersed-
boundary/isogeometric method for fluid-structure interaction involving thin shells. Computer
Methods in Applied Mechanics and Engineering 364, 112977.

NOVOSTIA, HTTPS: //WWW.NOVOSTIA.COM/PATIENT-BENEFITS 2019 Patient-benefits.

NyYBOE, CAMILLA, FUNDER, JoNas A, SMERUP, MORTEN H, NYGaarRD, HANS & HasENkAM, ] MicHAEL 2006
Turbulent stress measurements downstream of three bileaflet heart valve designs in pigs. European
Jjournal of cardio-thoracic surgery 29 (6), 1008-1013.

OrLANDI, PaoLo 2012 Fluid flow phenomena: a numerical toolkit, , vol. 55. Springer Science & Business
Media.

OrraNskI, [_ 1976 A simple boundary condition for unbounded hyperbolic flows. Journal of computational
physics 21 (3), 251-269.

Pa1, Rampas G, Karoor, NIkHIL, BANsAL, RaMEsH C & VARADARAJAN, PApMINT 2006 Malignant natural
history of asymptomatic severe aortic stenosis: benefit of aortic valve replacement. The Annals of
thoracic surgery 82 (6), 2116-2122.

PErsiLLON, HELENE & Braza, MarIANNA 1998 Physical analysis of the transition to turbulence in the wake
of a circular cylinder by three-dimensional navier—stokes simulation. Journal of Fluid Mechanics
365, 23-88.

Pier, BEnoit 2002 On the frequency selection of finite-amplitude vortex shedding in the cylinder wake.
Journal of Fluid Mechanics 458, 407-417.

Popg, StepHEN B 2001 Turbulent flows.

QuiNLAN, NATHAN J & DooLEY, PaTrick N 2007 Models of flow-induced loading on blood cells in laminar
and turbulent flow, with application to cardiovascular device flow. Annals of biomedical engineering
35 (8), 1347-1356.

Ramstack, JM, Zuckerman, L & Mockros, LF 1979 Shear-induced activation of platelets. Journal of
biomechanics 12 (2), 113-125.

REARDON, MICHAEL J, VAN MiEGHEM, NicoLAs M, PopmA, JEFFREY J, KLEIMAN, NEAL S, SONDERGAARD,
Lars, MumTaz, MUBASHIR, ApAMS, DaviD H, DeEeB, G MicHAEL, MAINI, BRIUESHWAR, GADA,


https://www.novostia.com/patient-benefits

38

HemaL & otHErs 2017 Surgical or transcatheter aortic-valve replacement in intermediate-risk
patients. New England Journal of Medicine 376 (14), 1321-1331.

REeuL, H, VAHLBRUCH, A, GIERSIEPEN, M, ScuMmITZ-RoDE, TH, HirTZ, V & EFFERT, S 1990 The geometry
of the aortic root in health, at valve disease and after valve replacement. Journal of biomechanics
23 (2), 181-191.

Roupaut, RaymMonD, SErRI, KARIM & LAFITTE, STEPHANE 2007 Thrombosis of prosthetic heart valves:
diagnosis and therapeutic considerations. Heart 93 (1), 137-142.

SHArP, M KEITH & MoHAMMAD, S FazaL 1998 Scaling of hemolysis in needles and catheters. Annals of
biomedical engineering 26 (5), 788-797.

SicoNoLFL, LoreENzO, CAMARRI, SIMONE & FraNssoN, JENs HM 2015 Stability analysis of boundary layers
controlled by miniature vortex generators. Journal of Fluid Mechanics 784, 596-618.

SiGINER, DENNIS A, DE KEE, DANIEL & CHHABRA, Ray P 1999 Advances in the Flow and Rheology of
Non-Newtonian Fluids. Elsevier.

SorirorouLos, Fotis & Boraziani, IMan 2009 A review of state-of-the-art numerical methods for
simulating flow through mechanical heart valves. Medical & biological engineering & computing
47 (3), 245-256.

ST. Jupe MEbIcaL, Inc. 2010 Pre-market approval application—summary of safety and effectiveness. sjm
regent heart valve. Tech. Rep. P810002/S57. St. Jude Medical, Inc.

SuTErA, SP 1977 Flow-induced trauma to blood cells. Circulation research 41 (1), 2-8.

TAYLOR, GEOFFREY INGRAM 1938 The spectrum of turbulence. Proceedings of the Royal Society of London.
Series A-Mathematical and Physical Sciences 164 (919), 476-490.

