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PARAMETER ESTIMATION FOR PARTIAL DIFFERENTIAL
EQUATIONS USING STOCHASTIC METHODS

Roxana Elena Tanase, PhD

University of Pittsburgh, 2016

The aim of this thesis is to compare the efficiency of different algorithms on estimating param-
eters that arise in partial differential equations: Kalman Filters (Ensemble Kalman Filter,
Stochastic Collocation Kalman Filter, Karhunen-Loéve Ensemble Kalman Filter, Karhunen-
Loeve Stochastic Collocation Kalman Filter), Markov-Chain Monte Carlo sampling schemes
and Adjoint variable-based method.

We also present the theoretical results for stochastic optimal control for problems constrained
by partial differential equations with random input data in a mixed finite element form. We
verify experimentally with numerical simulations using Adjoint variable-based method with
various identification objectives that either minimize the expectation of a tracking cost func-

tional or minimize the difference of desired statistical quantities in the appropriate L” norm.

Keywords: parameter estimation, Kalman Filter, Stochastic Collocation, Markov Chain

Monte Carlo, Adjoint variable.
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1.0 INTRODUCTION

Driven by the needs from applications both in industry and other sciences, the field of
inverse problems [1, 37] has undergone a tremendous growth within the last two decades,
where recent emphasis has been laid more than before on nonlinear problems. Advances in
this field and the development of sophisticated numerical techniques for treating the direct
problems allow to address and solve industrial inverse problems on a level of high complexity
[20, 21, 22].

Parameter estimation is an important field in the area of modeling physical or biological
processes. The set of parameters that maximize the model’s agreement with experimen-
tal data, i.e. the ideal parameter set, can be used to yield important insight into a given
system. It can help scientists more clearly describe the behavior of the system, predict behav-
ioral changes in the system during pathological situations, and assess the efficacy of various
corrective options [44]. In addition, once those ideal parameters have been found, other
mathematical techniques can be used to obtain further insight into the system’s behavior.
Local sensitivity analysis [10] at the optimal parameter set can be used to assess the local
importance of the parameters. Also, the ideal parameter set can be used as a starting point
for obtaining (via, e.g., Markov-Chain Monte Carlo methods [37]) distributions of the pa-
rameters that produce computational estimates that agree reasonably well with experiment.
These distributions can be used to assess the global importance of each parameter.

As mathematical /computational models become more complex in order to better describe
physical systems, parameter estimation can grow in difficulty and cost due to the increase in
number of parameters and consequently computational runtime. The problem of calibrating
a model in a reasonable amount of time depends more and more on efficient methods of

parameter estimation.



The research for this thesis is mainly focused on estimating parameters that arise in
partial differential equations using different techniques: Kalman Filters [46] (Ensem-
ble Kalman Filter [16], Stochastic Collocation Kalman Filter, Karhunen-Loeve Ensemble
Kalman Filter, Karhunen-Loeve Stochastic Collocation Kalman Filter [43]), Markov-Chain
Monte Carlo method [19] and Adjoint variable-based method [8].

The Kalman Filter is a two step process that evolves the state and uncertainty /variance
associated with a system optimally by using experimental data corresponding to that system.

The first step (predict or forecast step)
x), = f(x5_y) +w,

uses a computational model and the uncertainty associated with that model to evolve both
the system’s mean and variance to the next time step at which experimental data is available.

The second step (the analysis or assimilation step)

xpy = f(x]) + Kn(y, —h(x)))

n

uses experimental data and the uncertainty associated with the experiments (measurement
error) to adjust the variable means and variances to more closely agree with the experimental
data.

The Ensemble Kalman Filter(EnKF') tracks the underlying distributions of the state
variables and measurements by representing the underlying distributions using an ensemble
of size q randomly chosen samples for state and measurement vectors and advancing those
distributions over time by advancing each member of the ensemble independently.

For the Stochastic Collocation Kalman Filter(SCKF), probabilistic discretization
is done by collocating the solution on a particular set of points strategically chosen from
the underlying stochastic space and then connect the realizations with suitable interpolatory
basis (Lagrangian). We use sparse grids constructed by the Smolyak algorithm based on
one-dimensional polynomial interpolation at the extrema of the Hermite polynomials (i.e.
Gaussian abscissas)[32]. In most cases, Smolyak can match the precision of the product rule
while avoiding the crushing explosion in function evaluations (see Figure 1.1). Discretiza-

dfl)

tions on sparse grids involve only O(N (log N) degrees of freedom, where d is the problem



dimension and N denotes the number of degrees of freedom in one coordinate direction. The
accuracy obtained this way is comparable to the one using a full tensor product basis involv-
ing O(N?) degrees of freedom, if the underlying problem has smooth (analytic) dependence
on the random variables. This way, the curse of dimensionality, i.e. the exponential depen-

dence of conventional approaches on the dimension d, can be overcome to a certain extent.

co_d3_levelZ_x bt

Mewton-Cotes Closed grid

--Z axis--

e X (@)

-1 axig--
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Figure 1.1: (a)5x5x5 tensor product rule, (b)sparse grid with 25 collocation points constructed by Smolyak
algorithm (see http://people.sc.fsu.edu/~jburkardt/presentations/siam uq 2012 _part3.pdf )

Markov-Chain Monte Carlo (MCMUC) is a family of algorithms for modeling un-
certainty. Since calculation of posterior model probabilities is rarely achievable in closed
form for realistic models, approximation methods may be used. MCMC technique produces
a Markov chain (6,,),>0 which has equilibrium distribution that matches the one of the pos-
terior probability distribution. The state of the chain after a number of steps is then used
as a sample of the desired posterior distribution. The quality of the sample improves as a

function of the number of steps. Popular examples of MCMC methods include Gibbs sam-


http://people.sc.fsu.edu/~jburkardt/presentations/siam_uq_2012_part3.pdf

pling, Metropolis-Hastings algorithm, slice sampling, Hamiltonian Monte Carlo, and many
others.

Adjoint variable-based method solves a large class of optimization, inverse, and
control problems. It is one of the gradient-based techniques in which gradient vector of the
cost functional with respect to the unknown parameters is calculated indirectly by solving an
adjoint equation. Although an additional cost arises from solving the adjoint equation, the
gradients of the cost functional can be altogether achieved with respect to each parameter.
Thus, the total cost to obtain these gradients is independent of the number of parameters
and amounts to the cost of solving two partial differential equations (PDEs) roughly. From
a control theory point of view, the algorithm is based on the Pontryagin maximum principle,
since it tries to iteratively solve the necessary conditions for optimality. From an optimization
point of view, the algorithm consists of a gradient descent, in which the gradient of the cost

functional is efficiently computed via the adjoint variable-based method.



2.0 KALMAN FILTER AND MARKOV CHAIN MONTE CARLO
METHODS

2.1 DERIVING THE KALMAN FILTER

The Kalman filter [5] is a two step process that evolves the state and uncertainty/variance
associated with a system optimally by using experimental data corresponding to that sys-
tem. The first step (predict or forecast step) uses a computational model and the uncertainty
associated with that model to evolve both the system’s mean and variance to the next time
step at which experimental data is available. The second step (the analysis or assimilation
step) uses experimental data and the uncertainty associated with the experiments (mea-
surement error) to adjust the variable means and variances to more closely agree with the
experimental data.

The true system. To help the explanation process, we consider a particular physical
system, an epithelial layer with a small hole in it that closes as time progresses. By taking
multiple epithelial layers (on a petri dish), making random holes of different shapes but
approximately the same size (one hole per dish), and watching the system close as time
progresses, we can make estimates of the average behavior of such systems and the variance
on those behaviors. Those behaviors could be qualitative or quantitative in nature. Taking
an infinite number of such experiments there would eventually be a “true” average state
and a corresponding “true” covariance function. There are two ways to investigate such a
system. One can use experiment or a mathematical model. The Kalman Filter uses both of
these to attempt to create the best estimate of the “true” system.

