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Abstract

This thesis concerns an inverse problem for time-domain fluorescence diffuse op-
tical tomography (FDOT) reconstructing multiple point targets from the boundary
measured data. The targets are fluorophores. The FDOT process is modeled by two
diffusion equations coupled with the source term in a half-space domain (DE model).
Our measured data are the time-domain data (temporal response function), measured
at some detector points as the temporal response of the fluorescence intensity to an
instantaneous injection of the excitation light from a source point. For a fixed pair of
detector and source points (S-D pair), the time-domain data has a unique time when
the fluorescence intensity reaches its maximum. We call this time the peak time of
time-domain data. Physically, the peak time has three unique advantages: (i) it is
unique, (ii) it is the least noisy data point in time-domain data, (iii) it can reflect the
optical path length distribution. Considering these advantages, the ill-posedness of
the inverse problem and large-scale computation costs, we give a precise mathematical
analysis and propose an efficient reconstruction algorithm as follows.

We start with studying the asymptotic formulae of the solution to the DE model
and its derivative in the case of a single point target. Based on this, we introduce an
approximate peak time satisfying a polynomial function, which agrees very well with
the peak time obtained by the numerical calculation using typical optical parameters.
Then, using approximate peak time and combining it with the bisection method, we
propose a mathematically rigorous bisection reconstruction algorithm to reconstruct
the target. For multiple point targets, we show the asymptotic formulae of the cor-
responding solution and its derivative. By choosing a localized S-D pair, we derive
a localized asymptotic analysis on a specific target and define its approximate peak
time. A localized reconstruction algorithm is proposed under the assumption of well-
separateness to the targets. Finally, we consider the target with a small volume and
extend the bisection reconstruction algorithm to reconstruct its approximate location.

The novelty of this thesis is that we apply asymptotic analysis to derive recon-
struction formulae containing the physical properties of the data. Several numerical
experiments show that our proposed algorithms are efficient, robust and accurate even
for deeply embedded targets.
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Thesis Outline

The time-domain data measured by a pair of source and detect points (S-D pair)
for our FDOT problem has a unique peak time when it reaches its maximum. Con-
cerning the physical properties of the peak time that can reflect the distance between
the targets and the S-D pair, we develop precise asymptotic analyses to introduce ap-
proximate peak times for a single point target and multiple point targets, respectively.
Then, we propose some algorithms to reconstruct the location(s) of the target(s) by
using the peak time as an index.

For the case of single point target, we first introduce a non-dimensional solution
to equally handle the physical parameters inside the solution of the mathematical
model of FDOT. We derive the asymptotic formula of the non-dimensional solution
in Theorem 3.1, which includes the effect of Robin coefficient. In Theorem 3.2, we
derive the asymptotic formula of the time-derivative of the non-dimensional solution
in a specific time interval (see the details in (3.1.17)). Since it is asymptotically
given in the form of cubic polynomial times a non-vanishing function, as in (3.1.19),
we define the approximate peak time as the positive root of the cubic polynomial
equation. It turns out that the approximate peak time has very nice accuracy to
the peak time, numerically. Based on the approximate peak time formula, we derive
the properties (see Theorems 4.2 and 4.3) on the approximate peak time, which are
related to the distance between the target and the S-D pair. By the proposed bisection
reconstruction algorithm as in Chapter 5, the properties of the approximate peak time
will be used to reconstruct the first two coordinates of the location of the target. For
the reconstruction of the depth of the target, we can directly solve the cubic equation
as in (5.1.1) to obtain the depth of the target. This bisection algorithm is not only
rigorous but also numerically effective.

For the multiple point targets case, we can derive the asymptotic formulae of its
solution by using the principle of superposition to the asymptotic formulae of the
single point target case (See Theorem 6.1). The approximate peak time formula is
derived by using a localized S-D pair (See Corollary 6.1). We numerically study the
properties of the peak time and the accuracy of the approximate peak time. After
this, we define the well-separatedness of multiple point targets as in Definition 6.2 and
give a localized reconstruction algorithm to reconstruct the locations of well-separated
multiple point targets. Even though we cannot validate this algorithm theoretically,
this algorithm numerically works well for well-separated multiple point targets.

We would also like to point out the following. For a region in the measurement
surface, we repeat the step of the bisection algorithm only for shrinking the region
of the horizontal location of the target a limited number of times, which gives a
good approximation of its horizontal location. In addition, the whole reconstruction
algorithm is less time-consuming, efficient, potentially robust and accurate for recon-
structing the locations of the deeply embedded targets. We also expand this algorithm
to reconstruct a marker point of the target with a small volume in Chapter 7.

This thesis is organized as follows:
e Chapter 1: We introduce the background of FDOT and the advantage of the

time-domain method, which will be applied to our FDOT problem. We explain
the research motivation of this thesis.



iii

Chapter 2: We briefly describe the derivation of the mathematical model of our
FDOT problem. The aim and some related works of our FDOT problem are
given.

Chapter 3: We study asymptotic formulae of solution of our mathematical model
for FDOT and its time-derivative in the case of single point target. Some nu-
merical verifications are presented to further explain the asymptotic analysis.

Chapter 4: We introduce the definition of approximate peak time and its math-
ematical properties for the case of single point target. Then, we verify the
consistency of the properties and the accuracy between the approximate peak
time and the peak time, numerically.

Chapter 5: Based on the properties and the accuracy of the approximate peak
time, we present a bisection reconstruction algorithm to reconstruct the location
of an unknown single point target from several measured peak times.

Chapter 6: We start to consider the FDOT problem for multiple point targets.
We first derive asymptotic formulae of the solution and its time-derivative. An
approximate peak time for each target is defined by using a localized S-D pair.
Based on numerical verifications of the approximate peak time, we propose
a localized reconstruction algorithm to reconstruct the locations of unknown
targets. Some numerical experiments are presented to examine the performance
of the proposed algorithm.

Chapter 7: We consider reconstructing an approximate location of an unknown
target from measured peak times, where the unknown target has a small volume.
We conduct some numerical experiments to extend the bisection reconstruction
algorithm for approximately reconstructing the unknown target.

Chapter 8: We give conclusions and discuss some future works.

The Chapters 3-5 of this thesis is mainly based on the paper [11].
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Chapter 1

Introduction to FDOT and Inverse
Problem

In this chapter, we will briefly introduce the background of fluorescence diffuse
optical tomography (FDOT) and some methods of its study in Section 1.1. In Section
1.2, we give the concept of the inverse problem and its difficulty of research. Since
FDOT is a typical inverse problem and contains large computational costs, we explain
the research motivation of our thesis.

1.1 Fluorescence diffuse optical tomography

1.1.1 Background of fluorescence diffuse optical tomography

FDOT is one of the imaging techniques that makes use of fluorescence light from
fluorophores. This imaging technique has potentially powerful potential for medical
and biological applications. For some specific diseases and biological activities, their
unknown regions can be fluorescently labeled and be reconstructed in a non-invasive
way [41,44,47]. This imaging technique is also commonly referred to as fluorescence
molecular tomography (FMT).

FDOT is an extension of the standard fluorescence imaging method to strongly
scattering media like biological tissues. In this medium, the light propagation is
considered as an energy dissipation by random scattering. The spatial distribution of
fluorescence will be significantly blurred by strong scattering. In this case, many usual
imaging techniques cannot be applied to this problem. Since light diffuses strongly,
we should first model the propagation of the light, and then the fluorescence image
should be reconstructed from the blurred image. FDOT is a method to reconstruct
such fluorescence and an essential for the strongly scattering media.

The reconstruction of the distribution of the fluorophores needs to solve an inverse
problem with a light propagation model for such media. This inverse problem is the
so-called FDOT. This problem is a kind of diffuse optical tomography (DOT) [15] but
specifically using fluorescence. As shown in Figure 1.1, for fluorescence, two phys-
ical processes are coupled, namely excitation and fluorescence (emission). Excita-
tion photons injected at the boundary of the medium propagate to the fluorophores,
and then some of the photons are absorbed by them which excite the fluorophore
molecules. After a moment of absorption by fluorophores, the fluorophore emits other
photons at a longer wavelength than those of the excitation photons. These photons
again propagate until they are observed by a detector located at the boundary of the
medium [31,51].

FDOT has advantages in medical applications because fluorophores can be de-
signed for specific targets. Fluorescence is generated only in this target region, which
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FIGURE 1.1: Physical processes of excitation and emission in FDOT

results in FDOT being potentially sensitive to specificity compared with many DOT
applications using intrinsic absorption.

1.1.2 Time-domain method and its advantage

The FDOT or DOT technique can be categorized by measuring physical quantities
[5, 28], such as the steady-state fluorescence intensity (continuous wave method; CW
method) [12,27], the temporal response of the fluorescence intensity with an instanta-
neous injection of the excitation light (time-domain method; TD method) [39,49], the
phase and demodulation of the fluorescence intensity with a sinusoidally modulated
excitation light (frequency-domain method; FD method) [2,43] and a hybrid method
of them [48], combining geometrical information of the excitation light source and the
detector locations.

The measured data of the TD method is a temporal response function, which
records the fluorescence intensity over time when the excitation light is injected. Com-
pared with the measured data of other methods, the unique advantage of this data
is that it reflects the optical path length distribution [4]. More precisely, if a single
target produces fluorescence, the temporal response function is related to the distance
to that object. This relation will guide in reconstructing the location of the target.
Therefore, this thesis will focus on the TD method.

Since the TD method provides information on the optical path in the medium,
several approaches have been proposed. For example, only early arrival photons are
used to reconstruct the geometrical shortest path [9,46]. However, due to the specular
reflections, the limitation of the detector and the insufficient number of photons, the
early time of the temporal profiles suffers artifacts, which may cause problems in use.
The peak time is used [22,23], where the peak time is the time when the temporal
response function reaches its maximum. The physical intuition of the peak time is
similar to the first moment [13,38] because both reflect the time when the majority
of photons arrive. However, the peak time can always uniquely be evaluated and is
the least noisy data point in the temporal response function, making it potentially
robust in the reconstruction. In this thesis, we focus on this advantage and consider
applying the peak time to our FDOT problem (see Section 2.2).

1.2 FDOT as an inverse problem

In this section, we introduce the concept of the inverse problem. Since FDOT is
an important, typical and well-studied inverse problem, we will explain the difficulty
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of studying inverse problems by introducing the definition of ill-posedness. And then
we return to our FDOT problem and explain the research motivation.

1.2.1 Concept of inverse problem

When using the terminology, inverse problem, the natural questions are “inverse to
what” and “which problem is an inverse problem”. The terminology inverse problem
is defined as the terminology itself indicates, as the inverse of forward problems.
Following Keller [36], one calls two problems inverse to each other if the formulation
of one problem involves the other one. For mostly historical reasons, people might
call one of these problems (usually the simpler one or the one which was studied
earlier) the forward problem, the other one the inverse problem. However, if there is a
practical problem behind the mathematical problem studied, there is, in most cases, a
quite natural distinction between the forward and the inverse problem. For instance,
if we want to predict the future behavior of a physical system from knowledge of its
present state and the physical laws (including concrete values of all relevant physical
parameters), we will call this the forward problem. Possible inverse problems are the
reconstruction of physical parameters from observations of the evolution of the system
(parameter identification).

From the applied point of view, we might say the inverse problems are concerned
with determining causes giving a measured effect, such as seismic exploration [53],
computerized tomography [45], air and water quality control [26], etc. Back to the
FDOT problem, it aims to reconstruct the fluorophores quantitatively from the bound-
ary measurements. So FDOT is an inverse problem.

For the mathematical study, we can define inverse problems with the help of
abstract operator equations. Let ¢ and f represent the unknown and the measured
data of the inverse problem, respectively. Then, we define an operator equation

K(q) =, (1.2.1)

where K is an operator acting to the space Q of the unknown to the space F of the
measured data. The forward problem is to determine f for a given ¢ within the space
Q, whereas the inverse problem is to reconstruct g from f for a given K.

1.2.2 Well-posedness and ill-posedness
The well-posedness of problem (1.2.1) was defined by Hadamard [21,37] as follows.

Definition 1.1. Let Q and F be normed spaces and let K : Q — F be a (possibly
nonlinear) continuous operator from Q into F. The inverse problem defined by (1.2.1)
1s well-posed if all three conditions are satisfied:

(i) Existence: For any f € F, there exists at least one solution q such that K(q) =
f, i.e., Range(K) = F.

(ii) Uniqueness: For any f € F, the solution q* to the equation K(q) = f is unique
in Q, i.e., there exists an inverse operator K1 : F s Q.

(iii) Stability: Any sequence q1, g2, - -+ C Q satisfying K(q,) — K(q) as n — oo
implies g, — q as n — co. i.e., the operator K1 is continuous.

A problem for which at least one of the three conditions above fails to hold is termed
ill-posed.
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Usually, the forward problems are well-posed because they are correctly modeled
according to physical laws. Then the inverse problem in physical processes is usually
ill-posed because it may encounter the following difficulties [29]:

(i) A given measurement is inevitably noisy. If the noisy measurement f° ¢
Range(K), there exists no solution in Q.

(ii) Even if K~! exists and f0 € Range(K), it does not guarantee the solution ¢°
solved by K119 satisfies ¢° — ¢ as f® — f, since the operator K~ may be
unbounded. That is, a small error in f may produce an enormous error in ¢°.

Due to their practical importance and ill-posedness, the research of inverse prob-
lems has attracted the attention of many scholars.

1.2.3 Overview of our FDOT problem

In this section, we explain our research motivation through an intuitive argument
for our FDOT problem.

Through mathematical formulation, some inverse problems will eventually be re-
duced to solving a Fredholm integral equation of the first kind [33]. Our FDOT
problem is one of them.

Let us introduce the following example to explain the ill-posedness of our FDOT
problem.

Example 1.1. (Fredholm integral equation of the first kind) Consider the
problem of solving a Fredholm integral equation of the first kind

b
/ k(t, y)a(y)dy = f(t), c<t<d. (1.2.2)

For given the kernel k(t,y) and the function f(t), the problem is to find q(y). It
is assumed that f(t) € Clc, d], q(y) € Cla, b], k(t, y),0ik(t, y) and Oyk(t, y) are
continuous in the rectangle c <t < d,a <y <b.

The problem of solving equation (1.2.2) is ill-posed because solutions may not exist
for some functions f(t) € C[e,d]. For example, take a function f(¢) that is continuous
but not differentiable on [c, d]. With such a right-hand side, the equation cannot have
a continuous solution ¢(y) since the conditions for the kernel k(¢, y) imply that the
integral in the left-hand side of (1.2.2) is differentiable with respect to the parameter
t for any continuous function ¢(y).

In this thesis, we use the TD method to consider our FDOT problem. The mea-
surement is a temporal response function wu,,(x, t; z,) satisfying (2.2.3), where x and
x, are given. Our FDOT problem aims to reconstruct pf from uy, (x, t; x,) via (2.2.3).
Hence, if we assume Q = [a, b] in (2.2.3), our problem can be reduced to (1.2.2) with

k(t, y) :== D/o Kz, y; t — s)K(y, zs; s)ds, q(y) == pr(y), f(t):=um(z,t; zs).

Unfortunately, the measurement u(z, ¢; xs) inevitably contains noise, i.e., may not be
differentiable. So, our FDOT problem is ill-posed.

The research motivation for our FDOT problem comes from the following issues:

(i) How to reduce the effect of the ill-posedness of the inverse problem on the
reconstruction of p 7
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(ii) Since the domain € in our problem is a half-space of three-dimensional space,
reconstructing pir by (2.2.3) must be of large-scale numerical computations.

These two issues require to develop a mathematical analysis. There are many very
classical methods, which can be easily applied to our FDOT problem. For instance,
we can transform the problem into a minimization problem for a cost functional in-
corporated with an appropriate regularization [16,30,35]. Then, we can propose an
iterative method to solve the minimization problem. However, we may need to discuss
the computational costs of the algorithm, the selection of regularization parameters
and so on. Instead of doing these, we can take advantage of the inherent advantages
of the TD method as mentioned above. Namely, we applied an asymptotic analysis on
the temporal response function u,,(z, t; z,) to derive the relation between the peak
time and the optical path length distribution. In this way, we can have an efficient
and robust reconstruction method.



