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Abstract

Modeling Vascular Homeostasis and Improving Data Filtering Methods for Model
Calibration

by
Jiacheng Wu

Doctor of Philosophy in Engineering — Mechanical Engineering
and the Designated Emphasis in
Computational Science and Engineering

University of California, Berkeley

Professor Shawn C. Shadden, Chair

Vascular homeostasis is the preferred state that blood vessels try to maintain against
external mechanical and chemical stimuli. The vascular adaptive behavior around the
homeostatic state is closely related to cardiovascular disease progressions such as arterial
aneurysms. In this work, we develop a multi-physics computational framework that couples
vascular growth & remodeling (G&R), wall mechanics and hemodynamics to describe the
overall vascular adaptive behavior. The coupled simulation is implemented in patient-specific
geometries to predict aneurysm progression. Lyapunov stability analysis of the governing
equations for vascular adaptation is conducted to obtain a stabilizing criterion for aneurysm
rupture. Also, to facilitate patient-specific computations, an algorithm is proposed to gener-
ate vascular homeostatic states by incorporating non-uniform residual stress and specifying
optimal collagen fiber deposition angles. Since the accuracy and effectiveness of the com-
putational models relies on properly estimating the unknown/hidden model parameters, we
also demonstrate recent progress on improving data filtering techniques for inverse prob-
lems derived from model calibration. First, iterative ensemble Kalman filter (IEnKF) is
applied to solve the inverse problems. The convergence of standard IEnKF is discussed and
we show that the poor convergence of IEnKF is caused by the covariance shrinkage effect
of the standard Kalman updates. An ensemble resampling based method is proposed to
resolve this issue by perturbing the covariance shrinking via ensemble resampling and ensur-
ing “correct” update directions by keeping the first and second moments of the resampling
distribution unchanged. In the case of ill-posed inverse problems, we demonstrate that solu-
tion non-uniqueness can be overcome by incorporating additional constraints in a Bayesian
inference framework. Constraints are imposed by defining a constraint likelihood function,
and the method is demonstrated in both exact Bayesian and approximate Bayesian inference
scenarios.
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Chapter 1

Introduction

1.1 Vascular homeostasis

Cardiovascular disease is one of the leading causes of morbidity and mortality in the world;
the progression of which is closely related to vascular adaptation in response to mechanical
and chemical stimuli. The function of this vascular adaptive behavior is to maintain a pre-
ferred homeostasis against vascular stimuli [49]. Homeostasis reflects the state in which a
normal vascular system operates. Failure to maintain vascular homeostasis can potentially
leads to vascular diseases such as arterial aneurysm or stenosis [30} |18]. As a framework
to better understand this adaptive behavior to the homeostatic state, a theory for vascular
growth and remodeling (G&R) was proposed by Humphrey, et al., based on a constrained
mixture model [75] in which the vessel wall adapts to mechanical stimuli and recovers a
homeostatic state via smooth muscle cell synthesis and matrix turnover [117, 118]. Kine-
matic models of G&R have also been considered [111], where the time rates of change of the
growth stretch ratios are assumed to linearly depend on the local smooth muscle stress and on
vascular wall shear stress. The constrained mixture theory of G&R has been applied to study
stress-mediated aneurysm expansion in idealized ellipsoidal and cylindrical geometry [13] |12]
to better understand key factors influencing expansion rate and resulting aneurysm shape.
Recently, G&R simulation has been extended to 3D geometries to predict the more complex
case of asymmetric expansion [138]. In other works, [130] studied the role of collagen prop-
erties on AAA progression modeling, and [129] studied the influence of the initial state of
the aorta on enlargement and mechanical behavior. Humphrey and Holzapfel [72] provided
a review of the experimental data, computational models, mechanobiological factors, and
open problems for G&R of human abdominal aortic aneurysm.

The vascular homeostatic state plays a key role in vascular adaptation and disease pro-
gression. From a modeling perspective, the vascular homeostatic state is the nominal initial
state used when modeling the biomechanical behavior of vascular tissue. Usually, it is mod-
eled as a known state with predefined wall structure and stress distribution. However, it
is still an open question how the vascular homeostatic state should be defined and it is a
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non-trivial task to computationally generate a proper homeostatic state that leads to re-
alistic model behavior. Fung first mentioned in [49] that stress is uniform throughout the
transmural directions in the homeostatic state. In |41} |138| |134], the homeostatic state is
characterized by uniform stress throughout the geometry with predefined fiber orientations.
[40] treats homeostasis as a mechanostat set point that is fixed to certain type of cells but
may adapt to the environment.

To model the homeostatic state, two pieces of information need to be specified about
the vascular homeostatic state: (a) the vessel wall structure, (b) the stress distribution.
Arterial tissue is generally composed of three layers (intima, media, and adventitia) and the
major mechanical constituents are elastin, collagen, and smooth muscle fibers [71]. Elastin is
effective under small strain, while collagen bears the majority of loading when deformation is
large [96], and smooth muscle fibers provide additional and vasoactive support [48]. To model
these structural characteristics, different constitutive models have been proposed to describe
the mechanical nature of arterial walls; examples include Fung-type models [26] and models
based on constitutive relations proposed by Holzapfel et al. [61]. Notably, the arterial
wall is often modeled as a two-layer fiber-reinforced material. A non-collagenous ground
matrix, which includes elastin, is typically described as isotropic using a neo-Hookean strain
energy function [35]. The collagen and smooth muscle fibers, which impart the anisotropic
behavior of the vessel wall, are often described by a Fung-type exponential response [61] and
[14]. Fiber orientations are prescribed from statistical analyses of histological data [60] or
rule-based approaches [10], with more recent works [51] and [64] considering the additional
dispersion of fiber orientation.

The total stress distribution in the homeostatic state is hypothesized to be uniform
throughout each layer of the vessel wall. To maintain this condition, it is thought that
non-uniform residual stress helps to homogenize the stress distribution within the tissue
[49]. Therefore, incorporating residual stress is important to accurately modeling the in vivo
state of a vessel and potential vascular remodeling [63]. In idealized cylindrical vascular
geometries, the residual stress field is often specified based on an opening angle [2], however,
this approach is often inadequate in more realistic vascular geometries. Pierce et al. [93]
prescribed residual stress by specifying the deformation gradient mapping from a stress-
free configuration to the actual mixture configuration of the vessel wall. Bellini et al. [14]
incorporated a prestretch ratio into the total deformation to model the effect of residual
stresses; in this study the authors also showed that the stress distribution within the tissue
tends to be more uniform when residual stress is included. Holzapfel et al. investigated a
3D behavior of the residual stress experimentally [66] and developed a theoretical framework
to incorporate residual stress in different vascular layers [63]. Previous works have often
required parameter information that can be difficult to obtain or is of challenging applicability
when complicated patient-specific geometries are considered. Likewise, the residual stress
distribution has not been well considered when the vascular homeostatic state needs to be
reconstructed in non-idealized geometries.
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1.2 Bayesian data filtering methods

Computational models are pervasively used in cardiovascular modeling problems. Recent ad-
vances in computer platforms and numerical methods have enabled models to be increasingly
sophisticated and comprehensive.With greater model complexity comes greater challenge to
determine model parameters (including initial/boundary conditions), which are often un-
known or uncertain. To address this challenge, one typically solves an inverse problem by
using observational data to specify model parameters so that the model output matches the
observational data. Many inversion techniques have been developed and used by different
communities. These methods can be roughly categorized into two classes: variational and
statistical approaches [9]. The variational approach aims to minimize a specific cost function
based on classical optimization theory and calculus of variations [110], while the statistical
approach aims to evaluate or maximize posterior functions based on statistics and Bayesian
theory [27].

Because of its robustness and capability for uncertainty quantification, Bayesian inver-
sion techniques are widely used for hidden state and parameter estimation for many physical
systems |77, 1126, |125, 83]. In the Bayesian framework, both the hidden state/parameters
(prior) and observable quantities (likelihood) are described as random variables with statisti-
cal distributions. The Bayesian estimation aims to calculate the posterior distributions of the
inferred quantities from the prior and likelihood based on Bayes theorem. Directly comput-
ing the posterior distribution based on the prior and likelihood functions is referred to as the
exact Bayesian approach. In general, the posterior is obtained by sampling the prior and like-
lihood distributions based on efficient Monte Carlo sampling such as the Markov chain Monte
Carlo (MCMC) method. However, since MCMC requires an enormous amount of samples,
which is computationally infeasible when the likelihood calculation involves expensive model
evaluations, many approximate Bayesian inversion approaches have been developed, such
as the extended Kalman filter (EKF) [57], unscented Kalman filter (UKF) [123], ensemble
Kalman filter (EnKF) [39], and sequential Monte Carlo (SMC) method [33].

The iterative ensemble Kalman filter (IEnKF) [76] was developed specifically to handle
nonlinear inverse problems and leverage the computational efficiency of utilizing ensemble-
based methods. However, despite its broad applicability, the IEnKF can suffer from poor
convergence and stability. A major reason the IEnKF can fail to provide accurate estimation
is due to a progressively diminished estimation (shrinking) of the covariance. This was
initially addressed by including covariance “inflation” in the covariance updates [6]; however,
tuning the inflation parameter can be inefficient. More recently, several adaptive covariance
inflation methods have been proposed, which tune the inflation based on the innovation [4]
5, 17,|139, |136]. Similarly, [114] proposed an adaptive covariance inflation method where the
inflation parameter depends on both the innovation and the covariance between the observed
and unobserved components.

Another common challenge in solving inverse problems is identifiability. Measurement
data is typically very limited and solutions for the hidden states and parameters are nonunique.
Moreover, numerical stability of the inversion can be significantly reduced for ill-posed prob-
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lems and uncontrolled inference may happen due to small random noise in the observation
data. To address these issues, a general strategy is to incorporate additional information
into the inversion process, either by including more observation data or imposing additional
constraints. In most mission-critical applications, data are difficult to collect and limited in
quality. In such cases, additional constraints can be significantly useful to help regularize
the inversion results to consistent ranges and relieve ill-posedness. Fortunately, for many
physical systems, constraints on the state and parameters are available based on existed
knowledge [58]. Nonetheless, most existing Bayesian methods do not take constraints into
account |106].

1.3 Thesis outline

The goal of this thesis is to better understand the vascular adaptive behavior around the
homeostatic state and improve data filtering methods for physical models. Chapter 2 de-
scribes the theory of vascular G&R and homeostasis in terms constrained mixture the-
ory [75], and develops a computational framework to couple vascular G&R, vessel wall me-
chanics and hemodynamics in patient-specific geometry applied to the problem of predicting
aneurysm progression. Chapter 3 proposes a computational method to generate vascular
homeostatic state by incorporating proper residual stress and optimal stress-driven fiber de-
position. Chapter 4 conducts a theoretical analysis of the governing equations of vascular
G&R around the homeostatic state for cylindrical geometries. A stability criterion is derived
and the connection with predicting aneurysm rupture is established. Chapter 5 discusses
about implementing IEnKF to solve nonlinear inverse problems and the underlying conver-
gence issue of the standard IEnKF which is improved by a proposed ensemble resampling
approach. Chapter 6 proposes a way to incorporate physical model information as prior to
improve the convergence of parameter estimation in the case of multiple local minima when
observation is insufficient.



Chapter 2

Coupled simulation of hemodynamics
and vascular growth and remodeling

2.1 Introduction

In this chapter, we follow the basic framework of the constrained mixture theory for G&R
described in |12} |120} |119]. Unlike previous works, we extend the formulation of coupling
hemodynamics with vascular G&R to a realistic vascular model that includes branching and
several arterial segments. This provides capability to consider more complete patient-specific
geometries than previously considered, which is necessary to translate such modeling to
many important clinical applications. The model used herein is derived from medical image
data and vascular adaptation resulting from an idealized injury model is simulated. Blood
flow is modeled as an incompressible, Newtonian fluid and simulated when G&R introduces
significant geometric change. Hemodynamic forces are used to regulate G&R over longer
time scales. In Sec. 2.2 we define the basic concepts, G&R kinetics, constitutive relations,
hemodynamics and stress mediated growth laws. An algorithm for the coupled simulation is
presented, which was implemented within a finite element framework using custom code and
COMSOL as a generic FEM solver. In Sec. we present simulations of different scenarios
for abdominal aortic aneurysm expansion by varying initial mass loss. Coupled simulations
are performed with different values of G&R feedback gains to demonstrate the influence of
these constants on both the resulting aneurysm shape and hemodynamics.

2.2 Methods

2.2.1 Definitions

Vascular G&R is modeled by the theoretical framework proposed in [75]. The vessel wall is
modeled as a membrane and treated as a constrained mixture, which implies that at each
location the mixture (collagen + elastin + smooth muscle) deforms together. The reference
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configuration will be denoted kg for the mixture. This configuration corresponds to zero
transmural pressure, P = 0, however, constituents in this configuration are not necessarily
stress-free due to prestress. At any time ¢, the deformed configuration of the mixture is
defined as (). The deformation gradient tensor F(¢) maps ko — k().

Collagen is assumed to be anisotropic and is characterized by discretized collagen families
k, which have individual collagen fiber directions and reference configurations. Collagen can
be incorporated into the mixture at intermediate times 7, with pre-stretch defined by tensor
G*(7). For each orientation k, G¥(7) maps the natural configuration of the newly produced
collagen at time 7, denoted HI:L(T), to the deformed configuration of the mixture at this time
7; subscript n(7) denotes the natural configuration at time 7. For each collagen family, we
define a deformation gradient tensor, which maps the natural configuration of that family
to the current deformed mixture configuration, by

F () = F(OF ' (1)G*(r), (2.1)
hence, the right Cauchy-Green deformation tensor can be obtained as
Crin(t) = Froy ()T Frpy (1) - (2.2)

These mappings and their compositions are shown schematically in Fig. [2.1]

Time =0 Time = 1 Time = ¢

Individual
natural
configurations

Current
mixture
configurations

Mixture
reference Ko
configurations

Figure 2.1: Configurations and associated mappings used to describe G&R framework.

The unit vector in the direction of collagen family k& at time t is denoted e*(t), and
collagen fiber produced at time 7 is assumed to be deposited in the e*(7) direction, i.e., in
the direction of existing collagen. Therefore, the direction of the collagen fiber produced at
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time 7 in its natural configuration, H’:L(T), is described by the unit vector

Gk -1,k
eZ(T) = (T> © (T) . (23)
IG*(7)~te* ()]l
With e*(r) and e* Gk( ) can be defined as a two-point tensor
Gk(T) = Gk ek(T) ® e]:;(,,.) y (24)

where G* is the stretch ratio of newly produced collagen fiber from the natural configuration

n(r) O the mixture configuration x,. We assume G* does not depends on collagen family
k and is equal to the homeostatic collagen stretch ratio G, set herein to 1.05; subscript h
denotes the homeostatic state. The stretch ratio G* can be obtained as

_ k k
Ny = y/ekin Cn<r>(t)en<f>

_ oM
= Giseg (2.5)

where \¥(t) is the stretch ratio of the mixture in the direction of collagen family k, defined

as

[FOF ! (r)e" ()|
[F=1(7)ek(7)]

For elastin, we assume the mapping from the natural configuration to the mixture reference

configuration is G®, and therefore the mapping from elastin’s natural configuration to the

current mixture configuration is given by

Me(t) =

(2.6)

Fo(t) =F(t)G®. (2.7)
In this model we take G® = diag|G§, GS, e Ge
principal directions of the existing mixture, Where the third component has been written in
terms of the prior two by imposing incompressibility.

—=—=], which assumes the prestretch occurs in the

2.2.2 Kinetics of growth & remodeling

The vessel wall has ability to adapt in response to mechanical stimuli in order to recover
a homeostatic state. This process occurs by both the removal of old constituents, and
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incorporation of new constituents into the mixture due to natural turnover as well as stress-
mediated growth. Let M*(t) be the mass per unit area of each collagen family &, and the
time evolution of M¥(t) is described by

ME() = MF(0)QH (1) + / mb (1)t (¢ — 7)dr . (2.8)

The first term on the right of the equation describes natural turnover of the initial mass
produced before the G&R process. The second term describes the incorporation and natural
turnover of the newly produced constituent. Q*(t) is the remaining fraction at time ¢ for
the kth collagen family produced at time 0. m”(7) is the mass production rate of the kth
collagen family at time 7 and ¢*(¢t — 7) is the remaining fraction at time .

For elastin,
Me(t) = M“(0)Q“(t), (2.9)
where Q°(t) is the corresponding remaining fraction of initial mass for elastin at time ¢.
Since functional elastin is thought to be mainly produced during early development, there

is no second term for newly produced elastin in (2.9)), as there was for collagen in (2.8)).
The remaining fraction for collagen family k is assumed to have the following form [41]

1, Hfo<t<ty
¢ty =41 {cos <t2ft1 (t — t1)> +1} L ift <t <t (2.10)
0, ifty <t ,

where t5 is the lifespan of the constituent. For collagen we use t;/ts = 0.2, and t; = 1.
Hence, time herein is normalized by the lifespan of collagen, which is generally between 70—
80 days [130, 87]. The function representing the remaining fraction at time ¢ of the initial
mass is given by

qu(T)dT 2 f(f " (r)dr

k — _— =
Q) =1 e 1 L (2.11)

2.2.3 Constitutive relations

Collagen was assumed to follow a Fung-type exponential constitutive relation. The strain
energy per unit mass of the kth family of collagen is

W (I8 ) = 46—623 {exp [es () = 1) =1} (2.12)
where )
Liy = (A (@)™ (2.13)
Let

Crin(t) = Fry ()T F (t) (2.14)

n
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denote the right Cauchy-Green deformation tensor of the kth family of collagen produced at
time 7, whose current direction is denoted by e*(¢), with respect to its natural configuration.
The subscript n(7) denotes the natural configuration of the constituent produced at time 7.
For elastin, the strain energy function is defined based on a Neo-Hookean behavior,

We(CH() = 5 (h—3), (2.15)

where

() = tr(CE (1)), (2.16)

Ce(t) = Fe(t)T Fe(t) is the right Cauchy-Green deformation tensor of elastin with respect
to its nature configuration.

Based on the mass-averaged principle for a constrained mixture, the total strain energy
per unit area for all constituents at time ¢ is

w(t) = w(t) + Y wk(t)
k

= M(0)Q°(t)W*(C.(t))

t

+ Z MMO)QH )W (I o)) + / m*(7)q" (t — T)W* (I} ) (2.17)

where w®(t) and w®(t) denote the total strain energy contributed by elastin and the kth
collagen family, respectively. We do not directly model the passive response of smooth
muscle due to the fact that smooth muscle is much more compliant than collagen and thus
has minimal contribution to the passive mechanical behavior of the vessel wall [22]. However
the active response of smooth muscle does play an important role in vascular adaptation to
altered flow. It is important to note that the strain energy function depends on both the
current state and the history of deformation. Once the mathematical form of the total strain
energy function is formulated, the deformation of the vessel wall can be obtained from the
virtual work principle

(51:/(5wdA—/Pn-(5xda:O, (2.18)

S s

where P is the vascular transmural pressure, n is the normal vector on vessel wall surface
and 0x is the virtual displacement of the vessel wall. S and s denote the surface area of
vessel wall in the reference and current configuration, respectively.

2.2.4 Defining local anisotropic material property

One of the challenges in implementing growth and remodeling in 3D patient specific ge-

ometry is to define local anisotropic material properties, i.e., to define the local directions

for collagen families. Usually local collagen directions ef are defined with respect to local
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circumferential and axial directions in the reference configuration, and later evolve with the
mixture deformation F(¢). Therefore, the current collagen directions e*(t) are defined as

e"(t) = F(t)e} . (2.19)

Note that normalization is needed to obtain unit direction.

In idealized geometries, circumferential and axial directions can be readily defined (see [13,
12]), but defining these directions in 3D patient specific geometry is nontrivial. In [137], the
authors defined the local circumferential and axial directions based on a 2-D parameteriza-
tion of the vessel wall surface. However, it is not obvious how to apply this approach to
a geometry with multiple outlets or bifurcations. In the work herein, local circumferential
and axial directions are defined using local principal curvature directions, from which, local
collagen directions are then calculated. As long as the geometry is smooth enough (which is
usually the case), principal curvature directions are everywhere well-defined.

2.2.5 Hemodynamics

Blood was modeled as an incompressible, Newtonian fluid described by the Navier-Stokes
and continuity equation

Pb (avg};’ i v(x,t) - VV(X,t)) = —Vp(x,t) + pViv(x, t) | (2.20)

V-v(x,t)=0. (2.21)

The blood density p;, and viscosity p were set to 1.05 g/cm?® and 0.035 Poise. A no-slip, no-
penetration boundary condition was specified along lumen surface of the fluid domain, and a
velocity profile (Dirichlet boundary condition) was specified at the inlet plane. At the outflow
surfaces, Neumann-type boundary conditions were specified by coupling resistive models of
the downstream vascular beds. Namely, the pressure FPy(t) at each outflow boundary was
solved as

Fo(t) = RQo(1) (2.22)

The flow rate @), at the respective outlets was obtained from the 3D domain, and using
Eq. the pressure P, at the outlet was computed and applied at the zero traction
outlet faces as Neumman boundary conditions. Details of the FEM implementation of the
boundary conditions can be found in [36].

It is important to note that the time scales for G&R (Sweeks) and blood flow simulation
(Ssecond) are several orders of magnitude different. A fully-coupled simulation of both
processes is neither efficient nor necessary, because the hemodynamics stresses imparted
from the blood flow do not change significantly until usually several weeks of geometric
change has occurred through G&R. Nominally, blood flow was simulated when G&R caused
changes to the boundary of the fluid domain, and for all times in between, the values for
WSS and pressure were well approximated by the values from the last blood flow simulation.
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Specifically, it was assumed that mesh quality was an appropriate measure to monitor vessel
deformation and the need for computing a new Navier-Stokes solution. This is (at least)
consistent with the fact that the numerical accuracy of the Navier-Stokes solution, and
hence WSS, depends on mesh quality.

2.2.6 Stress-mediated growth & remodeling

Here we describe how vascular adaptation is regulated by wall tension and WSS. Once the
deformation is obtained by solving the variational equation (2.18]), the Cauchy stress tensor
is obtained as

1 w OL(t) | 1 aw 8In )()
T = J(t)F(t)c‘?Il() oF@ * Zaz oR(r) | Lactive
2 8w€ 2 aw a n(r) &
= Jmenm I Zafk i (p)® @ Tactive (2:23)

where B = FF7 is the left Cauchy-Green deformation tensor, and J(t) is the determinant of
the deformation gradient tensor F(t). The first term on the right hand side denotes the stress
contribution of elastin and the second term denotes that of two collagen families. The last
term T, .tive denotes the active membrane stress due to active smooth muscle contraction
and relaxation. However, to keep the model simple and computation tractable, we do not
include this active response term in our later simulations. A scalar measure is obtained from
the Cauchy stress tensor in the direction of collagen family £ as

k mak
oo T (2.24)

which is the stress in the e* direction. The thickness of the vessel wall was calculated as

(2.25)

where M(t) = >, M*(t) is the total collagen mass and p denotes the volume density of
collagen.

