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Abstract

Renal arterial stenosis (RAS) often causes renovascular hypertension, which
may result in kidney failure and life-threatening consequences. Direct assess-
ment of the hemodynamic severity of RAS has yet to be addressed. In this
work, we present a computational concept to derive a new, noninvasive, and
patient-specific index to assess the hemodynamic severity of RAS and predict
the potential benefit to the patient from a stenting therapy. The hemodynamic
index is derived from a functional relation between the translesional pressure
indicator (TPI) and lumen volume reduction (S) through a parametric deterio-
ration of the RAS. Our in-house computational platform, InVascular, for
image-based computational hemodynamics is used to compute the TPI at
given S. InVascular integrates unified computational modeling for both image
processing and computational hemodynamics with graphic processing unit
parallel computing technology. The TPI-S curve reveals a pair of thresholds of
S indicating mild or severe RAS. The TPI at S = 0 represents the pressure
improvement following a successful stenting therapy. Six patient cases with a
total of 6 aortic and 12 renal arteries are studied. The computed blood pressure
waveforms have good agreements with the in vivo measured ones and the sys-
tolic pressure is statistical equivalence to the in-vivo measurements with
p < .001. Uncertainty quantification provides the reliability of the computed
pressure through the corresponding 95% confidence interval. The severity
assessments of RAS in four cases are consistent with the medical practice. The
preliminary results inspire a more sophisticated investigation for real medical
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1 | INTRODUCTION

Renal arterial stenosis (RAS) has been known to be one of the primary contributors to elevated renal resistance.' It may
cause reduced juxtaglomerular blood pressure in the kidney,” resulting in renovascular hypertension that may further
induce direct kidney failure in synergy with the harmful effects of diabetes if present.” Noninvasive imaging modalities
have been popularly used to guide endovascular therapy for RAS in the clinic.* Doppler ultrasound (DUS) is the safest
and least expensive but also the least accurate method of assessment. It heavily relies on the skill of the sonographer,
the body habitus of the patient, and the presence of bowel gas. It has been an appropriate initial choice for the diagnosis
of RAS. Computed tomographic angiography (CTA) is the next option to assess the percentage of lumen diameter
reduction (DR) via visual estimation but it can only provide the anatomical abnormalities of the arterial lumen without
hemodynamic insight. Although RAS has been popularly diagnosed by DUS and CTA, the determination of benefit to a
patient from therapeutic intervention, such as stenting or bypass, remains challenging. The last two reported and larg-
est randomized trials, angioplasty and stenting for renal artery lesions (ASTRAL)’ and cardiovascular outcomes in renal
atherosclerotic lesions (CORAL),*” of percutaneous renal artery intervention, have generated much debate and contro-
versy® as both have not been able to demonstrate clinical benefits from stenting therapy for patients with RAS. The rea-
son may be from the design flaws’ in the trials including variability in inclusion and exclusion criteria, inconsistent
definitions of improvement, mixtures of hypertension, and renal function endpoints, making the selection of patients
for renal artery stenting a controversial topic. For example, the stenosis severity criterion, which was 60%'° of the
lumen DR, may be inappropriate.

Practical means for noninvasive assessment of the true hemodynamic severity caused by RAS are currently lacking
in clinical practice. A gold standard is only available for coronary arterial stenosis, for which the fractional flow reserve
(FFR) is used to determine the severity of myocardial ischemia.'’ FFR is defined as the ratio of the distal pressure P4 to
the proximal pressure P, of the coronary stenosis; namely, FFR = P4/P,. The clinical guideline is as follows: FFR <0.75
indicates significant coronary stenosis; FFR >0.8 suggests insignificant coronary stenosis; and if 0.75 < FFR <0.8, the
severity assessment requires additional pathophysiological information. While FFR is a reliable hemodynamic index for
coronary arterial stenosis, its clinical application is rather limited'* due to (a) the cumbersome nature of invasive pres-
sure measurement via catheterization, (b) the risk of medical and surgical complications, and (c) the high cost of
guidewires and measurement. Meanwhile, the applicability of FFR for noncoronary arterial stenoses remains question-
able due to the different flow reserves in different vascular beds. For example, the vasodilatory reserve (the maximum
increase in blood flow through the artery above the normal resting volume) in the coronary circulation is 4-5 times
baseline, whereas it may go up to 80 times in some peripheral circulation beds."® There have been attempts to deter-
mine the effectiveness of renal FFR for quantifying the functional significance of RAS but the FFR thresholds are not
uniform.'* "