Chapter 2

Mathematical Formulation to Our
FDOT Problem

In this chapter, we introduce the mathematical description of FDOT and our
FDOT problem. In Section 2.1, the physical processes of FDOT are described by
radiative transfer equations (RTEs) in half space. Using this mathematical model to
reconstruct the absorption coefficient of fluorophore, the amount of computations is
so heavy to solve our FDOT problem, numerically. We introduce coupled diffusion
equations, whose solution nonlinearly depends on the absorption coefficient of the
fluorophore. In Section 2.2, we formulate our FDOT problem based on linearized
diffusion equations. We list some related works in Section 2.3.

2.1 From RTE Model to DE Model

In this section, we introduce the radiative transfer equation (RTE) in the half-
space domain, which is considered to be a general description of dissipating light in
the scattering medium. Then, we give its approximation modeled by coupled diffusion
equations (DEs) for the averaged fields [40)].

There are several geometrical situations in realistic problems. It should be reason-
able to consider the case of simple half-space geometry for potential medical applica-
tions on the body of a human, like a chest, which is significantly larger (~ 20 cm) than
the size of the measurable distance (< 3—4 cm) in the case of the point source and de-
tector measurement scheme. Therefore, the curvature of the measurement boundary
is approximately flat. Let us define the domain (medium)

Q:=R3 = {z:= (21, 22, 23) : (21, 22) € R?, 23 > 0}

with the boundary 99 := {(z1, 22, 0) : (71, 72) € R?}.

2.1.1 Coupled radiative transfer equations model

As shown in Figure 1.1, we inject the excitation light on 02 at the first process of
FDOT. The RTE can accurately describe the light propagation through strong turbid
media [10,19]. The following coupled RTEs can formulate the two physical processes
(excitation and emission) in FDOT:

v1(9t<I>e—|—0-V<I>e+(,uae-i-uf(a:)—i-,use)@e—,use/ n(0, 0P (z, &, t)dd’ =0, (2.1.1)
S2
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and
v 0Dy + 0 - VO, 4 (ttam + fhsm ) P — usm/ n(0, 0P, (x, 0, 1)d0 = g, (2.1.2)
SQ

where ®.(z, 0, t) and ®,,(z, 6, t) represent the angularly resolved radiant intensity
of the excitation and emission light, respectively. v is the speed of light propagation.
tae and pqm are the absorption coefficients for the excitation and emission light,
respectively. pse and pgy, are the scattering coefficients for the excitation and emission
light, respectively. S? is the unit sphere. The scattering phase function, 1(6, ¢'),
describes the probability that a photon traveling in direction 6 is scattered within the
unit solid angle around the direction #’, which meets the condition [q, 7(6, ')d6 = 1.

The source term for ®,, in (2.1.2) coming from the excitation field is specified by

t—t
(1) = o, (x, 0, t')do'dt, 2.1.
(o) = 0D [ e (<55 o 04 (2.1

where ¢ > 0 is the fluorescence lifetime. 0 < v < 1 is the quantum efficiency of the
fluorescence. piy is the absorption coefficient of the fluorophore.

Assume that the excitation field ®, is generated by a point source at x5 € 0f2.
Then the Fresnel reflection law [6,55] leads to the boundary conditions

Doz, 0,t) = Ro(|0-v))Pe(z, 07, 1)+ (z — x,)0(0 + )3(t), z €N, (2.1.4)
Dp(z, 0,t) = Rpu(|0-v))Pp(x, 07, 1), =€ o0

for 6-v < 0, where v = (0, 0, —1) is the unit outward normal vector. Here, 6(-) is the
Dirac d-function, #' € S? is the angle symmetric to # about v. R. and R,, are the
Fresnel reflection coefficients. Let n; and ng with n; > ng be the refractive indices
inside and outside of the medium, respectively. Assuming that R := R, = R,, and
for the unpolarized light, there is [42]

L(Rs(cos€) + Rpy(cos)), 0<E<E,

filcosg) = {1, c<E<m/,

where R, and R, denote the Fresnel reflection of the perpendicular and parallel po-
larizations given as

n1 cos & — no cosé 2
n1 cos & + no cosé

ni cos& — ng cos &y 2
ni cos & + ng cos &y

Rs(cos€) := R,(cos§) =

with the critical angle . := arcsin 32, while cos§ = (1— (?L—; sin £)2)1/2,
The initial conditions are given by

®o(x,0,0) =0, (x,0)€QxS? (2.1.6)
®,(z,0,0) =0, (z,6)cQxS
From above, the physical processes (excitation and emission) in FDOT can be

described by the governed equations (2.1.1)—(2.1.2), the boundary conditions (2.1.4)—
(2.1.5) and the initial conditions (2.1.6)—(2.1.7).
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2.1.2 Coupled diffusion equations model

Since both ®, and ®,, depend on the scattering direction # € S?, for reconstructing
py from measuring ®,, over the boundary, the amount of numerical computation is
huge. Hence, instead of RTEs, people use its approximation given as the following
coupled diffusion equations [40]:

(710 = DA+ po + pp(x)) Ue = 0, (2, 1) € Q x (0, 00),
U. =0, (z, t) € Q x {0}, (2.1.8)
U, + BU, = wed(x — x4)0(1), x, xs € 9, t € (0, 00),

and

(v7'0 — DA+ pg) Uy, = Sy, Uel(z, 1), (z, t) € 2 x (0, 00),
Un =0, (z, t) € Q x {0}, (2.1.9)
O, Up + BU,, =0, (z, t) € 902 x (0, 00),

where 0, := v - V is the exterior normal derivative, the physical parameters

1
= o7 o Ma = Hae = Hams Hs = Hse = Hsm,
3ps(1—g)
1
__ 6us(l-g) _ 3ps(1—g) 1-2 [y R(u)pdu
e = , = i ,
1+3 [y R(p)p2 dp 2 143 [y R(u?dp

where g is called the anisotropy factor, which is defined by the average cosine of the
phase function 1(6,6"), and usually given by a physical parameter of the medium. The
source term in (2.1.9) for Uy, is

Slps, Uel(x,t) == W/O e T Ue(x,s)ds. (2.1.10)

Here, we remark that Uy, depends on iy, nonlinearly.

2.2 Liniarized FDOT problem for multiple point targets

In this section, we formulate our FDOT problem (inverse problem) based on the
linearized diffusion equations of (2.1.8)—(2.1.10), whose solution linearly depends on

My
Let ue and u,, be excitation and emission light for the fluorescence process, re-

spectively. These two processes can be modeled as a coupled initial boundary value
problem as follows:

(v710 — DA+ pg) ue =0, (z,t) € Q x (0, 00),
ue = 0, (z,t) € Q x {0}, (2.2.1)
Opte + Pue =0 (v —x5) 0(t), (x,t) € 002 x (0, 00)

and
(vil(?t — DA + ua) Um = fflUe, (2,1) € Q x (0, ),
Uy = 0, (x,t) € Q x {0}, (2.2.2)
Oy + By, =0, (z,t) € 02 x (0, 00),
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where ) := ]R:j’r. 01 is the boundary of . u, is the absorption coefficient. D is the
diffusion constant. v is the speed of light in the medium. 8 = b/D > 0 is the Robin
coefficient. xs € 02 denotes the location of the point source where the excitation light
is injected.

Remark 2.1. The diffusion equation (2.1.8) can be linearized by assuming that
ltfll2@w) < pa- This assumption is quite natural in many applications. The er-
ror estimate of this linearization has been proved in [/0]. Further, if we take we = 1
and £ — 0, we can get (2.2.1)(2.2.2), where the solution u,, linearly depends on fif.

The solution u,, to (2.2.2) is given as

(x,t;xs)
= D/ / pr(y)K(z,yst — s)K(y, zs; ) dyds,  (x,t) € @ x (0,T). (2.2.3)

Here, K(x,y;t) is the Green function associated with (2.2.2),

ve VHal (21 -91)%+(za—y2)?

K(z,y;t) = We_T’%(x&y&t% (2.2.4)

where C3 satisfies the Robin boundary condition, which is

_ (z3+u3)? _ (z3-y3)?
]C3(1'3, Y33 t) —e wDt 4 e 4Dt

_ B(z3+ys)+B2vDt (363+y3+2/3th>
28V v DteP \F3TYs erfc N ,

erfc(n) f f —*ds, n€eR,

where x; denotes j-th component of the three dimensional vector x.
Now, our inverse problem (FDOT problem) is formulated as follows.

Inverse Problem: Let ;
=Y it — o), (2:25)
i=1

where each xgj ) is the location of an unknown target, and each unknown c; is the

G

absorption strength of the fluorophore committed by the target at x¢ ) Then, recon-

()

struct each x¢’/ from the measured peak times given as

tg;ik = tpear(x]”, 2{V) = {t - argtfgaxum(xfi"), ta™N, n=1,2,---, N,
where {a:gn), a;ﬁ”)}, n=1,2,---, N, are N sets of source and detector points (S-D

pair) located on 0Q0. For J = 1 and J > 2, we call ps a single point target and
multiple point targets, respectively.

Then, the inverse problem is to reconstruct the location of small fluorophores
(point targets), whose simplified system allows us to make a precise mathematical
analysis.

2.3 Related works

In this section, we review some related works to our FDOT problem, which primar-
ily focus on using the time-domain data and studying the peak time of time-domain
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data in the diffusion approximation models of FDOT. These studies are one kind of
FDOT problem considering its data (model) types. As discussed in Chapter 1, there
are other fruitful studies besides the time-domain data.

For the case of the target having a volume, there are some works reconstructing
the target by using the time-domain data. In [52], the authors introduced the idea of
cuboid approximation to reconstruct the shape of the target based on the linearized
DE model with the fluorescence lifetime ¢ > 0. In [54], the authors considered the
inverse problem of reconstructing an ellipsoidal target or an untilted cubic-shaped
target based on the linearized DE model with ¢ > 0. Both [52| and [54] first recov-
ered a location of the target on the measurement surface. After that, the detailed
approximation of the shape of the target is reconstructed by solving an optimization
problem. The paper [14] reduced the inverse problem of choosing the best data fea-
tures. The data feature problem has been reinterpreted from the point of view of the
projection of the data onto some basis functions and a wavelet approach has been
proposed. Some reconstruction frameworks are proposed based on a formulation of
the three-dimensional finite element method [20, 56].

For assuming the target is a point target, the paper [18| considered using a minimal
number of S-D pairs to reconstruct the location of the point target. By a local analysis,
they gave a reconstruction algorithm using the Levenberg-Marquardt method and
proved its local Lipschitz stability. For their reconstruction, they need a good initial
guess.

There are several studies on the peak time of the time-domain data. In [22,23],
they reconstructed the depth of the point target with the homogeneous Neumann
boundary condition by numerically calculating the peak time. However, their analysis
was based on an empirical way using numerical simulation of the peak time without
analytical investigations yielding a mathematical formula of the peak time. In [17],
they first considered the expressions of the approximate peak time of time-domain
data for Dirichlet, Neumann and Robin boundary conditions based on the asymptotic
formulae of the solution of the linearized DE model. However, the expression under
the Robin boundary condition only considers an extreme condition with a lack of
verification for applying our actual inverse problem.

In general, FDOT is an ill-posed inverse problem discussed in enormous studies,
and it is known that the initial guess and the regularization to confine the problem
are ones of crucial points to solve FDOT [5]. To improve the image quality, we refer
to [8,25] for LP regularization, [1,7] for total variation regularization and [24,34,41]
for sparsity regularization.

For more extended studies of FDOT, we can refer to the monographs [31] and [32],
which introduce the principles and applications of DOT and FDOT, respectively. Con-
cerning diffusion approximation models to describe the physical processes of FDOT,
we refer to [3,6,40] and the references therein.
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Chapter 3

Asymptotic Formulae of Solution
for Single Point Target

In this chapter, we begin with studying asymptotic formulae of the solution u,, to
(2.2.2) and its time-derivative solution dyu,, in the case of a single point target, i.e.,
J =11n (2.2.5). After that, we provide some numerical verifications to examine the
asymptotic behaviors.

For J =1 1in (2.2.5), we suppressed the superscript (j) of :z:gj ) and the subscript j
of ¢j, i.e.,

pr(r) =cd(x — x).

Then, for any given xg4, x5 € 982, Uy, of (2.2.3) becomes

Cefv,uat t 3 7‘%7%‘2 _\wsﬂvclz
um(xd7t;xs):167r3D2v/0 ((t—s)s) 2¢ 4vD(t—=s) e~ 4uvDs

X Kg(xeg;t — 5)K3(weq;8)ds,  (3.0.1)

where

. es +2B8vDt 2 Tea + 200Dt
Ks(2ey;t) :=1— BVrvDt e <:1:3> erfc <‘5 i
(o ) v P ( V4vDt V4vDt

Here, |z|? = 22 + 23 + 22 for = (21, 72, 23) € R3.

The rest of this chapter is organized as follows. We first derive non-dimensional
asymptotic formulae of the solution defined by (3.0.1) and its time-derivative in Sec-
tion 3.1. Then, dimensional asymptotic formulae of the solution defined by (3.0.1) and
its time-derivative are established in Section 3.2. The effectiveness of the asymptotic
formulae is demonstrated by using some numerical verifications in Section 3.3.

3.1 Non-dimensional asymptotic formulae of solution

In this section, we give a non-dimensional asymptotic analysis of solution defined
by (3.0.1). The motivation for doing this is to equally handle all the parameters inside
the solution without concerning their physical dimension,

Let us define non-dimensional lengths and time as follows:

T T4 T T

= =20 5 =2 . =C = 8D
P="T» PA="T Ps= T Pe= T , b=pD,

ot
™D
and

Um (P, Ts ps) = um(x, t;xs),  Ka(pz;7) := Kg(zey; t).
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Then, ,, is written as follows (see [18, Lemma 2.1]).

Lemma 3.1. For any given pgq, ps € 082,

U (1) = C(T)7 2 (Ing, (7) + In, 4(7)), (3.1.1)
where
' 1673 D4 A 47 7% 47 07T 4 o

Ad As—Ag ~

1/2 ~
I, (1) = /0 (1- U)U)_%e_(l—f’)" e 1= K3(Ae;1 —0)K3(Ae;0)do,  (3.1.3)

and Iy, ,(7) is defined by switching the role of Aq and \s in I, (). Here, K3 is given
as

Ks(A\e;0) =1 — \/%ﬁzo exp (22) erfe (z5) (3.1.4)
witth:%ﬁ)r0<a< 1.

In the next Theorem 3.1, we obtain the asymptotic formula of u,, based on the
asymptotic of K3 as p., — 00.

Theorem 3.1. Let pg, ps € 092. Assume that
lpa — pel®> = |ps — pc|2‘ < Cr for some C >0. (3.1.5)

Then, Gy, of (3.1.1) satisfies

I
S

U (1) = Ty (1) + O (5 (7)) (3.1.6)
as pe; — 00, where

Uy (7)

2 2 log—rel®+lps —pel? . 2
—vre(ryr ( Py LIl = I R E

lpa — pel  |ps — pe Pes + 0T

Proof. The proof of Theorem 3.1 can be done in a similar way as in [18, Corollary
2.3]. For readers’ convenience, we provide the proof here in detail. By (3.1.4) and

exp (22) erfc (z) = \37? exp (22) /:o exp (—32) ds

2 00
= \/17?2 — ex[z/(; ) / s 2exp (—52) ds, z>0,

we obtain

% pC3
K o) = 8
3(7-7 Pcss G) Pes + 2boT + T(U)’

where

(o) == by/To exp (22) /00 s 2 exp (—52) ds.
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This implies
163(7‘, Pes; 0) — p%i# Ir(o)] < C’z;3 =0 (,00_33) (3.1.8)
as Peg — 00. Set
¢ R (7 peai VK7 pegi 1 = ) = glrio) +U(ri), (319)
where
l(1;0):= 6_% <pc37‘(1 —0)+ Pes r(o) +r(o)r(l — U)> )
Pes + 2b0T Pes +20(1 — o)
As—A
g(rio) i=e = Pes —ic;bar Pes + 2@?31 — o)1 (3.1.10)

Based on (3.1.9), we split I, of (3.1.3) into

Ing (1) i= I3 (7) + Ry(7),

(3.1.11)
where
1/2 sy
I5(7) ::/ ((1—0)0) 2e (=9 g(r1;0)do,
0
12 Ly (3.1.12)
Ry(T) : / (1=0)o) 2e T=271(1;0)do.
0

By (3.1.8), we note that R} is a remainder term of Iy, in (3.1.11) as p; — 0.