Computational Model. Stepping back to generality, assume that we have a mathe-

matical model of a particular system. In order to use Kalman filter techniques, we discretize



the system temporally and, if the system has a PDE or a system of PDEs associated with
it, spatially. The discretized system can then be solved using a suitable computational tech-
nique. The system and accompanying solution technique is referred to as the computational
model of the system. This computational model can be used to evolve the discretized system
to a later time. The new discretized system can then be used to reconstruct information as

needed. We refer to such information as computational information.

Experimental Data. For the experimental data, discretized data usually comes in the
form of measurements at various points in the domain or integrals of state variables over a
set region of space. In our case, a two-dimensional grid of computational cells is overlaid
on the pictures of the epithelial cells and corresponding hole. If a particular computational
cell in the grid lies within the hole, the value associated with it is zero. If a particular
computational cell in the grid lies outside of the hole, the value associated with it is one. If
part of the computational cell lies inside the hole while the other part lies outside the hole,
the value assigned to the cell is equal to one minus the fraction of the cell that lies within
the wound. Hence, in general, the experimental data collected in this manner represents the
average amount of epithelial cells in a given region/computational cell.

Computational Error. Given perfect data at a particular time, this computational
model can be used to evolve the system to a later time. There are inherent errors that arise
from using the computational model. These errors include normal spatial and temporal
discretization errors as well as model errors that arise because the mathematical model does
not perfectly describe the underlying physical or biological system. In biological systems,
mathematical model errors are probably responsible for most of the computational error. In
the Kalman filter, these computational errors are assumed to be stochastic and are denoted
by w,,, where the subscript n corresponds to the discrete time ¢t = ¢,,. The covariance matrix
associated with this noise is denoted by Q),, =< w,,, w,, >.

Cumulative Error. During the course of the model evolution, errors from previous
time steps accumulate in the current estimate of the solution. The Kalman filter solution
process helps mitigate this error accumulation process and, depending on the amount of

error in the data, the cumulative error may even decrease as time goes on.

Experimental Error. Another source of error during the Kalman filter process is the



error coming from experiments corresponding to the system in consideration. These errors
come from measurement error and the error that comes from the natural variations that arise
between experiments. In biological systems, these latter errors are probably responsible for
most of the experimental error. In the Kalman filter, these experimental errors are assumed
to be stochastic and are denoted by v,,. The covariance matrix associated with this noise is
denoted by R, =< v,, v, >.

System before Kalman Filtering a given step. Given a particular time step, the
following equations describe the relationships between the computational and true system

and between the experimental measurements and the true system:

Xp =Xp +Up,y,, =¥, + Vn.

The vector x corresponds to the computational system and y corresponds to the exper-
imental measurements. X and y are vectors that correspond to the true systems.

The vectors x and x include the values of the state variables at the appropriate locations
in the computational grid and any unknown parameters (which may be defined as globally
constant or may vary with respect to space). The values of the state variables may correspond
to values of the state variables at a specific point (appropriate for finite differences) or the
average value of the state variable over an entire computational cell (appropriate for finite
volume).

The vectors y and y include the values of the state variables at the appropriate locations
in the experimental setup. Again, these values may correspond to point specific measure-
ments or be averaged over a specified region or be some other descriptor of the system.

Initial states. The initial noises or errors uy and vy are sometimes assumed to be zero
corresponding to initial conditions and experimental data that agrees perfectly with the true
system. This is a suitable assumption if the initial state of the true system is known very
well.

For now, however, we assume that xy = y, and that uy and v, are nonzero. This is
not an assumption critical for any derivation, but it is nonetheless used. The errors ug
and v are assumed to be stochastic and to have nonzero covariance matrices given by:

P00 =<up,uy > and Ry =< vy, vy >.



Prediction and analysis. There are two steps in the Kalman Filter, prediction and
analysis.
Prediction. In the prediction or forecast step, one can write the step as:

x! = f(x?_)). (2.1.1)

n—1

Here x/ and x? ; € R™ are vectors of the state variables and parameters for the given
system (state vectors) from the n'* forecast and n — 1% assimilation time steps, respectively,
and f is a forecasting model that is used to evolve the state vector in time. This is the
computational prediction for the values in the state vector/values of the state variables and
parameters at the next time step given the best estimate using both computational model
and experimental data from the previous time step, x?_,. The vector x?_, is the adjusted
state vector after data has been taken into account. This adjustment will be considered
later.

In reality, if we had the true state, x,,_1, at a previous time step, then the true state at

the next time step would be given by:

X, = f(X,_1) + W (2.1.2)

If we had the true state, the model would predict an accurate true state at the next time

step plus or minus the computational error term. As a reminder, we are assuming this error

is stochastic in nature and is white gaussian noise. One can now use (2.1.1) and (2.1.2) to
estimate the covariance matrix at the next time step:

P/ = <X£—)~Cn,Xf—)~(n>

n,TT n

= <f(xt ) —f(X,_1) — Wy, f(x5_,) — f(x,1) — W, >

n—1

= <f(x ) = f(Xn), (x5 ) = f(Xn) > —

< Wy, f(x ) — f(Xpo1) > — < f(x0_)) — f(Xp-1), Wy, > +
< W, W, >

= <f(x¢ ) —f(x, 1), f(x%_ ) —f(Xn1) >+ < Wy, W, >

= <fxp ) = f(xn1), £(x5 1) — f(Xn1) > +Qn.



Here we used the fact that < w,,, f(x%_,) — f(X_,) > is zero because w,, is symmetrically

a
n—1

distributed about zero (assumed here) and the difference f(x%_,) — f(x_,) and noise w,, are
independently distributed.

Temporarily we define: P, ;r =< f(x,) — f(x,), f(x,) — f(x,) >. It turns out this is the
crucial quantity in the prediction step. If f(x) = Ax, then the linear Kalman filter can be

used and the corresponding predicted covariance matrix becomes:

Pl = <f(x% ) — (X, 1), f(x% ) — f(Xn 1) > +Q,

n,rr n—1
= < AX® , — A%, AX?_ | — A%y > +Q,

= A< Xz—l - )ﬁv(nfl,XZ_l - in,1 > AT + Qn

= AP’V(LI—LJ?J}AT + Qn

Here we have defined the covariance matrix for the adjusted state vector at time t,, as

Py .w =< X, —X,, X} —X, >. In addition, it can be seen that @, represents the computational
error while AP?_, , A" represents the cumulative error (which includes both computational

and experimental errors from times past).

If f(x) is a nonlinear function, then one can perform a Taylor expansion in order to esti-
mate the value of P, ;;. If one neglects higher order nonlinear terms (which are “neglectable”
if, for instance, ||x, — X,||* << [|x, — X,]|), then one comes up with the following formula

for the forecast covariance matrix:

n,xr a_x

of ’
P:fl,xm <8_X ) + Q”?

where it can be seen that the Jacobian (tangent linear operator) takes the place of the A in

X=Xp,

the linear Kalman Filter. This choice for P/ is made in the extended Kalman Filter.

n,TT

Adjustment. After the prediction step there is a forecast mean, x/, and a forecast
covariance estimate, P/ . It is necessary to compare computational and experimental data.

n,rT*

In order to do so, a measurement function is used and is defined by:

¥ = h(x).



a
n’

Using this function, we then define the adjusted mean, x%, as a linear combination of the
predicted mean and the difference between the measured experimental data, y, and what
the experimental data would have been if the predicted state vector really did correspond to

the state of the given system, h(x/):

x? =x! + K,(y, — h(x})). (2.1.3)

n
K, is the Kalman gain and is a blending factor of sorts which blends the model information
with the measurement information.