In G&R theory, the vascular homeostatic state is recovered through stress-mediated feed-
back. The mass production rate of the kth family of collagen is assumed to depend linearly
on the deviation of wall tension ¢ with respect to the homeostatic value ¢. In addition,
WSS regulation may be active via interactions between vascular endothelium and blood flow.
It is well-known that endothelial cells can release multiple vasoactive chemicals in response
to altered WSS. These chemicals can affect smooth muscle cell proliferation and collagen
turnover. For instance, nitric oxide (NO) is a potential inhibitor of synthesis of collagen
and smooth muscle proliferation [94], while endothelin-1 (ET-1) is a promoter of synthesis of
collagen and smooth muscle proliferation [95]. NO is up-regulated in response to increased
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WSS [115] and ET-1 is up-regulated by decreased WSS [86]. These factors make WSS reg-
ulation uncertain. Due to lack of further information, we naively assume mass production
rate of collagen is proportional to the deviation of wall shear stress 7, from the preferred
state 7 and consider cases of both positive and negative feedback. Thus the complete stress
mediated growth law is given by

M(t)

mh(t) = o] (KU (0*(t) — o) — K, (7u(t) — 71) + f,{f) , (2.26)

where fF is the basal value of mass production rate for collagen family k,
M*(0)

I3 ¢k (r)dr’

which balances the degradation rate of collagen in the homeostatic state. Note that 7, ()
in is given directly by the blood flow simulation, whereas o* depends on transmural
pressure. K, and K, are feedback gains for the deviations of wall tension and wall shear
stress. For K, > 0, if o*(t) > o", the mass production rate m”(¢) will increase, and in turn,
cause an increase in wall thickness h(t). The thickening of the vessel wall will decrease the
vessel radius for the same transmural pressure. Based on Laplace’s law for a cylinder, o = %,
and we can postulate that o will hence decrease and return back to the homeostatic value.
This means that for K, > 0, the growth law initiates a negative feedback mechanism.
Using similar arguments for wall shear stress based on simple Poiseuille flow, 7 = ﬂ?, we
can postulate that a decreased vessel radius will increase WSS, so that K, > 0 also initiates
a negative feedback mechanism for wall shear stress deviation. Therefore, if K, and K, are
large enough, the stress will converge to the corresponding homeostatic value.

b = (2.27)

2.3 Results

In this section we apply G&R simulation to a vascular model of the aorta whose lumen
morphology is derived from medical image data. The model is a truncated section of an
aortofemeral model (ID: OSMSC0006) publicly available on vascularmodel.org [131]. After
initialization of the model, scenarios for G&R are considered by introducing mass loss at
various locations to simulate the development of abdominal aortic aneurysm. Material con-
stants used in the simulations are listed in Table 2.1} In the following results, two main
helical collagen directions (45° and 135° from the axial direction) are included in the sim-
ulations. This is consistent with prior observations that close to 90% of the total mass of
collagen is distributed in these helical directions [62], although this does not hold universally
true and additional families or orientations could be considered. Fig. displays the fiber
orientation about the aortic bifurcation region. It is observed that the collagen directions
in both families naturally become aligned about the apical ridge at the bifurcation, which
is consistent with the simulation results in [56] and consistent with experimental findings
in [45].
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(a) (b)

Figure 2.2: Local collagen directions calculated based on principal curvature directions at
the aortic bifurcation: (a) 45° collagen family, (b) 135° collagen family.

Table 2.1: Material constants for elastin and collagen ,

Elastin: ¢ =112 Pa/kg G{ =125 G§=1.25
Collagen: ¢y =917 Pa/kg c¢3 =25 ¢ =1.05

2.3.1 Generation of initial homeostatic configuration

In the G&R theory, the healthy vessel wall is assumed to be in the homeostatic state, i.e.,
the stress of each constituent is equal to the homeostatic value, and therefore no significant
growth and remodeling is induced beyond the basal production and turnover rate. Recall
that a membrane model is used for the vessel wall. The vascular geometry derived from the
medical image data is irregular, and therefore achieving an initial homeostatic stress state
requires specifying an appropriately varying mass distribution of the constituents. This
can be accomplished by an initial G&R stage to solve for an appropriate homeostatic mass
distribution, as proposed in . Namely, an accelerated G&R stage is simulated using
a feedback gain for wall tension, K,, set to 0.005. This enabled the mass distribution to
converge (approximately) to the homeostatic state without significantly altering the overall
geometry.

In Fig. [2.3(a)(b), and [2.3|c)(d), the deviation of stress relative to the homeostatic values
for the 45°, and 135°, respectively, oriented collagen family are plotted before and after
the initial homeostatic simulation. Wall tension distributions become mostly uniform after
the initial homeostatic simulation, with stress values in both directions generally within the
range of 0.90" to 1.1¢". This initial homeostatic simulation ensured that subsequent G&R
would be induced almost entirely at the location(s) where mass loss is introduced-that is,
the modeled site(s) of injury.

While convergence of wall tension o to homeostatic value can be obtained via adjustment
of geometry or mass density distribution, convergence of wall shear stress 7,, can only be ob-
tained through adjustment of vascular geometry. Because the initial homeostatic simulation
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Figure 2.3: Deviation of stress relative to homeostatic stress (o* — a3,) /oy, before (left) and
after (right) 14 time steps of “accelerated” G&R simulation for the 45°(a)(b) and 135°(c)(d)
collagen families. Each time step represents 1/10 of collagen lifespan.

should not introduce large geometric change, i.e., the original geometry should be main-
tained, wall shear stress regulation was not included in the initial homeostatic simulation.

2.3.2 Simulation for aneurysm expansion

An interesting application of the coupled G&R framework is to simulate aneurysm expansion
in a region of vascular damage. Aneurysm expansion can be induced through constituent
mass loss at specific locations, coupled with sufficiently low mass production rate of vascular
constituents. Initial mass loss was introduced for the following three scenarios:

(1) Banded mass loss distribution

MH(x,0) = {M,’f(x) (1 — 0.5 frr <COS (”%Tfj‘))> + 1)) . 20— 2Ry < 2z < 29+ 2Ry,

Mflf (x), else .
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(2) Point mass loss distribution

Mf]f(x) (1_fmr>> |X_Xc| §R07
M*(x,0) = { M¥(x) (1 — for (W)) , Ry < |x — x| < 2Ry,
MF(x), else.

(3) Multiple point mass loss distribution

M}?(X) (1 _fmr)7 |X—X01| < 0.5R0,
MEG) (1= S (B522920)) ) 05R0 < [x = x| < R
i (%) Jomr sk, ) )¢ SRy < |x — %Xe1] < Ry,
M¥(x,0) = MF(X) (1 = o), X — Xe2| < 0.5R,
M) (1 fr (P552220))  05R, < [x — xea] < Ry,
\M/f(X% else.

M (x) is the mass density generated by the initial homeostatic simulation. f,,, is the
maximum mass loss percentage set herein to 50%. Ry is the nominal value of the radius of
the abdominal aorta, which was equal to 0.75 cm.

Figures [2.4(a)(b), 2.4(c)(d), and [2.4(e)(f) display the different initial mass loss distribu-
tions, along with the resulting vascular geometries after 110 G&R steps assuming K, = 0.
(Below, we consider nontrivial values for K,.) Each G&R step was set to 0.1 of the collagen
lifespan, so that 110 steps is equivalent to ~800 days, assuming collagen has a life span
around 72 days. It can be observed that significant expansion is only induced within or near
the region of initial mass loss while the homeostatic state is effectively maintained in all
other regions.

COMSOL was used to solve the Navier Stokes equations. For illustrative purpose, a
steady inflow was used with a resting infrarenal abdominal aortic flow rate equal to 15.2
cc/s. This approach considered time-averaged flow conditions since we are interested in the
affect of the flow over time scales much longer than the cardiac cycle. Alternatively, we
could apply a pulsatile inflow boundary condition and then perform time-averaging of the
resulting wall shear stress and pressure fields. The outlets of the 3D fluid domain were at
the level of the iliac arteries. To set the resistance values for each outlet, an equivalent
resistance was first computed so that the mean pressure was 100 mmHg. This resistance was
then distributed in parallel to the iliac arteries, resulting in R = 1.8269 x 10° Pa-s/m3, and
R = 1.8285 x 10° Pa-s/m?, for the left and right iliac, respectively.

To explore the importance of feedback gains on vascular growth in our coupled framework,
different values were considered for K, and K,. These results are summarized in Fig. [2.6]
where the point mass loss shown in Fig. [2.4](c) was used to trigger G&R in all cases. All
panels in this figure represent the respective field and geometry at the end of 110 G&R steps.
Namely, columns are ordered by increasing expansion resulting from feedback gain choice (not
evolution in time). The first column considers relatively large feedback gains: K, = 0.005
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Figure 2.4: Initial mass loss distribution(ratio between current and homeostatic mass den-
sity) and resulting aneurysm shapes(color denotes values of det(F)) after 110 G&R steps.
Correspondence relations: (a)—(b), (¢)—(d), (e)—(f)

and K, = 0.005. In this case, the gains are large enough that even with the introduction of
significant mass loss, expansion can be strongly suppressed through appropriate increase in
wall thickness (mass density). After the 110 G&R steps, stress in both collagen constituents
converged to the homeostatic value o, = 133kPa (see Fig. [2.5)), and collagen turnover did
not introduce any significant expansion.

We next considered four WSS feedback gains K, = 0.005,0, —0.005, —0.01, whose results
are respectively shown in columns 2-5 of Fig. 2.6 In each of these cases, we set K, = 0 to
isolate the influence of WSS regulation on aneurysm progression, aortic pressure and blood
flow. (Note that the case K, # 0 and K, = 0 was considered previously in Fig. [2.41) It
can be observed that K, > 0 (corresponding to negative feedback) led to the lowest rate of
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Figure 2.5: Convergence of constituent stress K, = 0.005, K, = 0.005 at the location of
largest mass loss x = X,

expansion (Fig. [2.6] column 2). Positive feedback (corresponding to K, < 0) produced the
most rapid expansion (Fig. , column 4 & 5). In all cases, it can be observed that WSS
changed by roughly one order of magnitude within the aneurysm region, which contributed
to G&R, whereas the change in transmural pressure varied very little (less than 0.1%).

It can be observed from Fig. that both positive and negative values for K, led to
expansion. Note that in the absence of any feedback (K,, K, = 0, Fig. column 3),
expansion occurs due to the normal turnover of collagen. Namely, the initial insult leads
to immediate stretching of the existing collagen so that wall tension balances transmural
pressure. This collagen is in an elevated stress state. Natural turnover of collagen produces
new collagen whose prestress is lower than this elevated stress state, which causes these
new fibers to stretch. This process drives a “basal expansion” due to the insult and natural
collagen turnover. K, > 0 helps to suppress this basal expansion (column 2), whereas K, < 0
contributes to further expansion (columns 4, 5).

2.4 Discussion

We have presented a framework for coupling vascular growth and remodeling with blood
flow simulation in a 3D patient-specific geometry using a constrained mixture theory for the
vessel wall. Prior computational models [41,107], coupling blood flow with G&R simulation
have been applied to idealized geometry, or to a cylindrical segment of realistic geometry.
Vascular G&R intrinsically occurs in all regions, and the purpose of this work was to develop
coupled simulation of G&R with blood flow in a more complete and anatomically realistic
vascular model than had previously been considered.

One difficulty in applying G&R simulations to complex vascular domains derived from
medical image data is defining appropriate initial conditions. When starting from a healthy
model, it is reasonable to assume an initial homeostatic configuration. We demonstrated,
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as similarly shown in |41} |138] that an accelerated G&R stage can be performed to produce
an approximate homeostatic configuration without significant geometrical alteration. As
shown in Fig. 2.3 the relative stress deviation was nontrivial (>10%) in some regions after
the initial accelerated G&R stage. The rate of convergence of the stress to the homeostatic
value is proportional to the deviation. Therefore relatively long simulations times are needed
to obtain very small deviations, whereas herein a relatively modest number of G&R steps
were used. Indeed, our later simulation for K, = 0.005, K, = 0.005 verified that stresses
do eventually converge to very near the homeostatic values after 110 G&R steps. Moreover,
our simulations (Fig. also show that the initial nontrivial deviations in stress from
the homeostatic values do not result in significant unbalanced G&R for the time scales
considered herein, and that significant expansion is almost entirely induced near or within
the region where mass loss is introduced. Regardless, it might be more natural in future
implementations to apply a homeostatic range instead of specifying a single homeostatic
value.

Another challenge of applying G&R to complex vascular domains is consistently defining
local axial and circumferential directions, with respect to which local anisotropic material
properties are defined. In [137] this was addressed by defining local axial and circumferential
directions using a 2-D parameterization of the vessel wall surface. However, such parameter-
ization cannot be defined for domains that include multiple/branching vessels. To overcome
this issue herein, local principal curvature directions on the surfaces were used to represent
local axial and circumferential directions. Initial collagen directions (45° and 135°) were
defined with respect to axial and circumferential directions in the reference configuration kg
and later evolve with the mixture deformation.

In several prior coupled G&R modeling studies, aneurysm progression is triggered by
prescribing initial insult as in [41]. Time dependent insult models have also been used [127]
whereby AAA formation is initiated by prescribing a spatial and temporal degradation func-
tion for elastin. In more recent papers [128, 7,105, 107], elastin degradation has been coupled
to hemodynamics (mainly WSS) in order to initiate aneurysm progression. Herein, we used
a simple insult model to trigger aneurysm progress since our focus was on application of
coupled simulation to patient-specific geometry. However, more sophisticated initiation pro-
cesses can be incorporated in this framework when applied to specific clinical applications.

In the coupled simulations with blood flow, the influence of G&R feedback gains K, and
K. on the resulting aneurysm geometry and hemodynamics were studied. For large values of
K, =0.005 and K, = 0.005 (column 1, Fig. , growth and remodeling can compensate for
relatively large initial mass loss so that the resulting geometry changed very little. Fig.
shows the convergence of the stress o*(¢) to the homeostatic value oy, at the center of mass
loss, x.. We note that x. is the location of largest mass loss and generally corresponds to
largest deformation; hence recovery of o at x. generally indicates the convergence of stress
in entire geometry.

We set K, = 0 to promote aneurysm expansion and then varied the value of K. to study
the influence of the coupling with WSS regulation on the aneurysm progression. The role of
WSS in aneurysm progression is complex and not well understood, therefore we considered
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cases for K, being positive, negative and zero. Indeed, prior publications have considered
K. positive |118] and negative [41]. Mass loss will necessarily lead to some expansion when
K, = 0. However, K, > 0 will compensate and reduce expansion rate due to the induced
negative feedback. And conversely, expansion was exaggerated when K, < 0 due to the
induced positive feedback.

The WSS plots in Fig. show that the magnitude of WSS is very low in the aneurysm
region (less than 0.05Pa), consistent with reported values in AAA [99]. We note that even
for K, > 0 WSS does not converge to the homeostatic value. This may be because WSS
regulation was turned off during the initial accelerated G&R stage or due to the fact that
WSS is more sensitive to vascular geometry and hence more difficult to converge. Lastly,
we note that it was verified that setting K, = 0 led to identical expansion to a case that
did not consider coupling with fluid dynamics. From the pressure plots in Fig. [2.6] it
can be observed that pressure change within the 3-D computational domain is small (less
than 0.5%), and pressure changes even less at each location between the cases considered.
Therefore, it may be reasonable to apply a uniform pressure for all cases instead of explicit
coupling the pressure information from the fluid simulation.

The choice of material parameters describing the passive vascular response given in Ta-
ble [2.1] were obtained from [138]. These parameters are based on a phenomenological model,
which may included smooth muscle. Applying these parameters in the model herein, which
neglects the passive response due to smooth muscle, may introduce additional uncertainty
to these parameters. However, because smooth muscle is at least an order of magnitude less
stiff than collagen, its contribution to the passive stress-strain behavior is expected to be
small. Hence, we do not anticipate that such additional uncertainty in parameters will be
significant, especially in comparison to the inherent uncertainty in these parameters.

2.5 Conclusions

Herein a computational framework to couple vascular growth and remodeling with blood flow
simulation in a 3D patient-specific geometry was presented. We demonstrated that stress
mediated regulation of wall tension and wall shear stress led to expected long-term response
in vessel wall progression following mass loss for different feedback parameters. These results
extend prior computational work on coupling G&R with hemodynamics simulation to more
complex, subject-specific setting. Additionally, by coupling the time scales of hemodynamics
and G&R simulation we are able to better understand the connections between local, short
term hemodynamic factors and long term vascular change. Indeed, most image-based blood
flow modeling has been concerned with understanding hemodynamic phenomena occurring
on the time scale of the cardiac cycle for diagnosing current flow conditions. However, there
is compelling need to develop simulation capabilities to predict blood flow conditions and
vascular adaption over time scales of months to years, which is difficult, or impossible, to
consider experimentally. This framework helps to bridge this gap.
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Appendix
Algorithm for coupled simulation of G&R and hemodynamics
(1) Generate initial homeostatic state through accelerated G&R.

(2) a) Introduce initial mass loss to the homeostatic state.
b) Simulate blood flow in the initial geometry and obtain initial WSS field 7,,(x, t).

c) Set initial values for mass production rate m; — mF(t).

(3) Formulate the weak form for displacement u = (u, v, w) from the virtual work principle,
5]:/5wdA—/Pn-5xda:0,
S s

and solve using a nonlinear FEM solver.

(4) a) Generate stress measure field o%(x,t) based on deformation and constitutive re-
lations

b) Update mass production rate:

wh(0) = 3yt (Ko (010 = 0") = K (rult) = ) + )

(5) If ||m*(t) — my| / [|m]| < tolerance (in this work, tolerance= 0.001),

a) Set m; < mF(t)

b) Set t <t + At

c¢) Update values for remaining fractions Q*(-) and ¢*(-)
d) Go to Step (6)

Else,

a) Set m; < mk(t)
b) Go to Step (3)

(6) If the geometric change is significant for fluid domain,

a) Solve blood flow in the new geometry
b) Update WSS field 7,,(x,t) and pressure P(x,t)
c) Go to Step (3)

Else, go to Step (3)
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Figure 2.6: Results from coupled simulation with blood flow. The mass loss shown in
Fig. [2.4] (¢) was used to trigger G&R in all cases. All panels represent the respective field
and geometry at the end of 110 G&R steps, with each column representing different feedback
gain choices. Pressure is normalized with respect to the peak value for each case: 13339,
13291, 13518, 13602, and 13688 Pascals respectively from left to right.
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Chapter 3

Reconstructing vascular homeostasis
by growth-based prestretch and
optimal fiber deposition

3.1 Introduction

Mathematical modeling of the vascular homeostatic state requires consideration of many
important factors, including the influence of residual stress and vessel wall structure. In this
chapter, we propose a two-step approach to the reconstruction of the vascular homeostatic
state. The first step aims to generate an appropriate residual stress level for a given config-
uration of the vessel, and the second step aims to generate optimal fiber alignments based
on the stress field. Inspired by kinematic G&R models [97], [111], and [112], we introduce a
prestretch tensor, obtained through an iterative process to match a prescribed homeostatic
stress value at physiologic pressure. The deposition angle of the collagen fibers is then de-
fined by the solution of an optimization problem, which enables the vessel to sustain the
stress with minimal amount of biomass, while stochasticity is incorporated into this process
to account for fiber dispersion. We further propose the application of supervised learning to
predict the prestretch in vascular bifurcations or other geometric anomalies, where theory-
based methods struggle due to topological singularities. Based on this overall framework,
the generation of the residual stress field and fiber directions is made numerically stable for
more realistic geometry. Beyond addressing the vascular homeostatic state reconstruction
problem, the method proposed here provides a starting point for general biomechanical anal-
yses, such as FSI simulations of soft tissue, where residual stress and proper fiber alignment
play important roles.
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3.2 Methods

3.2.1 Constrained mixture model

The vessel wall is modeled as a constrained mixture [75] of collagen, elastin, and smooth
muscle fibers, and we assume that all constituents deform as a continuum. The turnover
of collagen and smooth muscle fibers is a process of degradation of existing material and
production of new material, which can be described mathematically as

MFE(t) = M*(0)Q"(t) + /0 m*(1)¢"(t — 7)dr , (3.1)

where k denotes different collagen or smooth muscle fiber families; M*¥() is the local mass
density denoting the mass of the constituent & per unit volume in the reference configuration
ko; and mF(t) is the corresponding mass production rate. Q*(t) is the remaining fraction
of the initial mass for the constituent k at time ¢, and ¢*(¢t — 7) is the remaining fraction
at time t for the constituents produced at time 7. In contrast to collagen and smooth
muscle fibers, functional elastin is only produced during early development and does not
continuously turnover. Therefore, the time evolution of the mass density for elastin is given
by

ME(t) = ME(0)Q“() (3:2)

where M¢(0) is the initial mass density for elastin, and QQ°(¢) is the remaining fraction of the
initial mass.

Following [61], elastin fibers are modeled as an incompressible isotropic neo-Hookean
material and the constitutive relation is given by the strain energy function per unit mass

We(C) = 5 (L(C) - 3) , (3.3)
where ¢; > 0 is a stress-like material parameter and I;(C) = tr(C) is the first invariant of
the right Cauchy-Green deformation tensor C which is defined with respect to the reference
configuration kg. Collagen and smooth muscle fibers are modeled as an anisotropic Fung-
type material and the constitutive relations for each family is given by the strain energy
function per unit mass

Wk(C) = 40—2 {exp [c3 (I*(C,EF) — 1)2} - 1} , (3.4)
C3
where I¥(C,Ef) := C : Ef ® Ef is the fiber invariant corresponding to the square of the
stretch A\* of fiber family k; EF is the fiber direction in the reference configuration ;.
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Based on the mixture rule [75], the total strain energy of the constrained mixture is
w(C,t) = M°(0)Q°(t)IW¢(C,t)
+ > ME0)QH(HWH(C, t)
k

+ Z /t mk(T)qk(t — T)W’C(C, t,7)dr
=w(C,t)+ Y w"(C,t). (3.5)

The strain-energy function for collagen and smooth muscle fibers, W*(C,t,7), depends on
both the current time ¢ and the time that the fibers are produced 7, which also determines
the natural configurations for the fibers.

To incorporate the nearly incompressible behavior of vascular tissue, a standard decom-
position [46} |61] of the strain energy was used

w(C,t) =U(J) +w(C,t), (3.6)

w(C) is termed the isochoric component and
C=J?%cC. (3.7)

The volumetric component U(.J) is given by
U(J) = g(J 12, (3.8)

with x the bulk modulus and J the determinant of the deformation gradient tensor. By way
of Eq. (3.8)), changes to M* affect both the referential and spatial density of fibers in the
tissue; this has to be taken into account when setting initial values for the mass densities in
Eq. (3.5).

Note that decomposition in Eq. for fiber-reinforced materials can lead to the fiber
material contributing stresses orthogonal to the fiber direction [100, 59, 55]. This can be
mitigated by using more advanced finite elements [133], or if the bulk modulus is sufficiently
large. Although a more consistent decomposition was discussed [100, |59, [55], we found
that results of passive inflation from this method were consistent with those derived from
using Eq. for physiologic pressure values, and the decomposition in Eq. was more
numerically stable. Nonetheless, either decomposition is possible as the underlying approach
presented herein does not inherently depend on this decomposition.

Once the total strain energy of the mixture is formulated, the deformation of the vessel
wall can be obtained by applying the virtual work principle

ol = 5de—|—/ Pn;-drda=0, (3.9)
o 09

where 01 is the virtual work; €2y is the vessel tissue in the reference configuration; 0¢2; is the
inner surface of vessel in the current configuration; P is the transmural blood pressure; n;
is the outward normal; and dx is the virtual displacement.
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Figure 3.1: (A) T3; and Ty, are the two principal stress directions of the Cauchy stress tensor
T; 6 is the deposition angle of fiber family e¢; and e, the fiber normal direction. (B) Relation
between different configurations. kg is the unstressed reference configuration (T = 0); kg
is the configuration with residual stress incorporated; x; is the current configuration with
external pressure imposed.

3.2.2 Residual stress field generation
3.2.2.1 Basic methodology

In vascular growth and remodeling theory, a nominal homeostatic stress value oy, is typically
assumed 49|, and the residual stress field helps to create this homogenized stress distribution
[25] and [71]. We define residual stress implicitly through a “growth tensor” F, that maps
the unstressed reference configuration ko of the vessel to the unpressurized configuration
with residual stress sg, see Fig. [3.1(B). This approach is similar to prior works [97] and
[111] that have used F, to broadly describe deformation due to growth and remodeling in
development. Tensor F* in Fig. (B) describes additional deformation due to loading, i.e.,
pressurization by pressure P. Thus, the total deformation F with respect to the reference
configuration kg is given by

F =F'F,, (3.10)

where the growth tensor F, is determined by the growth stretch ratios in local (r,6, z)-
directions

F, = diag (Agr, Agos Agz) - (3.11)

If the growth stretch ratios are known (discussed below), the elastic deformation gradient
tensor F* and right Cauchy-Green deformation tensor can be written as

* -1 * -T —1
F*=FF,!, C'=F,’CF;", (3.12)

g
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and substituted into Eq. (3.5]) to yield the total strain energy of the constrained mixture
w(C* ) = w'(C*, 1) + > wh(C* 1) . (3.13)
k

The strain energy function is used to define the variational equations for momentum balance,
which can be solved numerically to compute the stress distribution. Note, the strain energy
in Eq. (3.13) can be decomposed according to Eq. (3.6). For the volumetric part, nearly-

constant volume is imposed by
K

2
where J* = det(F*). In general, for processes involving growth and remodeling (especially for
development), constant volume should not be assumed, however it is a reasonable here since
the contribution from F,, which captures the main volumetric change of the development
stage, is excluded.