Further, we split I by applying the Taylor theorem to g of (3.1.10) at the center
o = 1/2. Then, we obtain

g(t;0) = g(15;1/2) + 0pg(T,0,) (O’ - ;) with 0< 0, <1/2,

and

1o(r) == /01/2 (1 - 0)0) P 5w [g(f; 1/2) + 8, g(7,0) <a - 1)] do. (3.1.13)

We decompose I§(7) into I§(7) = 14(7) + Rq(7), where

1/2 3 _ Mg

Iy(7) :/ ((1—0)0) 2e (-9)og(r1;1/2)do,
0

and

Ry(T)

1/2 IRy 1
= / (1=0)o) 2e T=270,g(r,0) <a = ) do.
0

2
By change of a variable, we obtain

& _1
Iy(T) = g(T; 1/2)/ g2 M) g = g(751/2)v/TA, e N
0
27T _w—pc@w (
_AVTT s

2
_ Pcs )
|pd — pel Peg + bT ’




Chapter 3. Asymptotic Formulae of Solution for Single Point Target 14

which determines the asymptotics in (3.1.7). By (3.1.5), we have |0,9(r;0)| < C,
which implies

1/2 3 A 1
| (=0 e R agr0) (o~ 5 ) ao
0

|Ra(7)| = 5

< C’/ e MO (¢ 4 4)72 d¢
0
<CM\tem for >0, (3.1.14)

This implies Rg is a remainder term of I§ in (3.1.13), precisely,
C(r)r 2| Ra(7)| = C(r)720 (Age 204520} = O (g, (7)o,
as pe; — 00. Then, by (3.1.1), (3.1.7), (3.1.11) and (3.1.13)-(3.1.14), we obtain

Ui (1) = C(T)7 72 (In (1) + I, 4(7))
= C(r)r 2 ([I3(r) + Ry()] + [I3(7) + Ri(7)])
)

= C(r)r 2 [La(7) + L(7)] + C(1)7 720 Ra(r) + Ry(7))
=% (1) + O (@l (T)pz)) (3.1.15)
as pe; — 00. This implies (3.1.6), and the proof of Theorem 3.1 is complete. O

Remark 3.1. In Theorem 3.1, the error between t,, of (3.1.6) and its asymptotic
expansion s estimated by p;al. This is the same as the case b = 0,i.e., 8 = 0 as
in [18, Corollary 2.3]. However, a new feature here is that there is a factor

2
Pe
<p +367> (3.1.16)
c3

n (3.1.7), which is an effect coming from the boundary. We will show the effect of
Robin coefficient 5 by using some numerical verifications shown in Subsection 3.3.2.

In the next Theorem 3.2, we obtain the asymptotic formula of O, under the
condition

2 2 ~1
lpd — pel” — |ps — pel ‘ < Citp,, for some Cp >0, (3.1.17)
Copey <7 < C3pe; for some Cy, C3 > 0.

Theorem 3.2. Let pg, ps € 0. Assume (3.1.17). Then, t,, of (3.1.1) satisfies
Orliyn (T) = Oyl (7 )+O< a(r )pc33/2>, (3.1.18)

as pey — 00, where ul (1) is as in (3.1.7). Here,

Oriiy, (1) = Py(1)iig, (1),

z 3 1 |pa—pPtlps — pel® s 2b (3.1.19)
Py(1) i= —poD — ~771 — ,
() e 2" 2 ! Pes + bT

Proof. The proof of Theorem 3.2 can be done in a similar way as in Theorem 3.1. The
only difference occurs when we compute d,¢g, where g is as in (3.1.10). By (3.1.17),
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we obtain

As—A

_ ,ﬂ 1
Oye 17 | < C|N\g— Asle” =2 < Cp_.

C3

for 0 < o < 1/2, which yields

0, (e i=ot Lo Pes < Cp;! (3.1.20)
Pes +2b0T peg +2b(1 —o)r )| = 7

|059(7;0)| =

for 0 < o < 1/2. This implies

|Ry(r)| = ‘/01/2 (1 = 0)o) 2e =570, (r, 0) <0 - ;) do

< Cpc;/o e 2O (¢ 4 4)"2d¢ = O (pCS A7l *‘W) (3.1.21)

as pe; — 00. By (3.1.17), we have

_ 2 .Y A
< CM@ (I-0)o < Ce (-o)o for Pes > O,

__d__
87-6 (1—0o)o
T

which yields from (3.1.20) that

|0-Ra(7)|

/01/2((1_0) )72 [ae u”‘)} 0s9(,0) <0—;) do

/ (- o) He T [0,0,9(7,0) (o-3) 0

W

<

_|_

3 Y

1/2
Scpc_gl/o ((1_0.)0-) 26 (1—0)o

o — ‘ do=0 (pc3 A —4%) (3.1.22)

as pe; — 00. By (3.1.17), (3.1.21) and (3.1.22), we obtain

0r [C(r)r 2 Ra(r)] |

<C (|o-[C(M)72Ra(7)| + |C(T)T > Ra(7)| + |C(7)7720- Ra(7)))
=C(r)72(0 (Ra(7)) + O (8- Ru(r)) )

—C(r)r QO(pC;Ad i)

—0 (7‘ 227! ) O(pcg g0 ) (3.1.23)

as pe; — 00. In a similar way as in (3.1.15) and (3.1.23), we obtain

Oriin(7) = 05 (C()T 2 [In () + Do (7)])
= 0, (C()r 2 1(r) + (7 >]) O (C(r)r 2 [Ry(r) + Ri(7)] )
= 0% (7) (aT (€7 2[Ra(r) + By(7)]))
= Py(7) +0 (Pcf/ 2 )
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as pe, — 00, where Py is as in (3.1.19). O

3.2 Dimensional asymptotic formulae of solution

In this section, we are going to rewrite the asymptotic formulae of the non-
dimensional solution 1, (see Theorem 3.1) and its time-derivative 0,4y, (see Theorem
3.2) into the dimensional case.

Recall the change of variables
= Dp, ©4=Dpa, @5 = Dps, @c=Dpe, t = —, b= BD. (3.2.1)

We easily obtain the following dimensional asymptotic formula of the solution u,, as
the depth z., of the target goes to infinity.

Theorem 3.3. For the original solution u,,, (3.1.5), (3.1.6) and (3.1.7) are given as
follows. Let x4, xs € 002, and assume that

g — ze|? — |zs — %12’ < Ct for some C > 0. (3.2.2)
Then, u,, satisfies
U (£) = ul (8) + O (ul,(t)zy,') as @e, — oo, (3.2.3)
where
u (1) ._cexp (—pavt) < 1 1 > 3

; +
SWgU%D% |Tg — 2| |zs —

|24 — xc|2 + |os — xr:’z Leg ?
X — . 3.2.4
P ( 2vDt Zes + P Dt ( )

It should be mentioned that the condition (3.2.2) is natural. Since the domain
is the upper half space and the location x4 of the detector and the location x4 of the
source are on the boundary 9€, the left hand side of the condition (3.2.2) will become
small when we set the distance between x4 and s is small and the depth z., of the
target is large.

Using the changes (3.2.1) again, we can derive the following asymptotic formula
of time-derivative Oyu,, as the depth z., of the target goes to infinity.

Theorem 3.4. For the original solution w,,, (3.1.17) and (3.1.18) are given as follows.
Let x4, x5 € 092, and assume

t
|zg — ze|? — |zs — xcﬂ < Cp— for some C; >0,
Tes (3.2.5)

Coxey <t < C3zey for some Cy, C3 > 0.

Then, u,, satisfies

Oy, (t) = Oyul, (t) + O <uﬁl(t)a:*3/2) as Te, — 00, (3.2.6)

c3
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where ul (t) is as in (3.2.4). Here,

Oty (£) = P3(t)usy, (1),

3 — |2 — .2 28vD 3.2.7
Ps(t) := —pqv — g [wa = @l + |25 — 2] 2 — 7&] . ( )
2 2vD Tey + Bv DL

From Theorem 3.4, we derived a nice asymptotic formula of Oiu,,, because its
dominant term is in the form of a polynomial multiplied by the asymptotic solution
u? . In the following, we make a minor remark on the constraint (3.2.5) and the
motivation of giving Theorem 3.4.

Remark 3.2.

(i) Due to the constraint (3.2.5), as the depth x., increases the time t also increases.
Roughly speaking, the rate of increase in z., and the time t is the same as
Zeg — 00. In fact, we pay more attention to the asymptotic formula at t*, where
t* is the zero of Oyup(t) = 0. From Verfication II given in Section j.2, we
will observe the fact that the time t* increases as x., increases.

(ii) The motivation for discussing the asymptotic formula of the time-derivative Oy,
is from the physical experience. That is, the process um(t) has a unique mazimum
value to t. We will show this fact by numerical experiments in the next section.
But it is difficult to directly prove this fact by using the analytical solution (3.0.1).

3.3 Numerical verification

In this section, we verify the effectiveness of the asymptotic solution u$, by study-
ing some numerical examples. Also, the effect of Robin coefficient 8 will be numerically
demonstrated. These numerical experiments will clearly demonstrate the importance
of our asymptotic analysis.

3.3.1 Comparison of exact and approximate solutions

In this subsection, we numerically verify the effectiveness of the asymptotic so-
lution u?, given by (3.2.4) compared with the exact solution u,, as the depth z,

" instead of the exact

increases. Here, we use the numerical solution, denoted by u;,,

solution.

The numerical solution is obtained by calculating the exact analytical solution
(3.0.1) through numerical integration. From (3.0.1), there is no singularity in numer-
ically calculating um (z4, t; x.) for x4 € 0. Let the integral interval (0, ¢) be divide
into J equal subintervals with step size At with grid points

ti=j-At, j=01,---,J

For fixed detector point x4, we use the right rectangle method to calculate an approx-
imate estimate for the area under the curve u,, (x4, t; z.) by drawing many rectan-
gles with very small width adjacent to each other between the graph of the function
Um(z4, t; x.) and the ¢ axis.
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It is obvious to see that u), (x4, to; s) = 0. For each grid points t;, j =1, 2, ---, J,
the numerical solution u;, (x4, tj; z5) can be computed by

, 2 2
—Vpat; J 3 _ lzg—zc| _lzs—zc]

Atce™VHali ((t =5 TTD( s, 4vDsy

_— j Sj/)Sj/ (& r-e J

1673 D2y -
J'=1

U (Tds 1j5 T5) =

X 163(%3; tj — Sj/)lég(mcz,); Sj/)}, (331)

where s, = j' - At and

. +2B8vDt\? Tey + 280Dt
Ks(xeq; t) :=1— BVavDt e (95(:3) erfc (cd .
3(Tesi 1) v P ( V4vDt Vav Dt

Here, |x|? = 22 + 23 + 22 for = (21, 72, 23) € R3.

For the asymptotic solution, we compute the value uf (x4, t;; z5) at each grid
point t;, j =0, 1, ---, J, by (3.2.4).

To show the approximation of the asymptotic solution given in (3.2.3), we will
show the changes of the error Err := Err(zq, s, ) between the numerical solution

and the asymptotic solution as the depth z., increases, where the error is computed
by

J
Err = Z lup (24, t5; zo)zy, — uly(za, tj; zs)z . (3.3.2)
5=0
In (3.2.4) and (3.3.1), we set the physical parameters as following:
v=0219mm/ps, D=1/3mm, p,=0I1lmm ' S=0.5493mm™', (3.3.3)

which are typical values in biological tissues.

For fixed x4 and x5, we numerically calculate g, and w;, for different location
x. of target by (3.2.4) and (3.3.1), respectively. The numerical results are shown in
Table 3.1 and Figures 3.1-3.2.

TABLE 3.1: Error between u!, (x4, t; z,) and u?, (x4, t; z,) defined by
(3.3.2) for different ..

(g, Ts) T Err Figure
(10,10,10) 2.3739¢-12 Figure 3.1 (a)
(10,10,20) 3.9208e-18 Figure 3.1 (b)
((14,10,0), (6,10,0)) (10,10,30) 1.4695¢-23 Figure 3.1 (c)
(10,10,40) 6.1498¢-29 Figure 3.1 (d)
(15,15,10) 3.5653¢-13 Figure 3.2 (a)
(15,15,20) 1.374le-18 Figure 3.2 (b)
((14,10,0),(6,10,0)) (15,15,30) 6.9087e-24  Figure 3.2 (c)
(15,15,40) 3.2834e-29 Figure 3.2 (d)

It is easy to observe that there are the following advantages from the numerical

results:

i) The error defined by (3.3.2) between the numerical solution «!, and the asymp-
m

totic solution uf, decreases as the depth z., increases.

(ii) The profiles of the numerical solution ', and the asymptotic solution u?, are
the same. More precisely, the value of both ], and w, increases from 0 to
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FIGURE 3.1: Numerical solution ul (z4, t; zs) and asymptotic so-

lution u, (x4, t; x5) for {zq4, x5} = {(14 10, 0), (6, 10, 0)} and dif-

ferent z.: (a) z. = (10, 10, 10), (b) z. = (10 10, 20), (¢) z. =
(10, 10, 30). (d) 2, = (10, 10, 40)
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the maximum over time ¢ and then gradually decreases to 0. There is only one
maximum in the whole process.

(iii) For each fixed {z4, x5} and ., although the maximum of v, is obviously differ-
ent from the maximum of ug,, the time ¢ when they reach the maximum value
is almost the same.

Remark 3.3. In this subsection, we will temporarily abandon verifying the asymptotic
formula of Opuy, shown in Theorem 3.4. In Chapter /, we will introduce the definition
of approximate peak time based on the result of Theorem 3.4. After this, a more
detailed discussion about the approximate peak time will be given.

3.3.2 Effected by Robin coefficient

In this subsection, the effect of Robin coefficient 8 on the solution is verified
by using some numerical examples, which will ensure that the asymptotic solution
obtained in this chapter is suitable for any S.

We continue a similar discussion as in the previous subsection by calculating the
numerical solution u!, (x4, t; 5) and the asymptotic solution ug, (x4, t; B) for different
B. Here we write ul,(zq4, t) = u, (x4, t; B) to clarify that ), (x4, t) depends on f3, as
well as ul (x4, t; B).

Due to the condition § = b/D > 0, b € [0, 1] and D = 1/3mm, we calculate
ul (xq, t; B) and ul, (x4, t; ) for

Be{0mm~t 0.5mm™!, 1.0mm™t, 1.5mm™'},

where z. = (10, 10, 30), {4, zs} = {(14, 10, 0), (6, 10, 0)} and parameters v, ji, set
as (3.3.3). In Figure 3.3, we plot the values of u', and uf, for different f.

From the numerical results shown in Figure 3.3, we can summarize the following
observations:

(i) For 8 = O0mm™!, u,, and u¢, are almost indistinguishable, which implies that
our asymptotic formula is accurate as 8 approaches 0.

(ii) As (3 changes, u?, has the same change as u,,, which shows that u% depends on
Robin coefficient .