Kalman Gain We have not yet derived the specific form of this factor. The Kalman gain
is chosen to minimize the amount of uncertainty in the new estimate of the state vector for
the system, x?, and depends on the covariances of the forecast state vectors and measurement
values. In order to derive this factor, we desire that the new adjusted covariance,

a _ a = a I
P ve =< X5 — X, X, — Xy >,

be optimal in some sense. To do so, first consider the covariance matrix associated with

these adjusted state vectors:

Pl = <X+ Ku(y, —h(x])) = %0, %) + Ku(y, —h(x])) =%, >
= <x! %, x —%, >+ < K,(y, —h(x})),xl —%, >+
<x! —%,, K,(y, —h(x])) > +
< Ku(y, —h(x))). Ku(y, —h(x})) >
P K<) v R

<x, =%, h(x)) —y, > K, +

We define the additional covariance matrices appearing in the above equation as follows:

f — f N\NT _ f f ~
Plye = (Pimy) = <h(x))—y,x, —%, > (2.1.4)
Foo_ ! !
P”,yy = < h(Xn> —¥a, h(x;) —y, > (2.1.5)

and rewrite the equation for P?_ as:

n,TT

10



p. = P —-K,P P K'+K,P K (2.1.6)

n,TT n,TT n,Yyx n,TyY nyytn

This is an expression for the analyzed covariance matrix that is quadratic in K,. The
diagonal terms correspond to the uncertainty/variance in each element of the analyzed state

vector x%. We wish to minimize the sum of these uncertainties. To do so we set:

d(trace(P*,.))

n,TT -0

dK,

Using a couple of matrix derivative rules for traces:

d(tr(AB)) d(tr(ABAT))
dA dA

and a simple trace rule, tr(A”) = tr(A), we can do the following:

= BT; = 2AB (B symmetric) (2.1.7)

tr(P* ) = tr(P/ ) —tr(K,P/ )—tr(P/ KT)+

n,Tx n,TT n,Yx n,TYy n

tr(K,P/ KT)

nyy - n

= tr(P!,,) —2tr(K,Pl,,) + tr(K, P}, K}).

n,TrT nyy--n

Now we can take the derivative of both sides with respect to K,,:

d(tr(P%,.))
n,rxe o f T f o
RS = ALK, =0
f — foy-1
P, = Ku.Pl,) . (2.1.8)
Here we have used the fact that (P/,,)" = P/, . Hence:
f — pf
K"Pnﬁyy - Pn@y
— pf foy-1
K,=P, . (P .,,) (2.1.9)

It is important to note that the formulae for Pg,yy and PJ,W have alternate representations
in terms of just state vector quantities. We assume below that the data noise is distributed
independently from the forecast state vectors about the true value. For the forecast data

covariance matrix, the formula is:
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P, = <hx)-y,hx) -y, >
= <h(x}) = (¥, + Vo), h(x}) = (¥, + Vn) >
= <h(x]) =¥, h(x]) =¥, > = < v, h(x)) = (F, +va) >
- < h(x,{i) — ¥,V >+ <V, v, >
= <h(x)) - h(x,),h(x) — h(x,) > +R,. (2.1.10)

n

For the covariance between the model and data, we have the formula:

Pl = <x/-

n,ry n

|
<
3
V
+
A
ol
3
|
M
3
<
3
V

= <x/ -

n

)

= <X£_Xn>hxn)_(yn+vn)>
)
)

= <x/

n

— %, h(x,) — h(X,) > . (2.1.11)

When the measurement function is a simple function (e.g. a measurement matrix where the

state vector is linearly related to the data vector), the expressions for P/ —and P/ found

in equations (2.1.10) and (2.1.11) simplify and the two covariances can be related to the
state vector covariance, P,{m.

We can now substitute the Kalman gain back into the formula for the state vector covariance

matrix:

a — f f I \-1pf ) f f \-IW\T
Pn,:p:n - Pn,ma: - Pn,xy(Pn,yy> Pn,yx - Pn,xy(‘Pn,ry(Pn,yy) ) +
f f Yy pf f I \NW\T
(Pn,xy<Pn,yy> )Pn,yy(Pn,xy(Pn,yy) )

— pf _pf (Pf )*1Pf _ pf (pf (Pf )fl)T_i_

n,ZT n,TY \" n,Yyy n,yx n,TY\" N,TY\" N,YY

PLey(PLay(PLyy) )"

,TY\" NL,TY\" N,YY

— pf _pf (pf )—1pf

n,rx n,xYy\" n,yy n,yx
— f f
= P!, - K.,P!,,. (2.1.12)

This covariance matrix gives information on the uncertainties associated with the state vector

after the adjustment step has taken place.

12



There are two primary ways in which the means and variances of the variables are tracked
in the Kalman filter. Traditionally, in both the linear and extended Kalman filter, the mean
and covariance matrix of the state variables each have their own evolution equation and
are explicitly tracked as time evolves. With the advent of the Ensemble Kalman Filter it
has become common to instead track the means and variances by evolving each member of
a sampling, or ensemble, of stochastic variable space. In this latter case, if more specific
information such as the mean or covariance of the variables in the actual system is desired,
they can be estimated by calculating the mean and covariance matrix of the ensemble. Often

the two approaches are mixed (see, e.g. [18, 39, 28, 38]).

Finally we mention that while the Kalman filter has traditionally been used to correct
just the state variables in a given model, it has become common practice to use the Kalman
filter in a parameter estimation role (see [29, 30]). By appending guesses for the unknown
parameter to the state vector, evolving those parameters with the identity function during
the predict step, and then allowing the analysis step to adjust the parameter values so
that the state variables more closely agree with experiment, the parameter values will tend
to evolve towards the ideal values for the system, that is, towards a parameter set that
reproduces the experimental data fairly well. In addition, it is often, though not always, the
case that the first guess for the parameters need not be close to the ideal parameter set in

order for the guesses to converge to that set.

Summary of KF Algorithm The general Kalman filter algorithm consists of the main
two steps, the forward prediction step using the model and the analysis or adjustment step
that assimilates the data information into the model. It also consists of initialization where
we must make a guess for the initial best state vector estimate (x{), the initial uncertainty

associated with that estimate (F§,,), and the uncertainties associated with the model and

0,zx
measurements (Q,/w, and R,,/v,). The model and measurement uncertainties can depend
on time, provided we prescribe how to find those uncertainties at a given time step. In our

calculations, however, we usually assume that these matrices are constant over all time.

Note this algorithm takes the point of view that we are tracking the mean and covariance
of the best estimate for the state vector. There are different ways of finding the covariances

involved in the method. Some of them are detailed above. We now give the explicit, complete,
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Initialize

a

X Initial best state vector es-
timate

FS e Initial uncertainty on best
state vector (can be zero
matrix)

Qn/Wh Uncertainty associated
from applying model

R,/vp Uncertainty associated

with making experimental

measurements

Predict Step

x) = f(x}_)) Predict new state

PT{,m =< f(x¢_;) — X, f(x%_,) — %X, > Find new covariance

P 7{% =<hx{) -y, x/ —x, > Find new covariance

Pl,, =<h(x]) -y, h(x]) -y, > Find new covariance
Adjustment Step

K, = Pnf@y( nf,yy)_l Find Kalman gain

x¢ =x/ + K, (y, — h(x])) Find analyzed state

pe —=pf K, Pf Find new covariance

n,TT n,TT n,Yyx

Repeat Process starting from Predict Step

algorithms for the linear, extended, ensemble, stochastic collocation, and Karhunen-Loeve

(ensemble and stochastic collocation versions) below.