U(J) (J*—1)*, (3.14)

3.2.2.2 Growth stretch ratios

Above we assume the growth stretch ratios are know. Here we discuss how these can be com-
puted. The basic premise is residual stress (and hence growth stretch ratios) tend to help
homogenize the stress state in the loaded configuration, thus helping to define a homeostatic
stress state. While the concept of hemostatic stress is fundamental to vascular biomechanics,
there is no consensus on its exactness. It has been shown that residual stress homogenizes cir-
cumferential stress in the radial direction, but it remains unclear whether homeostatic stress
varies spatially. Therefore, for generality we assume that there exists a (known) homeostatic
stress distribution o, and that the growth stretch ratios homogenize circumferential stress
in the radial direction. In §3.2.2.3] we discuss computation of o,; however, the material here
applies to any desired homeostatic stress distribution.

In solving the variational equations for momentum balance, the growth stretch ratios are
updated to produce a desired homeostatic stress distribution oy,. Namely, following [111] and
[112], the growth stretch ratios are updated according to the following evolution equations

@:l(’@—@)q), Mg =0, Ap=0, (3.15)
A6 To \ On

where 74 is a time constant controlling how fast the growth stretch evolves. Thus, the
momentum equations are coupled with these evolution equations and solved in a staggered
procedure until convergence of the stretch ratios (and, based on Eq. , circumferential
stress). The algorithm for this iterative procedure can be found in the Appendix. Note, radial
stress is governed primarily by the boundary conditions at the inner and outer surfaces, not
residual stress [68]. It is also small in comparison to the circumferential stress, which has
been shown experimentally [122] and computationally [61], [73], and [23]. Additionally, the
axial stress component is mainly determined by the boundary condition and geometry of the
vessel. Therefore, only convergence of circumferential stress is considered here. More details
can be found in [113], [112], [71], and [74].
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3.2.2.3 Defining the homeostatic stress distribution

The method above can be applied for any homeostatic stress oy, which can generally vary
spatially. Indeed, Fung [49] demonstrated that residual stress tends to make the stress
distribution uniform primarily in the transmural direction. Hence, we aim to formulate a
target homeostatic stress distribution oy, () that is uniform in the transmural direction, but
may vary in the circumferential and axial directions. This can be formulated through the
steady-state solution of the following diffusion equation defined in the vessel wall domain €2
as

%ah(x,t) = DV?0y(z,t), forx € Qo,t€0,T)
(3.16)

on = g(x), for  on Tipner,

n-Vo, =0, for x on I'guter,

where D is a virtual diffusion constant, and I'j e and T'ouer denote the inner and outer
wall of the vessel, respectively. Following [12] and [43], the stress distribution g(z) can be
obtained from a passive nonlinear elasticity membrane problem with constitutive relations
Egs. and (3.4), and is effectively used here to assign the variation of stress in the
circumferential and axial directions. This above system Eq. is solved until steady
state, which yields a stress distribution that is uniform in the transmural direction, and
defines the target homeostatic stress under normal blood pressure.

Although the steady version of Eq. could alternatively be used to obtain the steady
state solution, we retain the unsteady version for generality since, as shown in Sect. [3.3] the
unsteady formulation in Eq. enables the ability to generate a quasi-uniform stress
distribution in the transmural direction by controlling the simulation ending time 7". This
quasi-uniform distribution is generally in better agreement with expectations of transmural
stress, particularly when considering deviations of blood pressure from the mean arterial
pressure (see e.g., Fig. 7 in [14]).

3.2.2.4 Estimating residual stresses near bifurcations and boundaries

Generating the stretch ratios Ag:, Agg, g is based on an iterative algorithm that couples the
structural mechanics (momentum) equations with the evolution equations ([3.15]). The
iterative method can struggle to converge in bifurcation regions where the irregular geome-
try may cause stress to deviate significantly from the target homeostatic value. Nonetheless,
the overall theoretical framework provides a governing connection to guide how geometric
and mechanical factors determine the growth stretch ratio. Therefore, the convergence of
this method otherwise throughout the model may be used indirectly to guide specification
at locations where numerical factors become nuisance. Thus, instead of explicitly defin-
ing the growth stretch ratios at bifurcations or boundaries (or potentially other geometric
anomalies), we exclude computational nodes close to these geometrical features, compute
the growth stretch ratios in the rest of the domain according to the formulations above, and
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use that data along with supervised learning to estimate the growth stretch ratios at the
excluded locations.

For the supervised learning process, random forest regression was chosen based on its
general accuracy and robustness against overfitting |47]. In order to take both mechanical
and geometric factors into account, the initial local stress og(z;) and the local curvature
tensor R(z;) are used as the prediction features, while local growth stretch ratio Ag(z;) is
the training label. The data pair (o¢(z;), R(z;); Ag(x;)) associated with each location x; in
the vascular geometry contributes to one data point in the overall training data sets. The
mapping

M : (oo(x:), R(z;)) = Ag(24) (3.17)
is obtained by constructing a random forest regressor. In random forest regression, the
prediction of Ag(x) is determined by the average of B individual regression trees characterized
by their parameters ©,

B
°B 1

fR(o0o(x), R(2)) = = > Ty(0o(x), R()|6) - (3.18)

b=1

Each individual tree Tj(e) is constructed based on randomly sampled features and boot-
strapped data sets, and the optimal tree parameters are obtained by minimizing the least
square error

©; = argmin Z (Ag(:) — Ty(oo(:), R(:)]00))* . (3.19)

Once ©; is obtained in the training process, given a new input (0¢(Znew); R(Znew)), the
growth stretch ratio Ay at the new location xyey, can be computed as

)‘g<xnew) = ff(aﬂ(xnew>7 R<xnew))

= > (00 (), R0 ) 5) (3.20)

b=1

We used the random forest regression implementation available from the Python package
Scikit-learn [90].

3.2.3 Optimal stochastic fiber deposition

After the residual stress field is generated, stress-driven fiber deposition is incorporated to
capture the fiber alignment in the homeostatic state. In most prior studies, collagen fibers
are deposited in predefined directions [43], and all later newly produced collagen fibers are
deposited to align with the existing corresponding collagen families. In this work, we as-
sume fibers can be freely deposited in orientations based on the stress state at the time of
deposition. Inspired by [29], the deposition angle is given by the solution of an optimiza-
tion problem. Although the stress state is in fact triaxial for the 3D vascular geometry,
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the radial component of stress is much smaller compared to the axial and circumferential
component. Therefore, for simplicity, we assume the vessel is under a biaxial stress condition
(see Fig. [3.1A) with T, and T, as the two largest eigenvalues of the Cauchy stress tensor T
(we use T to denote the full Cauchy stress tensor and ¢ to denote scalar quantities derived

from T) , which is given by
2 _Ow
T==-F__F". 3.21
J 0C (3:21)
We denote by of max the maximum stress that fibers can sustain when the fiber mass density
is equal to some baseline value M. The maximum stress is assumed proportional to the
fiber mass density. Thus, for any arbitrary fiber density My, the maximum stress that fibers

can sustain is Jf,max%, and the contribution of the fiber family to the local stress tensor is

M
Tt = Of pax—€1 Q € . 3.22
f f,ma M, £ & € ( )
Here, ef = [cos b, sin Qf]T is the fiber direction represented in the local coordinate system

defined by the circumferential and axial directions and 6 is the fiber deposition angle (see
Fig. 3.1]A). Note that the circumferential and axial directions and the deposition angle 6
are all defined in the current configuration ;. Further, the local circumferential and axial
directions are computed as the eigenvectors corresponding to the two largest eigenvalues 77,
and Ty, of the local Cauchy stress tensor T [32]. The projections of the fiber stress tensor
T in the circumferential and axial directions are

M,
T e = [1,0]TH[1, 07 = 0t suay - co5” (3.23)
0

M
Tt axiar = [0, 1]T¢[0,1)7 = af,maxﬁf sin 6; . (3.24)
0

Assuming the body tends to minimize the mass needed for vascular fibers, while main-
taining the ability to sustain circumferential and axial loading, the optimization problem to
determine the deposition angle 6; is given by

min M; such that
Mg, 0¢

M,
O'f,maxﬁ(f) cos” 0y > Ty, (3.25)

M;

22

Uf,maxM S11 ef 2 T22 .
0

The solution of Eq. (3.25)) is

L2, (3.26)

T
0; = +arctan | —= (3.27)
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which defines the optimal directions for newly produced collagen fibers. As Ti; and Ty may
change with time, 0f is generally not constant. The “+” sign in Equation corresponds
to the two collagen families. It is worth noting that the optimal angle 67 depends on the
fiber mass density M; indirectly via T7; and Th,.

It has been observed that fiber deposition exhibits a stress-dependent stochasticity [44].
We assume that the deposition angle follows a Gaussian distribution

ok ~ N (0%, 2(014)) (3.28)
with mean value 6f. The variance ¥(o¢) is defined as a function of the fiber stress oy
S(oph) = BT, (3.29)
o’

where g0 is a scale parameter for vessel wall stress, and X is the nominal value of the
variance. To avoid numerical instabilities when o} kg very small, a small positive number
€ is added to the denominator of Equation (3.29)). The stress in the new fiber direction is
given by the projection of the Cauchy stress tensor onto the fiber direction

o =T:eff@eft. (3.30)

Y(of k) is designed to be a decreasing function of the stress projection in the fiber direction

cr;ﬁ’k so that fibers are aligned more coherently when o} * i higher [44]. Note that the optimal

deposition direction e; * and the actual fiber deposition direction ef are defined respectively

as
er” = [cos 7% sin 67" (3.31)

er = [cos B, sin O] " . (3.32)

Once the fiber deposition directions ef at the time 7 are determined in the deformed config-
uration k., the fiber direction in configuration kg can be computed as

F*(r) ek (r)

Ef (1) = , (3.33)
O TEm o]
and the invariant of this fiber at a later time ¢ is
I*(C*(t),Ef) := C*(t) : E¥ (1) @ Ef (1) . (3.34)

Substituting the fiber invariants into Equations ({3.4)) yields the strain energy for the collagen
fiber

WHC (1), B (7))
= 2 {op [ (1°(C* (). B () - )] -1} (3.35)

C3
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and therefore the total strain energy for fiber family £ can be computed based on Equation

as
WHC) = [ ke - nWHC (@), B () dr

= [ mi(r)d"(t — )WH(C"(t), Bf (7)) d7

t—t

~ Y mh(m)g (= m)WH(C (1), BE () AT (3.36)

where { is the lifespan of the fibers. N is the number of discretization intervals for computing
the time integral. Note that, for each time slice A7 = 7,1 — 7;, the strain energy of the fiber
produced at 7; depends on the deposition angle at that time 6¢(7;). Based on the total strain
energy for the current moment ¢, the current stress distribution can be computed, which
can be used to compute the new optimal fiber deposition angle for the next time step. The
general algorithm for applying the above method is described in the Appendix.

3.3 Results

The framework proposed above was implemented to first generate a residual stress field based
on the evolution equations and then to iteratively generate collagen fiber directions
based on the optimality conditions along with deposition randomness . The
code was developed in Python, and the finite element solution was implemented using the
open source package FEniCS [84]. All computations were performed using linear tetrahedral
elements with an average edge size smaller than 0.7mm. The constitutive material param-
eters were taken from literature [52], [138], and [42] and are summarized in Tab. along
with the other parameters used for the simulations.

Fig. illustrates the results of the algorithm applied to an idealized cylindrical vessel.
Panel (A) shows the circumferential stress distribution for a passive inflation with a pressure
of 100mmHg in which the material properties are assumed to be constant throughout the
vessel wall and no residual stress is incorporated. As expected the resulting circumferential
stress is nonuniform along the transmural direction. Panel B displays the circumferential
stress distribution after prestretch is incorporated by the stretch evolution equation (|3.15))
using a prescribed homeostatic stress o, of 150 kPa. The convergence of the stress to the
homeostatic value over the iterations of the algorithm is plotted in Fig. for the cylindrical
test case.

Similar numerical simulations were carried out for a patient-specific aortic bifurcation
geometry. The original image data was obtained from the Vascular Model Repository
(http://vascularmodel.org), and a membrane model was constructed using SimVascu-
lar |116]. After that, a 3-D volumetric mesh is generated using Gmsh [53], and the local
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thickness of vessel wall is set to be equal to 10% of the local radius (obtained from max-
imum inscribed sphere). A homeostatic stress distribution oy, () was generated by solving
the diffusion equation with g(z) set to be the solution of a passive inflation membrane
problem at mean arterial pressure of 100 mmHg. Fig. displays the steady-state oy, (z),
which serves as the target stress distribution for the residual stress generation process. For
comparison, Fig. displays the stress distribution of a passive inflation with a pressure of
100 mmHg with no residual stress incorporated. As an intermediate step, Fig. displays
the stress distribution when residual stress generation is applied only to the cylindrical por-
tions of the domain with the inlet, outlet, and bifurcation regions excluded—hence, results in
these regions may be considered invalid. The prestretch distribution at the excluded nodes
were then predicted by a random forest regressor trained via the data from the remainder of
the simulation domain. The resulting final stress distribution is shown in Fig. [3.4D, which
qualitatively and quantitatively matches with the nominal target stress distribution shown
in Fig. [3.4A. To better visualize the stress distribution near the bifurcation and the effec-
tiveness of the prediction by the random forest regressor, a rescaled and zoom-in view is
provided in Fig. [3.4E. It can be seen that higher stress is concentrated along the bifurcation
ridge, consistent with previously published results [92].

To evaluate the stress distribution along the thickness directions, cross-sectional views
are provided in Fig. [3.5, with panel (A) corresponding to the simulation without residual
stress and panel (B) corresponding to the simulation with residual stress incorporated. It
can be seen that although the stress distribution is not uniform throughout the geometry,
the stress becomes uniform along the thickness when prestretch is included, (and becomes
generally more homogenized in other directions although this is not imposed).

Once prestretch is generated, the residual stress distribution can be obtained by releasing
the internal pressure and remove tethering boundary conditions. Fig.|3.2|C shows the residual
stress distribution after a virtual pressure release. It is noteworthy that the circumferential
stress in the inner layer is negative — the tissue is under compression — and the stress in
the outer layer is positive — the tissue is under extension — which is consistent with prior
published results [2]. Qualitatively the pattern of the stress distribution also matches with
experimental results on rabbit arteries in [25]. The randomness of the stress distribution is
mainly due to the stochasticity of the fiber deposition. Note that for this virtual pressure
release experiment, a small axial stretch is needed to achieve numerical stability. Namely,
this applied axial stretch makes the inner layer of the vessel less prone to buckle while under
compression. While this can be done for an idealized cylinder geometry by applying a small
displacement to one of the free ends, this is not a trivial task for more general geometries and
results may become unreliable (cf. [65] and [82]), which was confirmed for the patient-specific
geometry.

The computation of the prestretch distribution is based on first treating the collagen
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fibers as isotropic, the constitutive relation of which is given by the dispersion model [51]

WHC) = 40—023 {exp [63 (1F - 1)2} - 1} :

(3.37)
IF = (wal + (1 — 3wq)Ef ® Ef) : C

with the dispersion parameter wq equal to % This is because prestretch is caused by unbal-

anced growth during the early development when the vascular material is more isotropic.
Once the proper amount of prestretch was incorporated, the isotropic collagen fiber network
is replaced by anisotropic fibers by setting the dispersion parameter wq = 0 (which recovers
the original anisotropic constitutive relation Eq. ) and deposited in the optimal direc-
tions defined by Eq. , with randomness included as described in Sect. . Fig.
shows the two helical fiber directions generated by the optimal fiber deposition algorithm
for both idealized and patient-specific geometries. It can be seen that in both cases that the
fiber directions show dispersion instead of perfect alignment in a particular direction, which
corresponds to experimental observations [88]. Fig. also shows the fiber directions in the
bifurcation region of the patient-specific geometry, which qualitatively matches the results
in [56].

Since in most practical applications the vascular geometry is derived from in vivo imaging,
it is important to consider how the generation of residual stress affects the final loaded
configuration. Comparison of the loaded, prestretched geometry to the original image-based
geometry is shown in Fig. [3.7(C, which indicates that the proposed algorithm changes the
shape of the geometry to a relatively small degree. By comparison, an inflation that does
not consider residual stress results in a more curved and displaced loaded configuration as
shown in Fig. [3.7A. Also for comparison, we considered the case of prescribing a uniform
homeostatic stress distribution, which as shown in Fig. tends to undesirably straighten
the artery as might be expected since such configuration would be desirable to achieve more
uniform stress.

Used for Parameter

Material model c¢1 = 688Pa/kg o =917Pa/kg ¢35 =25 [—]
Egs. (3.3] k=5 x 109 Pa

Fiber deposition Y0 =05 Oscale = 200kPa e = 0.001

Egs. (3.29] [3.36) i=1 N =20

Residual stress field generation Cylinder: o}, = 150 kPa
Egs. 1 ) Patient-specific model, nominal blood pressure: P = 100 mmHg
D=1.0 T9 = 2.0

Table 3.1: Parameters used in the numerical experiments. Note that all time constants are
normalized with respect to the lifespan of the fibers.
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Figure 3.2: Circumferential stress distribution (A) of a standard passive inflation simulation;
(B) with residual stress incorporated; (C) residual stress.
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Figure 3.3: Convergence of the circumferential stress to the homeostatic stress after pre-
stretch is incorporated based on Eq. (3.15). The red curve denotes the inner layer and the
blue curve denotes the outer layer.

3.4 Discussion

A computational framework to generate the vascular homeostatic state has been proposed,
which includes the generation of appropriate prestretch distribution and the specification of
physiological vascular fiber deposition directions. A benefit of this framework is that in order
to generate the residual stress distribution only a homeostatic stress value (or distribution)
needs to be specified. In particular, the specification of the natural configurations of the
different constituents and the mechanobiological mechanisms that form the residual stress
distribution are not explicitly required and the effects of the residual stress distribution
can be incorporated into a growth tensor F,. This greatly facilitates the determination and
generation of the residual stress distribution needed to achieve a homeostatic stress condition
for the pressurized in vivo state for a particular vascular model geometry. While the approach
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Figure 3.4: (A) Nominal homeostatic stress distribution determined from membrane prob-
lem. (B) Stress distribution from a standard passive inflation simulation. (C) Stress dis-
tribution after incorporation of residual stress. (D) Stress distribution after residual stress
and machine learning repair. (E) Stress distribution near bifurcation (note change in color
scale).
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Figure 3.5: Circumferential stress distribution (A) of a standard passive inflation simulation
for a patient-specific geometry; (B) with residual stress incorporated for a patient-specific
geometry.
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(A)

Figure 3.6: (A) Fiber directions in both helical directions for the cylinder geometry; (B)
Fiber directions for the patient-specific geometry near the vascular bifurcation.

(A) (B) (C)

Figure 3.7: Comparison of the original geometry taken from imaging (transparent gray)
with the displacement field of (A) an inflation experiment without the application of the
residual stress; (B) an inflation experiment with residual stress generated from the uniform
homeostatic stress distribution; (C) an inflation with residual stress generated from the
residual stress distribution that is uniform only in transmural direction.
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for generating the residual stress and fiber distribution through a growth tensor is inspired
by classical G&R theories |75, |28, 54], it should not be confused with trying to reproduce the
actual G&R process (but rather focuses on the end result of deriving an appropriate loaded
and pre-stressed homeostatic state).

A unique feature of this work is the combination of the constrained mixture model of
G&R [75] with an optimal fiber deposition process. In the constrained mixture model of
G&R, fibers are commonly deposited in predefined fiber family directions, with new fibers
aligned in the same direction as the existing fiber family directions. In this work, fibers
are deposited based on a physiologically-motivated angle that depends on the current local
stress state, instead of predefined directions. And since the local stress may vary over the
iterative deposition process, the deposition angle of newly produced fibers also varies. This
results in fiber dispersion, which has been well documented in human arteries, see, e.g., [88].
While prior works [51] have accounted for fiber dispersion using a set dispersion parameter
k4, the method herein naturally leads to dispersion as a result of a stress-driven process.
Also, in comparison to prior work [56] that suggests a nominal deposition angle of the form

_ Tx

tan 0f = 722, the physiologically-motivated optimal deposition angle employed herein suggest

an alternative square root relation of the form tan6; = \/T5/T11 which is consistent with
the results shown in [29].

For cylindrical regions, the prestretch distribution can be readily computed using itera-
tive methods, as have been applied previously, e.g, [14], [2], and [93]. However, this method
is often unstable when applied to more complex geometries, particularly since the topological
features of the bifurcation cause irregular stress distribution that can significantly deviate
from the prescribed homeostatic distribution. Thus, instead of being directly computed, the
prestretch for the bifurcation region is predicted based on local geometric and mechanical
properties from surrounding regions using a random forest regression. The logic here is that
we assume the mapping from mechanical and geometric factors to the growth stretch ratio
should guide specification regardless of numerical challenges. This provides a way to deal
with realistic applications where geometric complexities are difficult to handle numerically
using strictly theory-based methods, while maintaining specification based on a governing
theory. As with most machine learning, the mapping is not necessarily guaranteed to satisfy
a theoretical (fiber-deposition) principle, it is rather trained from the principle. However,
it is possible to mathematically constraints inference problems to satisfy deterministic con-
straints |135].

While prior work has proposed the inclusion of residual stress on a fully three-dimensional
patient-specific geometry [3], this approach results in a largely deformed loaded configura-
tion, whereas the method proposed here results in relatively minor distortion of the loaded
configuration when compared to the image-derived configuration (see Fig. ) We note
that the distortion that does persist could be due in part to the lack of external tissue
support from surrounding organs, which is missing in our model. Additionally, although
not explored herein, patient-specific calibration of simulation parameters could be incorpo-
rated in the residual stress generation procedure such that the final loaded configuration
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matches as closely as possible with the image-based geometry. This is a reasonable addi-
tion since model parameters are generic and often fitted from ez-vivo experimental data.
Also, compared to [20] where the authors presented a backward displacement method to
generate prestrech for a patient-specific geometry, our algorithm additionally incorporates
stress homogenization and a more physiological material model including the generation of
fiber directions. We note that although prior studies have assumed that there is a unique
homeostatic stress value [41, 13| 134], there is sparse experimental data confirming this. The
seminal work of Fung [49], indicates that stress tends to be homogenized in the transmural
direction, and hence the approach presented herein assumes only homogenization of homeo-
static stress in the transmural direction. Moreover, using a constant homeostatic stress value
results in unphysiologic model deformation as shown in Fig. (B) Nonetheless, the algo-
rithm presented herein can accommodate any desired homeostatic stress distribution. For
example, a presumed constant value can be taken from literature |12, [137], or obtained from
additional computations, such as using the stress distribution from an equivalent membrane
problem as proposed herein, or computed as the mean stress throughout the geometry from
a passive inflation simulation. Likewise, while this method was applied to reconstruct the
nominal, healthy homeostatic state, it could potentially be applied to specify the residual
stress distribution and fiber alignment in diseased vessels by appropriate change to model
parameters.