(iii) Comparing the case 8 = 0 and § > 0, the order of magnitude of u,, and the
time (peak time) to reach the maximum are significantly different. Physically,
photons scattered by fluorophores are less easily observed by the boundary as 3
increases. Therefore, the measured data at the boundary is smaller and the peak
time is earlier. We show the maximum of u,, and wj, in Table 6.2, where t,cq
and t;e .k are the times when wu,, and wuy, reach their maximum, respectively.

TABLE 3.2: Maximum of numerical solution and asymptotic solution
for different Robin coefficient g

B tpeak Um (tpeak) tgeak Uy, (tgeak)
0 723.5000 1.0400e-21 723.4726 1.0400e-21
0.5 704.5000 3.0421e-22 703.6550 2.9803e-22
1.0 697.3000 1.4492e-22 696.5935 1.3978e-22
1.5 693.6000 8.3908e-23 692.9314 8.0989e-23
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FIGURE 3.3: Numerical solution u}}, (x4, t; 8) and Asymptotic solution

ul, (zq, t; B) for {zq, zs} = {(14, 10, 0), (6, 10, 0)}, z. = (10, 10, 30)

and different B: (a) B = Omm™!, (b) B = 0.5mm™!, (c) B =
1.0mm~!, (d) B=15mm™}
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We close this chapter by giving some discussions, which is also the motivation
for the next chapter. Although we get the asymptotic solution (3.2.4) is more con-
cise than the analytical solution (3.0.1). We already numerically verified that the
asymptotic solution approximates the solution very nicely. However, it is still difficult
to reconstruct the location x. of the unknown single point target directly by using
(3.2.4). Fortunately, concerning the asymptotic solution and the analytic solution,
each of their peak times is unique. Also, their peak times are very close to each
other, which can be seen in Table 3.2. Besides this observation, Theorem 3.4 gave
the asymptotic formula to the time derivative of u,,, which is written as a polynomial
equation multiplying u2 . In the next chapter, we are going to use these to analyze
the relation between the peak time and the distance between the target and the S-D
pair.
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Chapter 4

Approximate Peak Time for Single
Point Target

In this chapter, we discuss the properties of approximate peak time for the case of
single point target. Then, we verify the consistency of the properties and the accuracy
between the approximate peak time and the peak time, numerically.

By (3.2.6), which is the asymptotic formula of 0,u,,, we obtain
O, = Pa(t)us, + o (us,(t)Pa(t)) as e — 00,
where Pj is a cubic polynomial as in (3.2.7),

3 —z|? — x| 28vD
Pz(t)zfuavf—t_qu'xd Tel® + |xs — x| o Bv

- 4.0.1
2 2vD Zes + PvDt ( )

Here, note that u?,(t) defined by (3.2.4) is nonnegative for ¢t > 0.
Let us first give the mathematical definitions of peak time ., and approximate
peak time ¢7,,, to um(t) and ug, (t), respectively.

Definition 4.1. We respectively call the times tpeqr, > 0 and tpear > 0 the peak time
and the approximate peak time if

peak

where approzimate peak time formula Ps is defined by (4.0.1). We will prove later that

t;eak 18 unique in Theorem 4.1, and we can numerically verify that there is only one

a

tpeak MEGT tpeak'

The rest of this chapter is organized as follows. The unique existence and mathe-
matical properties of tpeak will be rigorously proved in Section 4.1. Numerical verifi-
cations of both the unique existence and mathematical properties of ¢peqr are shown
in Section 4.2.

4.1 Mathematical properties of approximate peak time

In this section, we show the uniqueness, order relation and symmetry of the ap-
proximate peak time, which will be used to propose a reconstruction algorithm in
Chapter 5.

We first prove the unique existence of the approximate peak time as follows.

Theorem 4.1 (Uniqueness). Fiz any x. € Q and xq4, x5 € 0. Then, Owul, has a

unique positive zero at t =ty ... which is given as the unique positive root of the
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following cubic equation:

T(t) :== — 2uaBD*v*t® — (780> D? + 20, DV e, )t + ((|2q — xc* + |25 — 7c|*) BUD
— 30Dz )t + (|2a — 2> + |25 — Tc|*) 20y = 0. (4.1.1)

Proof. Note that T (t) = 2vDt?(x¢, + fvDt) x P3(t). Since there is no positive root
of t2(x¢y + BvDt) = 0, we show the existence of only one positive root to (4.1.1). To
begin with, we examine the monotonicity of 7 (¢). That is,

oT
B = —6p1a 8DVt — (1480 D 4 dp1qva ey )t + (|2g — ze|> + |25 — 2|%) B — 32y (4.1.2)
Since the physical parameters p,, 8, D, v and the depth z., of the target are positive,

it is obvious that the symmetry axis of the parabola associated with the quadratic,
the right-hand side of (4.1.2),

_ 78D + 2pqxcy
6118 Dv

is negative. When the first-order coefficient of 7(¢) is less than or equal to zero,
the function 7 (¢) decreases monotonically over ¢ > 0. Conversely, the function 7 (¢)
increases and then decreases. It follows from the positivity of the zero-order term of
T (t) that there exists only a positive root to (4.1.1). O

From the proof of Theorem 4.1, the unique approximate peak time satisfies the
cubic equation (4.1.1). For given z. € 2, the approximate peak time t;eak changes
with the distance

E(xq, Ts; o) = |2g — x| + |T5 — 2|2 (4.1.3)

In the next theorem, we show that there is an order relation between the distance

&(xg, xs; x.) and the approximate peak time tgeak(acd, Ts; Te).

Theorem 4.2 (Order relation, see Figure 4.1). Let z. € Q and :cgn), xg”) €0, n=
1, 2, satisfy
]:Ugl) — 2| = |33£l2) —z?|. (4.1.4)

Then, the order of approximate peak times

a 1 a 2
2o (@l 2V; o) > 1, (2D, 2?5 ) (4.1.5)
18 equivalent to the order of distances
sy, als we) > €, 2l o). (4.1.6)
Furthermore, t;eak(wg), :cff); x.) attains its minimum when :1:&2) and x?’ satisfy
(2) (2) (2) 2
Ts, +@ Tsy + @
Loy = %, Leg = %, (417)

(2) (2)
J

where x;° and s
J

, j =1, 2, denote the j-th coordinate of xéz) and xg2), respectively.

Proof. For simplicity, we write

€M =@l 2l w0, ) = thea(a, o x), m=1,2.
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Suppose that ¢t aln) ) — 1, 2, satisfy (4.1.5). By the proof of Theorem 4.1, we have

peak ’
a, a,(1
where
00— sup{t > 0: T(¢5 €M) >0 (0 < ¢ < )}, "
tg’eg,z inf{t >0: T(t; W) <0 (¢ > 1)}, .

and write 7 (t) = T (t; £) to clarify that 7(¢) depends on & = {(xq, xs; z.). Then,
(4.1.5) implies
0 =T(tn0) W) < Tt My,

e J(2).
eak:’

Combining this with 7 (¢ ¢@)) =0, we have

0 < T(t52); €M) — T (%2 @) = (BuDt?) + 2,) (€1 — @),

which immediately implies (4.1.6).
Conversely, suppose that £, n = 1, 2, satisfy (4.1.6). Then, by the definition of
T (t; €9)), j = 1,2, we have

0=T(t02): @) < Tt W),

which implies (4.1.5) by using (4.1.8).

The distance £ has a unique smallest value whenever :L’f) and xg2) satisfy the
condition (4.1.7). Hence, (4.1.7) gives the condition of taking the minimal approximate
peak time. The uniqueness has been proved in Theorem 4.1. O

FIGURE 4.1: Mathematical property of the order relation shown in

Theorem 4 2. The red symbol is the point target .. Two S-D pairs

{xd Lzl } n =1, 2, satisfy (4.1.4). A smaller distance between the

S-D pair and the target implies a smaller approximate peak time (i.e.,

(4.1.6) = (4.1.5)). {z;, x/} satisfying (4.1.7) is one of the S-D pairs

with the same distance between the source xgl) and the detector xgll).
It gives the smallest approximate peak time
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Next, for two S-D pairs {x((jn), xgn)}, n = 1, 2, and their corresponding approxi-

mate peak times t;eak(x&"), xé”); xc), n = 1, 2, we define the property of symmetry

for the approximation peak times as follows.

Definition 4.2. Let z. € Q. We call two approximate times t% , ( D WM

Ty y Ts ) Te),

peak
tgeak(x((f), xgz); xc) are symmetric if we have
1 2
;eak(xz(i )7 xgl); xC) = t;eak(xz(i )7 3322); xC)? (4'1'10)

where :UEI"), xﬁ”) € 0, n=1, 2, are two arbitrary S-D pairs .

The meaning of the symmetry here is coming from the following fact:

a a 2
peak(wt(il)v xgl); xc) = tpeak(xl(i )7 ng); xc)

T (4.1.11)

f(ivg), :ng”; xe) = 5(1'22), x§2>; Te).

This can be easily observed from (4.1.1) and the uniqueness of the approximate peak
times t;eak(xén), xﬁ”); zc), n = 1, 2 for given {a:((in), xﬁ”)}, n = 1, 2. However, there
exist several S-D pairs such that their distances defined by (4.1.3) are equal. That
is, these two S-D pairs satisfying (4.1.11) cannot be uniquely determined from each

other.

In the next theorem, we show one special symmetry to the approximate peak time.
The advantage of this kind of symmetry is that if we assume two S-D pairs satisfy
the condition (4.1.12), then one of the S-D pairs can be uniquely determined by the
other.

Theorem 4.3 (Symmetry, see Figure 4.2). Let x. € Q and let x&n), xg") e, n=
1, 2, satisfy

ac((jl) x&Z) =z — 2z, (4.1.12)
Then,
a 1 a 2
pean (@, 2V w0) = thoup (@) s 20
implies
:[;gQ) = ;L'gl) + M(el, €a, 0), 1’22) = 1,‘&1) + J/\Z(el, €9, 0), (4.1.13)
where M := (2x¢, — xﬁlll) — xg))el + (2z¢, — x(%) — Jrg))eg and (e1, ez, 0) is a unit

vector. Here, M is uniquely determined once we choose a unit vector (e1, ez, 0).

Proof. As mentioned above, the symmetry of the approximate peak times implies
the fact (4.1.11). Let us further assume that :L'Ell) - 16512) = 2V — 2. That is, we

assume that there exist some vector M := M (e1, ez, 0) with M € R and a unit vector
(e1, €2, 0) € R? satisfying

2P =2V, 2® =24
Consequently, (4.1.11) implies

M(xglll)—xcl )e1 +M2€%+M(ZL‘&12) —1‘02)62+M2€%+M(l‘g) —T¢, el +M($g)—l‘@)€2 = 0.
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Since the vector (e1, ez, 0) is a unit vector, we obtain
M = (2z¢, — x& ) a:(l))e1 + (2z¢, — x((i? — xg?)eg,

which implies the unique existence of vector M. O

FIGURE 4.2: Mathematical property of symmetry shown in Theo-

rem 4 3 The red symbol is the point target x.. For two S-D pairs

{xd , 2" } n = 1, 2, satisfying (4.1.12), these two S-D pairs satisfy

the relation (4.1.13) if their corresponding approximate peak times are
the same (i.e., (4.1.10) = (4.1.13))

Based on Theorem 4.3, for given x&n), xé”) € 00, n = 1, 2, satisfying (4.1.12),
the same approximate peak times (4.1.10) implies that z., and x., are coupled in the
relation as follows:

335121) = :L‘Elll) + (2z¢, — :L‘Elll) - xgi))e% + (2z¢, — xﬁl? - :Eg?)eleg,
(4.1.14)
2 _ (1) (1) (1) (1) (1))62

Ty =Ty + (2Te —xy” — Ty )eres + (22, — Ty, — T3, )es,

2 (1 2 (1
iy ) and ey = i)~y

\/(xi) x(ll)) +(z &22)_1,((11;)2 \/(I&QI) z(11>) +(z &22) xill;)
if we had relation (4.1.14), we might not be able to solve for z.,, ., for given x4, xs.

where e; = However, even

With an additional assumptions on (4.1.12), we have the following conclusion on
the solvability of z., and x., in (4.1.14).

Corollary 4.1. For unknown x. € €, setting CL‘Eln), xﬁ”) €00, n=1, 2, with

2 —a® =2 — 2@ o =@ 4D =@ (4.1.15)
then, (4.1.10) implies
D + 2@
Lsy

ZEcl -

2
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Stmilarly, if we set x&n), :an) €0, n=1, 2, with

1 2 1 2
xgé) — xg) = 16512) — xéz), .%g) = ZL‘g), inl) = mﬁll), (4.1.16)
then, (4.1.10) implies
xg;) + xz)
Tey =
2

We give a remark about different assumptions for the S-D pairs in Theorem 4.2,
Theorem 4.3 and Corollary 4.1.

Remark 4.1.

(i) The assumption (4.1.4) indicates that the distance between each detector point
and source point in the two S-D pairs is equal. The assumption (4.1.12) indicates
that one of these two S-D pairs can be obtained by moving the other at the same
time. The assumption (4.1.15) and the assumption (4.1.16) indicate that one of
these two S-D pairs can be obtained by moving the other at the same time along
x-azis and y-axis, respectively.

(ii) The properties of approximate peak time shown in Theorem 4.2 and Corol-
lary 4.1 can be obtained under the same assumption (4.1.15) or (4.1.16) on
a:((in), x§") € I, n = 1,2, since the assumption (4.1.15) or (4.1.16) directly
implies the assumption (4.1.4).

4.2 Numerical verification of the properties of the peak
time

In this section, we numerically verify that the peak time has the same properties,
which have been rigorously proved for the approximate peak time in section 4.1. Also,
the approximate peak time closes to the peak time as the depth of the single point
target increases.

We still set the physical parameters as follows,
v=0219mm/ps, D =1/3mm, p,=01mm ', B=0.5493mm "

they are typical values in biological tissues. For given x. € Q and x4, x5 € 0f), we
can numerically compute the peak time t,cqr(24, Ts; z.) and the approximate peak
time ¢, (¥4, s; zc) from (3.3.1) and (4.1.1), respectively.

To show the accuracy of the approximate peak time, we calculate the relative error

RelErri(xg, xs; x.) of the approximate peak time defined as

tpeak(Td, Ts; o) — 2 (4, Ts; T
RelErry(xg, xs; xc) 1= tpeat( o &) peak( i c)’, xq, Ts € 0. (4.2.1)
tpeak(xdv Ls; xc)

We divide the numerical verification into two parts, i.e., Verification I and Ver-
ification II.

Verification I: the uniqueness, order relation, symmetry of t,.,; and the accuracy of

a
tpeak'
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Let z. = (10, 10, 20), with 21 x 21 sets of S-D pairs defined as

{ {$Ein,m) ’ l,gn,m) }

={(d+m,n0), (~4+m,n 0}, n,m=0,1,--, 20}. (4.2.2)

Figure 4.3 (a) and (b) show the peak time t,¢qk and the relative error (4.2.1) of the
approximate peak time for each S-D pair given in the set (4.2.2), respectively. Here, we
should mention that each grid point (n, m) in Figure 4.3 (a) and (b) corresponds to the
peak time t,eqp (x((in’m), xﬁ”’m); x.) and the relative error RelErrt(xEln’m), xé”’m); Te),
respectively. For simplicity, let us write

tz(,Z;ln]:) = tpeak(xgln?m)a ‘,L‘gmm); xc)v tz;(;zm) = Zeak(mén,m)’ wgn,m);

emm) = (@™, (™ a),

S

$c)>

where the distance £™™) is defined by (4.1.3).