Evidence has shown that hemodynamic severity is present where a significant pressure gradient across a RAS
exists.”” Since a decrease in renal pressure distal to the stenosis is the fundamental trigger of renovascular hypertension,
measurement of the trans-stenotic pressure gradient (TSPG) would perhaps provide a more appropriate means of
assessing renal resistance.”’ TSPG is defined as the pressure drop between the aortic (proximal) and renal (distal) artery
across the RAS, referred to as TSPG = P, — P4. There has been a consensus that a resting peak systolic pressure gradi-
ent >20 mmHg is significant in RAS, but it has not been clinically proven.>* It remains to be evaluated either TSPD or
FFR is more appropriate to evaluate the functional hemodynamics in the aortorenal vascular bed but, so far, no consen-
sus has been made. Since either FFR or TSPG is calculated from the proximal and distal pressures to the stenosis, that
is, P4 and P,, the important questions become how P4 and P, can be noninvasively quantified and how they can be used
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to establish standard guidelines for assessing the hemodynamic severity of RAS. In what follows, we use a translesional
pressure indicator (TPI) to represent FFR and/or TSPG. The pressure can be systolic pressure (pyys), diastolic pressure
(Paia), or mean arterial pressure (MAP). The MAP represents the average arterial pressure throughout one cardiac cycle.
The common formula to calculate MAP is pgia + (Psys — Paia)/3-

Due to the advances in medical imaging, computational power, and mathematical algorithms, image-based compu-
tational hemodynamics (ICH) has emerged to noninvasively quantify 4-D (space + time) hemodynamics in the human
heart and major blood vessels based on patient's CTA and DUS data. This new potential gives rise to a promising field
of medical diagnostics and therapeutics in a patient-specific environment.>>” Computational data obtained from ICH
are not readily available from the current standard clinical measurements, which may offer key insights into disease
progression and subsequent physiological response, thus aiding in clinical decision-making for various cardiovascular
diseases.”®*** For example, FFR-CT*® computed from ICH has been a promising substitute for the functional evaluation
of coronary stenosis®® with a growing body of evidence for diagnostic accuracy compared with the invasive FFR.

In this work, we develop a new noninvasive and patient-specific hemodynamic index for assessing the hemody-
namic severity of RAS, using ICH and related computational derivatives. An in-house computational platform, named
InVascular,” is used. InVascular synergistically integrates the lattice Boltzmann method**>> for both image segmenta-
tion and computational fluid dynamics with emerging graphics processing unit (GPU) parallel computing
technology,’*® resulting in exceptionally fast computation speed. The key of this work is to establish a patient-specific
functional relationship between TPI and S through a virtual deterioration of RAS, of which S is the degree of stenosis
measured by either diameter or volume reduction of the arterial lumen, see definition in Section 2.2. The hemodynamic
index is then derived from the TPI-S curve to determine the hemodynamic severity of existing stenosis, either mild,
severe, or in between based on two thresholds of the S. Meanwhile, he TPI at S = 0 provides a baseline prediction of
the pressure improvement after a potential interventional treatment. To establish the TPI-S curve, we need to execute
InVasulcar repeatedly. For example, varying the lumen reduction from 0% to 95% with an increment of 5% results in
20 executions for one case. Thus, fast computation is critically important to establish the hemodynamics relation
between TPI and S.

2 | METHOD AND MATERIALS

The computational concept generally involves four components from medical imaging data to the assessment of RAS
severity, as depicted in Figure 1. First, image extraction provides the 3-D anatomical geometry of the stenosed aortorenal
arterial system from CTA with existing stenosis (S.) and the velocity waveform from DUS at inlet and outlets for bound-
ary conditions. Second, the GPU-accelerated volumetric lattice Boltzmann method (VLBM)** solver computes the 4-D
hemodynamics in the arterial system, from which the TPI at S, is obtained. Third, parametric deterioration of the exis-
ting stenosis from 0% to 95% with an increment of 5% results in a relationship between TPI and S, along which two
thresholds of parametric RAS degree, S, for mild and S for severe stenosis, are revealed. Forth, the hemodynamic sever-
ity of the RAS is assessed through the comparison of S, with S;;, and S; and the potential improvement of pressure can
be predicted from the TPI at S = 0. In addition, we perform an uncertainty quantification (UQ) analysis to demonstrate
the reliability of the ICH.

2.1 | Computation of TPI in image-based aortorenal arterial systems using InVascular

We use InVascular to compute the TPI based on imaging data. The detailed methods of InVascular including image seg-
mentation, VLBM solver, inlet and outlet boundary conditions, and GPU parallelization are referred to references [34,
37, 39, 40]. Here we consolidate the major components for the completion of this presentation. As shown in Figure 2,
the inputs of the VLBM solver include the anatomical geometry of the aortorenal arterial system, the physical and com-
putation quantities, and inlet and outlet boundary conditions. Its output is the 4-D hemodynamics in the aortorenal
arterial system, from which the TPI is calculated. The aortorenal arterial system is represented by the volumetric
parameter field P(x), defined in the following sections In this work, we use Materialize Mimics, for the convenience to
deal with the parametric deterioration of the RAS (described in Section 2.2), to extract the anatomical geometry of the
aortorenal arterial system from patient's CTA and save the image segment in STL format. Then we calculate the P(x)
field using our in-house Matlab code.*
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where the TPI is calculated.