We note here several limitations of this work. First, to generate the residual prestretch
distribution, a homeostatic stress value or distribution needs to be known. Properly spec-
ifying this function is nontrivial; it can either be taken from literature [12] and [137] or
obtained from additional computations, such as using the stress distribution from an equiv-
alent membrane problem as proposed herein or computed as the mean stress throughout the
geometry from a passive inflation simulation. Moreover, the robustness of the generation
process should be further verified with a larger number of patient specific geometries. Also,
the vessel wall in our study was modeled as a single effective layer while in reality the blood
vessels consists of multiple layers that are mechanically relevant. However, this framework
can be readily extended to a multi-layer setting (i.e., explicitly modeling the media and ad-
ventitia) with corresponding parameters specified for each layer. Likewise, while this method
was applied to reconstruct the nominal, healthy homeostatic state, it could potentially be
applied to specify the residual stress distribution and fiber alignment in diseased vessels by
corresponding changes to model parameters.

3.5 Conclusions

We presented a framework to reconstruct the vascular homeostatic state by developing a
method to compute the residual stress distribution and fiber directions. The residual stress
is implicitly incorporated by iteratively computing a growth prestretch based on a prescribed
homeostatic stress distribution. Vascular fiber directions are further incorporated based on
the solution of a physiologically-motivated optimization problem. The methodology was ap-
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plied to an idealized cylindrical geometry and a patient-specific aortic bifurcation geometry.
Simulation results for residual stress distribution and fiber alignment match with numerical
and experimental results in prior works. In contrast to previous studies the proposed frame-
work is not limited by geometrical restrictions such as bifurcations making it more applicable
to patient-specific scenarios.
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Appendix
The two-stage algorithm to generate the vascular homeostatic state.
1. Generate residual stress field by incorporating proper amount of growth prestretch:
e Define initial guesses for the growth prestretch:
Ao =1, Ag =1, Ay, =1
e Do:

a) Solve the balance equation

5]2/ 5de—i—/ Pn;-drda=0,
Q o

to obtain current stress.
b) Exit loop if |Jog — on|| < e.
c) Update the current prestretch ratios:

At a(t)
t+1 t t
A\ >=Agg+—(i—1 \

To Oh
A =1,
NARES

d) t =t + 1 and return to (a).
End loop.

2. Generate fiber deposition angles and incorporate fibers into the vascular mixture:

e For i =1 t0 i,,4,:

a) Solve the balance equation
ol = 6de—i—/ Pn,-drda=0,
o 0%

to obtain current stress tensor T, and then compute two principal stress
components 777 and Ths.

b) Compute the optimal deposition angle

T3
0f = tarctan 4/ — ,
11

and generate the actual deposition angles based on the following distribution:

Qf NN(QF,Z(O})) .
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¢) Modify the strain energy function to incorporate the new fibers:

wk(C,t) = ka(n)qk(t — T)WH(C, 0s(3), t) AT .

End loop.

41
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Chapter 4

Stability Analysis of Vascular Growth
and Remodeling

4.1 Introduction

The functional adaptation of arteries to biomechanical stimuli has been long recognized as
an important feature of vascular growth and remodeling (G&R), and has led to the devel-
opment of mathematical theories to describe such phenomena [70]. A common theoretical
framework has been the constrained mixture theory model for studying growth and remod-
eling of soft tissues [75]. Previous research in applying the constrained mixture theory of
vascular G&R has focused mostly on numerical investigations, and especially in relation to
aneurysm growth. For example, |13} 12] applied the constrained mixture theory to study
stress mediated aneurysm expansion in idealized geometries to better understand different
factors influencing geometry and aneurysm growth rate. Later, G&R theory was extended
to 3D geometries to predict complex aneurysm shapes [138]. In addition, vascular G&R
simulations have been coupled with blood flow dynamics to study the coupling between
hemodynamics (e.g. wall shear stress) and vascular adaptations in cylindrical-type geome-
tries |41} |128,/107], and more recently to patient-specific geometries [134].

It has been suggested [19, [L1] that a better understanding for risk of aneurysm rupture
may involve the stability of aneurysm expansion due to vascular G&R, i.e., rupture might
be a result of unstable vascular G&R. While the above studies considered the numerical
implementation of G&R in various applications, theoretical analysis of the stability of the
underlying adaptive mechanism has received less attention. In this regard, the recent work
of [101] studied the arterial growth instability using a goal function based approach. In
important work of |30} 31}, the authors introduced the concept of mechanobiological stability
based on comprehensive analysis of the differential equations of mass density and vessel wall
position from vascular G&R theory. As shown herein, the mathematical underpinnings
of mechanobiological stability can be seen to have origins in the degenerate nature of the
(linearized) system about the homeostatic state. This degeneracy complicates the use of
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linear stability analysis to study the stability of the homeostatic state to infer the stability
of the original (nonlinear) system.

In this chapter, we start from the integral state equations of the continuum based con-
strained mixture model of G&R and derive the state equations (time-delayed differential
equations) describing vascular expansion. By employing a commonly used exponential form
of the constituent survival function and by introducing an extended state variable, the de-
layed differential equations can be reduced to an ODE system. Linear stability analysis is
subsequently applied to this ODE system and a stability criteria is obtained based on G&R
kinetic parameters and material properties. To address the problem of the degeneracy of
the linearized system about the homeostatic state mentioned above, we formulate a reduced
sub-system that is shown to be exponentially stable, which enables us to extend the linear
stability results to the original (nonlinear) system and rigorously prove stability properties
observed in prior computational and theoretical studies.

4.2 Constrained mixture theory of growth and
remodeling

The vessel wall has the ability to adapt to changes of mechanical environment to maintain
a homeostatic state via vascular G&R [70, 118]. This process occurs through removal of old
vascular constituents and incorporation of new constituents, which can be described by an
equation of the form

M(t) = M(0)Q(t) + /Otm(T)q(t —T7)dT . (4.1)

M (t) is the mass per unit area of vascular constituents at time ¢. The first term on the right
represents the contribution from the “initial” mass before G&R, whereas the second term on
the right represents the incorporation and natural turnover of newly produced constituent.
Specifically, Q(t) is the remaining fraction of initial mass at the current time ¢, m(7) is the
mass production rate of vascular constituent at time 7, and ¢(t — 7) is the remaining fraction
of newly produced constituent at time t.

The mass production rate m(t) is assumed to depend linearly on the deviation of wall
tension ¢ with respect to a homeostatic stress oy, [12],

m(t) = M(t) [kolo(t) — on] + /] (4.2)

where £, is the growth feedback constant and f;, is the basal value of the mass production
rate. The above growth law describes the stress-mediated feedback mechanism by which the
homeostatic stress is maintained.

In the constrained mixture theory of G&R [75], the vessel wall is modeled as a mem-
brane and treated as a constrained mixture, i.e., all vascular constituents deform together
at each location. The reference configuration xq for the vascular mixture corresponds to
the configuration with zero transmural pressure. For any time ¢, the current configuration
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of the mixture is denoted as x(t), and F(t) is the deformation gradient tensor mapping from
Ko to k(t). However, the deformation of individual vascular constituents is computed with
respect their natural configurations -y, which depends on the time 7 when the constituent
was produced.  The newly produced vascular constituent is deposited into the vascular
mixture with pre-stretch defined by G(7), which maps from the natural configuration )
to the deformed configuration of the mixture at 7. Therefore, based on the relations between
different configurations shown in Chapter 2 Figure 2.1} the deformation gradient tensor of
the vascular constituents produced at time 7 mapping from the natural configuration (-
to the current deformed configuration x(t) is defined as

F,»(t) =F)F (1)G(T) . (4.3)
The right Cauchy-Green deformation tensor is computed as

Cur)(t) = Fur) (t) Fur) (1) - (4.4)

The pre-stretch tensor G(7) is defined as the two-point tensor
G(T) = Ghe(T) & €n(r) (4.5)

where e(7) is the direction of vascular constituent at time 7 in the mixture configuration
k(7), and e,(,) is the direction of the vascular constituent produced at time 7 in its natural
configuration k(). The relation between e(7) and €,(r) is described by

G(r)""e(7)

en(T) = m . (46)

G}, is the pre-stretch of the vascular constituent when it is deposited into the mixture, and
since we assume it is equal to the stretch ratio of vascular constituent in the homeostatic
state, we mark it using the subscript “h”.

After Cpry(t), G(7) and e, are defined, the stretch ratio of the vascular constituent
produced at time 7 with respect to its natural configuration #,;) can be computed as

An(r(t) = \/en(T)'Cn(T)(t)en(T)
= [|[F(OF(7)G(m)enq||
= |[[F@OFH(7)Gh (e(7) @ enr)) €nn) |
= GhHF(t)F_l(T)e(T)”
[FOF(T)e(n)]| / IIF " (r)e(r)]]
le(T)[| / [[E=1(7)e(7)]]
At)

= Gy (4.7)

Gh
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where A(t) is the stretch ratio of the mixture in the direction of the vascular constituent,

defined as |F&)F-1(r)e(r)|
MO = HEimem)]

Based on the mass-averaged principle for a constrained mixture, the total strain energy
per unit area for the mixture at current time ¢ is

(4.8)

EO Q0 w0+ [ "ottt @)

where p is the volume density of the vessel wall and W denotes the strain energy per unit vol-
ume, which depends on the stretch ratio Ap¢-)(¢). The mathematical form of W is determined
by the constitutive relation.

Our goal is to perform stability analysis of vascular G&R. To simplify the analysis while
retaining the essential dynamics, we assume the geometry is cylindrical and deformation
occurs in the radial direction. For conciseness of exposition, we assume here that vascular
constituents are aligned in the circumferential direction. We later in Sec. [£.4.7] discuss the
extension of this model to the case of multiple vascular constituent orientations, which is
known to occur in vivo.

Under these assumptions, the stretch ratio of the mixture in the circumferential direction,

Acire(t), 18 obtained as

||F(t>F_1(T)ecimH . r(t)
[E=(7)ecir| R
where r(t) is the vessel radius at time ¢ in the mixture configuration (t) and R is the vessel

radius in the mixture reference configuration kg. Hence, the stretch ratio of the vascular
constituents with respect to the natural configuration is obtained as
Acire(t) ., 7(2)

S = G (4.11)

)\circ (t) =

(4.10)

For conciseness of exposition, we here assume a linearized stress-strain relation with
respect the homeostatic states of the vessel wall for the purpose of stability analysis However,
since vascular material is usually considered nonlinear |61} |69], we later in Sec. discuss
the extension of the model for a nonlinear material model. Based on the above assumptlons,

. 1 > 1

W (A (t) = 5E Anin () = 1] = 5E [Gh@ — 1} : (4.12)

r(7)

where A+ (t) — 1 represents the strain of the vascular constituents with respect their natural
configurations x,(;). Therefore (4.9) becomes

W(t)Z@Q(); {Gh } /m t—T)%E{Gh@—lrdf, (4.13)
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where r;, is initial homeostatic value for vessel radius. Note that for the initial mass, the
stretch ratio is equal to Gh% instead of Gh% because the initial vascular constituents are
not necessarily produced at ¢ = 0. Instead they are produced when the vessel radius equals
to r, since we assumed the tissue is in the homeostatic state before ¢t = 0, after which point
G&R occurs.

We are here interested in system stability, and hence the long-term behavior of the model.
Due to natural turnover, the “initial” mass terms in both and rapidly decay to
zero in time upon integration of the differential equations. Thus, in terms of stability analysis,
we are left with

- / m(r)a(t — 7)dr (4.14)

/m N ; {Gh%— rdT. (4.15)

Note that this simplification is mainly for the convenience of deriving corresponding dif-
ferential equations. The true initial conditions for each variable will later be imposed to
the resulted differential equations to account for the effect of initial mass. In the case of
cylindrical geometry, the force balance equation in the circumferential direction yields

1 OW(t)

Pr(t) =Ty(t) = N D) (4.16)
where 0
no=1, A(t) = % . (4.17)
Therefore,
ow(t) m(r r(t) G,
Substituting the above into (4.16)) yields
m T(t) Gh
q(t —7) [GhT(T) — 1} T(T)dT . (4.19)

Note that mean arterial pressure is used here and is assume to be constant. Although
pressure varies over the cardiac cycle, we assume mean pressure is of most interest in the
long term behavior of vascular G&R.
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4.3 Converting to an ODE system

From the previous section, the time evolution of vascular growth and remodeling is described
by the following equations

M(t) = /Om(T)q(t—T)dT, (4.20)

t
ety = [ ™yt nE [Ghr(t) —1} Ghgr (4.21)
o P r(7) r(T)
m(t) = M(t)[kglo(t) —on] + ful , (4.22)
Pr(t)
t) = 4.2
o) = o5 (123)
where h(t) = A?—(é) is the vessel wall thickness, and J is the determinant of the deformation
gradient tensor, which is equal to %). Since the current behavior of the system depends

continuously on all past time history, the system is a continuous time-delayed system. For
analysis, it is convenient if we can convert this to an ODE system depending on current
states. To make this reduction possible, we assume the survival function has an exponential
decay

q(t) = exp(—at) , (4.24)

where a > 0 is the decaying constant. This implies that the rate of decay of the constituent
is proportional to its current value as

i(t) = —aqlt). (4.25)

To proceed we differentiate (4.20]) with respect to t

M) = —a/ m(7)q(t — 7)dr (4.26)
— —aM(t (4.27)

Substituting in yields
M(t) = M)k, [o(t) — on] + M(t) [fo — o] . (4.28)

Since f;, is the basal value of the mass production rate, it should balance with the natural
decay of constituents caused by the survival function ¢(t). Thus we require that f;, = o and
subseqently '

M(t) = M(t)k,[o(t) — on] . (4.29)
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Now taking the time derivative of (4.21]) yields
t
Pi(t) = R {—m( )E(Gh— 1) ((;:)
t
/ m{r B Gyt Gy
r(r)r(r)
m(T) r(t) Gh
—a [ —2q(t—T7)F {G — 1] dr| . 4.30
o o TR e 430
The last term in the above equation is just —aPr(t), and defining an extended state variable
" m(r) G2
t:R/ q(t — 7)E—=L—dr 4.31
)=k [ Z g - Bt (4.31)
yields
. m(t) RE [Gh - 1] Gh 1 .
t) = —y(t)r(t) — t) . 4.32
(1) = T S 4 Su()i1) — ar(r) (132
Take time derivative of (4.31]), we obtain the ODE characterizing dynamics of y(t)
) m(t
i0) = ka ) — o). (1.3)
where ky = GiBR  The extended state y represents the generalized stiffness of the vascular

mixture, as explained later in the Discussion section.
Based on (4.22), (4.23), (4.29), (4.32) and (4.33), the system of equations for vascular
growth can now be written as

M(t) = M@)k,[o —ah] (4.34)
i(t) = ﬁ [Ow“ 1} (4.35)
) = kg — a0 (1.36)
m(t) = M(t) kg [o(t) — on] + fn] (4.37)
_ (t)
" = Tor (4.38)
where k(t) = 5y(t) — 1, ki = G;—pl]Gh and f, = a.

4.4 Stability analysis of the ODE system

4.4.1 Linearization of state equations

The stability of vascular growth is characterized by the stability of the ODE system we
obtained in previous section. To analyze its stability, we examine the nature of the lin-
earized system about the homeostatic state. Namely, we assume the vessel is initially in its
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homeostatic state before G&R is introduced by whatever cause. Mass density and vessel
radius in the initial homeostatic state are denoted M}, and r, respectively. Strictly speak-
ing, as shown later, there is no “homeostatic state” for mass density M(t) and r(¢) because
asymptotic stability does not hold for M(t) and r(t). However, for convenience, we use the
term “homeostatic state” to denote the asymptotic values M}, and 7y,.

Based on , the homeostatic value of circumferential stress o, is

pPri
=—. 4.39
=R (4.39)
Substituting homeostatic values into (4.32) yields
pPry
=F|G,—1]. 4.40
o BlGh -1 (440

Combining (4.39) and (4.40) and observing G, = %, we obtain an alternate expression for
Oh

op = E [Gh - 1] Gh . (441)
Similarly, substituting homeostatic values into (4.31]) yields the homeostatic value for the
extended state y(t)

EG? M,
gy = DECEMn (1.42)
2
Py
We next consider perturbation of the system around the homeostatic values above
M(t) = My,+ AM(t) (4.43)
r(t) = ry+ Ar(t) (4.44)
y(t) = yn+ Ay(t) (4.45)
o(t) = on+ Ao(t) (4.46)
with AM Ar Ay A
=227« (4.47)

My" ' yn’ o
To obtain the linearized equations, it is convenient to first obtain the first order approxima-
tion of Ao

Ac(t) = o(t)— oy
pP [ [ry + Ar]? i}

R [Mh+AM_Mh

PP (2 T
R | M, M2

Q

AM} . (4.48)
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Therefore, the linearized state equation for mass density M (t) is obtained as
AM = M = Mk,Ac

- pP 27“h _
SN EC Y

Q

P
k pR [2rhm - ﬁ’;AM] . (4.49)

Similarly, we can obtain the linearized state equations for vessel radius r(¢) and generalized
stiffness y(t) as

: 1 2k,ripP ar,  kr3pP
Ar~— |2 M 1A — IR | AM 4.
" thO‘ RM, ] H[ M, = MR (4.50)
- 2k M, kopPr? ks k,pPr?
Ay~ — TGN [N PN BATS N Y 451
Y 3 [O‘ rM, |= 2" TRM, aY (4.51)
where kj, = G} ZER

Equations (4.49 - descrlbe the time evolution of the linearized variables (AM, Ar, Ay).
We will first con51der the linear stability of the subsystem for (AM, Ar). This is reasonable
since the dynamics of Ar and AM are decoupled from the dynamics of Ay. Also, the time

evolution of mass density M and vessel radius r are of paramount interest.
Based on (4.49)) and (4.50)), the linearized state equations for Ar and AM become

)=l B LA 152
where
A = kih[za 2];%]3} , (4.53)
o - x5S o
c - %ﬂ’%, (4.55)
_ _k%p]\]; :,% (4.56)

4.4.2 Stability of the linearized state equations

To determine whether G&R is stable, we need to first find the eigenvalues of system matrix.
Let the characteristic polynomial for the system be equal to zero

‘A—)\ B

_\2 _ _ _
- D_/\’_)\ [A+ D]\ +[AD — BC] = 0. (4.57)
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It can be verified that AD — BC' = 0 based on (4.53)—(4.56)). Therefore, the corresponding
eigenvalues are

M=A+D, A=0. (4.58)
This means [Ar, AM] = [0,0] is a degenerate fixed point of the linearized system.

Theorem 4.4.1. (Neutrally Stable Fixed Point) Consider an autonomous dynamical system
x = Ax with system matriz
A B
A=t -
whose eigenvalues are Ay and \y. Let 7 = Tr(A) = A+ D, A =det(A) = AD — BC. If

A=0, 7<0 (4.60)

then A1 < 0 and Ay = 0 and there exists a line of neutrally stable non-isolated degenerate
fized points passing through x = 0. A neutrally stable fized point denotes a fixzed point which
15 Lyapunov stable but not attracting.

Based on Theorem [£.4.1] the neutrally stabilizing condition for the linearized system
(4.52)) at the fixed point (Ar, AM) = (0,0)is A+ D <0, i.e.

OéRMh 1
ko > . 4.61
g pPr}?Z 1+ 2€1A3/[rhh] ( )

However, since the fixed point is degenerate, stability of the hemostatic state for the nonlinear
system cannot be inferred [121].

4.4.3 Avoiding the degeneracy condition

In order to avoid the degenerate fixed point problem encountered above, the 3-state linearized
system is reconsidered

L o=t ] oAy — e AM|

i Ar kn RIM,
o AAM _ kspPrn Lmr - %AM] . (4.62)
Y i [a . %] [2Ar - &—ZAM} — aly

It can be observed that there is a linear relation between derivatives of Ar and AM,
Ar = BJAM (4.63)

where

RMj,
kh/{?gpPT’h

g 1”2
By = [a _ ﬂ] ! (4.64)
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which in fact is responsible for the degeneracy observed above. Note that By is positive if

CKRMh

ky < P (4.65)
We can now integrate the derivative relation from 0 to ¢ to obtain
Ar(t) = BiAM(t) + By , (4.66)
where constant By only depends on initial conditions
By = Ar(0) — B{AM(0) . (4.67)

By eliminating Ar using the relations above, the 3-state system (Ar, AM, Ay) is reduced to
a 2-state system of (AM, Ay)

d gpPrh |: N _] 2kgpPrh
_[AM}: 2By AM + B, ’ (4.68)
dt | Ay BsAM — alAy
where the constant Bj is defined as
B |o = S22k ] MR
By = — (4.69)

kopPr;

The linear system is nonhomogeneous because of the constant term %Bg on
the right hand side of the first equation. It can be shown that the above nonhomogeneous
system is neutrally stable in the sense that the state variables (AM, Ay) remain bounded,
while exponential stability cannot be obtained due to the nonhomogeneous term. However, in
order to extend the stability conclusion from the linearized system to the original nonlinear
system, exponential stability of the linearized system should be obtained. Therefore, we
homogenize the linear system by taking the time derivative of the first equation in (4.68)),
yielding a homogeneous 2-state system for (AM , Ay) as

d ’ kgpPrh [ . ] :
_{AM}: 2B — 5| O X[AM}‘ (4.70)
dt | Ay Bs —« Ay
The eigenvalues for the system matrix in (4.70)) are
ky,pPry, Th
AN =22 2B — —- Ao = —a. 4.71
1 R [ 1 Mh:| 2 o ( )
Therefore the linear system is exponentially stable if and only if
]{ngp’f’h Th
2B; — — 0, 0 4.72
7 [ A < a > (4.72)
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By substituting (4.64]) in to the inequalities above, the exponentially stability condition is
given by

RM, 1
hy > e —— | 2 ke, a>0, (4.73)
pPry |1+ 2pP7‘hh

where k. denotes the critical value for the growth feedback constant k, to ensure stability.

Theorem 4.4.2. (Lyapunov’s Indirect Method) Consider an autonomous nonlinear system
x = f(x) with linearized system about x = 0 (without loss of generality) as X = Ax, where

A = V£(x)|x=0 (4.74)
is the system matriz for the linear system. If the eigenvalues of matriz A satisfy
Re(\) <0, Vi=12 ., (4.75)

(i.e the linearized system is exponentially stable), then the nonlinear system x = f(x) is
locally exponentially stable about x = 0.

Based on Theorem {4.4.2 “ for the nonlinear system - describing vascular
growth, the 2-state system (AM Ay) is locally exponentlally stable, i.e., locally M — 0
and y — y, exponentially.

It can be noted that the stabilizing condition for (AM, Ay) is the same as the one
in (4.61)) derived from the degenerate linear system for (AM, Ar). (The additional criterion
a > 0 from considering Ay is automatically satisfied by definition.) However, the above
analysis is necessary to establish exponential stability for the linear system, which enables
the extrapolation of the stability properties to the original nonlinear system. On the other
hand, we would like to establish the behavior of the mass density M, as opposed to its
time derivative M. This can be achieved however by noticing that, due to local exponential
stability of AM, there exist constants a > 0 and b > 0 such that

IAM|| < be™, ¥ t>0 (4.76)

within a local neighborhood. To obtain a norm estimation of mass density M(t), we first
integrate AM from 0 to ¢

t
AM(t) = AM(0) +/ AMdt . (4.77)
0
Taking the norm for the above equation and applying the triangle inequality gives

IAM@] < JAMO)] + / |AM |dt

t
< HAM(O)Her/ e “dt
0

1 _ e—at

— |AM(©)] +b

< JAMO)+ 2. (4.78)
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Reapplying the triangle inequality, an estimation of the norm of M (t) for the nonlinear
system can be obtained as

b
M@ = 1My + AM@N < Ml + [AM @] < [ Ml + [AMO) + - < C <00 (4.79)

Similarly, if we construct the 2-state system of (Ar, Ay) and apply the same analysis above,
we can obtain

lr(t)]| < o0 (4.80)
under the same stabilizing condition given by (4.73)).