() (b)
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FIGURE 4.3: Peak times (a) and relative error of approximate peak
time (b) for target z. = (10, 10, 20) and for all S-D pairs (4.2.2)
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The results shown in Figure 4.3 indicate the consistency between the approximate
peak time and the peak time to some extent: uniqueness, the same properties, and
nice accuracy. Let us give a more precise explanation as follows.

e Uniqueness: For each S-D pair {xé"’m), xé”’m)}, n,m=20,1,---, 20, there al-
ways exists only one peak time, because the grid points in Figure 4.3 (a) corre-
spond to the peak times one by one.

e Order relation: From the settings of z. and (4.2.2), the distance &™) reaches
the minimum as (n, m) = (10, 10). As (n, m) — (10, 10), the distance &)
becomes shorter and shorter. From Figure 4.3 (a), the peak time tI(JZ(’IZL) becomes
smaller and smaller as (n, m) — (10, 10). We obtain the smallest peak time as
(n, m) = (10, 10).

e Symmetry: From the contour lines of the peak times at the bottom of Figure 4.3
(a), the peak times have some symmetry with (n, m) = (10, 10) as the center of
symmetry. It is easy to observe that this symmetry agrees with Theorem 4.3 and
Corollary 4.1. Furthermore, we already proved the symmetry of the approximate
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peak time in Theorem 4.3 and Corollary 4.1. The observed symmetry of the
relative error in Figure 4.3 (b) implies that the peak time satisfies the same
symmetry as the approximate peak time.

e Accuracy: The relative error in Figure 4.3 (b) indicates a good approximation

of the approximate peak time.

TABLE 4.1: Peak times and approximate peak times for some S-D
pairs in (4.2.2)

Ze (n, m) a:fln’m) 2™ t;Z;lTZ) t;’e(:k’m) RelErry
(20,4)  (8,20,0) (0,20,0) 341.4000 341.0046 1.1580e-03
(0, 16) (20,0,0) 12,0,0 341.4000  341.0046  1.1580e-03

(10,10,10) (10, 9)

(10, 10) (14,10,0) 221.1000  219.4309  7.5491e-03

( )
( )
(13,10,0) (5,10,0)  222.1000  220.5207  7.1109¢-03
( )
(10, 11) (15,10,0) ( ) 2221000  220.5207  7.1109e-03

(0,4  (8,0,0) (0,0,0) 5333000 532.6174 1.2800e-03

(20, 16)  (20,20,0) (12,20,0) 533.3000 532.6174  1.2800e-03
(10,10,20)  (10,9) (13,10,0) (5,10,0) 458.8000  457.6963  2.4056e-03
(10, 10) (14,10,0) (6,10,0)  458.2000  457.1005 2.3997e-03
(10, 11) (15,10,0) (7,10,0)  458.8000  457.6963  2.4056e-03
(10,10,30) (10, 10) (14,10,0) (6,10,0) 703.5000 702.6783 1.1681e-03
(10,10,40) (10, 10) (14,10,0) (6,10,0) 951.1000  950.4580 6.7505¢-04
(10,10,50) (10, 10) (14,10,0) (6,10,0) 1199.7000 1199.1492 4.5911e-04
(10,10,60) (10, 10) (14,10,0) (6,10,0) 1448.8000 1448.3039 3.4242-04

We further quantify the mentioned consistency between the approximate peak
time and the peak time by randomly selecting several sets of S-D pairs from (4.2.2)
in Table 4.1. Let us take the case z. = (10, 10, 20) as an example, and the case
z. = (10, 10, 10) shows a similar result. We obtain

4a,(0.4) _ ,a,(20.16) (
peak T “peak ) Upea

074]2 _ t(20,16) ta,(10,9) _ ta,(lO,ll) t(10,9) _ t(l(),ll)

peak  “peak peak ' “peak peak
when {:):EIOA), ngO’lﬁ)} and {:cgllo’g), :cglo’n)} satisfy the condition (4.1.13), respectively.
Also, we observe the order relation

(0,4)
peak

(10,9)
peak

(10,10)

t peak

> >

(10,10)

peak and the small-

for 5(0’4) > 5(107 9 > 5(10710). We get the smallest peak time ¢

est approximate peak time t;’eg,g ’10), because {mgo’lo), xglo’lo)} satisfies the condition
(4.1.7).

Next, we verify the asymptotic formula of dyu,, as z., — oo proven in Theorem
3.4. Here, we only consider the approximation of the asymptotic formula of (3.2.6) at
the peak time.

Verification II: the error between ¢peq1 and t;e . s the depth of target x. increases.

Let
z. = (10, 10, 10), (10, 10, 20), ---, (10, 10, 60).
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In Table 4.1, we show the results of tl(jleg’klo) (xc), t;,@(@l}g,lO) (xc) and RelErry(z.) for
a,(10,10)

fixed {:Ugo’ 10), mglo’ 10)}. Comparing the relative errors, we observe that tpeak

closer and closer to t;le(;’km) as the depth z., of the target increases, which is consistent
with asymptotic formula given in (3.1.18).

gets

Despite the limited numerical results, the same properties can be observed regard-
less of the S-D pair and the target location. Therefore, it is reasonable to use the
approximate peak time formula and the nice properties of the approximate peak time
to formulate a scheme to reconstruct the location of the unknown point target in the
next chapter.
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Chapter 5

Bisection Reconstruction
Algorithm and Numerical
Experiments for Single Point
Target

In this chapter, we present a reconstruction algorithm to reconstruct the location
Te := (T¢yy Tey, Teq) of an unknown single point target from several measured peak
times. It is a bisection-type algorithm. More precisely, by using the mentioned order
relation and symmetry, we first reconstruct (z,, =¢,) by the bisection method taking
the measured peak time ?,c.; as an index. Then, the depth z., can be reconstructed
by solving a cubic equation. We have assumed here that the peak time has the same
properties as the approximate one, i.e., uniqueness, order relation, and symmetry.
From here, unless specified, we do not distinguish the peak time and the approximate
peak time.

The rest of this chapter is organized as follows. In Section 5.1, we give a framework
of the proposed algorithm. A detailed explanation of reconstructing (x,, Z.,) is given
in Section 5.2. Several numerical experiments are presented in Section 5.3.

5.1 Framework of algorithm

In this section, we utilize the properties of the peak time shown in Chapter 4 and
the approximate peak time formula P3(t) defined by (4.1.1) to give a framework of
the bisection reconstruction algorithm.

Rewrite the approximate peak time formula (4.1.1) as a cubic equation for z., as
follows:

223, + 28Dvtz? + (= 2paDv*t? — 3Dvt + (24, — Tey)* + (Tdy — Tey)?
+ (x5, — xcl)Q + (x5, — :ECQ)Q)JICS + ( — 2,uaﬁD2v3t3 - 7BD2v2t2
+ BDvt((2ay, — Te,)” + (Tay — Tey)? + (s — Tey)? A (s — wcz)z)) =0. (5.11)

From the statements given in Theorem 4.2 and Corollary 4.1, it is obvious that
the properties of the peak time only depend on (z.,, z.,). Hence, we can divide the
procedure of reconstructing x. into two stages as follows:

Stage 1: Let (x,, x,) be inside of a region of interest (ROI), where ROI C 99.
By using the peak time as an index, we draw lessons from the idea of the
bisection method to gradually shrink ROI to get an approximation (z?, z7)

x
cy ) c2
(see Section 5.2 for details).
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Stage 2: Substituting a set of parameters x4, zs € 0, t = tpeak = tpeak(Td, Ts; Zc)
and (z¢,, Tey) = (¢, 2%) into (5.1.1), the depth z., can be determined by

solving the cubic equation (5.1.1).
Now we give the existence of a positive solution to equation (5.1.1).

Proposition 5.1. For given a set of positive parameters 3, D, v and tpeqr, the cubic
equation (5.1.1) has at most one positive root.

Proof. For convenience, write (5.1.1) as X(z.,) = 0 and consider its monotonicity
over x., > 0. The x,-derivative of X is

dX
dz.,

:6.%'33 + 48DVt peqrTes — 2,uaDv2t12,eak — 3Dvtpeqk

+ (md1 - xcl)Q + (xd2 - 1‘02)2 + (x51 - 3361)2 + (3732 - $02)2. (5'1'2)

Since both the physical parameters 8, D, v and the peak time . are positive, the
symmetry axis of the parabola associated with the quadratic, the right hand side of
(5.1.2),
_ﬁthpeak;

3

is negative. If the constant term of di—xr is less than or equal to zero, which also implies

Tes =

that the constant term of X is less than zero, there exists a unique positive root to
(5.1.1). If the constant term of % is larger than zero, we need to consider whether
the constant term of X is larger than, equal to or less than zero. (5.1.1) has a unique
positive root when the constant term of X is less than zero. Otherwise, there is no
positive root. O

We remark here that even though Proposition 5.1 does not state the existence of
solution z.,, it does exist in terms of actual physical processes.

5.2 Alogorithm of reconstructing (z.,, z.,)

In this section, we use the properties of the peak time discussed in Chapter 4
to develop the reconstruction algorithm of Stage 1. The main purpose here is to
show how the bisection method taking the peak time as an index can be applied to
reconstruct (z¢,, Te,).

From Remark 4.1, for any :L'Eln), xgn) € 00, n = 1, 2, satisfying a:él) — xﬁlz) =

$gl) - 5622), the peak times
t;:ik = tpeak(iﬁén), = z.), n=1,2,

satisfy the following three properties.

P1) The order relation IS t(z)k implies f(a:((il), wgl); xe) > 5(3:&2), xg); Ze),

peak pea
where f(x&n), a:ﬁ”); Te) = |:E£ln) —z|? + \xgn) —z|?n=1,2.
P2) f;(felk attains its minimum when ng), x§2) € 00 satisfy the condition z., =
(2), .(2) (2), (2)
S + S +
Tsq 21'd1 and Te, = Tso Qxdg
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P3) Equal peak times t;lezzk = tz(fezlk implies
2 1 1 1 1
xfh) 1(1 ) 4 (2xe, — x((il) - L(gl))el + 2z, — x&; - ng))€1€2, (5.2.1)
2 1 1 1 1 L.
3322) ¢(i ) + (2z¢, — 5'7511) xg1))6162 + (22, — x((j ) — 5522)) 29
M @
where e = a4 and ey = dy _dg
Ve ) P ) Ve e P )

For easy understanding, assume that we already know the second coordinate z., =
2" of the unknown target. Let ROI := (x;, z,) C 8Q be the region of interest for
Zey, 1€, e, € ROL In light of the idea of the bisection method to determine the root
of a continuous function [50], we can choose two S-D pairs {x((il), xgl)} and {x&z), xgz)}

satisfying xgll) - x?) = xgl) — :Uf) defined as

(1) (1)

{de ) mS } — { 7 ?Qwa 0)7 (l’l - %7 xng O)}7
(2)

{‘rd ) ;L'S } — { 7 ?;Ua 0)7 (-:U'r - %a xlcng 0)}7

with L > 0. In this case, we have e; = 1 and es = 0. Then, we use the peak times as
the index and the properties P1)-P3) as the criteria to determine z., .

More precisely, if t](o e)ak = t}(fe)ak, we get the reconstruction z" = =

from the property P3). Otherwise, we need to shrink ROI step by step via the property

(5.2.2)

P1) until we arrive at the property P2). That is, if ¢ e)ak < j(oe)ak’ we halve the current

ROI, update z, as W denoting it by x, « WFTx’”, and update ROI < (zy, z,).

Conversely, if t;f;e)ak > t;e)ak, we halve the current ROI, update z; < mH'TwT, ROI «+
(x1, x,). We can go further, setting the S-D pairs as (5.2.2) and repeating to use the
order relation of the peak times to reconstruct z.,. Figure 5.1 shows the shrinking
ROI of the first four times by using the peak times as the index when there are no
two equal peak times. We refer to this scheme as Algorithm 1 and call it the bisection

reconstruction algorithm after the dimensionality reduction.

Algorithm 1 Bisection reconstruction algorithm after the dimensionality reduction

Input: Reconstruction x?g”, ROI=(z;, x,), tolerance €; and distance L.
Step 1 Define two S-D pairs as (5.2.2).

Step 2 Compare t( )k and t( )k and update ROI.

If t; e)ak z(> ) 1 break the loop and output z" = 252,
If t;e)ak < t;e)ak, update z, < m, ROI < (7, x,).
If téezlk > t;e)ak, update z; + 232 ROI « (21, ).

Step 3 Compute Err; = x, — ; and check stop criterion.

If Erry < €1, break the loop and output :L‘m” =
1.

. Otherwise, go to Step

T+,
2

(Note: The case of inputting 2", ROI = (z;, x), €2 and L can be done in the same
way.)
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FIGURE 5.1: Bisection reconstruction algorithm to shrink ROI =

(21, x,) at the first four times. (Red symbol: projection of point target

to ROL. Green circles connected dotted lines: S-D pairs. Solid lines:

ROI. Blue boxes: endpoints z;, x, of ROI. Black arrows: shrink ROI
once via property P1). Dash lines: abandoned ROI)

We are currently at the point of extending Algorithm 1 to reconstruct z., and
Ze, simultaneously. Without loss of generality, we consider the region of interest as
a rectangle, i.e., T. = (T¢y,y Teyy Tes)s (Teyy Tey) € (21, ) X (a3, 7)) =: ROI, which
is enclosed by the solid lines in the upper left sub-graph of Figure 5.2. In light of
Corollary 4.1, we define four S-D pairs as

{28, 2} = (@ + L, 2, 0), (11— &, 2, 0)}

{m((jz)7 xEZ)} = {(aj’l" + %7 xb? 0)7 (mr - %7 xb? 0)} b (5 2 3)
(3) ,.(3) L _L o

{.%' y Ls } {($r+ 53 Lt 0)7 (xr 55 Lty 0)}7

{33514)733g4)} = {($l+§a Tt, 0)7 (33'[-%,1}, 0)}7

with L > 0. For (5.2.3), we will have four peak times

() = tpear(@(”, 22, m=1,2,34.
We continue to use the peak times as the index and the properties P1)-P3) as the
criterion to simultaneously determine (z.,, @¢,). For instance, if we have

1
tz()ezzk - t(ezzk < tz(yezzk - t;ezzk’ (524)

that implies that

¢@ 2M; ) = (@, 2@ 2) < €@, 2®); 2) = €1, 2 ).

L] TTr +x'r

Hence, the equalities in (5.2.4) give ar”“’ = using the property P3). The inequal-
ity in (5.2.4) leads to update x; beﬁ“ by the property P1), update ROI < (zy, x),
and go to Algorithm 1. If there are no equal peak times, we can apply the property
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P1) to shrink ROI according to the order relation of the peak times. As shown in the
upper left sub-graph to the upper right sub-graph of Figure 5.2, the order relation

ne)

4)
t k < {t peak’ peak}

pea peak’

gives the information that the S-D pair {xgl), x§4)} is closer to the unknown target
than the other S-D pairs. From the property P1), we halve the sides of the current
ROI, update x, + %, Tp — “”’TJF“ and ROI <« (7, x,) X (zp, z¢). Figure 5.2 shows
shrinking ROI of the first four times in the bisection reconstruction algorithm. The
detailed explanation of the reconstruction scheme is given as Algorithm 2.

X3 xd" X’ xd& xs? xd” Xs” Xd”
6 B0 o—& © o) B Y EEEEEEE \
¥ 3 :
0 E—O0—O—# ° :
XS“)E Xé” XS(2> Xéz) .
—— :
1 2 :
tpeak { (ea)k, ( ): tpeak} E
9 B0 o—# o R RRREEE T EEEEEEEEEEEEEEEEE
XS(1) Xd(1) XS(Z) XéZ)

1
eak { (ea)lk, tpeak tpeak}

: e :
: tp(e;k < {tpeak, toZk Lol } :

FIGURE 5.2: Bisection reconstruction algorithm to shrink ROI =

(x1, xr) X (zp, z¢) at the first four times. (Red symbol: projection

of the point target to ROI. Green circles connected dotted lines: S-

D pairs. Region enclosed by solid lines: ROI. Blue boxes: endpoints

xy, Tr, Tp, x; of ROL Black arrows: shrink ROI once via property P1).
Dash lines: abandoned ROI)

Remark 5.1.

(i) There is another type of situation in Step 2 of Algorithm 2. For instance, we

may arrive at t;(;gzk < t;lezlk = t;ezzk < tl()e) - From (5.2.1), we can only know that

the true location (x.,, xc,) satisfies the linear equation

2 _ .2
T, — X Ty — @ T+ T T + Ty
= . 5.2.5
ez T — Ty Ter 2(zy — p) 2 @ 2 ( )

Hence, we classify this situation as situation 3d).