The VLBM™ is a volumetric representation of the lattice Boltzmann method. In VLBM, fluid particles are uniformly
distributed in lattice cells as opposed to sitting at lattice nodes in the conventional lattice Boltzmann method. As shown
in Figure 3, when an arbitrary boundary (black line) separates a fluid domain (without dots) from a solid boundary
structure (with dots), three distinct cells are characterized through the volumetric parameter P(x), defined as the occu-
pation of solid volume AV(x) in the cell with total volume AV (x), that is, P(x) = AV(x)/AV(x). They are fluid cell
(P =0), solid cell (P =1), and boundary cell (0 <P < 1).

On a lattice space with b directions of discrete molecular velocity, VLBM deals with the time evolution of the parti-
cle population, n;(x,t), corresponding to the ith velocity e;
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FIGURE 3 Three types of lattice cells in VLBM: fluid cell (P = 0), solid cell (P =1), and boundary cell (0 < P < 1). The solid line
represents an arbitrary boundary of the flow domain.

n;(x + e;t, t +6t) = ni(x,t) — ,i=0,...,b (1)

where n;%(x,t) and 7 are the corresponding equilibrium particle population and relaxation time, respectively. The
resulting density p(x,t) and velocity u(x,t) in the fluid domain are

p(x,t) = mi(x,t)/[1-P(x,0)]andu(x,t) = > _emi(x,t)/ Y ni(x,t). (2)

The pressure field p(x,t) is then calculated from

p(x.1) = po = c;[p(x.1) — pol, (3)

where p, and p,, are reference pressure and density, respectively.

Equation (1) consists of three operations: (1) collision taking into account the momentum exchange between the
willfully moving boundary and the flow, (2) streaming accompanying a volumetric bounce-back procedure in boundary
cells, and (3) boundary-induced volumetric fluid migration moving the residual fluid particles into the flow domain
when the boundary swipes over a boundary cell toward a solid cell. The detailed formulae are found in the publica-
tions.>** In this work, we treat static arterial walls thus no momentum exchange between the arterial wall and the
blood flow is accounted for. The VLBM can handle arbitrary oriented boundaries with or without motion, and it sat-
isfies mass conservation strictly. The formulation, taking into consideration of moving boundary (if applied) and
bounce-back boundary conditions, is self-regulated by the volumetric parameter field P i) This feature provides an
advantage to deal with the parametric deterioration of stenosis for establishing the TPI-S relation, presented in the
following sections.

We introduce velocity and pressure boundary conditions at the inlet and outlets*® of the aortorenal arterial
system, respectively. A pulsatile paraboloidal velocity profile is constructed based on patient's DUS velocity wave-
form at the inlet to drive the blood into the arterial systems. The velocity profile fits the real shape of the arterial
lumen. At each outlet, a pulsatile pressure is calculated at each time step of the simulation through the three-
element WindKessel model (WK3)*"** to capture the effects of the global blood circulation on the blood flow in
the segmented arterial domain. The DUS velocity waveforms are used to tune the r, C, and R values in the WK3
model at each outlet. As shown in Figure 4, the WK3 adopts a Windkessel circuit to model one capacitor (C)
that represents the vessel compliance, and two resistors (r and R), representing the proximal and distal flow
resistances, respectively. The detail algorithms for the inlet and outlet boundary conditions are found in the
reference [40].

In the VLBM, we employ the nonequilibrium extrapolation boundary condition** as follows.
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Q(t) c

FIGURE 4 WK3 model consists of one capacitor (C), modeling vessel compliance and two resistors (r and R) modeling proximal and
distal resistance respectively.

ni(xb,t) —I’l?q(xb,t) :ni(xf,t) —nfq(xf,t), (4)

for ith direction where x},, and x; are the boundary cell and its next fluid cell along that direction, respectively. If the
velocity, u(xp,t), is known at the boundary cell, the velocity boundary condition is

ni(Xp, t) = 1 (p(g, £), WX, 1)) + 1y (X, ) — 17 (X, £). (5)
whereas if the pressure p(xp,¢) is given at the boundary cell, the pressure boundary condition reads
ni(%p,t) = 1 (p (X0, 1), u(xg, 1)) + ni(xg, 1) — 1 (g, 1), (6)

where p(xp,t) is calculated from Equation (4). We use the velocity and pressure boundary conditions at the inlet and
outlet(s), respectively.

The VLBM has been fully CUDA-GPU parallelized.’*>*** Quantifying the 4-D hemodynamics in a typical human
artery system, for example, aortoiliac artery, with a resolution of 94 x 145 x 256 takes 26.4 h (wall-clock) on central
processing unit (Intel(R) Xeon(R) X5660). With the parallel computing on GPU (Tesla C2075), the computation time
reduces to 0.1 h, resulting in 264 times speedup. Such an acceleration is critical to enable the establishment of the TPI-
S relation for the new hemodynamic index, which requires executing the VLBM solver 20 times for each patient case.