4.4.4 Asymptotic stability for wall tension o(t)

By taking the time derivative of (4.38)), we can obtain the linearized ODE for the time
evolution of wall tension deviation

d pP [2r(t) . r2(t)
1 2k,ripP kypPr
{k—h {204— RM, ] ~RM, ]Aa
= [A+ DA, (4.81)

Q

which implies that stability criteria (4.73]) also ensures the exponential stability for wall
tension deviation, i.e.

lim Ao(t) =0. (4.82)

t—o00

4.4.5 Summary of stability conclusions

When the following stability conditions are satisfied,

RM 1
k:g>aP2h yoiv L2k, a>0
pET, |14 2pPry,

the states r(t), M(t), y(t) and o(t) for the nonlinear system (4.3444.36)) have the following
stability behavior about the homeostatic states

lr(t)|l < oo = r(t) is neutrally stable ;
|M(t)|| < oo = M(t) is neutrally stable ;
y(t) = yn = y(t) is asymptotically stable ;
o

o(t) = o, = o(t) is asymptotically stable , (4.83)

Thus, stability analysis shows that even when the stability criteria (4.73]) is satisfied, only
o and y will converge to corresponding homeostatic values while M and r will only stay
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bounded but not necessarily converge to the original homeostatic values. This matches
observations in [13] |134] that in stable aneurysm expansion cases, only wall tension o is able
to recover the homeostatic value, while the geometry and mass density do not return to the
original homeostatic states.

4.4.6 Extension to nonlinear constitutive relations

A linear constitutive relation for the vessel wall was considered above. Alternatively, we
here assume a nonlinear Fung-type exponential constitutive relation, i.e. the strain energy
density function is given by

W (A (£)) = 40—53 {exp [03 (nry (1) — 1)2]} . (4.84)

This type of constitutive relation is commonly used to describe the mechanical properties of
vascular constituents (e.g. collagen and smooth muscle fibers). In the homeostatic state, the
stretch ratio of the fiber, A, )(t), is equal to G. Therefore, it can be represented as

An(ry(t) = Gp + AN, (4.85)

where A\ is a small perturbation for the stretch ratio. Substituting the above equation into
the nonlinear constitutive relation (4.84]) yields

W(o(1) = 46—; {exp [es (1Ga+ AN = 1)*] }
= 40—; {exp(es [GF = 1]) — 1} + eaexples [G3 — 1])G [G3 — 1] AA
+esexp(cs |G — 1])GR(AN)? + O((AN)?) . (4.86)
The relation between AX and the strain in the fiber direction is

AN = )\n(.r)(t) -Gy = (1 + 6) — Gy =¢€— (Gh - 1) , (487)

where € is the fiber strain. Using the above, we can rewrite the strain energy density function
in terms of e,

W(/\n(T) (1)) %4_03 exp(cs [Gi — 1]) — 1}

+ caexp(cs [GF — 1])Gy [G;, — 1] (e — (G, — 1))
+ cexp(cs [G] — 1])Gi(e — (G, — 1))

1
:Al + Rpe + éEtanGQ R (488)
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where
A= {eplel@; - 1) -1}
C3
+cCo {exp(@,[Gi — 1]) — 1} Gh(Gh — 1)2 5 (489)
Ry = ey {exp(c3[Gy —1]) — 1} (=G} + G} — G) (4.90)
B = 202 {exp(cs[G; — 1)) — 1} G} . (4.91)
Substituting into the force balance equation yields
Pr(t) = aW( )
m(7‘ Oe Oe
= q(t — Epne—— ¢ d
R/ att =) Ry + Bty b
m(7) G3? G,
—R/ t - ’7' {Etan (T)QT(t) - (Etan - RO)T_T) dr . (492)
Taking time derivative of the above equation yields
. m( ) G2 Gh
Pr(t) = E E. — Ry)—~
0= { 72 [ — (B~ 0 5]
Em(T) Gy .
—q(t—7)E t)d
+ 0 P Q( T) tan’f’(T)QT( ) T
() G? Gh
— — E — (Eian — — ) 4.
o f[ 20 Bt~ B R 5 Jar (49

As before, if we define a similar extended state variable

m 2

Gj
Etan (7_)2

the differential equation for radius r ) can be obtained as

dr (4.94)

REy |G — Bzt @,
0 | P ] ) —ar(). (499)

r(t) =

which is similar to the differential equation for the linear material (4.32)). After this, we can
follow a parallel path to the stability analysis presented in the sections above and obtain a
similar stabilizing criteria for nonlinear material

OéRMh 1 A
kg o Bl | = kep,  a>0.
PET Y, 1 + 2pPry,

Note that the effective difference between the stabilizing criteria for a linear material versus
a nonlinear material comes by replacing the material stiffness F with Ej,,.



CHAPTER 4. STABILITY ANALYSIS OF VASCULAR GROWTH AND
REMODELING o7

4.4.7 Extension to multiple component directions

Here we extend our framework from a single constituent model to a multiple constituent
model were constituents are aligned in different directions. Assume that each constituent
family is indexed by k and the angle between the constituent family direction and the cir-
cumferential directions is defined as oy, € [ o 2] Since our model only considers the radial
expansion of the vessel wall, we seek an effective stiffness caused by the multiple constituents.
Assume the strain in the circumferential direction is €. Due to the fact that all constituents
deform together in a constrained mixture model, the strain in vascular constituent family &
can be computed as

1 2 + tan® oy, — /1 + tan?
€k:\/( —I—E) + tan (67 \/ + tan Olk: € —I—O(€2) (496)

V14 tan? oy, 1+ tan® ay,

The stress in the constituent family k can be computed as

Fe

=Fe o — 4.97
Tk %~ 1T tan? o’ (4.97)

Therefore, force in the vascular constituent family k is
Je = ArFEey (4.98)

where Ay, is the cross-section area of the constituent family k. We can represent the multiple
constituents by an effective constituent in the circumferential direction by the following
equivalency relation

Z(AkEek) cos a = Z frecosay = f = E, (Z Ak> (4.99)

k
Therefore, an effective stiffness F, can be obtained as
Z Apcosag
k 1+tan? oy, ok Lttan®oy
Zk Ay

Because A;, is proportional to the mass density of each constituent family, My, the effective
stiffness can be rewritten as
Z M, cos ay,
k 1+tan? oy, ok Ittan’op o

Zk M,

After this point, we can apply the same formulas derived for the single constituent model
and obtain similar stability conclusions.

E, = (4.100)

E, = (4.101)
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4.5 Numerical Experiments

The stability analysis and derived stability criteria presented above are, strictly speaking,
applicable in the case of infinitesimal perturbations to the system. To understand how well
these theoretical results hold in the context of large deviations, we must perform numerical
integration of the original system. Therefore, in this section we simulate the vascular expan-
sion based on the system of nonlinear differential equations (4.34H4.38]). Material constants
and geometric constants used in the simulations are listed in Table 1.1} All simulations were
done within Simulink. In all simulations, pathological G&R is triggered by introducing 50%
initial uniform mass loss of vascular constituents as in |13} 41].

Based on the stabilizing criteria (4.73) and the given G&R parameters listed in Table
[4.1] the critical value of the growth feedback constant is k.. = 2.1 x 107%. The stabilizing
condition indicates that radial expansion is stable when k;, > k. while the radial
expansion is unstable when &k, < k... To test this, four scenarios of pathological G&R are
simulated with different values of the growth feedback constant: Case (1) k, = 1.5 x 1079,
Case (2) k, = 3.0 x 107%, Case (3) k, = 5.0 x 107, Case (4) k, = 7.0 x 1075, For these four
cases, the time evolution of the state variables for vascular expansion, mass density M(t),
vessel radius r(t), generalized stiffness y(t) and wall tension o (), were recorded and plotted
in Figure

The simulation results show that when k;, > k.. (Case 2-4), vascular expansion is stable.
In these three stable cases, we observed that generalized stiffness y(¢) and wall tension o ()
converge to the corresponding homeostatic states asymptotically while mass density M ()
and vessel radius r(t) only exhibit neutral stability, i.e., the values of the states remain
bounded. In Case 1, where k; < k.., vessel radius r(¢) and wall tension o(¢) both increase
unboundedly, which indicates unstable vascular expansion. Also observed is that the larger
the value of kg, the faster the states converge to the steady states.

We also simulated four cases with increased stiffness £ to study the influence of vessel
stiffness on vascular expansion. The value of stiffness was increased to £ = 3.8 x 10° Pa
while all other parameters remained unchanged. For this value of F| the critical value for the
growth feedback constant is k.. = 1.0 x 107%. Four scenarios were considered, with Case (1)
k, = 1.5x107°, Case (2) k, = 3.0x 1076, Case (3) k, = 5.0 x 107%, Case (4) k, = 7.0x 1079,
and the time course of the four state variables are plotted in Figure [4.2] For the elevated
value of stiffness £, all four cases satisfy the stabilizing condition k, > k., and all four cases
obtain stable vascular expansion, including the case of k;, = 1.5 x 107° that was unstable for
the normal value of stiffness E.

Lastly, we simulated four cases considering an increase of vascular constituent decay
constant o = 4.6. This corresponds to an increase of turnover rate of vascular constituents,
e.g., collagen and smooth muscle. For this scenario, the critical value for the growth feedback
constant was k.. = 4.1 x 107%. The time evolution of the four state variables for Case (1)
k, =1.5x 1079 Case (2) k, = 3.0 x 1079, Case (3) k, = 5.0x 107%, Case (4) k, = 7.0x 107°
are plotted in Figure With the elevated value of the decaying constant, Cases (3) and
(4) satisfies the stabilizing criteria while Cases (1) and (2) do not. Figure shows that
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Table 4.1: Mechanical, geometric and G&R kinetic constants , |

a=23 E =19 x10°Pa P =13332 Pa r, = 0.0075 m
Gp =105 M, =1.0904 kg/m? o, =1.01 x 10° Pa p = 1050 kg/m3

only in Cases (3) and (4), vessel radius remains bounded and wall tension converges to the
homeostatic value, while in Case (1) and (2) G&R results in unbounded vascular expansion.
Case (2), which is stable under the normal conditions, is destabilized due to elevated decaying
constant «.
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Figure 4.1: Time evolution of vessel properties (M(t), r(t), y(t) and o(t)) using various
values of growth feedback constant k, from solving the nonlinear evolution equations. The
corresponding critical value for the growth feedback constant is k., = 2.1 x 1075,
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Figure 4.2: Time evolution of vessel properties (M(t), r(t), y(t) and o(t)) using various
values of growth feedback constant k, for increased arterial stiffness E. The corresponding
critical value for the growth feedback constant is k.. = 1.0 x 1076,

4.6 Discussion

While prior works [41, [7], 107, have focused on computationally investigating vascular
expansion based on the constrained mixture theory of vascular G&R, we herein provide an
analytical study of the stability properties of this model. Under appropriate assumptions, the
constrained mixture model was used to develop a nonlinear ODE system governing vascular
growth, and stability criteria were derived for growth about the homeostatic state in
terms of G&R kinetic parameters, geometric quantities and material properties.

To obtain stability conclusions for the nonlinear system about the homeostatic state,
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Figure 4.3: Time evolution of vessel properties (M(t), r(t), y(t) and o(t)) using various
values of growth feedback constant k, for increased decay constant o. The corresponding
critical value for the growth feedback constant is k.. = 4.1 x 107¢

we first linearized the nonlinear equations. The resulting linearization was shown to be
degenerate, failing to determine the stability of the original nonlinear system. Indeed, the
neutral stability property of vascular G&R observed in prior theoretical and compu-
tational studies is due to this degeneracy, however stability properties for the original
(nonlinear) system had not previously been clarified. To address this problem, we consider
the 2-state subsystem (AM,Ay), in which Ar was eliminate due to its linear dependence
on AM. While the resulting equation for AM was non-homogenous, it was homogenized by
taking its time derivative. The resulting dynamics for (AM, Ay) were made exponentially
stable by requiring the eigenvalues to be negative, by which local exponential stability of the
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mass density rate AM and generalized stiffness Ay for the nonlinear system were established.
Using the local exponential stability of AM and the triangle inequality, neutral stability of
the mass density M (¢) for the nonlinear system was established. Similar arguments imply
that the vessel radius r(t) is neutrally stable and wall tension o(t) is exponentially stable for
the nonlinear system.

When converting the integral equation for the vessel radius r to a non-delayed
ODE, we derived an extended state y defined by . The meaning of y is discussed here.
Consider the vascular force in the circumferential direction

_ Pr(t) — tM ) ] Gn
Ty(t) = Pr(t) = R /O Salt=7)E [Gh & 1} T (4.102)

Now take the first variation of the above equation corresponding to a snapshot of the G&R
process. Since ¢(t) is a known function of ¢ and time is fixed when taking the variation, dq
and 0t are both equal to zero. The only two functions that have non-zero first variation are
0Ty and dr, and therefore, the equation is reduced into the following form

7 = a[r [P0 -nE o -1 e
gt — 7VES [Gh:((?) 1} T?:)dT

dr - or

<

m(T)

3

o 10D

n [
R/ (1) G?
y(t)o- : (4.103)

Therefore, the extended state y can be defined as the ratio of variations of stress and strain
in circumferential direction, multiplied by a constant %,

_@_(5Tg/h§ dog R
“or  O0r/JRh e h

(4.104)

This implies that y physically represents a generalized stiffness resisting radial expansion for
the mixture of vascular constituents. In our study we only consider one species of vascular
constituents aligned in the circumferential direction for simplicity of exposition. However,
we note that within one constituent family, constituents produced at different times 7 form
a mizture of constituents that possess different natural configurations. We demonstrated in
Sec. that it is straightforward to extend the theory to a mixture model with multiple
species in the current setting, however cases of asymmetric expansion would require more
involved analysis of the associated kinematics.

The derived stability criteria for the nonlinear system were verified by numerical simula-
tions. As shown in Figure for the three cases (Case 2-4) satisfying the derived stability
criteria, only the generalized stiffness y and the wall tension o converge to their homeostatic
values, while vessel radius r and mass density M only remain bounded (they do not converge
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to specific homeostatic values). These results from numerically integrating the nonlinear evo-
lution equations are consistent with the stability conclusions obtained from the presented
theoretical analysis. When the system is stable, only y and o exhibit local exponential sta-
bility while » and M exhibit neutral stability. It is interesting to note that these convergence
behaviors match with prior observations from computational studies in idealized [13}|12] and
patient-specific [134] geometries, where less restrictive modeling assumptions were employed
than those used to develop the theoretical model herein. Moreover, we note that while the
theoretical analysis only implies [ocal stability properties about the homeostatic state, the
numerical experiments considered large deviations from the homeostatic state; nonetheless
identical stability properties were observed as predicted by the theoretical model.

For the numerical experiments, pathological G&R was triggered by introducing an initial
mass loss to the vessel wall. This caused an immediate weakening of vessel, as reflected
in the initial drop of the generalized stiffness y (see Figure [l.1¢). However, for the three
stable cases (Case 2-4), after the initial drop due to mass loss, the generalized stiffness y
recovered back to the homeostatic value. This is because when kg, > k., thickening of vessel
wall caused by stress mediated growth is fast enough to compensate the natural expansion
caused by the initial mass loss and natural turnover of vascular constituent. On the other
hand, for Case 1, k, < k.., and the stress mediated growth (feedback) is not strong enough
to compensate for the weakening of the vessel and natural turnover. Therefore, expansion
proceeds with continuous increase of vessel radius r» and wall tension o.

Based on the stabilizing criteria , the stability of vascular expansion depends on
growth parameters (k,, @) and material properties (E, p). To understand how these factors
influence the stability behavior, we first increased the material stiffness £ holding all other
parameters at their nominal values. The simulation results (Figure show that, when
stiffness E is doubled, all four values of the feedback growth constant k, are stable, including
the case k, = 1.5x 1079, which was originally not stable. This can be seen from the definition
of the critical value k.,

RM 1
e 2 S0 - (4.105)
pPTh 1+ 2pP7"hh

When material stiffness E increases, k.. decreases and stabilizing criterion will be easier to
satisfy. This result, that increased arterial stiffness may have a stabilizing effect, matches
observations in [31], [101]. We note however that in previous clinical studies |34} 98|, it has
been observed that increased wall stiffness correlates with the occurrence of aortic aneurysm.
However, increased vessel wall stiffness may be a consequence of the disease than a direct
cause. Alternatively, other factors such as multidirectional expansion and biochemical effects
may be at play in vivo that are not considered in the present modeling.

We also sought to understand the influence of growth parameters (k,, «). The constant
a defines the rate of vascular constituent turnover. When «a was increased, the results in
Figure demonstrate a destabilizing behavior. Namely, Case 2 (k, = 3.0 x 107%) that was
stable for the nominal parameter set led to unstable expansion. Again, this trend can be
anticipate from . As « is increased, the critical value for the feedback growth constant
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also increases, and the cases of k, = 1.5x107% and k, = 3.0x107° fail to satisfy the stabilizing
condition. Prior studies [102, |1] have observed increased collagen turnover in abdominal
aortic aneurysms and ruptured abdominal aortic aneurysms. Additionally, [37] found that
the collagen turnover is significantly more rapid in patients with risk factors for aneurysm
formation/rupture, such as smoking or hypertension. These observations are consistent
with the theoretical and computational analyses here that increased decay constant « can
destabilize the vascular G&R process.

While we assumed (mean) blood pressure to be constant in our analysis, we here con-
sider the effect of increased blood pressure (hypertension) on the stability of vascular G&R.
Based on the stabilizing criterion , an increase of mean blood pressure P will cause
a decrease of the critical value k.., which indicates that hypertension acts as a stabilizing
factor. However, this is inconsistent with evidence that hypertension is a risk factor for
aneurysm growth and rupture [24]. It is important to notice that holds true only
when P denotes the pressure producing the homeostatic hoop stress o5, when M = M), and
r = r,. Let us denote the homeostatic pressure as P,. In order to study the influence of
mean blood pressure on the stability of vascular expansion, we need to consider a deviation
from the homeostatic pressure. Thus, for a general pressure P in (4.21)), we assume

P =P, +AP (4.106)

where AP is a small pressure deviation and P, = % based on (4.40). Note that we
here only consider a constant change of pressure, i.e. AP is independent of time. After the
same procedure of linearization, the 3-state linear system equation becomes

Ar
% AM | =
Ay
kgpP; r2 r r
L [a . ET’H [2Ar — BAM + P—ZAP}
kgpPprh r r
Baefhrh |9Ar — 1AM + AP (4.107)
T‘2 r T
——ki]\g:h [oz — —kggﬁhh] |:2A7“ — W};AM + P—’;AP] —« [Ay — —i%ﬂlf: AP}

If we set the new deviation variable for generalized stiffness y(t) as

ko My,

Ay L Ay—
y y T}%Ph

AP | (4.108)

a similar 2-state homogeneous system can be obtained with respect to (AM , Ay) by making
use of the same linear relation (4.66|)

) kgpPprn _ Th :
a { A_M} _ | [231 Mh} 01, {A_M} , (4.109)
dt Ay Bg —Q
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Note that the coefficient matrix of the above 2-state system is the same as that of (4.70]),
except the pressure P is now replaced by the homeostatic pressure P,. Therefore, the same
stabilizing condition is obtained as follow

RM 1
hy > | 2 ke, a>0. (4.110)
pPyry |1+ QpPh:“Lh

E[Gp—1]My,

Substituting P, = into the above inequality yields

a ~ 17325 (4.111)

RN ey

which is independent of the pressure deviation AP. Therefore, from the linear analysis, the
stability of vascular G&R is independent of mean blood pressure.
However, the above does not imply that blood pressure does not affect solution behavior.
Note that By > 0 if
aRM, «

«
ky < - ~19.0485% >k, 4112
4= P2 EGh[Gh—1] E”~ (4.112)

We here assume the normal range of the value for k, is around k.., which is much less than
19.048%. Therefore, B, is always positive. Based on the linear relation between Ar(t) and

AM(t) in (4.66]), and the second equation of (4.107)) ,

d k,pP;
CAM = A\ AM 4 BT [2192 + T—hAP] , (4.113)
dt P,
where
k,pP 1
A\ = % {231 - &-ﬂ =2EG, (G, — 1] {Gh - 5} [ker — k] (4.114)
The solution to the above equation is
k,pP;
AM(t) = ByeMt + 2220 Hop, 4 AP (4.115)
—MR P,

where By is a constant that depends on the initial condition. Based on the linear relation
(4.66), the solution for radius change Ar(t) is

Blk’gppfﬂ“h

Ar(t) = ByByeMt
T() 1D4€ -+ —>\1R

[232 + T—hAP] +B,. (4.116)
Py

The stability of the solution is determine by the exponential term e*'*. Since AP does not
influence \;, it does not influence the stability of the system. However, AP does influences
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the particular solutions for AM (¢) and Ar(t). Therefore, AP will cause a shift of the steady
states (if they exist), but not the stability of the system.
In the case of stable vascular G&R (k, > ke, A1 < 0),

k pPhTh [ Th :|
AM(t — 400) = 22 op, 4+ AP 4117
( ) WE >+ 5 (4.117)
Bik,pP,
Ar(t—>+oo):M 9B, + “LAP| + B, . (4.118)
—>\1R Ph

Therefore, if AP increases, it will cause the final mass density to increase. Indeed, vascular
mass density needs to increase in order to balance the increased pressure and maintain the
homeostatic stress o,. Also (4.108)) shows that increased AP causes an increased shift of Ay.
This also corresponds to the fact that the overall stiffness of the vascular mixture needs to
increase to compensate for the increased pressure. Similarly, due to the positiveness of By,
increased AP will cause the increased shift of the final steady state radius. In comparison
with prior studies, it has similarly been shown that hypertension (i.e., increased AP) does
not change the stability of expansion, however it does increase the thickness (proportional
to mass density) of vessel wall [132, 21| and the final size of the aneurysm. Also based on
the first equation of (4.107), hypertension increases the vessel expansion rate Ar, which
is consistent with prior clinical findings [67], regardless of whether the expansion is stable
or not. The analysis above considers only the direct influence of hypertension on stability
of vascular G&R. However, hypertension may change stability through other factors not
considered here. For example, [89] indicate that collagen turnover in aorta and arteries are
increased under hypertension. This corresponds to increased of « in our analysis, which is a
destabilizing factor for vascular G&R.

4.7 Conclusion

A theoretical study of the stability properties of vascular G&R was presented. A system
of nonlinear ordinary differential equations was obtained from the integral equations of the
constrained mixture theory for G&R. Degeneracy of the linearized state equations about the
homeostatic state results in a “neutral stability property” for vascular growth and remodeling
previously observed in prior computational studies, and renders linear stability analysis
inconclusive. To resolve this problem and extend the stability conclusions to the original
nonlinear system, we were able to construct a two-state sub-system to apply Lyapunov’s
indirect method. Based on stability analysis for the nonlinear system, we derived a stabilizing
condition for radial expansion in terms of material properties (£, p), G&R parameters (k,, o),
geometry (R, 7). The neutral stability shows that, in the stable expansion case, only wall
tension ¢ and generalized stiffness y exhibit convergence to the corresponding homeostatic
values while vessel radius » and mass density of vascular constituents only remain bounded
without converging to any specific values. The derived theoretical stability criteria were
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demonstrated to hold broadly in numerical studies were deviations from the homeostatic state
were large. Additionally, we studied the effect of increased stiffness E and increased decay
constant o on the stability of radial expansion. Both the theoretical analysis and numerical
simulations showed that increased stiffness has a stabilizing effect of vascular expansion while
an increased turnover rate of vascular constituents has a destabilizing effect. Finally, the
effect of hypertension on the stabilizing criteria was studied. This analysis showed that while
increased blood pressure may cause a shift of the final steady states, it does not influence
the stability properties of the model.
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Chapter 5

Improving the Convergence of the
Iterative Ensemble Kalman Filter by
Resampling

5.1 Introduction

The Kalman filter provides optimal estimation for linear dynamics with Gaussian noise |79
and has been widely used in engineering applications. There have been several variants of this
classic method aimed to improve its generality and efficiency. The extended Kalman filter
(EKF) [81] and unscented Kalman filter (UKF) [78] were introduced to better address state
estimation for nonlinear systems, and the ensemble Kalman filter (EnKF) [38, /15, |16] was
proposed to reduce computational cost by utilizing ensemble-based covariances. The iterative
ensemble Kalman filter (IEnKF) [76] was developed to handle nonlinear inverse problems
and leverage the computational efficiency of utlizing ensemble-based methods. The I[EnKF
has since been applied to highly nonlinear inverse problems in areas such as turbulence [80),
125], geophysics [108] and biomedical engineering |[124]. Performance analyses of the IEnKF
can be found in [104} 103} |85].