(ii) If the peak time has the same properties as the approximate one, Algorithm 2
s convergent, and its proof is similar to the bisection method for finding the
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Algorithm 2 Reconstructing (z.,, x.,) by bisection reconstruction algorithm

Input: ROI = (2, x,) X (zp, o), tolerances €1, €3 > 0 and distance L.

Step 1 Define four S-D pairs as (5.2.3).

Step 2 Compute T 1, 2, 3, 4, and update ROL.

peak’
la) If tpe)ak = t(e)ak = t;e)ak: = ;()e)ak, break the loop and output x”“’ =
Ty+Tr :Cznfu _ TptTe
2 ’ () .
2a) If t(zk = t(e)ak < t;(w)ak = tj(gezlk, output zi" = LI update x; +— L
ROI <~ (xln xt), break the loop and go to Algorlthm 1.
2b) If t;(mzzk = t(e)ak > t;()elk = t;elk, output zi" = L ypdate xp, « Lt
ROI + (l“b, xt), break the loop and go to Algorlthm 1.
2¢) Ity = 100, <t = 100, output ol = £ update @, 2,

ROI — (xl, x,), break the loop and go to Algorithm L.

2d) If ¢ )k = )k > t(z)k =¥ output " = LEE ypdate z; + L,

pea pea pea peak’

ROI « (x;, x,), break the loop and go to Algorithm 1.

2 3 +ay +
3a) %f tg(ae)ak) <({t](2€21k; 1(7e)ak:7 pe)ak}’ update Ty %’ Ty bext
Ly, Ty Lhy Tt
2 4
3b) If t(eZLk < {tpeak7 t;ezzkﬂ tﬁ;eizkh update z; < $H2-7$r7 Ty < mb;xt
(a1, 77)  (z, 1)
2 4 +ar +
3C) if tz(wak:) < ({tpeak; tg()ezzk’ z()ezzk}’ update z; « %7 Ty < :1352:1:,5
Ly, Ly Lhy Tt
3d) If t() < {t (2) t(3) }, update z, $z+rr L Tp Tyt
peak peak’ peak’ peak S p T b 2

(‘rl? xT) ('rb? xt)

Step 3 Compute Erry := x, — x;, Erry := x4 — 13, and check stop criterion.

If Err; < €1, Erry < €9, stop and output at””’ = xl;xr, .

v __

Tp+Tt

2

2

, ROI «+

, ROI «

, ROI «+

, ROI «

If Erry > €1, Erry < €9, output xm” = %Tm, go to Algorithm 1 with ROI :=

(xla l‘r)

If Erry < €1, Erry > €9, output :rm” = %, go to Algorithm 1 with ROI :=

(Ibv xt)

If Erry > €1, Errg > €9, go to Step 1.
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root of a continuous function. FEven though the speed of convergence is slow,
we show that in Section 5.3, a finite number of shrinks can give a reasonable
reconstruction.

5.3 Numerical experiments

In this section, we give several numerical experiments to examine the efficiency of
the proposed bisection reconstruction algorithm.

Assume that the peak time tpeqr = tpeak(Td, Ts; ) is measured from the emission
light wp, (x4, t; xs), where {x4, 25} is the location of the selected S-D pair. To simulate
the emission light for a given S-D pair, we employ the analytical solution (3.0.1) to
generate it. However, noise is always unavoidable in the measurements, causing jitters
and drifts of the peak time. We assume the noise level of the peak time is of order §,
namely

|t?)eak: - tpeak| < 67 (5.3.1)

where t?)e o and tpeqr are the peak time having the noise and the peak time, respec-
tively. We perturb t,cqx by

£k = (1 6% (2 x rand(1) — 1)) X tpeat (5.3.2)
where § is the relative noise level, and rand(1) generates a uniformly distributed
random number on the interval (0, 1).

In the following numerical experiments, we still set the typical values (3.3.3) of
biological tissues as the physical parameters. We define the time step size as 0.1 ps.
We compute the relative error of the reconstruction by the following formula:

— (5.3.3)

where z. and 79 are the actual and the reconstructed locations of the target, respec-
tively.

In this subsection, let us see the numerical performances of reconstructing a single
point target for different noise levels 5, tolerances €1, €5, and depths of targets x..
As the tolerances increase, we can decrease the number of shrinking ROI and then
avoid an infinite set of data. We denote by ROI"™ the final region of interest when
we stop shrinking. Since this ROI™™ does not always include (., , .,), we want to
determine what tolerances can be used to get an optimal ROI", which is ROI"™
including (z.,, x.,) for different noise levels.

Theorem 4.2 shows that the value of peak time depends on the distance between
the S-D pair and the target. For x4, s € 0Q with |xgq — z5] = L, L > 0, (4.1.7)
implies that the smallest peak time is

L L

gg}c := tpeak <(ajc1 + 5 Tea 0), (z¢ — 5 Teas 0); %) . (5.3.4)

This value will help us visualize at least how a larger noise has been added.

Example 5.1. Let z. = (7, 17, 20), ROI = (0, 20) x (0, 20) and L = 8. The results
of numerical inversions for different noise levels and tolerances are listed in Tables
5.1 and 5.2.
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First, let us set the relatively small tolerances ¢; = €2 = 0.1, which means the
initial ROI needs to be shrunk up to eight times. The numerical results are shown for
different noise levels ¢ in Table 5.1.

TABLE 5.1: Reconstructions for different noise levels and fixed toler-
ances €1 = e5 = 0.1

Ze o i RelErr ROT"™
0 (6.95,16.95,20.04) 2.95e-03 (6.88, 7.03) x (16.88, 17.03)
(7.17,20) 01% (6.76,17.30,20.03) 1.44e-02 (6.72, 6.80) x (17.27, 17.34)
T 1%  (7.54,16.99,19.94) 2.00e-02 (7.50, 7.58) x (16.95, 17.03)
5%  (7.85,17.30,19.50) 3.80e-02 (7.81, 7.89) x (17.27, 17.34)

For the noise-free data in Table 5.1, the reconstruction (xfflw, :c?zw) is very close
to the true location, and it is also included in ROI'*™. From the size of ROI"™,
we will find that the algorithm terminates before Erri, Erre < €1 because the peak
times corresponding to the current four S-D pairs become equal. In fact, these peak
times are theoretically not equal but numerically equal due to the current precision

limit of time, 0.1 ps. As this precision is improved, the reconstructed coordinate

(zimv, i) will converge to the true one. When we get excellent (zi", z/'V), the
error for z;7” mainly comes from the approximation error of the peak time formula

(4.1.1). By (5.3.4), we can compute that the smallest peak time tgél;z?}@ = 458.2 ps for
given z. = (7, 17, 20) and L = 8. For the noisy data, the orders of noise contained in
the peak time (5.3.1) are at least 0.4582 ps, 4.582 ps and 22.91 ps for 0.1%, 1% and 5%
relative noise levels, respectively. We find that the true location (z.,, x.,) is outside
of ROI"™ but the reconstructions are still very close to the true ones. Even for the
data at a 5% relative noise level, the absolute error for each reconstructed coordinate

is less than 1 mm.

Next, we consider larger tolerances to reduce the number of shrinks and to find
the optimal ROI**”. We can still have reasonable numerical results, which are shown
in Table 5.2.

TABLE 5.2: Reconstructions for different noise levels and different
tolerances

1) €1, €2 xi"“ RelErr ROI™
0.1% 1.25,1.25 6.88, 16.88, 20.06 6.89e-03 (6.25, 7.50) X (16.25, 17.5())
1% 1.25,1.25 4.29e-02  (7.50, 8.75) x (16.25, 17.50)
(

( )
(8.13,16.83,20.27)

5% 125,125 (8.13,16.83,20.64) 4.79¢-02  (7.50, 8.75) x (16.25, 17.50)
( )
( )

1% 2,0 7.50,17.50,20.06) 2.61e-02 (5.00, 10.00) x (15.00, 20.00)
5% 5,9 7.50,17.50,20.50) 3.19¢-02 (5.00, 10.00) x (15.00, 20.00)

The numbers of shrinks are 4 and 2 for tolerances €1 = €5 = 1.25 and € = €5 = 5,
respectively. For the case of €1 = €3 = 1.25, we obtain a better reconstruction z,
and further ROI" is also much more accurate than the result of the 0.1% case in

Table 5.1. The absolute errors of reconstructions ™ and z™ are less than < and

C C:

2, respectively. However, the 1% case results in alfalse shriilk for €1 = € :2 1.25,
which occurs in the third shrink. The reason is that the true location (z.,,xc,)
is approximately in the center of the current region of interest when the region of
interest shrunk too small. Consequently, the peak times measured by current S-D
pairs are very close to each other, making them indistinguishable. When we increase

the tolerances, €; = €3 = 5, we get a better reconstruction and the optimal ROI™
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compared with the result of setting €; = eo = 1.25. Numerical results show that a
finite number of shrinks can also give a good result and an optimal ROI for the peak
time containing the noise.

From Tables 5.1 and 5.2, the depth reconstruction x
than the reconstruction (%, i)

inv

oy’ s less affected by the noise

[ xcz

In the next example, we test the inversion effects on deeper targets.

Example 5.2. We choose the same parameter settings as Fxample 5.1, i.e., ROl =
(0, 20) x (0,20), L = 8. Let x. be at (7,17, 30) and (7, 17, 40). The results of
numerical inversions for different noise levels are listed in Table 5.3.

TABLE 5.3: Reconstructions for different noise levels and fixed toler-
ances €1 = €5 = 0.1

Ze 4] i RelErr ROT™

0 (7.03,17.03,30.03) 1.56e-03 (6.88, 7.19) x (16.88, 17.19)

(7,17, 30) 0.1% (6.76,17.30,30.01) 1.11e-02 (6.72, 6.80) x (17.27, 17.34)
Y 1%  (7.85,17.30,29.88) 2.59¢-02 (7.81, 7.89) x (17.27, 17.34)
5%  (7.85,17.30,29.19) 3.45e-02 (7.81, 7.89) x (17.27, 17.34)

0 (7.03,17.03,40.03) 1.16e-03 (6.88, 7.19) x (16.88, 17.19)

(7,17, 40) 0.1% (6.60,17.30,40.00) 1.14e-02 (6.56, 6.64) x (17.27, 17.34)
T 1%  (7.85,17.30,39.81) 2.59¢-02 (7.81, 7.89) x (17.27, 17.34)
5%  (7.85,17.30,38.88) 3.26e-02 (7.81, 7.89) x (17.27, 17.34)

By (5.3.4), we can compute the smallest peak times t;”efl’}v = 703.5ps and t;”ef:}f =
951.1ps for x. = (7, 17, 30) and z. = (7, 17, 40), respectively. The peak time is more
delayed as the target depth increases, causing an increase in the order of noise. Hence,
the reconstruction will become worse. Compared with the results in Table 5.1, the
relative error of reconstruction for different noise levels is quite similar. However, for
deeper targets, the absolute error in each reconstructed coordinate of the target is
increasing. Moreover, ROI"™ is moving further away from (., Tc,). In a word, the

relative errors of these reconstructions are still marginal, less than a few percent.

We give the following summary of the proposed bisection reconstruction algorithm
according to the numerical results:

(i) There are no complicated calculations and regularization in our proposed algo-
rithm.

(ii) Even with a finite number of shrinks, we can still get a good reconstruction (See
results in Table 5.2).

(iii) The proposed algorithm is efficient in reconstructing deeper unknown single
point target (See results in Table 5.3).
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Chapter 6

FDOT Problem for Multiple Point
Targets

In this chapter, we consider our FDOT problem for multiple point targets. Based
on the asymptotic formulae for single point target given in Theorems 3.3 and 3.4
with the principle of superposition, we first derive asymptotic formulae of the solu-
tion wu,, and its time-derivative Oju,,. Since the asymptotic formulae exponentially
depend on the distance between the given S-D pair and each target, we can derive
their localized asymptotic formulae. Then, an approximate peak time for each target
is defined by a localized S-D pair. We numerically verify the properties and accuracy
of the approximate peak time. After that, we propose a localized reconstruction algo-
rithm to reconstruct the locations of unknown targets. We also provide the numerical
performance of this algorithm by studying some numerical experiments.

Recall the multiple point targets defined in (2.2.5),

J
,Uf(l'> = ch‘é(l‘—xgj))’ cj > 0,j=1,2,---, J,
j=1
where HUQ), ch(:g), AR xS;J) € Q are locations of multiple point targets. By the super-

position and for any given zq4, s € 09, u,, of (2.2.3) becomes

J .o~ Vlal 3 3 |zd711<:j>‘2 \zsfz(j)|2
Um($d,t;$s) = Z féfTDQU /0 ((t — S)S)_iei 4vD(t—s) ¢~ 4vDs
j=1
x Ka(z); ¢ — S)I@g(ﬂsg); s)ds, (6.0.1)

c3 !

where

2
Ks(2ey;t) := 1 — BV/muDt exp ((W) > erfc (W) . (6.0.2)
v v

Here, |z|? = 22 + 22 + x% for x = (1, 22, 73) € R3.

The rest of this chapter is organized as follows. In Section 6.1, we derive asymptotic
analyses on u,, and O:u,,. We will obtain localized asymptotic formulae of u,, and
Osum by choosing a localized S-D pair. In Section 6.2, we define an approximate peak
time for each x((;j), j=1,2,---, J, by choosing a localized S-D pair. The properties
and the accuracy of the approximate peak time have been numerically demonstrated.
In Section 6.3, we propose a localized reconstruction algorithm. In Section 6.4, we

apply this algorithm in some numerical experiments.
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6.1 Asymptotic formulae of solution and its numerical
verification

In this section, we give the asymptotic formulae of the solution u,, defined by
(6.0.1) and its time-derivative Oyu,, for multiple point targets. By localized S-D pair
{4, x5}, we derive their localized asymptotic formulae. Some numerical experiments
are presented to verify the asymptotic formulae.

6.1.1 Asymptotic formulae of solution

In this subsection, we extend the asymptotic formulae given in Theorem 3.3 and
Theorem 3.4 to the case of multiple point targets.

Theorem 6.1. Let x4, x5 € O and xle), m((f), RN x((;J) eQ. Forl1<j<J, assume
that A A ‘ A
lzg — 202 — |zs — :L'@]Q‘ <Ot for some CU) >0,

Then, we have the asymptotic formula of .,
J .
un (t; 2, 2, 2Dy =3 B0 (1) 14 o(1)] (6.1.1)
j=1
(9)

as x¢y — 00, 1 <5 < J, where

uw(j)(t):qe}{p(‘“a“t)( L — .’>t—3

m 8revs D |2 — $(i)| | ()

Ts — XI¢
. . . 2
coxp [ - |=77d o x&])|2 4 |$8 o »’UEJ)P xg) (6 ) 2)
20Dt 9+ gDt ) -

Proof. We denote by for 1 < j < J,

()2 ()2

. .p—Vlal t 3 7‘xd_$, [P—(
U%)(l'd,t;l‘s) = 106]3761'3D2U/ ((t — 5)5) 2¢e 4uD(tcfs) e~ z 4;;55
0

x K3(z9); t — s)Ks(x); s)ds, (6.1.3)

c3 c3 ?
where function K is defined by (6.0.2). By Theorem 3.3, we have asymptotic formula
ud () = ub D (t) + Oub D (1) (z9) 1) as 2V — oc.