2.2 | Derivation of the hemodynamic index for the severity of RAS

For a noncoronary arterial stenosis, one cannot determine the hemodynamic severity of an existing RAS, confined by
solid and solid lines in Figure 5A, based on the value of TPI. To determine the hemodynamic severity, we construct a
parametric deterioration of the RAS by varying the lumen reduction S from 0% to 95% with an increment of 5%, con-
fined by the solid and dashed lines in Figure 5A. As shown in Figure 6, we manually deteriorate the stenosis using
Materialize Mimics, the same software we use to extract the anatomic arterial system from the patient's CTA. We first
select the local arterial segment that contains the stenosis, the area confined by the dash lines. Flattening the local
artery results in the 0% degree of the stenosis. We define the corresponding volume and diameter of the local segment
as Vy and D,, respectively. Then we deteriorate the stenosis by shrinking the arterial lumen to volume V and diameter
D. We use two ways to express the degree of the stenosis: either DR, = D/D,, or volumetric reduction (VR), S=V/V,,.
Noticing that the cross-section of a human artery is not circular in general, we always use the smallest diameter to cal-
culate the DR. For a parametric deterioration, we do not look closely at the orientation of the diameter and the 3-D
shape of the stenosis but just focus on the value of the diameter and the volume. We try to smooth the parametric artery
walls. At each degree of stenosis (S), the software generates a new STL file for the aortorenal arterial system with the
parametric stenosis. Our in-house Matlab code calculates the volumetric parameter field P(x), which is fed into the
VLBM solver to compute the corresponding TPI by keeping the flow conditions the same. Repeating the TPI computa-
tion for each parametric stenosis, see Figure 5B, we obtain a functional relation between TPI and S as shown in
Figure 5C. The TPI-S curve provides two important diagnostic and therapeutic insights. First, two thresholds, S,, and
Ss, can be identified based on the local fitting curve slopes, see dashed lines Figure 5D. These two critical S values form
the hemodynamic index. It is noted that the determination of the thresholds of S, and S; is conceptual in this work
based on the engineering concept. A clinical trial with a large number of patient cases is necessary to derive the
patient-specific thresholds with medical insights.
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FIGURE 5 Schematic process for establishing the functional relation between TPI and S. (A) Virtual progression (solid-dashed lines) of
an existing RAS (solid-solid lines) varying S from 0% to 95% with an increment of 5%, (B) VLBM computation of TPI for each level of S,

(C) functional relation between TPI and S, and (D) two S thresholds, based on the slopes of TPI-S curve, for determining the severity of the
existing RAS. The aortorenal artery system at S = 0 corresponds to the base morphology after an interventional treatment.

FIGURE 6 Two ways to define the lumen reduction (S): either diameter reduction S= D/Dj or volume reduction S=V/V,

Placing the existing stenosis level, S., on the TPI-S curve, one can determine the severity of the RAS as mild if
Se < S, severe if S, > S, and moderate stenosis if S, < S. < S;. Compared to the single TPI value, the TPI-S curve
delivers richer hemodynamic information that enables an assessment of the severity of RAS. A guideline for patient
management in terms of the benefits of an interventional treatment can be derived as follows:

« If the RAS is mild (S, < Sp,), no interventional treatment is needed.

« If the RAS is severe (S. > S;), interventional treatment is beneficial.

« If the RAS is moderate (S, < S. < Sg), medical management with additional pathophysiological information to deter-
mine whether intervention would be beneficial.

Meanwhile, as seen in Figure 5D, TPI at S = 0 represents the pressure condition after a stenting therapy. It can be
used as a baseline prediction of the benefit to the patient for a severe RAS from an interventional treatment. In clinical
practice, stenting may not always result in S = 0. Sometimes, the stenosis might be over-stretched resulting in negative
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S, corresponding to which the TPI can be computed directly from InVascular or through extrapolation from the TPI-S
curve. Thus, baseline prediction may include a range of TPI corresponding to a range of S in practice.

The lumen reduction (S) is referred to as either DR or VR. While DR (one dimension) has been heavily used in the
current clinical practice because it can be easily measured from radiological imaging, VR (three dimensions) is thought
to be more appropriate to characterize the degree of stenosis since the blood flow and morphological shape of stenosis
are 3-D.

2.3 | UQ for the reliability of ICH

Uncertainty exists in the entire process of deriving the patient-specific hemodynamic index from the patient's
imaging data. Sources of uncertainty start from the acquisition of images through the determination of the
two thresholds of S on the TPI-S curve.*> *’ Uncertainty can be from the randomness in image acquisition,
the skill of the sonographer, the body habitus of the patient, radiation dose, contrast quality, and many param-
eters involved in InVascular. The randomness in background noise, calcification, and color discontinuity for
CTA, inaccurate location, and unstable wave cycles for DUS may affect the extraction of the blood flow
domain and the flow information at the inlet and outlet(s). In computational modeling, uncertainty may exist
in the inlet/exit boundary conditions, vessel wall model, flow model, and limitations in the resolution. Since
uncertainty is inevitable, a question arises about how reliable the patient-specific hemodynamic index is
toward clinical use.