2.1.1 Linear Kalman Filter

a

If we assume a linear model, x/ = A,x% |, and a linear measurement function, h(x/) =

H,x! then the algorithm becomes:

14



Initialize
a
Xo

a

PO,xm

Qn
Ry

Predict Step

a

f
Xn - Anxnfl

P'r{,mz = Anp'rlzl—l,:cmAg + Qn

P! =H,P,..H + R,

Yy

Adjustment Step
K, =P/ (P/

n,zy( n,yy)il
Xy = X£ + Kn(y, — ang)
pe =pf K, Pf Kg

n,TT n,TT n,rx

Initial best state vector

Initial best state vector uncertainty
Uncertainty associated with using the
model

Uncertainty associated with making

experimental measurements

Predict new state
Find new covariance
Find new covariance

Find new covariance

Find Kalman gain
Find analyzed state

Find new covariance

Repeat Process from Predict Step
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Extended Kalman Filter In the extended Kalman filter, we linearize the functions f
and h from equations (2.1.1) and (2.1.3) respectively, by using their Jacobians. The resulting
algorithm is below. Note that for linear functions this algorithm will give the exact same
result as for the linear Kalman filter. The difference comes in the fact that the linear Kalman
filter simply isn’t defined for nonlinear functions while the extended Kalman filter, through

using the Jacobian in the algorithmic process, is:

Initialize
X Initial best state vector
FY v Initial best state vector uncertainty
Qn Uncertainty associated with using
the model
R, Uncertainty associated with mak-

ing experimental measurements

Predict Step

x/ = f(x¢_)) Predict new state

A, = % x| Define Jacobian for f
H, = g—: xex? | Define Jacobian for h
P! .. =APS Al +Q, Find new covariance
P!, =Pl H Find new covariance

P 7{,yy = H,P,..H! + R, Find new covariance

Adjustment Step
K,=P/ _(P/ )1 Find Kalman gain

ey L,y
x% = xf + K, (y, —h(x})) Find analyzed state

pe =P/ —K,(P/ ) Find new covariance

n,TT n,TT n,TY

Repeat Process from Predict Step
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2.1.2 Ensemble Kalman filter

The Ensemble Kalman Filter (see [16, 12]) tracks the underlying distributions of the state
and measurement vectors not by tracking the mean and covariances associated with the state
vectors as time evolves, but by representing the underlying distribution using an ensemble of
state and measurement vectors and advancing that distribution over time. Given an initial
distribution described by a probability distribution function (e.g. a gaussian), a sampling
of that distribution can be generated (using randn in Matlab for gaussian distributions or
MCMC for more complicated distributions). That sampling or ensemble (of size ¢) repre-
sents the original distribution. In addition, the noise for the model and measurements are
also represented by ensembles of size ¢. To initialize the procedure, we must initialize (or
decide upon) the following vector, covariance, ensemble of state vectors, and distributions.

Subscript en corresponds to ensembles of vectors.

The algorithm, along with a short description of each step, is listed in Table 2.1.1.
In this and the other three algorithms (Stochastic Collocation Kalman filter, Karhunen-
Loeve Stochastic Collocation Kalman filter, Karhunen-Loeve Ensemble Kalman filter), the
dimension of the state/parameter vector x is m = n + 2, where n is the number of grid
cells. In particular, we have one free state variable per grid cell and two parameters D and
k,. In this and the next algorithm, since the spatial noise is uncorrelated, the dimension of
the stochastic space is also m. Ensembles of state vectors, measurement noise, and model
noise are of size ¢ and are random, rather than structured, samplings of the stochastic space,
see Figure 2.1. When ¢ is large enough, the ensembles should have a mean and variance
that is approximately equal to the mean and variance of the underlying distributions. The
index k corresponds to the &' ensemble member. The ensembles of noise vectors {w,, ;. }%_,
and {Vn,k}%zl are drawn from the normal distributions with covariance matrices @), and R,,,

respectively.

If the ensembles of vectors include enough members, ¢, the ensembles should have a mean
and variance that is approximately equal to the mean and variance of the original underlying
distributions. The state vector ensemble is evolved through time using the model and each

member of the ensemble is updated using the measured data as follows. The index k corre-
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Figure 2.1: En KF random sampling of 2-d stochastic space

Initialize
X Initial best state vector
Py, Initial best state vector uncertainty

X§., Usex{and Py, toobtain a sampling or ensemble of ¢ vectors

0,22
that correspond to/represent the underlying distribution

w Distribution of model noise corresponding to the uncertainty
of using the model. At every time step a new ensemble of
noise vectors (of size ¢) is drawn from this distribution.

v Distribution of measurement noise corresponding to the
uncertainty associated with making experimental measure-

ments. At every time step a new ensemble of noise vectors

(of size ¢) is drawn from this distribution.

sponds to the k' ensemble member, the index i or j correspond to the it or j** component

in the given ensemble member vector.

It is important to note that it is usually the case that the dependence of results on

the initialization values chosen decreases as the number of data assimilation steps increase.
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Table 2.1.1: EnKF Algorithm

Initialize
a
X0

PCL

0,zx

{XS,k}Zzl

Prediction Step

qui,k = f<Xfrl7,—1,k) + Wik

<f _ 1\« f

=f _ 1 f

yg; g ZZ:I h(Xn,k)
o o of =

E:v,k - Xn,k - X’Vfl

E;jk = h(X{z,k) -y

P?{:cx = q%l ZZ:l Ei:c,k(Eg]:,k)T

Pl = q%l ZZ:1 Eik(Egk)T

n’zy

Pl = (I%ZZd E;{k(Ef )T

n,yy Y,k

Adjustment Step
K, = P/

n,TyY ( g,yy) -

a _ f
Xn,k - Xn,k

+EKn (Y, + Vor — h(Xka))

ia_l q

a
n q k=1 Xn,k

a

a _ a
E,k_xn,k Xn

xT

Pr?,x:c = q_Ll ZZ:l Eg,k<E;,k)T

end

Initial best state vector
Initial best state vector uncertainty

Use x§ and Py

0.z 10 Obtain a sampling or ensemble

of ¢ vectors

Predict new state for each ensemble member
Mean new state, according to model

Mean new measurement, according to model
Deviation of k" forecast ensemble member from
mean

Deviation of k*" forecast measurement of ensemble
member from mean measurement

New xz-covariance

New xy-covariance

New yy-covariance

Find Kalman gain

Find analyzed state for each ensemble member

Mean best estimate state, after measurement ad-
justment

Deviation of k' analyzed ensemble member from
mean

Find new covariance
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Hence, with enough data assimilation steps, initialization values become unimportant, just

necessary to begin the data assimilation process.

2.1.3 Stochastic Collocation Kalman filter

In the ensemble Kalman filter, the mean and variance of the ensemble converge to the true
mean of the ensemble (according to Monte Carlo sampling) as 1/,/q. Because of this, a
large number of ensemble members is often required if the ensemble Kalman filter is going
to effectively track the true underlying distribution as it evolves in time. When the model
function f is costly to evaluate, the large number of required ensemble members lead to a
very slow ensemble Kalman filter.