Despite its broad applicability, the IEnKF can suffer from poor convergence and stability.
A major reason the IEnKF can fail to provide accurate estimation is due to a progressively
diminished estimation (shrinking) of the covariance. The objective of the work herein is
to provide a mathematical explanation of the covariance shrinking effect observed with the
IEnKF, and based on that, propose a new method to improve its convergence without covari-
ance inflation. To achieve these goals, we first motivate the need for iterations in application
of EnKF to nonlinear inverse problems, from a constrained optimization point of view in
Section [5.2] Then in Section and Section we explain the reason that standard
IEnKF does not converge in terms of “early stopping”, which is a result of the interplay
between covariance shrinkage and the effect of the nonlinearity of the forward model. In
Section and Section [5.4.2] we show that the “early stopping” can be prevented and
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convergence can be improved by adding an ensemble resampling step with first and second
moments kept unchanged. In Section different resampling distributions are compared
and the influence of higher order moments (particularly kurtosis) on the convergence of
[EnKF is discussed.

5.2 The IEnKF Method

Consider a system described by a known forward model
r = F(0) (5.1)

where x € R" is the system state and 0 € RP are the model parameters. Assume we have
knowledge of the system state through observations

y=Hzx+e (5.2)

where y € R™ and e represents measurement error. Without loss of generality, we assume
the observation operator H is linear. If H is nonlinear, the nonlinearity can be absorbed into
the nonlinearity of the forward model F(-) by redefining the state variable x.

The inverse problem seeks to estimate 6 from observations y. This estimation can be
performed using the IEnKF, which employs a two-stage iterative estimation process. The first
stage entails an ensemble-based Kalman update, and the second stage entails a subsequent
prediction to ensure an overall update that is consistent with the forward model. This
two-stage process is iteratively repeated until convergence, as review below.

5.2.1 Update stage

Assume we have a set of prior ensembles for 6 and x:

T o
{919)} and {i:gj)} .
j=1 j=1

Index (j) denotes an ensemble member, J is the number of ensembles, and index ¢ denotes

~

the iteration number in what will be an iterative update process. The hat notation (-) denotes
a prior estimate which has not incorporated the information from obervations yet. Based on
the misfit between observations and reconstructed output (i.e, yﬁj \_H :2;9 )) an ensemble-based
Kalman update is used to produce posterior ensembles for € and x:

0 =09 + Cyo BT (HCsa, HT 1) (47 = H2) (5.3a)

Ozt

ngJ) = j?gj) + CitfctHT (HC:?:ti“tHT + F)_l (yt(J) - Hi‘zgj)> ) (53b)
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where Cy ;. , Cz,z, are the discrete covariance matrices derived from the prior ensembles:

1 o N NT
Cro =5 (8~ &) (a8 - &) . (5.4)

The bar notation (-) denotes ensemble mean. For each ensemble member 7, the observation
yfj ) is drawn from a normal distribution A/ (y,I'), where I' denotes the covariance of the

observation error € (see [76] for details).

5.2.2 Prediction stage

The Kalman update (6.19) may generate posterior estimates «9§j ) and xgj) that no longer
satisfy the forward model (5.1]). Therefore, a prediction is used to apply the forward model
to the current posterior parameter estimates to generate prior states for the next iteration

o Y N
step. Namely, the prior ensembles for the next step {9§Ql} and {@,S{Ql} are obtained
i= j=1
by setting
gt(i)l =0, (5.5a)
i)y = F(0Y) . (5.5D)

5.2.3 Iterative process
The results of (5.5)) are plugged back into (6.19)), with ¢ <— ¢+ 1, and the process is repeated

until some stopping criterion is satisfied, e.g., the innovation becomes less than some user-
defined error tolerance (tol):

|7 — Ha,||> < tol where x, = F(6,) (5.6)

N
where ¢ is the mean of the observation ensemble {yfj )} , which is independent of ¢. Here,
j=1
the overall estimation of the unknown parameters at step ¢ is computed as the posterior

ensemble mean

J
5 1 )
9t—7;9t : (5.7)
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Note that when the forward model F(+) is linear with respect to 6, the prediction step (5.5
is not necessary, because

2 =& + Coy HT (HC3, H' +T) ™" (47 — Hi)
= FOY + FC;p H" (HC,, " + 1) () — H)
= FoY) (5.8)

However, when F'(-) is nonlinear, the posterior estimates ng ) and xgj ) from (6.19) will not
satisfy (.1) in general, which is why an iterative estimation process is needed. It is the
convergence of this iterative process for nonlinear problems that is the focus of this chapter.

5.2.4 Example

Here we introduce an example that demonstrates the potential problem with convergence of
the IEnKF for nonlinear systems. Consider the following forward model:

T exp(— (01 +1)? — (62 + 1)?)
L“J =Fo)= [exg(—(el —1)2— (6, —1)?)] ° (5.9)

with observation operator
H=1]-15-1.0]. (5.10)
Assume observation data is available with mean y = —1 and uncertainty I' = 0.01.

Figure and show, respectively, the solution path for # in parameter space, and
the solution path for z in state space, during progressive iterations of the IEnKF. It can
be observed in Fig. that the parameter estimate does not converge to a solution where
|7 — HF(6,)|* = 0. In Figure the prior mean and posterior mean are sequentially
plotted at each iteration. It can be observed that the solution oscillates between these two
means. In particular, the update stage makes the solution approach ||y — H l’t”2 = 0 shown
in red, and the prediction stage makes the solution approach the dotted region where the
forward model is satisfied. This example demonstrates that although innovation is not
minimized, further iterations of the IEnKF will not a) improve the estimation of 6, or b)
enable the state estimate to converge to a value that simultaneously satisfies the forward
model and minimizes misfit with the observations. These two phenomena will be considered
more rigorously in the next section.

5.3 Early Stopping of the IEnKF

In this section, we describe why the standard IEnKF leads to poor convergence when applied
to nonlinear inverse problems. We first demonstrate how sequential Kalman updating alone
affect the covariance matrices and resulting Kalman operator. We then demonstrate how the
full IEnKF procedure, involving both Kalman update and prediction, affects the covariance
matrices and Kalman operator.
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3

(a) The solution path of the ensemble mean
f; at each iteration t plotted along with
the level sets of ||j — HF(0)||>. The green
circle denotes the starting value.  The
red “4” highlight optimal locations where
15— HFO)]> = o.

(b) The solution path, including both prior
mean &; and posterior mean Z;, at each it-
eration t plotted along with the level sets
of |7 — Hz||>. The green circle denotes the
starting value. The red line highlights the
optimal locations where y — Hx = 0. The

dotted region represents the image of the for-
ward mapping F'(-).

Figure 5.1: Convergence of the IEnKF applied to the model problem demonstrating (a)
parameter and (b) state values do not converge to the desired solution (the red locations).

5.3.1 Shrinking covariance

If we ignore the prediction stage (5.5) and only consider the Kalman update (6.19)), it can
be shown that the covariance matrix C, ; resulting from two sequential Kalman updates is

Hiyy1,0041

_ (1 — HCy, 5, H (HC;, 5, HT + r)‘l) Clis i (5.11)
where I denotes the identity matrix. The above equation can be further simplified as

CHi“tJrl,étJrl = PtCcht,ét ) (512)

where P, is the shrinking matriz defined as

P=1- HC:it,i"tHT (Hci"t,fﬁtHT + F)_l
=D (HCy 0 HT +T) 7 (5.13)
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Note that the observation uncertainty usually takes the form I' = o with o > 0. Thus, the
Frobenius norm of €', can be upper-bounded in the following manner
F

]

C... 4
Amin (HC@t’thT) + « H Hi,0:

Ti41,0t41

PtCcht,ét

“CHit+1,ét+1

F

t
«
< Co. 2 . 5.14
- 7]_;‘[1 /\min (HC@T@THT) + « H Hi1,01 F ( )
If there exists an uniform lower bound ¢ > 0 such that
Amin (HCs, 5, HY) > 6, Y1 =1,2,..., (5.15)
then
t
c.. | < (=2 C (5.16)
HZy11,0041 F-\d+a Hz1,01 o :

Therefore, C’Hit,ét or Cét, m#, Will approach to zero as the iteration number increases, i.e.,

lim HC A
t—+00 Hiy,0¢

=0 (5.17)

Similarly, it can be shown that Cj, gz, will also converge to a zero matrix as ¢ increases,
unless ((5.15)) is violated. By checking the Kalman update (6.19), it can be noted that the
convergence of Céz Hi, and Cj, mz, to zero matrices will cause the Kalman gains

1

K, =Cy, H (HC;,5,H" +T) (5.18)
K} = Cis, HT (HC3,0, HT +T) (5.19)

to approach to zero as t increases. This implies that further iterations will not update the
parameter estimation 6;, regardless of the innovation ||y — Hxy||. This early stopping is one
of the main reasons for which the IEnKF fails to converge. It was observed in our example

problem in §5.2.4| (Figure [5.1al).

5.3.2 Effect of forward model nonlinearity

We now consider the prediction step (5.5)) and show how the nonlinearity of the forward
model affects the convergence of the IEnKF. First, consider the prior ensembles for the

current step
oy J N J
{919)} and {:i‘g])} .
j=1 j=1
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The mean of the prior ensembles can be computed as

= 1 Al
d=Ltyio, (5.20)

2) | (5.21)

where #, is computed using Taylor expansion. Define the Kalman gain for the # update at

step t as

= Cy 0 HT (HCs5, HT +T)7" (5.22)

(o

so that the Kalman update equation becomes
0%, =09 =09 + K, <y§j) - H:&E”) . (5.23)

The mean of the prior ensemble for 6 at step t + 1 can be computed as

fpi1 = —Zem— Ze” 0+ K, (4 — Hi,) | (5.24)

Combining ((5.20)), (5.21)), (5.23)), (5.24]), we can obtain the deviation of each ensemble mem-
ber to its ensemble mean at the next step t + 1 as

AtJ‘rl — U1 = éﬁj) - ét - K (th H$t> + K, (yt(j) — :U) , (5.25)
)
0t+1 9t+1H )

9 (i) <e 016 () — 1) 5 1 (1 )

+O(A 2). (5.26)

0




CHAPTER 5. IMPROVING THE CONVERGENCE OF THE ITERATIVE ENSEMBLE
KALMAN FILTER BY RESAMPLING 75

Multiplying (5.26) with H yields the deviation of the reconstructed output Hz with its
ensemble mean:

Hl)y = Hivg = HYF (01) (00 = 0, K, (B2 — 12,) + K (v~ 5) )

+0< ) . (5.27)

Define a new state vector that includes the model parameter and the reconstructed output
that centered with respect the corresponding means

05— b

:=[0-08,Hr— Hz]" | (5.28)
and combine and to yield the following update equation for z
20 = A7 + AN A (5.29)
where the evolution matrix

I K,
HVF (ém) _HVF (ém) K,

, 0 . 2 - 0
Au)i[ | _]7 Au)i@( ) A(])i[ } 5.31
it y(J) J ; t AEJ) ( )

Therefore the evolution equation of the covariance matrix of Z can be obtained from ([5.29))

A, = : (5.30)

9§i)1 — 41

t

T T T
02t+1»2t+1 = Atcit,itAt + AtOAy,tyAy,tAt + Atcﬁt,/\t + OAt,itAt + CAmAt ) (532)
where
C. R _ { Oét+1,ét+1 Cét+17ijt+1 :| (5 33)
241,841 A Cr . ) ’
Higi1,0i11 H#y11,HE 41

0 0 0 0
CAy,tyAy,t - {0 Cyt,yt:| = [O F} . (5.34)

Note that in obtaining (5.32)) we have used that the observations y are independent of the
new state z, i.e. Ay, is independent of 2; and A;. To understand how different terms in

(5.33) evolve, (5.32) is re-written in the matrix form below:

Cs 5 C; X Cs. 4 Cs s
Ot 41,0t41 Opr1,HErp1 | A, 0,0 O Hit A?

Hz1,0041 OHitJrlvHitH CH:?;t,ét CHithit—'—F
0 C; 0 0
+ A 0¢,A¢ + AT
' {0 CH@,AJ {CAhét C&,H@j !

0 0
+ {O CA,AJ . (5.35)
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The properties of the matrix A; are critical to the evolution of the covariances. Thus the
eigen-problem for A; is solved here first. To simplify the notation, A; is re-defined as

A =

I _ _I(;t _ [d0><d0 a (5 36)
HVF (0t+1> _HVF (etH) K, b bal '
and the characteristic equation for A; is given by

det(At — )\I) = det ((1 — )‘)[d0><d0> det (ba — )\Idyxdy — b((l — A)[dgxdg)_l a)
= (1 = A% %AW det (Mg, xa, — (La,xa, +ba)) =0, (5.37)
where dy and d,, are the dimensions for the hidden model parameter 6 and the observed output

y respectively. Solving the equation above yields the three different kinds of eigenvalues (the
multiplicities are not necessarily equal to one):

A =0, (5.38)
Ao = A1 + ba) = A (1 _HVF (ém) Kt) ~ A (r (HCpe, H + F)_l) , (5.39)
Ao =1. (5.40)

There are two key points worth clarifying here: (1) Ay are the eigenvalues of the matrix
I'(HCszHT + F)_l which satisfy 0 < Ay < 1; (2) A3 represent the insufficiency of the
observation and only show up when d, < dy which is usually the case in real applications
as the observation is usually limited, and this scenario will be the focus for the rest of this
chapter.

5.3.2.1 Convergence of Cj; and Cj ;.
Based on Eq. ((5.35]), the update equation for Cyy can be obtained

= Cy,6, — Co, s, Crz iz, + ) Crrani, - (5.41)

ét+1 »ét+1
Note that ét is a vector of dimension dy. For each scalar entry of ét, the evolution equation
is

Cpege. = Cie g = Coopa, (Crizia +T) 7" Cpz e (5.42)

t+17t41

where the superscript s denotes that é;f is scalar. Since the second term on the right hand
o0

side of the above equation is non-negative, the sequence {Cés 45 } is a monotone decreasing
P

sequence that all elements are bounded below (éf > (). Thus the sequence is convergent
based on monotone convergence theorem. This indicates that the incremental term must
converge to zero, i.e.

lim Cyy s, (Crisy s, + N 'Cusge=0 = lim Cp, s, = 0,¥s = 1,.0dp . (5.43)
—00 t t ’ Tt,Uy —00 t 11Tt
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which is equivalent to
thm Coprs, =0 (5.44)
— 00

This further indicates the convergence of Cy 4 as

lim Hoé —0, (5.45)

t—o0

O -
t+1,084+1 0,0t I

and the sequence of Cy, 5 lies in a complete space (based on the Cauchy Convergence Crite-
rion). However, this does not mean that the Cy, 4, will converge to zero (In real applications,
we only require the covariance of C’Q g to decrease below a preset tolerance for true conver-
gence [76]). And in the case of d, < dp, C, 5, will not converge to zero. This is related to
the eigenvalue A3 = 1 for the evolutlon matrix A;. To see this, the eigenvector of the matrix
Ay for A3 =1 is solved,

0 a Z
T R | AR 50

Therefore, the eigenvector vs corresponding to A3 = 1 lies in the subspace of 6 and has zero
component in the Hx direction. The evolution matrix A; plays a key role in shrinking the
covariances Cét,éu Céu Hi, and Cyy, sz, because 0 < A, A2 < 1. However it does not have
the variance shrinking effect in the direction of the eigenvector vs corresponding to A3 = 1
(violating the contraction requirement). Therefore, due to the non-shrinking direction vs lies
in the subspace of 0, the sequence of Cj, 5 will converge, but will not converge to 0.

C

Orr1,HE1 41

= Cj,.113, — Co, iz, (Crizorize + 1) Cra, i,
+Cj,a, — Co,.113, (Crzprz, + 1) Craya, (5.47)

5.3.2.2 Convergence of Cy; ps
Based on Eq. (5.35)), the evolution equation for Cyz mz can be derived as

CHavgr Hav

= BVF (81) (Cori, = Cios, Crsos, + 1) Crpy ) (HVF (5t+1)>T
+ HVF (0141) (Cy,a, = Cars, (Crzoz, + 1) Criza, )
+ ((Jmt — Capisy (Crisya, + )7 (JHi,t?ét) (HVF (§t+l)>T

+ CAt,At , (548)
and by applying Eq. ((5.25)), the above equation can be simplified to

~ = T
Cotsronttien = HVF (81) oy, (HVF (6111))

+ HVF (01) Coya, + Conpins (HVF <ét+l)>T
e (5.49)
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Because Cjp, ;. 1s equal to zero in the steady state based on Eq. (5.44), a steady state
condition of the nonlinear term A; can be derived

Covits, = B (00— 0, HVF (8,) (6.~ 6.) + a4)
= T
= Coa, (HVF (0)) +Cja,, =0, (5.50)
which is equivalent to
Cions = —Cig (HVF (é))T . (5.51)

This is the stationary condition for the nonlinear term. Substituting the stationary condition

(5.51)) into Eq. yields
Chtonss s, = HVF (@H) Corrrions (HVF (étﬂ))T
— HYF (01) Gy, (HF (0011

— HVF <§t+1> C@HhéHl <HVF <§t+1>
+ Ca,
— _HVF <§t+1> Cirer o (H VF (5t+1)>T +Caa - (5.52)

T

>T
|

The nonlinear term A; = O (

ét+1 — §t+1 Hz) as a random variable can be decomposed into
two parts: (a) a term that is correlated with 6,1 and (b) a term that is uncorrelated

Ay = 870,41 + i1 (5.53)
where [ can be obtained by using standard linear regression and applying Eq. :

5=C;!

0t 4+1,0¢+1

= T
_-1 o
_Cét+1’ét+109t+179t+1 <HVF <9t+1>>

= — (HVF (@H))T , (5.54)

Cét+17At

and the covariance of A; can be computed as

AT,
CAtht - /B 09t+1,9t+1/8 + C’Yt-ﬁ—lv’Yt-‘rl

= HVF (6:1) Gy, (HVF (étﬂ))T + Coporens (5.55)



CHAPTER 5. IMPROVING THE CONVERGENCE OF THE ITERATIVE ENSEMBLE
KALMAN FILTER BY RESAMPLING 79

Therefore, Eq. (5.52)) can be reduced to the following simple form in the steady state.

CHit+1,HS??t+1 = O’Yt+1,’7t+1 (556)

where 7, represents the uncorrelated component of the nonlinear effect and it cannot be
reduced by usual Kalman iterations. Intuitively, this can also be directly observed from Eq.
as the nonlinear term Ca, o, on the right hand side that is not shrunk by A, acts
directly to the entry corresponding to Cyz mrs-

In conclusion, the take home message here is that: for the iterative ensemble Kalman

filter described by the update step (6.19)) and the prediction step (5.5)),
o Cy p;, Will converge to zero matrix as ¢ increases.
o Cps, nz, Will not converge to zero because of the nonlinearity effect of F'(9).

e (y 5 will not converge to zero matrix because the insufficiency of observations.

5.3.2.3 Example

We return to the example in to demonstrate the above conclusions. Figure[5.2|plot the
evolution of the norms of the various covariance matrices, Kalman gain and innovation. The
covariance matrix Cy, z; converges to zero in relatively few iterations. Consequently, Cj g,
stops updating. Cys, ms, oscillates and fails to converge due to the nonlinearity. The Kalman
gain converges to zero, and the innovation fails to improve with subsequent iterations. This
example demonstrated a typical situation that standard ensemble Kalman filter fails due to
early stopping of the Kalman updates. The numerical simulation results are consistent with
the theoretical analysis above.

5.3.3 Steady-state

In §5.3.2 we focused on the transient behavior of the various covariance matrices and their
relation to the “early stopping” of the IEnKF in nonlinear problems. In this section, the
steady-state behavior of the IEnKF is studied as well as the effect of observation uncertainty
I.

Let t = f denote the iteration number where 6; is effectively unchanged with further
iterations. Denote the (fixed) ensemble for # at this step (and beyond) as

{9}”}?1 . (5.57)

There is no need to distinguish between the prior and posterior ensemble of 6 as they are
assumed the same for ¢ > f. Therefore, the prior ensemble of the state x will be

() =P} (559
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N
and will not change with respect to ¢ since {953 ) } is fixed. The mean of the prior ensemble
i=1

for x is ;
Gy = %Zl F (9?)) . (5.59)
p

The mean of the posterior ensemble of x is

1 .
=52 v
j=1
J
1 v L P
= (:vgcj)%—ngfgafHT (HC;,5,H" +T) (y,g]) —Hx}”))
7=1
=&y + Copa, HT (HCs,0, HT +T) ' (§ — Hiy) (5.60)

based on the relation between prior and posterior state estimation Eq. (6.19b). Therefore
the final difference (i.e., oscillation magnitude) of the prior and posterior mean of the state
T 1s

Ty — iy =Caa HT (HCs,0, HT +T) " (5 — Hiy) . (5.61)
Left multiplying the above by H,
Hip— Hi; = HC; 0 HT (HC;,0, HT +T) " (§— Hiy) | (5.62)

gives the oscillation magnitude of the reconstructed output. We can also obtain the relation
between the output reconstruction error of the prior mean and posterior mean:

Hij—§ =T (HC;,5, H" +T)" (Hi; —3) . (5.63)

It can be seen from Eq. and (5.63)) that the relative magnitudes of I' and Cp; £ Hig
determine the steady-state oscillation magnitude and mean output reconstruction error.
Based on the derivations above, the following summarizes the steady-state behavior of the
standard [EnKF"

e The prior and posterior ensembles of the parameter 6 will approach to a fixed ensemble
N J
9(])} .
{ U )

e The estimate for the system state x will oscillate between a prior and posterior ensemble
that both are fixed with respect to t. The oscillation magnitude of the prior and

posterior means is given by (5.62)).

e The larger the uncertainty in the observation, I', the smaller the oscillation magnitude,
Hzy — Hiy;

e The larger the uncertainty in the observation, I', the larger the final mean output
reconstruction error, Hr; — .
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5.3.4 Example

Figure plots the convergence of the system state for different observation uncertainties
I' =0.1 and " = 0.0001. It shows that the oscillation magnitude is smaller in the case of
[' = 0.1 than that for I' = 0.0001. The intuition behind this is that when the observation
uncertainty I' is smaller, the magnitude of the Kalman filter is larger. Therefore, the Kalman
updates tend to be larger. It can also be shown that when I' is smaller, the posterior after each
Kalman update is closer to the line of y — Hx = 0. This is because when the observation has
less uncertainty, the reconstructed output Hx is more likely to approach to the observation

Y.

5.4 The Ensemble Resampling Method

We herein propose an Ensemble Resampling Method (ERM) to prevent early stopping of
IEnKF by resampling of the parameter ensemble. We provide a mathematical foundation
for this approach by, first, showing that resampling perturbs the covariance shrinkage and
consequently prevents the Kalman gain K; from approaching to zero in the early iterations,
and second, proposing a condition to ensure the deviation of the Kalman gain caused by the
resampling remains small and asymptotically converges to zero. This condition ensures that
the resampling not only prevents the early stopping, but also maintains the correct Kalman
update direction. Finally, the influence of the higher order moments on the convergence of
IEnKF is discussed.

5.4.1 Perturb Covariance Shrinkage with Resampling

To prevent early stopping of IEnKF, we need to prevent Cy, ;. (or Kalman gain K;) from
approaching to zero before the innovation is minimized. It is achieved by resampling the

N
posterior ensemble of the parameter, {Qt(] )} . This is equivalent to add a random deviation
=1

ASQ to the jth posterior ensemble member before assigning to the prior ensemble member
of the next step:

A

ét(i) (9]) + A( et(j) + K, ( () H.Clﬁt > +A$,]t) _ (564)

Derivations similar to ((5.26]) and (5.27)) yields a similar evolution equation for the extended
state z
2D = A 4+ AAY) 1 AY) (5.65)

except the additional term /~th now takes a different form

. (4)
AE]) - 7("75)
t

AV =AY L gV F (em) AY) (5.66)

l>%l>
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which includes both the effects from the nonlinearity, Agj), and the resampling process,

Aiﬂ? . From the evolution equation ([5.65)), the evolution equation for the covariances can be
obtained in the following form:

Co a0 Cp Cos Com
Or+1,0041 Orr1,HZ41 | A, 0¢,0¢ 0, Hiy A?