Then, as :zgé) — 00,1 <5< J, we have

j:]- ]:1
J J

_ WD)+ 0 w®D (1) (@)1 6.1.4
Sl SO0 | (6.1.4)
j=1 Jj=1

which implies (6.1.1). O
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Theorem 6.2. Let x4, x5 € 90 and xgl), x£2), S xg‘]) €. Forl <j<J, assume
that

l2g — 2|2 — |z, — 20))?| < C{j)% for some C'fj) > 0,
3

L

Céj):cg) <t< Céj)x(j) for some C’éj), Cz,()j) > 0.

c3

Furthermore, t-derivative of u,, is given as
J - .
Oy (t) = Dy, (DL +0(1)] = D PP (uii ()1 +0(1)]  (6.1.5)

as a:g)) — 00, 1 <5< J, where u?,’b(j) is defined by (6.1.2) and

Pgsj)(t) = g — 7t71 4 |117d T ‘ + |1175 Te ‘ t72 o () /Bv ) (616)
2 20D 9 1 BuDt
Proof. By Theorem 3.4, we obtain
J . . .
Oum(t) =S 0ty +0 | Y (u%ﬂ(t)(xg))—?’/?) (6.1.7)
j=1 j=1
as xﬁj) — 00, 1 < j < J. Then, we can get (6.1.5) with direct computation. O
(4) (4) ;

Since each term, exp | — lza—ze’ ;}Blfs_xcj I ,in ubY s exponentially small, the

dominant parts of the summations in (6.1.1) and (6.1.5) are determined by the smallest
value of |xg — a:gj)|2 + |zs — xgj)|2, 1<5<J.

Then, we have the following localized asymptotic formulae of solution u,, and its
time-derivative O;u,,.

Corollary 6.1. Let x4, s € 0 and xﬁl), azg), SRR xg‘]) € Q. Assume that some

m((;k), 1 <k < J, satisfies
wq — 2P+ Jog — PP < |pg = 2DP + Jos —aDP, 1< #k< ], (6.18)

and
lzg — 2W) 2 — |z, — 22| < Ct  for some C > 0.

Then, u,, satisfies
u (t; 2V, 2P, 20y = ub B ()14 o(1)] (6.1.9)

as wg) — o0, 1 <5< J. Furthermore, assume that

lzg — )2 — |z, — 2P| < Oy for some Cj >0,

t
o)
ngg’;) <t< C3x£’§) for some Cy, C3 > 0.

The asymptotic formula of t-derivative of u,, is

O (t) = P (0)us® (#)[1 + o(1)] (6.1.10)
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as :cg)) — 00, 1 < j < J, where w5 and Pék) are defined by (6.1.2) and (6.1.6),
respectively.

Remark 6.1.

(i) From Corollary 6.1, we can approzimate (6.0.1) as there is only a single point
target by using some localized S-D pair {zq4, xs}. The localized S-D pair {zq4, x5}
means that the condition (6.1.8) holds.

(ii) In fact, the accuracy of the localized asymptotic formulae given in Corollary 6.1
depends on the condition (6.1.8). That is, in the case of {xq, x5} satisfying

g — 2P + s — 2P < Jwg —aD P+ | — 2D, 1< j#k<J, (6.1.11)

the asymptotic formulae (6.1.9) and (6.1.10) should be more accurate.

6.1.2 Numerical verification

In this subsection, we verify the asymptotic formulae given in Corollary 6.1 through
numerical experiments. Without loss of generality, we assume that there are two point

targets, i.e., J = 2 in (2.2.5), with locations argl) and mg).

The following numerical verifications mainly examine the influence of condition
(6.1.8) on the asymptotic analysis. The accuracy of the asymptotic formulae is deter-
mined by the distance between x((jl) and 1'((;2) for arbitrarily chosen S-D pairs by Remark
6.1 (ii). Therefore, we consider the two extreme cases where two point targets are very
far apart and very close in Verification I and Verification II, respectively. That is,
there exists some S-D pair satisfying condition (6.1.11) in Verification I. However,
there is no such S-D pair in Verification II.

For J = 2, the analytical solution u,, = Z?:l u%), where u%) is defined by

(6.1.3). Given xgl), :ng) € Q and x4, s € I, we numerically calculate each u%) by
the numerical integration (3.3.1) and then obtain numerical solution u], of u,,. The
asymptotic solution u%(j ), j = 1,2, defined by (6.1.2) can be directly calculated at
grid points.

Verification I: Let x&l) = (2, 10, 20), a:((f) = (18, 10, 20). These two point targets
are far apart.

a,(1)

We choose the following three S-D pairs to calculate ujy,, un;, ' and uﬁ;@):

{zq, zs} € {{(4, 10, 0), (0, 10, 0)}, {(12, 10, 0), (8, 10, 0)}, {(20, 10, 0), (16, 10, 0)}}.

The numerical results are shown in Figure 6.1, Figure 6.2 and Figure 6.3 for each S-D
pair.

Discussion I: For the result of S-D pair {z4, 2} = {(4, 10, 0), (0, 10, 0)}, we have
the condition

lzg — 2P + |zg — 2V ? < |zg — 2P + |z, — 2P 2. (6.1.12)

Hence, it is obvious that the asymptotic solutions u?,;(l) and u%(l) +ufﬁ(2) are indistin-

guishable in Figure 6.1. Also, both of them have a good approximation to uj,. Due

)

to (6.1.12), the value of 0% is much smaller than «3") and up,.
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0 100 200 300 400 500 600
t
FIGURE 6.1: Numerical solution (24, t; ;) and asymp-

totic solution u? (x4, t; xs) of Verification I for {z4, z} =
{(4, 10, 0), (0, 10, 0)}
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FIGURE 6.2: Numerical solution (24, t; ;) and asymp-

totic solution u? (x4, t; xs) of Verification I for {z4, zs} =
{(12, 10, 0), (8, 10, 0) }
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0 100 200 300 400 500 600

t
FIGURE 6.3: Numerical solution u}, (x4, t; xs) and asymp-

totic solution u? (x4, t; xs) of Verification I for {z4, zs} =
{(20, 10, 0), (16, 10, 0)}
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For the result of S-D pair {z4, 25} = {(20, 10, 0), (16, 10, 0) }, we have
jza — 2P + |zg — 2P < Jag — 2D + o — 2D,

From Figure 6.3, there is a similar observation to the result of S-D pair {zq4, x5} =
{(4, 10, 0), (0, 10, 0)}.
For the result of S-D pair {zq4, zs} = {(12, 10, 0), (8, 10, 0)}, we only have

j2q — 2+ Jas — 2l < |eg — 2P+ |os — 2P

instead of condition (6.1.12). So we could not see the localized asymptotic behavior
(Corollary 6.1) in Figure 6.2, clearly.

Remark 6.2. Despite visible differences in the values of solutions u, and ul,, the
times at which they reach their mazimums are almost the same for each localized S-D
pair. i.e., Compare Figure (6.1) and Figure (6.3) with Figure (6.2).

Verification IL: Let z\") = (8, 10, 20), =¥ = (12, 10, 20). These two point targets
are too close.

M 2),

We choose the following three S-D pairs to calculate u?,, up,  and ug,

{4, 25} € {{(10, 10, 0), (6, 10, 0)}, {(12, 10, 0), (8, 10, 0)}, {(14, 10, 0), (10, 10, 0)}}.

The numerical results are shown in Figure 6.4, Figure 6.5 and Figure 6.6 for each S-D
pair.

-16
1200 : : : : :
n
un®
L= = =ur @ i
———— a,(1)
ut()
- - Ua’(2)(t)
0.8 : -
0.6 7
0.4r 7
0.2 7
O | -
0 100 200 600
t
FIGURE 6.4: Numerical solution (x4, t; ©s) and asymp-

totic solution u? (x4, t; xs) of Verification II for {zg4, x5} =
{(10, 10, 0), (6, 10, 0)}
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0 100 200 300 400 500 600
t
FIGURE 6.5: Numerical solution u}, (x4, t; xs) and asymp-

totic solution u? (x4, t; zs) of Verification II for {zg4, x5} =
{(12, 10, 0), (8, 10, 0) }
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0 100 200 300 400 500 600

t
FIGURE 6.6: Numerical solution u}, (x4, t; xs) and asymp-

totic solution u? (x4, t; zs) of Verification II for {z4, x5} =
{(14, 10, 0), (10, 10, 0)}
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(1) (2)

Discussion II: In this verification, the distance between z.’ and x: "’ is smaller than
the distance in Verification I. For {z4, x5} = {(10, 10, 0), (6, 10, 0)}, which still
satisfies

g =z + oy — VP < Jag — PP + |z — 2P
In this verification, we could not use u?ﬁ(l) to locally approximate wu,,. The same
observation is in the case of {z4, z;} = {(14, 10, 0), (10, 10, 0)}. At least, the

asymptotic solution u?ﬁ(l) + u?,}(Z) and the numerical solution u}, have almost the
same time to reach their maximums. This is also true (see Figure 6.5) for the S-D
pair {xg4, x5} = {(127 10, 0), (8, 10, 0)}, which is not a localized S-D pair. So the
asymptotic behavior of dyu,, shown in (6.1.5) looks very nice.

6.2 Approximate peak time and its numerical verification

In this section, we define an approximate peak time for each target by using the
localized S-D pair. Then, we numerically study the properties of the peak time and
verify the accuracy of the approximate peak times.

Let x((;l), x((f), ceey :EEJ) be the locations of multiple point targets. From Corollary

6.1, if zg4, x5 € 0N satisfies
jwa — 2P + s — aPP < |za — PP+ o — 2P 1<j#R< T (6.20)
then Oyul, (t) = 0 implies that

0 :P3(k) (t; zg, xs, x((:k))

()2 ()2
3 — — 28vD
= — gV — 241 + |33d Te | =+ |l‘s Te | =2 _ (')571}7 (622)
2 2vD re + BuDt
where {x4, 25} is a localized S-D pair to 2.
We define the approximate peak time for acgk), k=1,2,---,J, as follows.
Definition 6.1. For each x((;k), k = 1,2,---,J, if there is a localized S-D
pair {xq, T} satisfying (6.2.1), we can define an approrimate time tze(a]i

ta

peak(azd, Ts: azgk)) >0 for asgk) such that

PS(k)(tZé(f]L Ld, Ts, x(k)) = O’

C

where approrimate peak time formula P?Ek) for x((;k) is defined by (6.2.2).

a? (’C)
peak

We give the following remark to the definition of ¢ k=1,2,---,J.

Remark 6.3. The approzimate peak time formula P3(k) (t) is the same to Ps(t) defined
in (3.2.7) as xE’“) = x.. From Theorem /.1, we proved that there is a unique positive
root of Pék) (t) =0 for any x4, x5 € Q). But the approzimate peak time t;;(f,z defined
in Definition 6.1 is related to its corresponding localized S-D pair {xq, xs}. That is,
for any S-D pair {xq4, x5}, the unique positive root of (6.2.2) is the approximate peak
time of xgk) depends on whether the current S-D pair satisfies the condition (6.2.1).

Next, we give some numerical studies from the following two issues: for given

M @ 0 cq

Tc 7xC )
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(i) study the properties to the peak time tpeqr Of up(t) as S-D pair changes.

(ii) study the accuracy of approximating the peak time t,qs with the unique positive

roots, still denoted by t;é(f,g, of Pék)(t) =0,k=1,2,---,J for different S-D
pair.
We assume two point targets, i.e., J = 2 in (2.2.5), with locations mgl) =

(5, 10, 20), :c((;2) = (15, 10, 20). Give several S-D pairs as
{za4, zs} € {{1 +m, n, 0), (14 m, n,0)}, m,n=0,1,---,20.}. (6.2.3)

The peak time tpeqr (T4, ) can be observed from the numerical solution ujy, (4, t; x)

of up, (x4, t; x5). We estimate the accuracy of tgegk): (x4, xs) and tzeflz (4, xs) using the
absolute errors defined by

ETT(j)(:I,‘d, ZL'S) = ’tf);a(ajlz(xda xs) - tpeak(mch .Ts)’, J=12

In Figure 6.7, we plot the peak times measured by all S-D pairs defined by (6.2.3),
where each grid point (m, n) corresponds to the peak time for {z4, zs} = {(1 +
m, n, 0), (=1+m, n, 0)}. The approximate peak times t;’eg,z(:cd, xs) and tgéf,z(xd, Ts)

for all S-D pairs defined by (6.2.3) are shown in Figure 6.8 and Figure 6.9.

1520

650 - 510

1 500

490

480

470

460

FIGURE 6.7: Peak time tpcqr(za, zs) for ac((:l) = (5, 10, 20), :17&2) =
(15, 10, 20)

We have the following important observations:

(i) For each S-D pair defined by (6.2.3), there exists a unique peak time. In Figure
6.7, there are two local minimums for S-D pair {z4, s} = {(6, 10, 0), (4, 10, 0)}
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FIGURE 6.8: Approximate peak time: (a) ¢
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FIGURE 6.9: Absolute error between peak time and approximate peak
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and {z4, zs} = {(16, 10, 0), (14, 10, 0)}, respectively. These two S-D pairs are
closest to xﬁl) and 1’9), respectively. That is, the shortest distance from S-D
pair to the target gives the smallest peak time (the property of order relation).

(ii) Both t;églz and t;’eflz satisfy the property of order relation. t;églg and t;;f,g
reach their minimums as {z4, s} = {(6, 10, 0), (4, 10, 0)} and {z4, x5} =
{(16, 10, 0), (14, 10, 0)}, repspectively. Hence, both t;e(al,z and tzeglz have the
same minimization condition as #peqk-

(iii) Since the S-D pairs defined by (6.2.3) are close to 2 for m < 10, the values

tZg(;;i have a good approximation to tpce, shown in Figure 6.9 (a). For m > 10,

the values ta’(2)

peak have a good approximation to fpeqk-

Based on the above observations, the localized asymptotic formula of O,u,, given
in Corollary 6.1 is reasonable and effective. The approximate peak time can be applied
to reconstruct the locations of multiple point targets by choosing a localized S-D pair.

From the comment in Remark 6.1, we can imagine that there is a bad situation as
in the following example.

Example 6.1. Let acgl) = (9, 10, 20), xt(f) = (11, 10, 20). We calculate the peak time
for different S-D pair {zq4, xs} defined by (6.2.3).

1 550

1530
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480
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FIGURE 6.10: Peak time tpeqr(zq, ©5) for xgl) = (9, 10, 20), x((;Z) =
(11, 10, 20)

From Figure 6.10, we found that there is only one minimum for two close point
targets. That is, although there are some localized S-D pairs such that the condition
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(6.1.8) assumed in Corollary 6.1 holds, the localized asymptotic formula may not work
well for two close point targets.

6.3 Localized reconstruction algorithm

In this section, we propose a localized reconstruction algorithm based on the lo-
calized asymptotic formula of dyu,, given in Corollary 6.1. For this, we first introduce
the definition of well-separated multiple point targets.

In Section 6.2, we defined the approximate peak time for x( 2 ,j=1,2, , J, by
choosing localized S-D pair. To avoid the situation given in Example 6.1, we define
the well-separated multiple point targets as follows.

Definition 6.2. Let ng) e O, j =12 ---,J, be the locations of unknown point

targets, where (a:g), x((;é)) € ROI := (zy, zy) X (zp, z¢). Introduce a uniform partition

in ROI using a mesh

M) = (m xr]\}«%z +x,n- mt;]xb + xyp, 0)
form=0,1,---, M, n=0,1,---, N. We define the set = of S-D pairs as
= {{x&m’n), zmmy m((jm’n) = 2™ 4 (1,0, 0), 2™ .= 2™ 4 (—1, 0, 0),
mzo,1,---,M,n:0,1,---,N}. (6.3.1)

Let us further assume that there is a unique peak time for each {x, mn) (mn }eE.

Then, a set P of the peak times exists corresponding to =. We say that these J
unknown point targets are well-separated if there are J local minimums in P for J
multiple point targets

g ) = gin () g @ oD ey =12, 0, (6.3.2)

peak = “peak\*d )y Vs y e Ty Ty e
where the S-D pair {m?in’(j), :cg’"'"’(j)} € = is the S-D pair of the smallest distance
from the j-th target in =.

Assume that J point targets are well-separated. Hence, we can define J approxi-
mate peak times as by (6.2.2) for localized S-D pairs. From the numerical verification
shown in Section 6.2, the approximate peak times defined by using localized S-D pairs
have a good approximation to the peak time.