To alleviate this problem, it has become practice (unscented Kalman filter, sigma point
Kalman filter, Gaussian filters, stochastic collocation Kalman filter) to build ensembles that
consist of points strategically chosen from the underlying stochastic space [18, 39, 28, 43].
This is in contrast to the ensemble Kalman filter where the stochastic space is randomly
sampled. When points are strategically chosen, numerical integration techniques on the
corresponding structured grid can be used to obtain good estimates of what the mean and

covariance of the underlying matrix are.
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Figure 2.2: SC KF structured sampling of 2-d stochastic space

The stochastic collocation method builds an interpolant in the stochastic space using

solution values at gg¢ collocation points. Therefore its computational complexity is gsc times
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that of a deterministic problem. Thus, we need to choose a nodal set © with fewest possible
number of points under a prescribed accuracy requirement. There are several choices of
such collocation points, using either tensor products of one-dimensional nodal sets, or sparse
grids constructed by the Smolyak algorithm [32, 42]. The Smolyak approximation is a linear
combination of product formulae, and the linear combination is chosen in such a way that an
interpolation property for one-dimensional spaces is preserved for multidimensional spaces.
Only products with a relatively small number of points are used and the resulting nodal set
has significantly fewer number of nodes compared to the tensor product rule. In this paper,
we use Smolyak formulae that are based on one-dimensional polynomial interpolation at the
extrema of the Hermite polynomials, which are the orthogonal polynomials with a weight
given by the probability density function of the normal distribution (i.e. Gaussian abscissas).
Other choices, such as the extrema of the Chebyshev polynomials (i.e. Clenshaw-Curtis
abscissas), can be considered as well. The SCKF algorithm is given in Table 2.1.2. Here gs¢
is the size of the ensemble, {rsc;}{ZG € R™, are the collocation points, and {cscx}{2G are

the collocation weights. In our implementation we use Smolyak level one sparse grid [32, 42],

which has two collocation points in each dimension plus the origin, resulting in ¢, = 2m+1.

Remark 2.1.1. It is important to note that we have modified the standard SC implemen-
tation. In particular, since the set of collocation points is fixed, sampling the noise at these
points at each data assimilation step would result in adding noise to the model and mea-
surements in the same stochastic direction. To avoid this, at each data assimilation step
the Kalman gain is used to adjust the mean and a new ensemble is generated using the new

mean, the vector of collocation points and the new covariance matrix.

2.1.4 Karhunen-Loeve Stochastic Collocation Kalman filter,

Karhunen-Loéve Ensemble Kalman filter

The most costly portion of the Kalman filter is the functional evaluation of f, which corre-
sponds to advancing the computational model in time. As such, the fewer ensemble members
a method needs to obtain satisfactory results, the faster the method is. For low-dimensional

systems, the stochastic collocation Kalman filter needs few ensemble members in its or-
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Table 2.1.2: SCKF Algorithm

Initialize
X5
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end

Initial best state vector (corresponds to a mean)
Initial best state vector uncertainty /covariance
Collocation points

Weights for stochastic collocation

Use variance associated with each component to
readjust the ensemble

Predict new state

Mean new state, according to model

Mean new measurement, according to model
Deviation of k' ensemble member from mean
Deviation of measurement of k' ensemble mem-
ber from mean measurement

Find new covariance

Find new covariance

Find new covariance

Find Kalman gain
Find adjusted mean state

Find new covariance
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ganized ensemble, while the Ensemble Kalman filter needs many in its randomly chosen
ensemble. As the dimension is increased, however, the stochastic collocation Kalman filter
suffers from the curse of dimensionality. For instance, for one spatially dependent variable
on a coarse 10 x 10 x 10 computational grid, the dimension of the stochastic space is one
thousand, therefore over one thousand ensemble members are required to run the stochastic
collocation Kalman filter. A 20 x 20 x 20 grid would require over eight thousand ensemble
members. The ensemble Kalman filter often requires only around one thousand ensemble
members for similarly sized grids.

To address this problem, one can explore a parametrized noise representation, such as
the Karhunen-Loeve (KL) expansion. The uncertainties associated with each component
of the state vector are often correlated with each other. This is especially true when the
components correspond to spatially dependent variables on computational grids. We use
the KL expansion to represent these spatially correlated uncertainties. It is very similar to
a Fourier expansion of a function with eigenfunctions that look sinusoidal. On a discrete
grid of size p x p x p, one needs p*> KL eigenfunctions to completely represent a given
discrete correlation function on the grid. Like a Fourier series, however, it can be shown that
in continuous space the eigenvalues decay fast and the KL expansion of a given function
converges to that function as more terms are included in the expansion [14]. As such,
including the first few terms of the KL expansion in discrete space, instead of p?® terms, will
allow to sufficiently represent the distribution of the possible state of the system. Doing
so reduces the effective stochastic space and allows one to use a much smaller ensemble to
represent the underlying distributions. This corresponds to fewer necessary evaluations of
the model function f and faster Kalman filtering.

Given a correlation function in two dimensions C,(Z,, Z3) for a stochastic variable v, the

corresponding Karhunen-Loéve expansion for that variable is given by [14]:
[e.e]
o(#,w) = ER](@) + Y &(w) VA fi(d),
i=1
where the corresponding eigenfunctions f;(Z) satisfy the following integral equation

/ / C(Z, B5) fi(Ta)dTo = M f:(Ts).
D
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Due to the symmetry and positive definiteness of the covariance function, the corresponding
eigenfunctions are mutually orthogonal. In addition, since in our case the noise being rep-
resented is normally distributed at each point, &;(w) are uncorrelated normal distributions
with mean zero and standard deviation one.

As we discretize the model, it is useful to discuss the corresponding discrete version of
the KL expansion, which is just an eigenfunction expansion. Recall that we consider a cell-
centered finite difference method on a two-dimensional rectangular grid with n grid cells.
Let C € R™" be the covariance matrix where C;; is the covariance between the noise at

the two cell centers (z;,y;) and (z;,y;). The corresponding expansion is

iw) = E[o]+ ) &w)vhe,

The eigenvectors are mutually orthogonal because of the symmetry and positive definite-

ness of the covariance matrix. In our computations we use the covariance matrix [15]

— 2~ |zi—=z;|/La—|yi—y;|/L
Cz-j—ae A A A N

where o is the variance and L,, L, are the correlation lengths. The above function is widely
used for modeling diffusion processes in porous media [45, 15]. We assume that it is also
suitable for cell migration processes. The better our estimate of the covariance function/-
matrix of the process, the better the corresponding estimate of the KL expansion for the
process will be and the better the KL version of the KF will perform [46, 45]. We also note
that the variance ¢ above and the corresponding v/A;’s can be rescaled from one time step
to another.

Our primary assumption that we employ when applying the Karhunen-Loeve expansion
in the Kalman filter is that the covariance matrix of the process in question looks approzxi-
mately like the above covariance function. Approximately is an important word for as we do
not really know what the corresponding covariance matrix looks like for the cell migration

process.
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Table 2.1.3: KLSCKF Algorithm
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Initial best state vector

Initial best state vector uncertainty
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Weights for stochastic collocation

Project covariance onto the KL eigenspace

Use projected covariance to readjust the ensemble
Predict new state

Mean new state, according to model

Mean new measurement, according to model
Deviation of k' ensemble member from mean
Deviation of measurement of k" ensemble mem-
ber from mean measurement

Find new covariance

Find new covariance

Find new covariance

Find Kalman gain
Find adjusted mean state

Find new covariance
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The better our estimate of the covariance function/matrix of the process, the better the
corresponding estimate of the Karhunen-Loeve expansion for the process will be and the
better the Karhunen-Loeéve version of the KF will perform (see e.g., [46, 45]). Unfortunately,
finding out what the covariance function/matrix really looks would probably require the use
of extensive MCMC simulations coupled with an appropriate definition of the probability
space for the initial wound shapes and sizes. Both running the MCMC appropriately and
defining an appropriate probability space would take much time and effort. In addition,
during that process we would also obtain parameter estimates along the way to obtaining
estimates of the covariance function/matrix rendering employment of the KF for parameter
estimation afterwards unnecessary.