Hit-&-l,ét-s-l Hiy 1, HTt 1 Hit,ét CHitaHjt + F

+ At |: CétyAr,t Cét,At :| + |:CAr,t,ét CAT,tyHit A?
CHjtaAr,t CHaAjt,At CAt,ét At,Hit

OA PyAv CA A:|
4| A e | 5.67
{ Cann.,  CAaA, (567)

Note that, due to additional deviation caused by resampling, A, the fourth irreducible term
has non-zero contributions to all four entries of the covariance matrix, i.e. none of Cy 5, Cj 5.
and Cpz gz will converge to zero unless the nonlinear effect A, and the resampling deviation
A,; both approach to zero. Therefore the Kalman gain K, will not approaches to zero in the
early stage to cause early stopping of Kalman updates. The Kalman updates will be equal
to zero only when the innovation §y — Hz approaches to zero.

5.4.2 Small Deviation Condition for the Kalman Gain

It has already been shown in Section that adding a resampling process between the
update step and the prediction step can help to prevent the early stopping of Kalman filter
updates by perturbing the covariance shrinkage via resampling. However, to ensure conver-
gence of IEnKF, we also need to make sure the update “direction” is correct after resampling,
i.e. the change of the Kalman gain is small after the resampling process. This is achieved by
keeping the mean and covariance unchanged during the resampling process. The idea will
be shown below.

For simplicity of notation, we define the parameter and state before resampling as random
variables 0, and z;, the parameter and state after resampling as random variables 6,; and
Zr¢, and the difference caused by resampling as

Ar,t - Qr,t - 9,5 . (568)
The relation between parameter and state is
Ty = F (Ot) y Tpt = F (97«7t) . (569)

During the resampling process, the first and second moments of the parameter 6 are keep
unchanged, that is,

E(0,:)=FE(0,) =0, Var(0,;) =Var () =07 . (5.70)
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From this, the expectation and variance of A, ; can be obtained as

E (Ar,t> =F (9r t) E (et)

—0, (5.71)
Var (Avy) = Var (0,4) + Var (0,) =

207 (5.72)

where independence of 6., and 6, is applied. The updates of iterative Kalman filter is
determined by the innovation y — Hx and the Kalman gains

— Cy, H (HC3, HT +T) 7",

O+ 3¢
1

K| = Cs3,H" (HCs,5, H" +T) ", (5.73)

which depend on the covariance matrices Cy ;. and Cj,z,. The Kalman gain basically defines
the “direction” of the updates. Therefore, in order to do correct updates, we need to make
sure the Kalman gain is computed properly even after the resampling process. To see this, the
differences of the covariances, HCgmmm — Co, 2 || and ||C’xr’t,xm — Coy H, need to be checked.

Theorem 5.4.1. Considering the iterative ensemble Kalman filter defined by the update step
and the prediction step , if the mean and variance of the parameter 6 are kept
unchanged during the resampling process described by , i.e.

E6,,)=E(6,)=0, Var(8,,)=Var(8,)=o?.
then the deviations of the covariances have the following upper bounds

1Coy.000e — Cove|| < 2V2Moa7 (5.74)
H Ty tyTrt flrt xt” < 2\/_M2(7t 5 (575)
where the constant M is a uniform upper bound for the gradient of the forward model mapping

F(6), i.e.
IF(O)]| < M . (5.76)

Proof. Assume the forward model F'(6) considered here is continuous on the closed interval
[Gt, ét] and differentiable on the open interval (Ht, ét), where 6; is an ensemble member at
the step t and 0, is the ensemble mean. Here without loss of generality, we assume 6, < 6.
Then based on the mean value theorem,

=F(6,) = F (6,) + F'(6,) (6. — 6,) (5.77)

where 0, is some value in the open interval (Qt, ét). Taking expectation of the above equation
yields

fo= E(F0) = F(8)+ E(F'0,) (6, — ) . (5.78)
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Therefore the deviation of the ensemble member from the ensemble mean is
Tt — jt = F’(@n) (Qt — Q_t) — E (F/(Q"]) (Qt — e_t)) . (579)

Making use of the upper bound on F’(f), we can obtain an upper bound on the variance of
the state before resampling as below

E(x,—2,)=E (F'(0,) (6, — 0,) — E(F'(6,) (6, — 6,)))
=B (F'(6) (0= 0))" = (B (F'(6y) (6. = 01)))°
< E(F'(6,) (0, — 0,))°
< M?E (6, - 6,)°
= M?c? . (5.80)

Similarly, an upper bound of the variance of the state after resampling can be obtained too,
E (xr,t - j7“,25)2 S M20t2 . (581)

Because the ensemble member of the parameter before and after resampling are independent,
the mean square difference between 6, and 0, ; can be computed as

E (0 —0)° = E (0., — 0, + 0, — 0,)°
- E (er,t - Q_t)Q + E (Qt - ét)Q
=207 . (5.82)

Applying the mean value theorem again, the difference between the states before and after
resampling is

Tt — Ty = F/ (9() (Gr,t — 915) y (583)

where 0: € (6,:,6;). Here we again assume 0,; < 6, without loss of generality. Taking
expectation of the above equation, we can obtain an upper bound for the expected mean
square difference between x,; and x;

E (2. — xt)Z =E(F (0¢) (Or — Qt))Q
< M?E (6, — 6,)
< 2M?0} . (5.84)
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Based on ([5.80)), (5.81)), (5.82)) and ([5.84)) and applying Cauchy-Schwarz inequality, the upper
bounds for the differences of covariances before and after resampling are

[Cor vz = Copa |

=|Co, .ere = Coyer00 + Corvoe — Cop |

<|Co,ri0re = Copooe || + | Cori00 — Clre |

= HE (9“ — ét) (s — :Bt)H +[|E (0rr — 0r) (2 — T4)||

S \/E (07% — 9_,5)2 E (xr,t - CCt)Q + \/E (er,t - 902 E ([L‘t - jt)2
< 2V2Mo? | (5.85)

|Cayrs = Corye|

—|Carere = Corvoe + Corvoes = Corv|

<N Corrions = Covvoe|| + | Corrizr = Clorae|

=B (@rs — Zrp) (s — )| + [| B (2 — 20) (20 — T4) ||

< \/E (s — Zfr,t)2 E(x.; — $t)2 + \/E (s — xt)2 E (x; — ft)z
< 2V2M?%? (5.86)

]

From previous derivation, a similar variance update equation for the parameter 6 can be
obtained,

—1
Cér,t+17ér,t+1 = Cér,uér,t - Cér,t,Hﬁr,t (CHfhthjht + F) CH-'ir,tyéT,t ’ (587)

except that the variables here are the those after the resampling process. If the special case
where # and Hx are all scalars, the relation is reduced to:

Cér,t 7Hj'r,t OHir,t 7ér,t
CHir,taHir,t + F

2 _ 2
Opy1 = 0y —

(5.88)

From the monotone convergence theorem, it can also be obtained that the sequence {0y}, , is
convergent, and we can denote the limit as o,. Because of the additional random disturbance
added by resampling A, ;, the covariance Cém Hiny will not be equal to zero unless A, =0
(i.e. ¢ = 0 based on Eq. (5.72))). Mathematically, this is equivalent to: there exists a
non-negative function g(-) such that

> g (o) >0, Yo, # 0, (5.89)

‘ Cér,t 7Hir,t
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and ¢ (0¢) = 0 only when o; = 0. Then Eq. (5.88)) can be converted to
oty < 0p —cg®(ar) (5.90)

where ¢ > 0 is some constant to take account the effect of the denominator of the second
term on the right hand side of Eq. (5.88)). Then taking limits on both hand sides of the
above inequality as t — oo yields

0?2 <o?—cg*(o,) = ¢*(0,) <0=g(o,) =0. (5.91)
Because zero is the only stationary point of g(-), it can be obtained that o, = 0, i.e.

. 2

tlg?o o; =0. (5.92)
Therefore, based on , as the iteration step ¢ increases, the difference between Cy, , .., ,
and Cy, ,, will be very small and asymptotically converges to zero as ¢ increases. Similar
conclusions hold true for the difference between C,, .., and C, .. This indicates that
except at the early stage of the iteration process, the change of the Kalman gains will
remain small and asymptotically converge to zero if the mean and the covariance of the
parameter ensemble are kept the same before and after the resampling process.

To verify the conclusion above, IEnKF with resampling is applied to the test example
defined in Equation - Equation . Gaussian distribution is used as the resampling
distribution. Figure[5.4]shows the evolution of the covariances with resampling implemented.
Compared to the results without resampling, the covariance Cj ;. and the Kalman gain
K; will not approach to zero in the early stage to cause Cj, and Crus ms stop updating.
Instead, all covariances converge to zero simultaneously and roughly at the same time that
the magnitude of the innovation ||j — H#|| converges to zero (see Figure[5.5]). This indicates
that the “early stopping” of standard IEnKF is prevented by resampling as comparing to
the simulations without resampling where the Kalman gain K; converges to zero before the
innovation is minimized (i.e. converges to zero).

Figure (a) also shows that Cj; converges to zero as t increases. This verifies the
argument we made in Equation , and along with Theorem , leads to the conclusion
that the change of the Kalman gain after resampling will remain small and asymptotically
converge to zero. This conclusion is numerically verified by results shown in Figure 5.6} i.e.
the difference of the Kalman gain before and after resampling quickly decreases, remains
bounded by a small quantity, and ultimately converges to zero as t increases.

Figure and Figure |5.8 show the solution path with resampling implemented in the x
and 6 space respectively. They both show that the “early stopping” of IEnKF is prevented
and the solutions are able to converge to the true solution. Note that there are multiple
local minima for the test problem and the solution only converges to one of them depending
on the initial condition given. More information needs to be provided if we want to pick out
a particular local minimum.

In summary, the resampling process helps to prevent the “early stopping” of iterative
ensemble Kalman filter by preventing the Kalman gain K, from approaching to zero before
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the innovation is reduced to zero. On the other hand, Theorem[5.4.1] gives the small deviation
condition of the Kalman Gain for resampling, that is, by keeping the mean and covariance
of the parameter ensemble unchanged during the resampling process, the Kalman gain is
almost kept unchanged after the resampling to ensure the update “direction” is correct.

5.4.3 Influence of Higher Order Moments on Convergence

In Section and Section we have shown how to use resampling to prevent the
early stopping of iterative ensemble Kalman filter and improve its convergence. Gaussian
distribution is used during the resampling process while the first and second order moments
are kept unchanged. However, other distributions with different higher order moments can
also be used to resample the ensemble. Because it is meaningless to consider the skewness
(the third order moment) of the resampling distribution without prior knowledge, we here
mainly discuss the influence of kurtosis (the fourth order moment) on the convergence of
iterative ensemble Kalman filter. Three different resampling distributions are considered

here (see Figure [5.9):

e Uniform distribution: kurtosis = 1.8;
e Gaussian distribution: kurtosis = 3;
e Laplace distribution: kurtosis = 6.

The skewness of all the above distributions is equal to zero, and the mean and variance are set
to be the same as the ensemble before resampling. The numerical simulation results for the
above resampling distributions are shown in Figure |5.10] which yield two major take-home
messages:

e Larger kurtosis makes the convergence more oscillatory. In Figure the main
trends of the convergence for uniform and gaussian resampling (smaller kurtosis) are
almost monotonic while the convergence for Laplace resampling (larger kurtosis) is
rather oscillatory. This is because the distribution with larger kurtosis is more likely
to generate outliers, which will reflect as more fluctuations in the ensemble mean
estimation of the parameter. However, this is not necessarily a disadvantage as this
naturally adds more mutation into the solution at each iteration and may help the
solution to jump out of the local minima and converge to the global minimum.

e Smaller kurtosis accelerates the convergence rate. It can also be observed in Figure|5.10
that Laplace resampling (with the largest kurtosis) yields the largest iteration number
for convergence (about 1200 steps). Even comparing uniform resampling and Gaussian
resampling which yield almost the same convergence iteration steps (about 600 steps),
we can find that gaussian resampling (with larger kurtosis) takes more iteration steps
to converge to the neighborhood of local minimums around (—1,—1) than uniform
resampling. This is because resampling distribution with smaller kurtosis is less likely
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to generate extreme outliers and most of the new ensembles will be near the ensemble
mean, which is in general a better estimator of the parameter value than an individual
ensemble member. Therefore smaller kurtosis tends to accelerate the convergence.

In summary, larger kurtosis for resampling distribution adds more mutations in the solution
at each step, and smaller kurtosis concentrates ensemble members more around the ensemble
mean and thus speeds up the convergence if the ensemble mean is a good estimator of the
solution. However, there is no short answer for whether smaller or larger kurtosis is good or
not. The influence of the kurtosis and higher order moments of the resampling distribution
needs to be further investigated.

5.5 Conclusion

Herein a comprehensive study of the convergence of iterative ensemble Kalman filter is
conducted and a potential method to improve its convergence was proposed. To motivate
this work, we first showed the necessity of iterations for ensemble Kalman method to apply
to nonlinear inverse problems by reformulating it as a constrained optimization minimizing
the innovation ||y — Hz|| while satisfying the forward model equation = = F(#). Then the
shrinking effect of the standard Kalman iterations on ensemble covariances was studied,
and along with the nonlinearity of the forward model, was later shown to be the reason
that caused the Kalman gain to approach to zero before innovation was minimized, i.e.
the early stopping of IEnKF. To resolve this issue, we added an additional step at each
iteration to resample the parameter posterior ensemble with the mean and covariance kept
unchanged before assigning to the next iteration. The idea is to prevent early stopping by
perturbing the shrinking of the ensemble covariances while still keeping the correct Kalman
update directions. After that, we explored different resampling distributions and studied
the effect of their higher order moments on the convergence of iterative ensemble Kalman
filter. Numerical simulations are presented to reproduce the early stopping phenomenon and
demonstrate the effectiveness of the proposed resampling method.
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Figure 5.2: Evolution of the norms of the covariances, Kalman gain and innovation for the
IEnKF applied to the example in .
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Figure 5.3: (Left) the solution path of the ensemble mean of z when I' = 0.1. (Right) the
solution path of the ensemble mean of x when I' = 0.0001.
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Figure 5.4: The evolution of the norms of the covariances and the Kalman gain with resam-
, (©): 1Chz,mall, (d): [ K]

pling implemented. (a): HCMH’ (b): HOé,Ha‘c



CHAPTER 5. IMPROVING THE CONVERGENCE OF THE ITERATIVE ENSEMBLE
KALMAN FILTER BY RESAMPLING 91

0 200 400 600 800 1000

iteration step ¢

Figure 5.5: The evolution of the magnitude of innovation ||y — Hz|| with resampling imple-
mented.
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09

Figure 5.7: The solution path of the ensemble mean of  with resampling implemented. The
red “4+” represent the 6 values that minimize ||§ — HEF(0)||>. The green circle denotes the
starting point.

Figure 5.8: The solution path of the ensemble mean of x with resampling implemented. The
red line in the middle represents the level sets of y — Hx = 0. The dotted region in the lower
left corner represents the image of the forward mapping F'(-). The green circle denotes the
starting point.
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Figure 5.9: The probability density functions of the three distributions used for resampling.
Uniform distribution: kurtosis = 1.8 . Gaussian distribution: kurtosis = 3 . Laplace distri-
bution: kurtosis = 6 .
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Figure 5.10: The convergence of parameter # estimation with different resampling distribu-
tions implemented. (Left) Uniform distribution. (Middle) Gaussian distribution. (Right)
Laplace distribution.
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Chapter 6

Adding Constraints to Bayesian
Inverse Problems

6.1 Introduction

Inverse problems are often ill-posed due to limited measurement data, and thus the solution
for the hidden unknown parameters are not unique. Adding additional constraints from
prior knowledge to the inverse problems can be a potential solution. However, most exist-
ing Bayesian methods can not directly take constraints into account [106]. Initial progress
has been made to incorporate constraints into certain Bayesian filters. For example, Simon
et al. |109] considered equality constraints in the standard Kalman filter by projecting the
Kalman updated solution onto the state constraint surface. Shao et al. [106] developed a
constrained sequential Monte Carlo algorithm based on acceptance/rejection and an opti-
mization strategy. Most recently, Gardner et al. [50] also considered inequality constraints
in the context of Bayesian optimization. However, the existing approaches to incorporate
constraints have been developed for each specific Bayesian filter, and most of them are based
on a linearized form of the constraints, which is limiting when constraint functions are com-
plicated and highly nonlinear. Moreover, in many complex systems, the constraints are
approximations to reality and formulating the constraint in a deterministic way may neglect
the uncertainties associated with constraint itself.

In this work, we proposed a general approach to incorporate physics-based constraints
into the Bayesian inversion framework, where uncertainty associated with the constraint
itself can also been considered. Moreover, this idea is also extended to an approximate
Bayesian approach—the ensemble Kalman filter.

6.2 Methodology

A mathematical model of system defines a forward problem that can be formulated as
x = F(6), (6.1)
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where 6 € R% are model parameters and x € R% are the states of the system. The forward
operator F'is nominally assumed to describe a physical system, whereby F' typically repre-
sents a suite of algebraic and/or differential equations. In most cases, the model parameters
f are uncertain or unknown, and the state variables x are largely unobservable. Therefore,
the unknown parameters and hidden states need to be inferred from observations y € R%.
These observations indirectly and incompletely describe the state of the system, which can
be formulated mathematically as

y = Hx +¢, (6.2)

where H is a projection operator projecting the full state to the observed space and e
represents measurement error. The standard inverse problem deals with estimating the
unknown parameters 6 (or the hidden states x) based on the observations y. In practice,
approximate Bayesian inversion frameworks, such as Kalman filtering and Sequential Monte
Carlo, are used for computational efficiency.

6.2.1 Constraints in Exact Bayesian Inference

Inverse problems are typically ill-posed because the observational data is not sufficient to
uniquely determine the unknown parameters. Thus, specification of additional constraints
can be useful to regularize the inverse problem. Equality constraints can be defined with
respect to the state variables x as,

G(x) = [g1(2), ga(2), -y 90, ()] =0, (6.3)

where g;(x),i =1,2,...,d, represent different equality constraints. In many application, the
constraint only approximates reality. Thus, instead of directly imposing a hard constraint,
we assume that each constraint satisfies a zero-mean Gaussian distribution, expressed as

G(z) ~N(0,%,) . (6.4)

where the Y. is a covariance matrix used to control the strictness of each constraint. Since
x is intrinsically a function of #, the constraints can alternatively be expressed in terms of
the parameters

G(z) = G(F(8)) ~ N(0,%,) . (6.5)

As such, these constraints on the parameters # can be more naturally considered within
the Bayesian framework by imposing additional likelihood functions introduced by these
nondeterministic constraints.

Without loss of generality, both the prior and likelihood are assumed Gaussian. Namely,
the prior of the parameters 6 is defined by

1

1 AT —1 A
p(0) = WGXP <—§(9 —0) Xy (0 — 6)) ; (6.6)
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where 6 and ¥y are the prior mean and covariance, which are based on existing knowledge or
preliminary estimation. The observation data errors are also assumed to follow a zero-mean
Gaussian distribution, i.e., € € N (0, %;), thus the likelihood of the observed data set on y is,

p(DIf) =

m exp (—%(y —HF(0))"Z (y - HF(@))) : (6.7)

The covariance matrix ¥J; is obtained by estimating the sample variance of the observed data
sets D. The constraints are imposed by considering the following likelihood function,

p(Gla) =0 0) = —1G<F<0>>Tzzla<F<9>>) 69

1
— X
SR ( 2

The likelihood of the constraints defines a fitness of a specific value of # based on the
satisfaction of the constraints. By introducing this Gaussian-type likelihood function, we
enable a “soft” enforcement of the constraints. The strictness of the constraint can be
controlled by the diagonal variance matrix .,

e = diag{oZ,, 075, ..., 00,4 } - (6.9)

where the variance o; represent a confidence on the accuracy of the constraint. Smaller o ;
corresponds to a stricter constraint.

Inequality constraints can be converted to equivalent equality constraints. For example,
a scalar inequality constraint g(z) < 0 can be expressed as

max (0,¢g(x)) =0, (6.10)

and thus the corresponding likelihood can be expressed as

sexp (= 0z max 0, 9(2)) (6.11)

2mo;

plg(x) <0]0) =

Imposing constraints through a likelihood function can also be extended to disjunctive
constraints. For example, consider a constraint of the form g¢;(z) = 0V ga(x) = 0. By the
union rule of probability

g1(x) =0V ga(x) =0 | 9)
p (g1 (z )—0!9)+p(gz (91( ) = 0 A ga(x) = 0]6)
1 gz(F(Q))Q)

B
2107, 2‘70 1 27TJ 2 20%5
F
F

L aFEO)] o [a(F(0)
PIEPA p( 2{ A <9>>1 = [gg(F(Q))D , (6.12)

P
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where Y. again defines the covariance matrix of constraints.

With the prior distribution, likelihood of the data, and likelihood of the constraints now
defined, the posterior probability distribution conditioned on the observed data D and the
constraints G(x) can be defined as

p(0|D,G(x) = 0)

o p(D|0)p(G(x) = 0[0)p(0) - (6.13)

Since the posterior distribution cannot be solved analytically in general, it is commonly
evaluated based on MCMC sampling.

6.2.2 Constraints in Approximate Bayesian Inference

The direct Bayesian inference based on MCMC sampling is usually intractable when the
likelihood calculation involves a computationally expensive model; instead approximate
Bayesian approaches are commonly used to provide a more computationally tractable solu-
tion. The EnKF is one such method, which is a variant of the standard Kalman filter where
the covariance matrix is replaced by Monte Carlo samples.

For EnKF, we combine the original hidden states x and the unknown parameters 6 into
a new augmented state

z= [HT,xT}T : (6.14)

which will be updated during the filtering process according to the observed data D. The
initial ensemble is first obtained by sampling the prior distribution p(f) and evaluating the
model at each ensemble member

{20‘)};’:1 — {[g(ﬂ;j(j)r}il _ {[9@; F <é<j>>r}t; | (6.15)

where J is the number of ensemble members. The probability associated with each ensemble
member is initially set to be uniform

; 1
w; 2 p(z =29 = N ji=1,2,...,J. (6.16)
Then the expectation and covariance matrix of the state variables are estimated from the
ensemble as

J
E(2) =Y w;z (6.17)
j=1

C(2) = Z w; (29 —E(2)(29 —E(2)T . (6.18)
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If the observed data follows a normal distribution N(g,Y;), the prior ensemble can be up-
dated by the observed data D according to the Kalman update

20 =20 L Cc(2)HT(HC(2)HT + %)Yy — HZY),
j=1,2,...,J. (6.19)

The posterior ensemble {Z(j)};}:l represents a sampling for the posterior probability distri-
bution p(z|D), with the probability associated with each ensemble member equal to

p(DD) = w;, Vi=1,2,..,J. (6.20)

Now we consider inclusion of constraints. The likelihood of the constraint G(z) = 0 to
be satisfied conditioned on each member of the posterior ensemble can be computed as

Lg¥ 2y (G(x) - 0|z(j))

= m exp (—%G (x(J))T EC_IG ([L’(]))) . (621)

By Bayes theorem, the posterior probability density of each ensemble member conditioned
on the observed data D and constraints G(x) = 0 is given by

p (29|D,G(z) = 0) = 7P (G(z) =0,29|D)
= %p (G(z) = O|z(j)) D (z(j)|D) = %ijg(j) (6.22)

where Z is the normalization constant defined as
J
7 = Zp (G(z) = O]x(j)) P (x(j)\D) = ijLg(j) : (6.23)
j=1 j=1
The empirical distribution for p (z|D, G(z) = 0) can be described by the posterior ensemble
{z(j)}jzl, and the associated probability mass
w, Lg®)
25:1 ijg(p)

for each ensemble member. We here re-define the new weights for each ensemble members
as

Vi=1,2,..,J (6.24)

)

D (z = z(j)|D, G(z) = 0) =

oA ijg(j)

= —- - 6.25
J Z;:l ijg(P) ( )
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The state estimation for the current iteration step is thus computed as the expectation of
the empirical posterior distribution conditioned on the data D and the prior knowledge that
G(z) = 0 according to

z=E(D,G(z) =0)=> p(z=2:YD,G(z) =0) 2V

= Zw}z(j) . (6.26)

Then the estimation of the unknown parameters 6 can be extracted from the estimation
of the full augmented state. Also, the covariance of the parameter 6 with respect to
p(z|D,G(x) = 0) can be computed as

J

Sp = (09 —6) diag {w}}7_ (09— 0)" . (6.27)

=1

The new prior ensemble for the next iteration step is obtained by sampling the following
normal distribution

09 ~ N(6,%), j=1,2,....J, (6.28)

to maximize the next step prior entropy [91] while keeping the mean and covariance the
same as the previous posterior distribution. The iterative process continues until a stopping
criterion is satisfied or the maximum iteration number is reached.