Uncertainty is usually analyzed by the probability theory.**° For instance, if uncertainty is associated with a
parameter, for example, DR of arterial lumen measured from CTA, it is commonly modeled as a random variable. The
randomness can be fully characterized by its probability density function (PDF) that determines the feature of the ran-
domness, such as normal, lognormal, and Weibull distributions. From the PDF, one can quantify the uncertainty from
the mean and SD of the random variable. If multiple random variables are involved, such as r, C, and R parameters in
the WK3 model, a joint PDF will be used. UQ is critically important for risk assessment and patient management when
the patient-specific hemodynamic index is used in clinical practice.

UQ treats InVascular as a black box with random input variables and random outputs of interested quantities. The
purpose of UQ is to quantify the effects of the model input uncertainty on the model output, which has been widely
used in engineering and other fields for reliability analysis,”'>* robustness assessment,>*">° and risk mitigation.””® In
this study, the model of InVascular is given by y =g(x), where x is the model input, which contains input variables,
such as parameters to characterize the boundary condition, and y is the model output, such as the pressures to be
calculated.

The random inputs on which this study focuses include the r, C, and R parameters, which are the components of x,
in the WK3 model. They have significant effects on the model outputs. The parameters are assumed independently and
normally distributed.

UQ is performed by the first-order second moment (FOSM) method,’*"®' which is a common UQ method in
engineering. FOSM linearizes g(x) at the means of x. Given the normally distributed input variables, the outputs of
the approximated g(x) are also normally distributed, and they can be modeled by a multivariate normal distribution.
FOSM is used because it is efficient for UQ for this study. Unlike a sampling-based UQ approach which needs to call
g(x) many times (for instance, 10> -10° times), FOSM calls g(x) only n+1 times, where n is the dimensionality of x.
Calling g(x) or InVascular is computationally expensive, and it is desirable to minimize the number of function calls.

The steps of FOSM are as follows. At first, the means and SDs of x are determined from the data. Then g(x) is line-
arized at the means of x with the first-order Taylor expansion. The means and covariances of the model output y are
obtained.

The joint distribution of y provides more valuable information than the deterministic analysis. For instance,
instead of having a single value of a computed pressure without consideration of uncertainties, more informa-
tion is available about the pressure. The mean of the pressure gives the best estimate of the pressure, and the
SD provides the associated uncertainty. The pressure can also be alternatively reported in the form of
y=y=+U,, where y is the best estimate of the pressure, and U, is the uncertainty term under a certain confidence level,
such as 95%. We can then state that the actual pressure is between y — U, and y+ U, with a probability of 0.95. Such
quantitative analysis provides the reliability of the computed pressure and the confidence in the derived hemody-
namic index.
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2.4 | Study cases

Six patient cases are studied. All the patients are male and their ages are from 64 to 87. The imaging data including
CTA and DUS were obtained from the electronic medical libraries in Indiana University Methodist Hospital in
Indianapolis, IN, USA (Cases I and II), and Hangzhou First People's Hospital, Hangzhou, China (Cases III-VI). IRB
approval (#1309233521R003 | N) was obtained for the patients enrolled from Indiana University. The study (#116-01)
was approved by the Ethics Committee of Hangzhou First People's Hospital. It only involved a retrospective analysis of
clinically indicated procedures; therefore, informed consent was not required. The investigation conformed to the prin-
ciples outlined in the Declaration of Helsinki. The CTA resolution is approximately 0.75* x 2.5 mm? (Cases I and II)
and 0.65° x 0.6 mm?> (Cases III-VI). Among the six cases, Cases I-V have the invasive pressure measurements in the
aortic artery (AA), left renal artery (LRA), and right renal artery (RRA) during digital subtraction angiography (DSA)
for interventional treatments. These invasively measured pressure waveforms are used to validate the corresponding
computed ones. The pulsatile pressure waveform in AA (P,,) was measured directly with a catheter placed in the aorta
and a pressure transducer. Pressure waveforms in RRA (Prr) and LRA (Pr i) were measured with a pressure wire
advanced at least 4 cm distal to the RAS under resting conditions. The measurements were repeated after a renal artery
vasodilator infusion of 30 mg of Papaverine. The complete pressure waveform was recorded over three cardiac cycles
for each location. Cases II, with no RAS, and I were collected only for validating the computed pressure. The pressure
measurements for these two cases were made when the patient underwent renal artery stent placement for fenestrated
aortic aneurysm repairs. In Cases III-VI, RASs were observed, followed by DSA assessment to determine if stenting
was needed. Among these four cases, Cases V and VI underwent a stenting procedure. In Case V, the invasive pressure
measurement was done before and after stenting. Six patient cases with a total of 6 aortic and 12 renal arteries are
involved for statistical analysis and UQ analysis. In Table 1, columns 2-5 are from medical notes, and columns 6 and
7 are the segmented aortorenal arterial system.