Hence we proceed instead without a highly accurate covariance function/matrix by mak-
ing some of the following assumptions (some of which have already been discussed). We
assume the noise associated with the process being modeled is distributed normally at each
point in the domain (however, each the noise may have a different standard deviation at
each point). We also assume that the covariance may be represented approximately by the
above covariance function/matrix. This means, in particular, that the noise can be written

using an expansion:

where the normal distributions n;(w) have mean zero, are independent of each other, and
have standard deviations approximately equal to v/\;. Define these standard deviations to
be s; for the time being. To allow for some flexibility, we do not always set s; to be equal to

Vv A; but rather allow them to vary. The corresponding expansion for the noise becomes



M

n(w) ~ Z si&i(w)é;.

i=1

If the process indeed has a covariance equal to the covariance function/matrix above,
the s; will not stray too far from v/);. In addition, another critical assumption, we assume
that the s; decay to zero relatively rapidly as ¢ grows so that there are only a few dominant
eigenfunctions/vectors.

Recovering the “best” s; for a given covariance function/matrix given above (with covari-
ance C(Z,,73)/C) from another random covariance matrix (with covariance C(Z,, Z3)/C)
becomes an important question later on. Hence consider a random normal distribution with
an associated covariance matrix that may or may not look like the covariance function/-

matrix given above. The corresponding noise for that matrix (denoted with tildes) is given

by:

n(w) ~ i \/igi@)ei.

We wish to know how much of this noise will lie along the ** eigenvector direction for
the first covariance function/matrix. This is easily found (note the eigenvectors have been

normalized to have unitary length):

/3\?1
£
I
M=
h.z
S
M



or if we truncate using only the dominant eigenfunctions/vectors we get:

= EETEZ(w),
where usually N << M (though N = M still works) and the dimensions of the vector ﬁ and
matrix of eigenvectors E have been adjusted appropriately.

In order to use this formula, however, we must eigendecompose the random matrix each
time we want to project the noise corresponding to that matrix onto the known probability
space given by the covariance function/matrix formulae given above.

Finally, Table 2.1.4 presents the KL version of the EnKF algorithm. The only difference

is that the ensemble is projected onto the KL eigenspace at each assimilation step.
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Table 2.1.4: KLEnKF Algorithm
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2.2 MARKOV CHAIN MONTE CARLO METHODS

Uncertainty is often an appropriate model for systems of high complexity, which arise in a
broad spectrum of scientific fields and research areas. The mathematical treatment of the
models and algorithms in chapters 4 and 5 is Bayesian, which means that all the results
consider the unknown parameters as random variables and search the probabilistic distribu-
tion of the unknowns. Probability distributions are used for modeling the uncertainties in
the models. By introducing the concept of the stochastic prior state space to the Bayesian
formulation, the deterministic forward problem is reformulated as a stochastic one ([19, 24]).
In Bayesian inference framework, we consider the forward problem F'(m) = d, where m is
a vector of unknown model parameters and d is a vector of measurements, both m and d
are assumed to be random variables. The Bayesian approach combines a prior distribution
model with the likelihood to formulate the posterior probability density function (PPDF):
p(mld) = p(d|m)p(m), where p(m|d) is the PPDF, p(d|m) is the likelihood function and p(m)
is the prior probability density function. The PPDF is considered as a solution to the inverse

problem, and various statistics can be estimated from the samples of this distribution.

2.2.1 The Metropolis-Hastings Algorithm

Suppose we wish to draw samples from the posterior distribution 7(6), where € is consid-
ered our parameter that needs to be estimated. The Metropolis-Hastings Markov Chain
(MHMC) sampling algorithm (see, e.g. [49, 50]) is a Monte Carlo method for finding sam-
ples (01, ...,6,) for any distribution 7(#). The algorithm begins with some arbitrary initial
value 6y, then for each iteration n, where n = 1,2, 3, ..., generate a candidate value 6, from
proposal distribution Q(x,6,_1), which gives us a candidate for the next value 6,,, given the
previous sample value 6,,_;. When @ is symmetric, i.e. Q(x,y) = Q(y,x), we have a special

case of MHMC, called Metropolis algorithm. Next, we must calculate the acceptance ratio

_ 7T<(9*> ' Q(e*u enfl)
T(0n1)  Q(0n_1,0.)

which will be used to decide whether to accept or reject the candidate. If @ > 1, then au-

tomatically accept the candidate by setting 6, = 6,. Otherwise, accept the candidate with
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probability «; if the candidate is rejected, set 6, = 6,,_1, instead. The resulting sequence
(6n)n>0 is @ Markov Chain that has a stationary probability distribution that converges to
7(0) when considering the limit upon large n. We present here the algorithm, which was

used in chapter 5:

Metropolis-Hastings Algorithm:

INITTALIZATION: 6.
forn=1,2,3,... do

Sample a candidate value 6, from proposal distribution Q.

7(0+)-Q(0x,0n—1)
7r(9n,1)~Q(9n71,9*) ’

Compute a =
if « > 1 then
Accept 0, = 0,.
else
Accept with probability a.
end if

end for

2.2.2 Parallel Tempering

We incorporated parallel tempering, or replica exchange, into our numerical simulations for
improving exploration of the parameter space. In parallel tempering, we simulate M replicas
of a system in parallel, for a set of temperatures 77 < Ty < --- < Ty—1 < Thy. It is not clear
how to choose the optimal number M of replicas. Chains at neighboring temperature levels
partially exchange their configurations through swapping. At higher temperature levels,
corresponding to lower § values, swaps are easily accepted because the distribution is flat
and thus hotter chains travel around the sample space a lot. At lower temperature levels,
swaps are rarely accepted because the distribution is very spiky and hence any colder chains
tend to get stuck in the local energy minima (see [11]). At convergence, the simulation
from the first chain represent draws from the target distribution. By carefully choosing
1

the B; values, where (3; = wrot=1.., M and kg is the Boltzmann constant, significant
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improvement in the mixing properties of several Monte Carlo simulations can be achieved

that exceeds the extra computational cost of running parallel simulations [31].
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3.0 PARAMETER ESTIMATION FOR A NONLINEAR DIFFUSION
MODEL OF EPITHELIAL CELL MIGRATION USING STOCHASTIC
COLLOCATION AND THE KARHUNEN-LOEVE EXPANSION

Traditional approaches to obtaining ideal parameter sets include least-squares or maximum
likelihood approaches in which a cost functional (usually a sum of weighted squared differ-
ences between model and experimental values) is minimized. Direct optimization methods
such as the Nelder-Mead simplex method or the conjugate gradient method are often used to
find the corresponding minimum of the cost functional, which serves as the ideal parameter
set [35]. Probability based methods, such as the MCMC method, have also been used to
explore parameter space and search for optimal parameters. Direct optimization techniques
may get stuck in local minima and may require large amounts of time to find minima in high
dimensional space. While improved implementations of the MCMC algorithms exist, see
[11, 19, 41, 40, 2], MCMC generally suffers from the need of a large number of simulations
before optimal parameter sets are obtained.

Usually, in the above methods, a simulation is run from the start of an experiment to
the end of an experiment before the cost function is evaluated and the best guess for the
optimal parameter set is adjusted. In contrast, sequential data assimilation techniques adjust
parameter sets at every time at which experimental data is available. Adjusting parameters
more often usually allows for quicker convergence to desired parameter estimates. In this
chapter, which follows the paper [7], we study several Kalman filter (KF) techniques [12]
that update the parameter estimate multiple times per simulation run and compare their
performance for parameter estimation for a partial differential equation (PDE) model of cell
migration in an in vitro experiment [1].