TEzDUYAR, TAYFUN E & SaTHE, SUNIL 2007 Modelling of fluid—structure interactions with the space—time
finite elements: solution techniques. International Journal for Numerical Methods in Fluids 54 (6-8),
855-900.

TieDERMAN, WG, PrIVETTE, RM & PHiLLIPS, WM 1988 Cycle-to-cycle variation effects on turbulent shear
stress measurements in pulsatile flows. Experiments in fluids 6 (4), 265-272.

pE Turrio, MD, CristaLLo, A, BaLarAas, E & VErzicco, R 2009 Direct numerical simulation of the
pulsatile flow through an aortic bileaflet mechanical heart valve. Journal of Fluid Mechanics 622,
259.

DE TuLLio, MD, Nawm, J, Pascazio, G, BaLaras, E & VErzicco, RoBerTo 2012 Computational prediction
of mechanical hemolysis in aortic valved prostheses. European Journal of Mechanics-B/Fluids 35,
47-53.

DE TuLLio, Marco D & Pascazio, Giuseppe 2016 A moving-least-squares immersed boundary method
for simulating the fluid—structure interaction of elastic bodies with arbitrary thickness. Journal of
Computational Physics 325, 201-225.

UHLMANN, MARKUS 2005 An immersed boundary method with direct forcing for the simulation of particulate
flows. Journal of Computational Physics 209 (2), 448—476.

VANELLA, MARcOs & BaLaRas, ELias 2009 A moving-least-squares reconstruction for embedded-boundary
formulations. Journal of computational physics (Print) 228 (18), 6617-6628.

VENNEMANN, BERNHARD, ROSGEN, THoMAs, HEINiscH, PauL PuiLipp & OBRrist, Dominik 2018 Leaflet
kinematics of mechanical and bioprosthetic aortic valve prostheses. ASAIO journal 64 (5), 651-661.

ViacHorouLOS, CHARALAMBOS, O’RoOURKE, MicHAEL & NicHoLs, WILMER W 2011 McDonald’s blood
flow in arteries: theoretical, experimental and clinical principles. CRC press.

Xu, Fe1r, MORGANTI, SIMONE, ZAKERZADEH, RANA, KAMENSKY, DAvID, AURIcCHIO, FERDINANDO, REALI,
ALESSANDRO, HUuGHES, THoMAS JR, Sacks, MicHAEL S & Hsu, MING-CHEN 2018 A framework
for designing patient-specific bioprosthetic heart valves using immersogeometric fluid—structure
interaction analysis. International journal for numerical methods in biomedical engineering 34 (4),
€2938.

YEUNG, Pul-Kuen & Popg, STEPHEN B 1989 Lagrangian statistics from direct numerical simulations of
isotropic turbulence. Journal of Fluid Mechanics 207, 531-586.

Yimaz, Fuar & Gunpocpu, MEHMET YAsarR 2008 A critical review on blood flow in large arteries;
relevance to blood rheology, viscosity models, and physiologic conditions. Korea-Australia Rheology
Journal 20 (4), 197-211.

YocanNaTHAN, Ant P, HE, ZnaoMING & Casey Jones, S 2004 Fluid mechanics of heart valves. Annu. Rev.
Biomed. Eng. 6, 331-362.

Yun, B Min, Dasrt, LP, Aibun, CK & YocanaTHAaN, AP 2014a Computational modelling of flow through



39

prosthetic heart valves using the entropic lattice-boltzmann method. Journal of Fluid Mechanics 743,
170.

Yun, B Min, Dasi, LP, Aibun, CK & YocanaTHAN, AP 2014b Highly resolved pulsatile flows through
prosthetic heart valves using the entropic lattice-boltzmann method. Journal of fluid mechanics 754,
122.

Yun, B MiN, Wu, JiNGgsHU, SiMON, HELENE A, ARJUNON, SHIvA, SoTiRoPOULOS, Foris, AibuN, Cyrus K
& YoGANATHAN, At P 2012 A numerical investigation of blood damage in the hinge area of aortic
bileaflet mechanical heart valves during the leakage phase. Annals of biomedical engineering 40 (7),
1468-1485.

Znu, CHi, SEO, JuUNG-HEE & MitTAL, RAJaT 2018 Computational modelling and analysis of haemodynamics
in a simple model of aortic stenosis. Journal of Fluid Mechanics 851, 23—49.



	Introduction
	Methodology
	Valve-aortic root model
	Numerical set-up
	Collection of statistics

	Results and discussion
	Phase-averaged flow analysis
	Fluctuating stress analysis
	Spectral analysis
	Outlooks and clinical implications

	Summary
	Appendix A
	Appendix B
	Appendix C