2.5 | Computational setup

Figure 7 shows the anatomical geometry of each aortorenal arterial system, extracted from the corresponding patient's
CTA using Materialize Mimics. In the simulation, the blood density and kinematic viscosity, 1.06 x 10° kg/m3 and
3.3 x 10~ ® m/s?, respectively, the dimensionless relaxation time z(=0.5079) in Equation (1), and the rigid arterial walls
remain the same for all the cases. The physiological boundary conditions at the inlet and outlets are case to case. Here
we list the r, C, and R values used at the outlets of AA, LRA, and RRA, respectively, in Table 2.

3 | RESULTS

We present preliminary results in this section. We first demonstrate the reliability of the computed pressure through
the comparisons of computed vs. measured pressure and UQ analysis. Then, we show results related to the new hemo-
dynamic index from individual cases as indicated. Although many different uncertainties exist, we focus on one

TABLE 1 Patient cases

Existence Stenting Pressure Heart rate Physical Spatial

Case of RAS therapy measurement (per min) size (cm®) resolution

I No No Yes 83 7.56 x 6.11 x 9.38 178 x 144 x 221
I No No Yes 78 7.79 x 6.31 x 9.16 205 x 166 x 241
1T Minor No Yes 87 5.95 x 4.69 x 9.56 170 x 134 x 273
v Minor No Yes 74 6.37 x 4.26 x 10.07 172 x 115 x 272
\'% Severe Yes Yes 62 748 x 5.93 x 11.39 192 x 152 x 292
VI Severe Yes No 64 6.51x4.34 x 9.28 186 x 124 x 265

Note: Columns 2-5 are from medical notes. Columns 6 and 7 are the segmented aortorenal arterial system.
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FIGURE 7 Anatomical extracted aortorenal artery systems from patient's CTA images. The physical domains are listed in Table 1.

TABLE 2 Proximal resistance r, compliance C, and distal resistance R used in WK3 at AA, LRA, and RRA outlets

r (dynes-s/cm°) 10~°C (cm®/dynes) R (dynes-s/cm®)

Case AA LRA RRA AA LRA RRA AA LRA RRA

I 88.0 2982.40 5972.8 1.80 0.36 0.32 2773.10 7666.03 15358.70
1I 97.32 1399.88 6122.16 9.44 0.57 0.35 3053.08 3597.03 15742.70
11 87.99 3533.04 5412.88 1.80 0.36 0.32 2773.10 9105.91 13918.85
v 108.12 2879.76 3306.39 1.00 0.54 0.48 3386.38 7386.06 8505.96
\' 97.32 1399.88 6122.16 9.44 0.57 0.35 3053.08 3597.03 15742.70
VI 150.00 3093.07 3173.02 4.72 0.35 0.54 5039.01 7959.34 8159.01

uncertainty in this preliminary application. We only analyze the effects of r, C, and R selection in WK3 on the com-
puted pressure.

3.1 | Reliability of noninvasively computed pressure using InVascular

The reliability of the computed pressure is demonstrated in two aspects. The first is the closeness of the noninvasively
computed pressure to the invasively measured pressure. The second is the range of computed pressure within which
the true pressure is asserted to lie with a 95% confidence interval.

3.1.1 | Computed versus measured pressure in one cardiac cycle

Figure 8A shows the comparisons of the pressure waveform in one cardiac cycle between noninvasive computation
(solid lines) and invasive measurement (dashed lines with symbols) for Case I in AA (red), LRA (green), and RRA
(blue). The computed pressure waveforms agree with the measured ones in general, with better agreement at systolic
pressure than diastolic pressure. Statistical analysis for Cases I-V including 14 artery samples demonstrates the statisti-
cal equivalence between the computed and measured systolic pressure. The mean computed systolic blood pressure
matches exactly the in vivo measured one, that is, 128 torrs (mmHg). The mean difference between computed and mea-
sured systolic blood pressures was —0.14 torr (mmHg) + 0.32 torr (mmHg). There was no difference in these values by
the paired t-test (p = .123), with a value greater than 0.05, implying no statistical difference. As shown in Figure 8B, the
Bland-Altman plot of the data shows that, among the 14 arteries, only one measurement falls minimally outside the
95 percent confidence interval. The calculated systolic blood pressure was correlated with the measured one with a cor-
relation coefficient of 1 (p < .001) and the Beta value for a linear regression analysis was 0.003, demonstrating a consis-
tent correlation between the systolic pressure at all measurements.
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FIGURE 8 (A) Noninvasively computed (solid lines) versus invasively measured (dashed lines with symbols) pressure waveforms for
Case I in AA (red), LRA, (green), and RRA (blue). (2) Bland-Altman plot of 95% confidence for systolic blood pressure differences. Five
cases of I-V including 14 AA, LRA, and RRA samples were used for the statistical analysis. There was no statistical difference between
computed and measured systolic blood pressure by the paired t-test (p = .123), with a value greater than 0.05.