Kalman filter methods usually take a running temporal model and periodically update
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it by using experimental measurements. While traditionally these methods have been used
to update the values of the dependent variables for a given model of a physical system, they
can also be used to update estimates of the parameter values of the model if an initial guess

for those parameter values is given [18].

The original linear Kalman filter can only be used for models with linear dynamics. The
extended Kalman filter uses the Jacobian to linearize and deal with nonlinear dynamics. Both
the linear and extended Kalman filters track the underlying distributions of the dependent
variables and unknown parameters through time by evolving and tracking the mean and
variance of the variables in the model. While the extended Kalman filter can be used on
moderately nonlinear problems, it can suffer when presented with highly nonlinear problems.

This is because the Jacobians provide only local information.

Other Kalman filters alleviate the problem of potentially misleading local information by
using a global sampling of points, rather than a local mean and Jacobian-derived variance,
to represent the underlying distribution. The ensemble Kalman filter [16, 12] tracks the
evolution of the variable distributions by using a Monte Carlo sampling of the variable
space that is evolved through time. Recently other Kalman filters have been introduced
that use structured samplings of stochastic space that are based upon quadrature rules
[18, 39, 43]. Our stochastic collocation Kalman filter (SCKF) is of this type as it uses sparse
grid collocation or quadrature in order to estimate the mean and variance resulting when
the model is propagated in time. For moderately sized problems, filters based on structured
sampling can be more efficient than the ensemble Kalman filter, since they require fewer

realizations to obtain comparable accuracy.

For spatial models where PDEs are discretized on a grid, the model errors, i.e., the
errors introduced to the variables when using the model to evolve those variables in time,
can be either spatially uncorrelated or correlated. We consider cell-centered discretization
with a free variable at each grid cell. Therefore, with uncorrelated model errors, there
is one stochastic dimension per each element of the spatial grid, resulting in an increased
dimension of the stochastic space when the spatial grid is refined. However, for PDE models,
the model errors at one grid location tend to be associated with model errors at nearby grid

locations. To incorporate this correlation, we have assumed that the errors at the grid cells
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can be represented by a Karhunen-Loeve (KL) expansion, which is based on an eigenfunction
expansion of the covariance. The KL expansion can be truncated due the fast decay of the
eigenvalues (see [14]). This results in a reduction in the dimension of the effective stochastic
space which corresponds to fewer computations needed for a desired parameter estimation.
In particular, there is one stochastic dimension for each KL term and the dimension of the
stochastic space is independent of the spatial grid.

We investigate the efficiency and accuracy of using sequential data assimilation via KF
methods, structured sampling via SC methods, and the KL expansion for parameter estima-
tion in a model of intestinal epithelial cell migration. We do this by comparing parameter
estimates obtained from five different parameter estimation techniques (see Table 3.0.1):
direct optimization of a cost functional (DO), ensemble Kalman filter (EnKF), stochastic
collocation Kalman filter (SCKF), ensemble Kalman filter with KL expansion (KLEnKF),
and stochastic collocation Kalman filter with KL expansion (KLSCKF). In the SC algo-
rithms, a new random ensemble is generated after each data assimilation step to avoid
adding noise in the same stochastic direction. We present computational results for two
cases with synthetic data with and without noise, as well as experimental data from the
laboratory of David Hackam [1]. We observe that all algorithms are able to match the target
solution or experimental data and to estimate the diffusion coefficient and the growth rate
in section 3.2. However, the algorithms that employ SC acceleration and the KL expansion
are computationally more efficient, as they require fewer ensemble members for comparable

accuracy.
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sequential Karhunen-
structured
Technique data Loeve
sampling
assimilation expansion
DO
EnKF X
SCKF X X
KLEnKF X X
KLSCKF X X X

Table 3.0.1: Parameter estimation techniques used

3.1 METHODS

3.1.1 Experiments

The experimental data was obtained in the Hackam Lab at the University of Pittsburgh and

the experimental procedures have been presented in [1].

3.1.2 Model

The mathematical model consists of a two-dimensional domain representing a layer of ep-

ithelial cells that evolves in time according to the partial differential equation

% _ py e Vee | + kpee(€emar — €c) (3.1.1)
ot o eg + (ec,maz . 60)2 c pCc\Cc,mazx c)- 1.

This nonlinear diffusion equation for the epithelial cell concentration e. has been used to

model wound closure in necrotizing enterocolitis [3]. Here D is the diffusion coefficient, k,
is the growth rate, and e 4, = 1 is the maximum concentration.

The S-shaped nonlinear diffusion term is chosen from the Buckley-Leverett model of
two-phase flow in porous media [9]. Tt results in increase in epithelial cell migration when
the epithelial layer integrity increases, with no migration at e, = 0 and maximal migration

at e. = €. maz-
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A standard cell-centered finite difference method was implemented in MATLAB to dis-
cretize this equation on a 10x10 grid (100 free state variables) including appropriate upwind-
ing of the nonlinear diffusion term [17] and using Forward Euler in time with step sizes that
do not violate the CFL condition, see [3] for details. The simulation domain is the rectangle
[—0.05,0.05] x [—0.035,0.035] discretized on a 10 x 10 spatial mesh. The initial condition
for all tests is obtained from the initial image from the experimental data. It corresponds
to an initial wound with irregular shape that closes during the simulation. We take e, = 0

inside the wound and e. = 1 outside.

3.1.3 Measurements

To compare the efficiency and accuracy of the four methods for this particular model, we
consider three separate sets of measurements for the given system. The first set of measure-
ments is manufactured by running the model for 3.75 h with k, = 1/h and D = 3 x 107°
cm?/h. The second set of measurements is obtained by adding white noise with variance
3 x 1072 to the values in the first set of measurements. The third set of measurements is
taken directly from the in vitro experiment mentioned in Section 3.1. We use a time series of
images in order to determine the edge of the wound, see Figure 3.5, and the measured value
of e, in a grid cell is equal to the fraction of the cell that resides outside the wound edge
yielding 0 for cells entirely inside the wound edge and 1 for those entirely outside the edge.
We refer to the three sets of measurements as noiseless simulated measurements, noisy sim-
ulated measurements, and real measurements. Both the simulated and real measurements

are assimilated every fifteen minutes.

3.1.4 Comparisons

For both the noiseless and noisy simulated measurements, we calculate the parameters errors,
i.e., the difference between the actual value of the parameter and the estimated value. For
the real measurements case, we compare the parameter values obtained via the KF methods

with parameter values obtained using a direct optimization simplex method [35]. The latter
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is based on minimizing the residual error

R(t) — \// (mmodel(t) _ mea:periment(t))dedy7
Q

where ™% is the vector of estimated measurements of state variables and parameters

according to the model and mePeriment s the vector of actual measurements. In particular,
the method finds the parameter values that minimize the local residual at time ¢,.1, i.e.,
given m™o% (t,) = merperment(g,) find D™ (t,,1) and k"% (t,41) such that R(f,41) is
minimized. The direct optimization solution is used as a reference solution, i.e., the closer a
KF result is to the direct optimization result, the more accurately the KF method estimates

the parameters.

3.2 NUMERICAL RESULTS

The numerical experiments are performed using MATLAB. The equation (3.1.1) is dis-
cretized on a rectangular mesh using cell-centered finite differences in space, an upwind
scheme [17] for the effective diffusion coefficient, and Forward Euler for the time integration
with step sizes that do not violate the CFL condition, see [3] for details.