6.3 Results and Discussion

6.3.1 Model Test Problem

To verify the effectiveness of the constrained Bayesian inference framework described above,
a simple test case is presented here. The forward model mapping from the parameter space
© C R? to the state space X C R? is defined as

T1 exp(—(01 + 1) — (A + 1)?)
L:J =16 = [exg(—(el —1)2— (- 1)?)| - (6.29)

The projection matrix mapping from state space to output is given by
H=[-15,-1.0], (6.30)
and thus the reconstructed output is

HF(0) = —1.5exp(—(0, + 1)* — (6, + 1)?)
—1.0exp(—(6) — 1)* = (0 — 1)?) , (6.31)
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Cost function: 1(6)
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Figure 6.1: Contour plot of the cost function I(#) with respect to parameters § = [0, 0]
The red “+” denote the local minima of the cost function.

where HF(0) € R'. We consider the following constraint:
G(z) = —0.25logxy +0.25logzy —2 =10, (6.32)
which can be equivalently written in terms of 6,
G(F0)=60,+60,—2=0. (6.33)

We assume the observed data follow the normal distribution N(y,3;) where the mean y =
—1.0 and the covariance matrix X; is chosen based on the uncertainty associated with data.

This model is chosen to create a simple scenario with multiple local minimums. Namely,
regardless of the prior information and constraints, we seek the model parameters that
minimize the difference between the observed output and reconstructed output, quantified
by the cost function

1(0) = |lg — HF(0)|"
= (Loexp(—(6 +1)* = (6, +1)°)

+1L0exp(— (6 — 1)* = (6, — 1)) — 1.0)° . (6.34)
which has minimums at (a) * = (1,1) ; and (b) € on the circle defined by
(01 +1)*+ (62 +1)* =log 1.5 . (6.35)

The contour plot of the cost function and the local minimums are visualized in Figure [6.1}
Here we assume 6* = (1,1) is the true value of the parameter 6, and the constraint
will help to eliminate convergence to other local minima.

The situation of multiple local minima is a common challenge in solving inverse problems,
because the observed output information is usually not enough to uniquely determine the
unknown parameters. We show below that imposing constraints can help the solution to
converge to the true value.
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Figure 6.2: (a) Sampling of the prior distribution; (b) Sample + data likelihood p(D|6);
(c) Sample + constraint likelihood p(G(z) = 0]0); (d) Sample + posterior distribution
p(0|D, G(x) = 0)

01 0, X o) Yy
True values 1 1 0 1 -1
No constraint -0.0448 -0.0722 0.1698 0.1063 -0.3610

With constraints (EXP) 0.9926  0.9449 0.0004 0.9969 -0.9976
With constraints (MAP) 0.9845 0.9698 0.0004 0.9988 -0.9994

Table 6.1: Parameters 6, states x and output y estimated using sample-based Bayesian
inference with no constraint imposed and with constraint imposed.

6.3.2 Exact Bayesian Inference

The prior distribution is first sampled with J = 5000 samples. The mean and the

covariance matrix are set to
A 0 3 0
i-[0. s-[) 639

The distribution of the samples is visualized in Figure (a). The trivial zero mean rep-
resents non-informative prior knowledge of #, and the large variance defined by ¥, above
denotes large uncertainty about the prior. Ideally if better prior knowledge exists, we can



CHAPTER 6. ADDING CONSTRAINTS TO BAYESIAN INVERSE PROBLEMS 102

specify a better prior here, with more accurate mean and less uncertainty. After sampling
the prior, the likelihood function of data p(D|6) is evaluated at each individual sample point
{G(j) };.]:1. The likelihood of the data is plotted with respect to each sample in Figure (b)
The value of the likelihood is indicated by the brightness of the sample. It can be clearly
observed that the brightest regions coincide with the local minimums in Figure [6.1], which
shows the region of the highest likelihood of data . Similarly, we evaluate the likelihood
function of the constraint p(G(z) = 0|f) at each sample, and the likelihood is visualized in
Figure[6.2(c). The region with the highest likelihood represents the form of the constraint in
(01, 62) space, which is 61 + 0 — 2 = 0. The variance for the constraint is set to be ¥.. = 0.5,
which controls how strict the constraint is enforced. Lastly, the posterior p(0|D, G(z) = 0)
is evaluated at each samples, and the distribution of the sample along with the posterior
weights are plotted in Figure (d) It is clearly observed that the location with the highest
posterior density correspond to the intersection between the regions with high likelihood of
data D and high likelihood of the constraint satisfaction. This intersection region picks out
the true value of the parameter §. Computing the weighted sum of the parameter samples

{H(j)}jzl with respect to the posterior weights yields the final estimation of the unknown

parameter eﬁxp = ijlp (09|D,G(z) = 0) oY) = Z}I=1 w;09) . Or simply taking the sam-

ple #U) that maximize the posterior p (9(”\D, G(x) = 0) yields the maximum a posteriori
estimation (MAP) of the unknown parameter, i.e. 91*\/[ AP Once the parameter is estimated,
the estimated value of the state variables x and output y can be computed by evaluating the
forward model F'(6*). These estimated values are listed in Table [6.1] for the case of including
and not including constraint. It can be seen from this table that imposing the constraint
significantly increase the estimation accuracy in the case where multiple local minimums
exist.

Cost function: I(6)

+ local minimums
» initial guesses
o | e converged values

Figure 6.3: Different initial guesses of the unknown parameter 6 (marked with red triangles)
and their corresponding converged values after 1000 EnKF iteration steps (marked with blue
circles), with no constraint imposed.
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6.3.3 Approximate Bayesian Inference
6.3.3.1 No constraint imposed.

Iterative ensemble Kalman filter estimates the unknown model parameters 6 in a iterative
manner. Since the cost function I(#) has multiple local minimums, different initial guesses
of 6 will converge to different local minimums. We here define
Group I £ {#* e R*6* = (1,1)} , (6.37)
Group IT £ {6" € R?|(6} + 1)* + (65 + 1)* =log 1.5} , (6.38)

which represent two different local minimum regions. 6* represents the converged value of
the parameter after ensemble Kalman filter iterations.

02 Convergence of the parameter 6 (a) o Convergence of the parameter 6 (b) Convergence of the parameter 6 (c)
’ — —
1 1
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Figure 6.4: Results for the convergence of the parameter 6 with no constraint imposed. (a)
Initial guess: % = (=2, —2); (b) initial guess: §° = (0,0); (c) initial guess: 6° = (2,2).

Evolution of the ensemble (b) Evolution of the ensemble (c)

+
+

iy L

Figure 6.5: Evolution of the ensemble of the parameter 6§ with no constraint imposed. The
points on the red circle centered at (-1,-1) and the red point at (1,1) denote the local mini-
mums of the cost function 7(#). (a) Initial guess: §° = (—2, —2); (b) initial guess: §° = (0,0);
(c) initial guess: 6° = (2,2).

Here we simulated three different cases with different initial guesses: (a) 6° = (=2, —2);
(b) 6° = (0,0); (c) 6° = (2,2). The covariance matrix of the prior and the covariance of the
data likelihood are given as ¥y = [1,0;0, 1] and ¥; = 0.01. The results for the three different
simulations are visualized in the parameter space of # in Figure [6.3] It can be seen that the
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upper right initial guess at (2,2) converges to local minimum Group I, and the other two
initial guesses both converge to local minimum Group II. The convergence processes of the
parameter 6 for the three different initial guesses are plotted in Figure [6.4] It can be seen
that all converge to the corresponding local minimum groups within about 400 iterations.
The main difference is that while Case (c) converges to the local minimum (1, 1), i.e., Group
I, directly after a few iterations, Case (a) and (b) converge to § = (—1, —1) first, which is the
center of the local minimum circle of Group II, and then shift to a local minimum on the circle
of Group II at around the 200th iteration (indicated by the “jump”). The reason behind this
is that we use the mean of the ensemble of each step as the estimated parameter value. When
the ensemble converges to the local neighborhood of Group II, the mean of the ensemble
will generally be the center of the local minimum circle because the high likely ensemble
members are roughly symmetrically distributed around the center (—1,—1). The mean of
the ensemble will gradually shift to certain points on the circle based on the distribution of
the ensemble members. The evolution of the ensemble for different initial guesses is shown
in Figure [6.5] It can be seen that the variance of the ensemble gradually decrease until all
ensemble members collapse to the corresponding local minimum.
The convergence results for the three different initial guesses are summarized here,

0" = (—2,—2) — 0" = (—0.4080, —0.7598) € Group II ,
0" = (0,0) — 6* = (—0.3654, —1.0421) € Group II ,
0" = (2,2) — 6" = (0.9998,0.9812) € Group I .

The reconstructed outputs H F'(6*) for the above cases all converge to the target value y = —1
within 1000 EnKf iterations. However, with no constraint is imposed, the estimate of the
parameter 6 will converge to the closer local minimum group based on where the initial
guesses are. The initial guess in the middle (0,0) converges to the local minimum Group
IT because Group II contains more local minimums than Group I, and therefore the the
solution is more likely to converge to Group II when initial guess is in the middle. More
broadly, there is no guarantee that the estimate of the parameter will converge to the the
true parameter value (1,1).

6.3.3.2 W.ith constraint imposed

For the local minimums in Group I and Group II, only the true parameter value (1, 1) satisfies
the constraint. We test here whether imposing the constraint can help the convergence of
the parameter estimation to the true value.

Three cases of different initial guesses are simulated with constraint imposed by re-
weighing individual ensembles based on their likelihood of satisfying the constraint (see
(6.26])). The covariances are ¥y = [1,0;0,1] and ¥, = 0.01, which are kept the same as
previous simulations. The covariance of the constraint used here is >, = 2.0, which defines a
certainty about the constraint. The simulation results are shown in Table [6.2] and visualized
in Figure [6.6] (left). It can be seen that the solution converges to the true value (1,1) when



CHAPTER 6. ADDING CONSTRAINTS TO BAYESIAN INVERSE PROBLEMS 105

starting from (0,0) and (2,2), and the solution converges to the local minimum Group II
when starting from (—2,—2). It is interesting to note that the middle initial point (0,0),
which originally converges to Group II, now is able to converge to the true value (1, 1).
The reason that the solution starting from the lower left initial guess (—2, —2) cannot
converges to the true value (1,1) is because it is too far way from the true value and the
variance of the prior is not large enough to sample the parameter space near the true value
(1,1). Therefore, even though the constraint has been imposed, the solution cannot converge
to the true value. To verify this, we simulated the three different starting locations with a
larger prior variance ¥y = [3,0;0, 3], while the covariance of the data likelihood ¥; = 0.01
and the covariance of the the constraint . = 2.0 are kept the same. The simulation results
are shown in Table and visualized in Figure (middle), demonstrating that all the

three initial guesses lead to the true parameter value (1,1).

3 Cost function: 1(6) 3 Cost function: 1(6) 3 Cost function: 1(6)
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Figure 6.6: Parameter convergence results with constraint imposed. (Left) When ¥, =
[1,0;0,1] and ¥, = 2.0, the initial guesses at the (2,2) and (0,0) converge to the true local
minimum (1, 1); (Middle) When ¥4 = [3,0;0, 3] and . = 2.0, all initial guesses converge to
the true local minimum (1, 1); (Right) When ¥y = [1,0;0, 1] and X, = 1.0, all initial guesses
converge to the true local minimum (1, 1).

As a further test, we decreased the variance of the constraint 3. to 1.0 to see how
this influences the parameter estimation. The results in Table and Figure (right)
demonstrate that (contrary to original conditions in the left panel) all three initial guesses
converge to the true parameter value 6* = (1,1). Thus decreasing the variance of the
constraint can also improve convergence to the true parameter value in cases where the
constraint is more certain.

6.3.4 Relation between Bayesian inference and optimization

Using Bayesian inference framework to estimate the unknown model parameters is intrin-
sically related to solving a corresponding optimization problem . To see this, we write
out the posterior probability distribution of the unknown parameter 6 conditioned on the
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6° (-2, -2) (0, 0) (2, 2)

0* (-0.5685, -0.5173)  (0.9839, 1.0013) (0.9837, 1.0015)
HF(6%) -0.9948 -0.9958 -0.9958
Group II I I

Table 6.2: Simulation results with the constraint imposed for different initial guesses with
S = [1,0;0,1], ¥, = 0.01 and £, = 2.0

6° (-2, -2) (0, 0) (2, 2)

0* (0.9947, 0.9962) (0.9958, 0.9943) (0.9955, 0.9942)
HF(0%) -0.9859 -0.9897 -0.9908
Group I I I

Table 6.3: Simulation results with the constraint imposed for different initial guesses with
Y9 =13,0;0,3], 3, =0.01 and ¥. =2.0.

6° (-2, -2) (0, 0) (2, 2)

0 (0.9976, 0.9984) (0.9888, 1.0063) (0.9863, 1.0087)
HF(6%) -0.9888 -0.9957 -0.9962
Group I I I

Table 6.4: Simulation results with the constraint imposed for different initial guesses with
Y =11,0;0,1], 3, = 0.01 and . =1.0.
observed data D and the fact that the constraint needs to be satisfied,

p(0|D, G(x) = 0) o p(D|0)p(G(x) = 0[0)p(0)

_ ! (—%Hzeé(@—é) 2_%‘)21 %(y_HF(e))Hg

Z/

—% HzﬁG(F(e))HZ) , (6.39)

where 7’ is a normalization constant. As mentioned before, the final estimation of the
parameter 6 can be taken as the posterior expectation E(0|D,G(z) = 0), or as the value
that maximizes the posterior probability (MAP)

0" = arg meaxp((9|D, G(x) =0). (6.40)
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Based on ([6.39)), solving the MAP estimation of 6 is equivalent to the following optimization
problem:

min Hz;%(e - é)H2 + HE;%(y - HF(Q))H2 + Hzﬁa(F(m)H2 , (6.41)

where the three terms in the cost function from left to right represent the contributions from
the prior, the data and the constraint. Therefore using Bayesian inference to estimate model
parameters is equivalently solving an optimization problem of minimizing the miss-match
between the observed output and the reconstructed output, while penalizing based on the
prior and satisfaction of the constraints. It is easier to see the relations between different
terms if we assume all quantities are scalar:

win 10— 0> + “lly — HE@)|? + 5 |CGEO)]? (6.42)
o; op 02

It can be seen that the variances of the prior, the data and the constraints define the relative
importance of each individual terms. The smaller the variance, the more important the
corresponding term is in the cost function. This is reasonable because the information
source with smaller belief uncertainty should naturally get more weight. Increasing the
variance of the prior oy not only samples a broader region but also places more relative
weight on satisfying the constraint, which is why increasing the variance of the prior led
to convergence of all three initial guesses to the true value (see Table and Figure
(middle)). Similarly, decreasing the variance of the constraint can also put more relative
weight on the constraint, which is verified in the results shown in Table [6.4] and Figure
(right). In the cases of multiple constraints, the variance for each constraint can be used to
tune the relative importance of the constraint.

6.3.5 Extensions

The constrained Bayesian inference approach here was developed to address non-uniqueness
of the solutions for inverse problems. However, it can also be extended as a way to solve
more general constrained optimization problems. An advantage of this approach, compared
to traditional gradient-based optimization, is that it is derivative-free and does not require
construction of the cost function gradient. Gradient information is implicitly represented by
the ensemble. This approach can also provide a potential framework to incorporate domain
knowledge in learning models to accelerate convergence and improve accuracy.

Although we assumed Gaussian distributions, this approach can be extended to non-
Gaussian distributions. This ultimately leads to a different “weighting” on the ensemble
members (see Eq. ) Applying different distributions for the constraints, prior or data
can be useful. For example, assuming a Laplace likelihood for the constraint results in L;-
regularization instead of Lo-regularization in , and a skew likelihood for the constraint
will result in different strictness on either side of the constraint surface in parameter space.
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6.4 Conclusion

To address the non-uniqueness of the feasible solutions for ill-posed inverse problems due to
model complexity and lack of observation dimension, we here proposed a general method to
constrain the inverse problem in a Bayesian inference framework. The constraint is imposed
by constructing a likelihood function denoting the fitness of a solution. Then the posterior
distribution for the unknown parameter conditioned on both the observation data and the
constraint is obtained, and the final parameter estimation is given by the MAP estimation
or the posterior mean. This method was also extended to an approximate Bayesian inference
framework in terms of the ensemble Kalman filter, which was shown to lead to a re-weighing
of ensemble members based on their fitness to the constraint. Numerical simulations were
carried out to demonstrate the effectiveness of this approach for basic proof-of-concept.
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Chapter 7

Conclusions

This thesis focused on two main tasks: (1) mathematical modeling of vascular adaptation
and the homeostatic state; (2) improving data filtering methods from a Bayesian inference
perspective for nonlinear inverse problems arising from model calibration.

In Chapter 2, a computational framework to couple vascular growth and remodeling
(G&R) with blood flow simulation in a 3D patient-specific geometry was presented. Hy-
perelastic and anisotropic properties were considered for the vessel wall material and a con-
strained mixture model was used to represent multiple constituents in the vessel wall, which
was modeled as a membrane. The coupled simulation was divided into two time scales —
a longer time scale for G&R and a shorter time scale for fluid dynamics simulation. G&R
was simulated to evolve the boundary of the fluid domain, and the fluid simulation was in
turn used to generate wall shear stress and transmural pressure data that regulated G&R.
To minimize required computation cost, the fluid dynamics were only simulated when G&R
caused significant vascular geometric change. For demonstration, this coupled model was
used to study the influence of stress-mediated growth parameters and blood flow mechanics
on the behavior of the vascular tissue growth in a model of the infrarenal aorta derived from
medical image data.

In Chapter 3, a method to numerically generate vascular homeostatic state for patient-
specific geometries was proposed. First, a growth based algorithm was designed to generate
a proper residual stress distribution such that the vascular stress was equal to a prescribed
homeostatic stress distribution at physiological pressure. This method was supplemented
through supervised learning to estimate and correct residual stresses at geometrically com-
plex regions, which could be viewed as a regularization process at locations where stresses
tended to significantly deviate from homeostatic values. The framework was also extended
to include stress-driven fiber deposition through an optimization process, which defined the
distribution of the fiber alignments in the vascular homeostatic state. Numerical simulations
were conducted to test this two-stage homeostasis generation algorithm in both an idealized
cylinder and a patient-specific bifurcation geometry, yielding results that agreed favorably
with prior numerical and experimental data.

In Chapter 4, a stability analysis was conducted for governing equations of vascular adap-
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tation around vascular homeostatic state. We started from the integral state equations of
the continuum-based constrained mixture theory of vascular growth and remodeling and
obtained a system of time-delayed differential equations describing vascular growth. By
employing an exponential form of the constituent survival function, the delayed differential
equations could be reduced to a nonlinear ODE system. We demonstrated the degeneracy
of the linearized system about the homeostatic state, which was a fundamental cause of the
neutral stability observations reported in prior studies. Due to this degeneracy, stability
conclusions for the original nonlinear system could not be directly inferred. To resolve this
problem, a sub-system was constructed by recognizing a linear relation between two states.
Subsequently, Lyapunov’s indirect method was used to connect stability properties between
the linearized system and the original nonlinear system, to rigorously establish the neutral
stability properties of the original system. In particular, this analysis led to a stability crite-
rion for vascular expansion in terms of growth and remodeling kinetic parameters, geometric
quantities and material properties. Numerical simulations were conducted to evaluate the
theoretical stability criterion under broader conditions, as well as study the influence of
key parameters and physical factors on growth properties. The theoretical results were also
compared with prior numerical and experimental findings in the literature.

In Chapter 5, we provided a comprehensive convergence analysis of the IEnKF and
proposed a new method to improve its convergence. First, the need for iterations in nonlinear
inverse problems was established. Namely, the IEnKF was shown to construct a constrained
optimization problem, which solved for model parameters that minimizes the innovation
while satisfying the forward model. Second, a theoretical analysis of the standard IEnKF
was considered and the declining utility of the Kalman updates on the ensemble covariances
was revealed. Third, we demonstrated that the interaction between the nonlinearity of
the forward model and the diminishing effect of the Kalman updates resulted in “early
stopping” of the IEnKF, i.e. the Kalman gain converged to zero before the innovation was
minimized. Furthermore, the steady state behavior of the early stopping phenomenon and
its relation to observation uncertainty was demonstrated. We then proposed an approach
to prevent the early stopping by perturbing the covariance with hidden parameter ensemble
resampling. The ensemble mean and covariance were kept unchanged during the resampling
process, which guaranteed that the change of the Kalman gain at each iteration caused by
resampling maintained correct Kalman update directions. Furthermore, we demonstrated
the influence of the kurtosis of the resampling distribution on convergence. Parallel to the
above developments, a synthetic model was presented to demonstrate the early stopping
effect, and the application and merit of the proposed resampling scheme.

In Chapter 6, we proposed an approach to improve parameter estimation in ill-posed
nonlinear inverse problems by incorporating constraints in a Bayesian inference framework.
Constraints were imposed by constructing a likelihood function based on fitness of the so-
lution to the constraints. The posterior distribution of the parameters conditioned on (1)
the observed data and (2) satisfaction of the constraints was obtained, and the estimate of
the parameters was given by the maximum a posteriori estimation or posterior mean. Both
equality and inequality constraints could be considered by this framework, and the strictness
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of the constraints could be controlled by constraint uncertainty denoting a confidence on its
correctness. Furthermore, we extended this framework to an approximate Bayesian infer-
ence framework in terms of the ensemble Kalman filter method, where the constraint was
imposed by re-weighing the ensemble members based on the likelihood function. A synthetic
model was presented to demonstrate the effectiveness of the proposed method and in both
the exact Bayesian inference and ensemble Kalman filter scenarios, numerical simulations
showed that imposing constraints using the method presented improved identification of the
true parameter solution among multiple local minima.

Beyond the topics discussed in this thesis, there are several other topics that need fu-
ture research. For modeling vascular adaptation and homeostasis, we only considered the
effect of mechanical stimuli (wall tension and wall shear stress) while biochemical stimuli
also play an important role. With the help of more advanced imaging techniques (such as
PET-CT), more information about the mechanotransduction signaling cascades can be re-
vealed, which characterizes the vascular adaption at the cellular level. Inclusion of a cellular
level sub-module into the current coupled simulation framework can reveal more interesting
dynamical behavior of vascular adaptation. This will not only help us to better understand
vascular homeostasis but can also potentially provide more accurate predictions for related
disease progressions such as aneurysm growth. For the model calibration portion of the work
presented herein, the methods we developed are motivated by modeling biomedical systems
but can be extended to implementations in other fields. For example, the idea of adding
constraints via Bayesian inference framework can be combined with generic machine learn-
ing problems to either accelerate convergence rate or eliminate irrelevant local minima. The
methods to incorporate more complicated constraints such as differential equations are also
worth being studied in future works.
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