TABLE 3 95% Confidence intervals of computed systolic pressure in mmHg of five cases

95% Confidence interval Computed pressure
Case Ppp Pir Pgrr Ppa Prr Pgrr
I [121, 125] [100,105] [116, 119] 123 102 117
I [108, 112] [73,76] [105,108] 111 74 106
11 [154, 160] [151,157] [150,155] 157 154 152
v [153, 159] [142, 147] [140, 144] 155 145 142
VI [160, 168] [56, 57] [150, 158] 164 56 154

Note: Fourteen artery samples were used for this statistical analysis.

3.1.2 | UQ for the impact of boundary conditions on TSPG

The objective of UQ is to determine how likely the computed quantities would be if uncertainty is present in a flow
system. As discussed in Section 2.3, there exist various uncertainty sources in the process to derive the hemodynamic
index from the medical images. One of the major uncertainty sources comes from the WK3 model*' that is commonly
used for the boundary conditions at the exits of the artery segment. The model involves three parameters r, C, and R as
shown in Figure 1 at each exit. They are estimated iteratively by calling ICH to match the flow rate at the exit based on
the DUS velocity waveform. Given the uncertainty, it is necessary to quantify its impact on pressure computation. Using
r, C, and R as input variables and three computed pressure values at AA, LR artery, and RR artery as output variables,
we performed UQ analysis for Cases I-V in Table 1 to demonstrate how the uncertainty of the input variables impacts
the pressure computation. There are nine input variables for the three exits of AA, LR artery, and RR artery. The output
variable is systolic pressure. The UQ is performed by the FOSM method.”®®' The joint PDF of the three output vari-
ables is obtained and then the 95% confidence intervals of the output variables are derived. Table 3 shows the outcome
of the UQ analysis for the 95% confidence intervals of systolic pressure in AA, LRA, and RRA. The uncertainty in an
output variable is indicated by the width of the confidence interval. For instance, for Case I, Py = [153,159] (mmHg),
which indicates that the chance that the actual value of P4 falling into the interval is 95%. The confidence interval can
also be rewritten as Pap = Paa £ Up,, =156 £3 (mmHg) where Pas =156 (mmHg) is the best estimate of Py,, and
Up,, =3 (mmHg) represents the uncertainty associated with P4, which is caused by the uncertainty in the boundary
conditions. For a general output variable y, the traditional scientific computation can only produce a single-valued
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prediction of y without the uncertainty term U,. With the additional information (U,), UQ can supply more
information for the reliability of the output.

3.2 | Characterization of RAS degree: DR versus VR of the arterial lumen

Although DR is extensively used in current clinical practice to characterize the degree of stenosis, VR is more related to
the impact of RAS on TPI given the fact that the blood flow is 3-D. We show one study on the LRA of Case VI in
Table 4. Two parametric scenarios are shown: (left) varying the lumen VR from 38% to 60% for a RAS with fixed lumen
DR (75%) and (right) varying the lumen DR from 53% to 69% for a RAS with fixed lumen VR (45%). The TSPG of each
parametric stenosis is quantified by InVascular. In the left with a fixed DR, 1% VR causes a 0.66 mmHg increase of
TSPG whereas, in the right with a fixed VR, 1% DR causes a 0.2 mmHg increase of TSPG, implying that the VR of the
vessel lumen tracts closer to the hemodynamics than the shape of the cross-section characterized by VR. This result
agrees with a previous computational analysis®* and our ongoing study on aortoiliac arterial systems. Thus, we use VR
to establish the TSPG-S correlation below unless otherwise mentioned.

3.3 | Hemodynamic index derived from the functional relation of TPI-S

Parametric analysis was performed for Case VI, in which severe RASs, S = 65%, in the LRA were observed from the
CTAs, and stenting therapies were done in the clinical setting. From InVascular, the systolic TSPG and FFR-CT for the
RAS were computed as 57.6 mmHg and 0.54, respectively. For determining the RAS severity, computational analysis
was performed via a parametric deterioration of the RAS by increasing lumen volume reduction, S, from 0% to 80%
with an increment of 5%. It is noted that 0% of lumen volume reduction represents the scenario of no remaining steno-
sis (after stenting). Through InVascular quantification, the correlations of systolic TSPG (left, solid line) and systolic
FFR-CT (right, dashed line) versus S were established in Figure 9. Based on the local fitting slopes of the curve indi-
cated by two dash-dot lines, two thresholds, S, and S, are identified as 30% and 40%, respectively. The therapeutic
guidelines for this RAS were determined as follows: If S < 30%, no stenting is needed, and if S > 40%, stenting therapy
would be suggested. Since the S. (=65%) of the existing RAS was larger than 40%, the existing RAS was assessed as
severe and stenting therapy was suggested, which agrees with the clinical practice for this patient.