By using the property of order relation of the approximate peak time and (6.2.2),
we divide the process of reconstructing the locations of multiple point targets into the
following two stages.

Stage 1. From the information of J local minimums (6.3.2), we approximately re-

construct the locations (a:((;Jl), :Eg)), j=1,2,---,J, of J point targets denoted
by
min,(j) min,(j) min,(j) min,(j)
Ly _ T+ T, g T2 VT T g

“ ' 2 ’ 2 2
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Stage 2. Substituting ¢t = tmm’(j), (Teyy Tey) = (:cg)’im :cg)’mv) and {zq4, s} =

peak )
{x?m’(])’ a:;m"’(”} into the cubic equation (5.1.1), the depth 29 can be
recovered by solving the cubic equation (5.1.1) for j =1, 2, -+, J.
From Proposition 5.1, we can obtain that the reconstructions xg), J=1,2,--- J

are unique in Stage 2.

6.4 Numerical experiments
In this section, we conduct two numerical experiments on the proposed localized
reconstruction algorithm for reconstructing multiple point targets.

We assume that there are two unknown point targets, i.e., J = 2. We estimate
the relative error of the reconstruction computed by the following formula:

2 .0 (9),inv
|z — x¢ |
RelErr = Z —
7j=1 ‘LUC |
where :Ugj ) and x((;j )i are the actual and the reconstructed locations of the j-th target,
respectively.

Example 6.2. Let 25" = (6, 8, 20), zt¥ = (14, 12, 20) and ROI := (0, 20) x (0, 20).
We choose the S-D pairs as (6.3.1) for M = N = 20.

(a) (b)
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FIGURE 6.11: Noise-free peak times measured by different S-D

pairs (6.3.1) in Example 6.2: (a) 3D contour plot of peak times

form = 0,1,---,20,n = 0,1,---,20, (b) peak times for m =
0,1,---,20,n="7,8 9,11, 12, 13

For each S-D pair in the set = defined in (6.3.1), we observe that there is a
unique peak time. Hence, 21 x 21 peak times are measured by 21 x 21 S-D pairs for
M = N = 20. In Figure 6.11 (a), the noise-free peak times measured by all S-D pairs in
= are plotted as a contour graph. We find that there exist two local minimums, which
indicates that there should exist two point targets. For the sake of observation, we plot
the changes of the noise-free peak times as {xémg), x§m78)}, {x((im’m), x&m’”)}, m =

0, 1, ---, 20, and their two neighboring S-D pairs in Figure 6.11 (b). These two local
minimums are tzgz(l) = 452.5ps and t;lﬂf(m = 452.5ps for (n, m) = (8, 5) and

(n, m) = (12, 15), respectively. According to (6.3.1), we will get the locations of S-D
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pairs, which give the local minimums. Then, we can compute the reconstructions via
(6.3.3) and (5.1.1). As a similar discussion for the measured noise peak times, the
numerical results are shown for different noise levels § in Table 6.1.

TABLE 6.1: Reconstructions for different noise levels in Example 6.2

[OINE) 5

T, xe ) wgl)’im} $((:2),mv RelErr

0 (5.00,8.00,20.18) (15.00,12.00,20.18) 8.28e-2

(6,8,20),(14,12,20) 0.1% (6.00,7.00,20.18) (15.00,12.00,20.18) 8.28e-2
1%  (6.00,7.00,20.02) (14.00,14.00,18.57) 1.35e-1

From the results listed in Table 6.1, these two point targets are accurately recon-
structed from the peak times under low noise levels (5 < 1%). However, two local
minimums will not be distinguished when the order of the noise becomes much larger
than the height of two bumps, local minimums, of the peak times, as shown in Figure
6.11 (b).

Next, we reconstruct two unknown point targets with different depths.

Example 6.3. Let 2t = (5, 5, 18), 2{¥ = (15, 15, 20) and ROI := (0, 20) x (0, 20).
We choose the S-D pairs as (6.3.1) for M = N = 20.
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FIGURE 6.12: Noise-free peak times measured by different S-D

pairs (6.3.1) in Example 6.3: (a) 3D contour plot of peak times

form = 0,1,---,20,n = 0,1,---,20, (b) peak times for m =
0,1,---,20,n=4,5,6, 14, 15, 16

As in the previous Example 6.2, we observe a unique peak time for each S-D pair
and have 21 x 21 peak times. In Figure 6.12 (a), the noise-free peak times measured
by all S-D pairs in = are plotted as a contour graph. In Figure 6.12 (b), we plot the

changes of the peak times as {xglm,s)’ xgm’5)}, {m&m’m), a:gm’l“r’)}, m=20,1,---, 20,

and their two neighboring S-D pairs. There are two local minimums tzzz’(l) = 399.8 ps

and t;g;c’@) = 450.5ps for (n, m) = (5, 5) and (n, m) = (15, 15), respectively. By
the same disAcussions as in Example 6.2, the numerical results are shown for different
noise levels § in Table 6.2.

Similarly, two unknown point targets can be well reconstructed from the peak times

under low noise levels (§ < 1%). From Figure 6.12 (b), the peak times for the S-D pairs
{xém"r’), :cgm’5)} are more affected by the target at the shallow depth, but those for the
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TABLE 6.2: Reconstructions for different noise levels in Example 6.3

ﬂfgl) ; CCEQ) b xﬁl)”'”” :C?)’mv RelErr
0 (15.00,15.00,20.10)  6.02e-3

(5.00,5.00, 18.05

0.1% (5.00,5.00,18.05) (15.00,16.00,20.10) 3.71e-2
( (16.00, 14.00,20.02)  1.00e-1
(

(5,5,18), (15,15, 20)  “Jor" (600, 5.00. 17.92

5%  (6.00,5.00,17.51

~— — — —

S-D pair {x&m’w), azg )} are less affected by the targets but from both the targets,
asm =0, 1, ---,20. The reason is due to the different depths of the two unknown

targets; the S-D pairs {xfim’5), mgm’5)} are closer to the target at the shallower depth.

m,15

An increase in the noise level (§= 5%) makes the two local minimums of the peak
times indistinguishable, resulting in only one point target being reconstructed and
another target being invisible. Comparing the inversion results of a single unknown
point target, the reconstruction of two unknown point targets sensitively depends on
the errors of the measured peak times due to the interaction between point targets.
Hence, proper preprocessing of data, such as a denoising method, must reduce the
influence of noise contained in the peak times.

According to the results of Example 6.2 and Example 6.3, it is feasible to apply
the peak time and peak time formula defined by the localized asymptotic formula
to reconstruct multiple point targets. The localized reconstruction algorithm is a
generalization of the bisection reconstruction algorithm under the condition that the
multiple point targets should be well-separated.
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Chapter 7

Application of Approximate Peak
Time to Unknown Target with
Volume

In this chapter, we try to numerically reconstruct the location of an unknown
target with a small volume from measured peak times. Since its volume is very small,
we reconstruct the location of the target as if it is a single point target which is
any fixed point inside the target. Thus, we can directly apply the approximate peak
time and the approximate peak time formula defined in Chapter 4 for a single point
target. We conduct some numerical experiments to numerically extend the bisection
reconstruction algorithm for reconstructing the target.

Let py have the form:
pr(r) =cexw(z), 2€Qwe, (7.0.1)

where ¢ > 0 is a positive constant and x,, is the characteristic function of a strictly
convex bounded domain w. Then, the solution u,, to (2.2.2) is given as

U (2,15 T5)
= D/O /wﬂf(y)lc(x,y;t — 8)K(y,zs;8)dyds, (z,t) € Q x (0,T), (7.0.2)

where K(z,y;t) is the Green function associated with (2.2.2) defined by (2.2.4).

Let us give a numerical scheme for calculating the numerical solution u) (x4, t; x5)
of up (x4, t; xs) for xg4, x5 € Q. Then, the peak time can be observed from u]!,. For
the spatial integral region w, we divide it into K small regions wg, k =1, 2, --- | K
satisfying w = Uéil wg. Let the integral interval (0, t) be divide into J equal subin-
tervals with step size At with grid points t; = j-At, 7 =0,1,---, J. we calculate
the numerical solution uj,(t) of un(t) at t =t; by

J K
U, (24, tj; 5) = AtD Z Z lwr | e (i) K(xa, yrs ty — s5)K(yk, zs3550) |+ (7.0.3)
j'=1k=1

where yi, € wy, |w| is the area of subdomain wy, k=1,2, --- , K. sy =j" - At, j' =
1,2, -, J.

The rest of this chapter is organized as follows. In Section 7.1, we formulate
our inverse problem as reconstructing a marker point of w and then directly use the
bisection reconstruction algorithm. We give some numerical experiments to examine
the performance of this algorithm in Section 7.2.
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7.1 Formulation of inverse problem and reconstruction
scheme

In this section, we simplify the problem of reconstructing w to reconstruct one
marker point x. := (Z¢,, Te,y, Tey) Of w, where z, is any fixed point in w.

Now, our inverse problem is reduced as follows.

Inverse Problem: Reconstruct x. from the measured peak times given as

t;z,)lk = tpeak(xfin)v zM) = {t: ar%;lgaxu”m(xfi"), t; 2}, n=1,2,---, N,
where {a:((in), mgn)}, n=1,2,---, N, are N sets of source and detector points (S-D

pair) located on 0f2. The temporal function u”m(xgln), t; xé”)) is defined by (7.0.3).

For the inverse problem, we directly apply the bisection reconstruction algorithm
given in Algorithm 2 to reconstruct z.. The only difference compared with the ex-
periments given in Section 5.3 is that the peak time is observed from u;}, defined by
(7.0.3). To consider the measured peak times inevitably containing noise, we generate
the noisy peak times tgeak via (5.3.2).

7.2 Numerical experiments

In this section, we give two numerical experiments for reconstructing the marker
point z. of the unknown small ball-shaped target. For a small ball-shaped target
with constant absorption strength of fluorescence ¢ = 1, we temporarily regard the
marker point z. as the center of the ball. Then, we estimate the relative error of the

reconstruction x" computed by (5.3.3).

Example 7.1. Let w := {(x1, T2, ¥3) : (1 —T¢, )2+ (12— 2¢,) 2 + (23— ¢4 )? < 0.25%}
With (Tey, Teyy Teg) = (10, 10, 10). We set the parameters ROI = (0, 20) x (0, 20), L =
8 and €1 = €5 = 0.1 in Algorithm 2. The results of numerical inversions for different
noise levels & are listed in Table 7.1.

TABLE 7.1: Reconstructions of marker point of target for different
noise levels ¢ in Example 7.1

Ze o i RelErr
0 (9.96,10.04,10.07)  5.10e-03
0.1% (9.96,10.04,10.07) 5.10e-03
1%  (9.96,10.04,9.94)  4.85e-03

5%  (9.88,10.04,10.29) 1.81e-02

(10, 10, 10)

Here, w is a ball with z. as its center and 0.25 as its radius. The radius of the
ball is very small compared to the distance between the center of the ball and the
boundary 9€). So it is reasonable to assume the target is a point target z..

From the numerical results shown in Table 7.1, we found the marker point of the
unknown target has been reconstructed very well. For the relative noise level 6 < 1%,
T are always inside w. In other words, the result of reconstruction still represents
some information of the target. Even for the data with large relative noise level
(5 = 5%), the absolute error for each reconstructed coordinate of 27" is less than 0.3

mm. The reconstructed marker point is very close to the boundary of w.
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Next, we consider the case of the unknown target inside the domain €2 with deep
depth.

Example 7.2. Let w = {(x1, 72, 13) : (21— e, )2+ (22 — 26y )2 + (13 — 204 )? < 0.25%}
with (Tey, Teyy Teg) = (10, 10, 20). We set the parameters ROI = (0, 20) x (0, 20), L =
8 and €1 = €5 = 0.1 in Algorithm 2. The results of numerical inversions for different
noise levels & are listed in Table 7.2.

TABLE 7.2: Reconstructions of marker point of target for different
noise levels ¢ in Example 7.2

Ze 4] i RelErr
0 (10.04,10.00,20.02) 1.78e-03
0.1%  (10.04,9.96,20.04)  2.70e-03
1%  (10.12,9.88,20.20)  1.06e-02

5% (9.96,10.04,20.20) 8.51e-03

(10, 10, 20)

Compare the numerical results shown in Table 7.2 with Table 7.1, our reconstruc-
tion scheme is less affected by the depth of the unknown target. From the results for
6= 0, we obtain that there must be a marker point in w that satisfies the approxi-
mate peak time formula (4.1.1) because the reconstructed 2"V always inside w, where
(4.1.1) is the approximate peak time formula for the point target.

Since the inverse problem is ill-posed, it is usually necessary to regularize the
reconstruction process to overcome the influence of noise. From Table 7.1 and Table

7.2, our reconstruction scheme is robust to noise without any regularization.

We close this chapter with some discussions. Even though in this chapter, we
do not derive the approximate peak time for the target with volume to discuss its
properties. Indirectly, we can come to the following conclusions:

(i) The peak time for the target with volume should have the same properties as
the peak time for the point target.

(ii) The peak time for the target with volume should be an approximate positive
root of (4.1.1), where (4.1.1) is the approximate peak time formula for the point
target.

These conclusions inspire us to study the FDOT problem for the target with volume
by using peak time. Of course, it should be pointed out that we assume that w is a
ball. The good symmetry of the ball with respect to the center of the ball provides
a good basis for our inversion. For more general w, such as slender bars, we need to
give a rigorous mathematical theoretical study.



63

Chapter 8

Conclusion and Future Works

Conclusion

In this thesis, we focused on reconstructing the locations of unknown point tar-
gets using peak times, which are clearly observed in temporal response function
Um (x4, t; x5) for given {x4, s} on the measurement surface. Analyzing the asymp-
totic behaviors of u,, and Oyu.,,, we derived the approximate peak time formula as
a cubic polynomial equation. Its positive root is the approximate peak time. We
analyzed the properties of the approximate peak time (uniqueness, order relation,
symmetry, and accuracy) and numerically verified the peak time. Based on these
analyses, we proposed the bisection reconstruction algorithm to reconstruct the loca-
tion of a single point target, where the peak time is used as the index to shrink ROL.
For the case of multiple point targets, we derived a localized asymptotic analysis of
the solution. Under the well-separated assumption between targets, we proposed a
localized reconstruction algorithm. We remark on the advantage of considering the
peak time. The peak time is uniquely and visibly identified in the measured data. It
is the least noisy data point in u,,(z4, t; s), making it potentially robust for iden-
tification. Through our analysis, we found that the peak time directly reflects the
relation between the S-D pair and the target.

We close the conclusion by summarizing the novelties of this study as follows.

e We found no other study that analytically derived the approximate peak time
formula and systematically used it for reconstructing the locations of unknown
targets.

e In the theoretical part, our asymptotic analysis took care of 3, coming from
the boundary influence. As a consequence, we obtained a much more accurate
approximation of the peak time, which fits more practical situations.

e The proposed algorithm is a direct imaging method by comparing the order of
the measured peak times. There are no complicated calculations and regular-
ization. For given ROI, the projections of reconstructed targets are always in
ROI. Further, we do not need to deliberately choose ROI, except for including
the projections of targets. Moreover, it is potentially robust and accurate for
reconstructing target locations deeply embedded.

e Our analysis is also useful for reconstructing a target with a small volume. That
is, our algorithm can provide better initial guesses for more accurate reconstruc-
tion.

Future works

Based on the current work, there are three prospects for future research as follows.



Chapter 8. Conclusion and Future Works 64

e From the numerical results shown in Chapter 7, we only obtain a rough recon-
struction of the target with volume. We need to give a detailed mathematical
analysis to obtain a more accurate reconstruction scheme.

e We can apply our method to practical experimental data.

e We can consider the fluorescence lifetime ¢ > 0 instead of ¢ — 0 in our math-
ematical model of FDOT, which should be more practical. The peak time will
be delayed for ¢ > 0.
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