4 | SUMMARY AND DISCUSSION

We have presented a computational concept to derive a new, noninvasive, and patient-specific hemodynamic index for
assessing the severity of RAS and predicting possible benefits to the patient after the RAS is stented. A developed and
validated in-house computational platform of ICH, InVascular, is used to quantify the 4-D hemodynamics field in the
stenosed arterial systems segmented from pateint's CTA imaging data. For an existing stenosis with VR S, a hemody-
namic relation between TPI and S is established through a parametric deterioration of the volume reduction varying
from 0% to 95% with an increment of 5%. Two thresholds, that is, Sy, (mild) and S (severe), can be derived through two
regional slopes on the TPI-S curve. Comparing S, with S,, and/or S, we can assess the hemodynamic severity of the
RAS, either mild, severe, or moderate. Such an assessment provides the potential to recommend if the RAS needs to be
stented immediately. For a severe RAS, the TPI-S relation also provides a baseline prediction of the TPI improvement
from a potential stenting therapy. Six patient cases with 6 aortic and 12 renal arteries are studied. The accuracy of
InVascular for pressure is demonstrated via an agreement between computed and measured pressure waveforms. The
computed and measured systolic pressure values have no statistical difference. UQ shows the 95% confidence interval
for each computed systolic pressure. We found that VR, instead of DR, is more sensitive to TSPG, implying that VR is a
better indicator of the hemodynamic degree of stenosis. This observation agrees with a previous study in open data and
our ongoing study on aortoiliac arterial systems. We applied the computational concept in one study case to derive the
hemodynamic index. The existing RAS is assessed as severe, recommending a stenting therapy. This assessment is con-
sistent with the clinical practice for this patient. One of the most attractive advantages of InVascular is its fast computa-
tion speed utilizing GPU parallel computing, thus it is promising to establish the TPI-S curve within the clinical
permitted time, for example, half an hour, as opposed to typical time frames of days or even weeks.
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TABLE 4 The study was on the left renal artery of Case VI

Varying VR from 38% to 60% for an RAS with fixed DR (75%) Varying DR from 53% to 69% for an RAS with fixed VR (45%)

DR (%) VR (%) TSPG (mmHg) Geometry VR (%) DR (%) TSPG (mmHg) Geometry
75 38 46 45 53 44
50 62 60 50
60 84 69 50
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FIGURE 9 Hemodynamic index to assess the severity of the existing RAS in Case VI with VR = 65%. Correlation of mean TSPG (left,
solid line) and FFR-CT(right, dashed line) versus volumetric stenosis degree S

The computational concept presented in this work is introductory. We focus on the development of the model-
ing and computation platform method. All the results are preliminary. The statistical results are based on small
case size. The UQ analysis only considers one uncertainty. The finding that VR is more sensitive to TPI the applica-
bility of assessing the RAS severity via two thresholds of VR on the TPI-S is based on one study case. Although we
have shown the agreement with open data for the former and the consistency with a medical practice for the latter,
a more rigorous study with a much larger case size is critical to demonstrate the reliability and applicability of this
computational concept to address the medical need. There remain critical questions beyond this work. Which is
more appropriate to determine the severity of RAS, TSPG, or FFR-CT? Is there a gold standard for RAS? What
patient group will be benefited? A clinical trial with thousands of patient cases will be needed to address these
questions. Meanwhile, real blood flow is non-Newtonian and real vessels are deformable. There often exist multi-
ple or bilateral stenoses in one patient. Adding more modeling components to mimic the real-world vascular sys-
tem in InVascular will be a continuous effort. However, more modeling components are always tied to more
computation costs. It is important to balance the need for accuracy and the computation burden. This study con-
siders uncertainty in boundary conditions. There are other uncertainties as discussed in Section 2.3. Uncertainty in
the images is also significant, and the methodology of quantifying its effect is still developing. FOSM used in this
study is the most efficient UQ method, and its accuracy can be improved using other UQ methods, such as a
sampling method, but with much lower efficiency.

Besides the RAS, the computational concept can be applied to arterial stenosis in other vascular beds such as
coronary, carotid, cerebral, mesenteric, aortoiliac, and femoropopliteal vascular beds to assess the hemodynamic
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severity of stenosis and to predict the potential benefits of vascular interventions to remove the stenosis. Such a
capability, after being approved by a medical trial, will greatly aid in surgical decision-making to plan procedures.
Avoiding over or under-utilization of invasive therapy will significantly reduce the risk of surgical complications
and medical costs.
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