The simulation domain is the rectangle [—0.05,0.05] x [—0.035,0.035] discretized on a
10 x 10 spatial mesh. For the simulated measurements, the initial condition is e, = 0 within
a disk centered at the origin with an area 20% of the total area, and e, = 1 outside of
the disk. Dirichlet condition e. = 1 is specified on the boundary. This corresponds to an
initial wound at the center that closes during the simulation. The parameter values used for
producing the simulated measurements are D = 3 x 107% for the diffusion coefficient and
k, = 1 for the growth rate. The parameter estimation methods for all three measurement
types are implemented with initial guesses D =1 x 107° and k, = .5.

For each of the three types of aforementioned measurements, we use each of the four
parameter estimation techniques presented in Section 3.1: the EnKF, SCKF, KLSCKF and
KLEnKF methods. Since the function evaluation to advance the model in the prediction

step is the dominant computational cost, and each ensemble member requires one function
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Number of spatial Dimension of Ensemble

parameters stochastic space size

EnKF n =10 x 10 = 100 m=mn+2=102 q = 10n = 1000
SCKF n =10 x 10 = 100 m=mn+2=102 gsc =2m+1 =205
KLSCKF || ngp =7x7=49 | mgr =ngr +2 =51 | qxr = 2mgr +1 =103
KLEnKF || ngr =7x7=49 | mgr = ngr +2 =51 q = 10ng, = 490

Table 3.2.1: Number of parameters, stochastic space dimension, and ensemble size for the four methods.

evaluation at each data assimilation step, for comparison purpose we define the computa-
tional cost to be the size of the ensemble. Recall that for the EnKF the dimension of the
stochastic space is m = n + 2, where n is the number of grid cells. Here n = 10 x 10 = 100
and m = 102. We choose for the size of the ensemble ¢ = 1000, which corresponds to 10
ensemble members per grid cell. In the SCKF, the dimension of the stochastic space is
also m = n + 2 = 102, but the size of the ensemble for level one Smolyak sparse grid is
gsc = 2m + 1 = 205. In the KL-based methods the dimension of the stochastic space is
independent of the number of cell in the physical grid, but depends on the number of terms
in the KL expansion. In our simulations we choose ngy, = 7 x 7 = 49 KL terms, using
7 eigenfunctions in each z and y directions. Since the KL eigenvalues decay exponentially
fast, the truncated series provides a highly accurate approximation of the full one, see Sec-
tion 2.1.4. The dimension of the stochastic space is mgr = nxr + 2 = 51 and the size of
the SC ensemble is qx; = 2mgr + 1 = 103. Finally, in the KLEnKF, the dimension of
the stochastic space is as in the KLSCKF, mg; = 51, but the size of the ensemble needs
to be chosen to provide an accurate Monte Carlo sampling. For a fair comparison to the
EnKF where ¢ = 10n, we choose here ¢ = 10nx;, = 10 x 49 = 490. These dimensions are
summarized in Table 3.2.1. Note that the computational cost of EnKF is approximately
twice the cost of the KLEnKF, five times the cost of the SCKF, and ten times the cost of
KLSCKEF.
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Figure 3.1: Parameter estimates and errors using noiseless simulated data for the EnKF (red), SCKF(green),
KLSCKF(blue) and KLEnKF(magenta).

3.2.1 Noiseless Simulated Measurements

Figures 3.1a and 3.1c show the Kalman filter parameter estimates as a function of time for
noiseless simulated measurements. It can be seen that as time goes on, all methods converge
to the actual parameter values (horizontal lines) used to produce the noiseless simulated
measurements. Figures 3.1b and 3.1d show the error associated with the parameter estimates.
The most accurate parameter estimate is produced by the SCKF (green), but overall the
accuracy in all four methods is comparable. This is also evident from the time-averaged
estimates and relative errors for the parameters k, and D given in Table 3.2.2. Note that
the averaging is done over the time interval [2,3] in order to minimize the effect of the

incorrect initial guess and the possible singular behavior at the end of the simulation when

the wound is closing.
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Table 3.2.2: Time-averaged estimates on interval [2,3] for k, and D using noiseless simulated data.

k, D
Mean | Rel.Error | Std.Dev. Mean Rel.Error | Std.Dev.
EnKF 0.9990 | 0.10 % 0.0028 2.9999e-06 | 0.003 % | 1.9551e-08
SCKF 1.0001 | 0.01 % 9.2122e-06 || 2.9995e-06 | 0.010 % | 3.8195e-10
KLSCKF || 1.0018 | 0.18 % 6.1535e-04 || 2.9759¢-06 | 0.803 % | 8.0139e-09
KLEnKF || 1.0006 | 0.06 % 0.0052 3.0128e-06 | 0.426 % | 3.1334e-08

3.2.2 Noisy Simulated Measurements

Figures 3.2a and 3.2c¢ show the Kalman filter parameter estimates as a function of time
for the noisy simulated measurements. All methods converge to the actual parameter values
used. The convergence, however, is not nearly as tight as in the cases with noiseless simulated
measurements, Figures 3.2b and 3.2d show the error associated with the parameter estimates.
The errors for all Kalman filter techniques are approximately the same. In this case, the
accuracy of the parameter estimation techniques is limited by the noise in the measurements.
As it can be seen in Table 3.2.3, the relative errors in the time-averaged mean estimates are

slightly larger than in the noiseless measurement case.

3.2.3 Real Measurements

Figures 3.3a and 3.3b show the Kalman filter parameter estimates as a function of time for
real data measurements. For comparison we have used the parameters obtained by direct
optimization (dashed line) as a best estimate. The time-averaged estimates over time interval
2,3] for all five techniques are given in Table 3.2.4.

We observe that the KL techniques are able to obtain parameter estimates that are in
agreement with the direct parameter estimation technique for both the proliferation rate and
the effective diffusion rate. As opposed to the two previous simulated measurement cases,

the parameter estimates obtained using the parameter estimation techniques with the real
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Figure 3.2: Parameter estimates and errors using noisy simulated data for the EnKF(red), SCKF(green),
KLSCKF(blue) and KLEnKF (magenta).

Table 3.2.3: Time-averaged estimates on interval [2,3] for k, and D using noisy simulated data.

k D

P

Mean | Rel.Error | Std.Dev. || Mean Rel.Error | Std.Dev.

EnKF 0.9963 | 0.37 % 0.0046 2.9930e-06 | 0.23 % 1.8997e-08
SCKF 1.0002 | 0.02 % 0.0017 3.0098e-06 | 0.32 % 1.1484e-08
KLSCKF || 1.0015 | 0.15 % 0.0016 2.9817¢-06 | 0.61 % 2.3084¢-08
KLEnKF || 0.9997 | 0.03 % 0.0063 3.0149e-06 | 0.49 % 3.7723e-08
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Figure 3.3: Parameter estimation using real data for the EnKF(red), SCKF(green), KLSCKF(blue),
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KLEnKF (magenta), and Direct Optimization (dashed line).

Table 3.2.4: Time-averaged estimates on interval [2,3] for k, and D using real data.

k, D
Mean | Std.Dev. Mean Std.Dev.
En KF 2.0275 | 0.2511 5.2521e-06 | 2.0617e-06
SC KF 2.0848 | 0.2230 3.6097e-06 | 2.3661e-06
KL SC KF 1.7446 | 0.2261 1.2520e-05 | 2.7342e-06
KL En KF 2.0176 | 0.2258 5.9341e-06 | 2.9548e-06
Direct Optimization || 2.0077 | 0.1715 3.6211e-06 | 2.5226e-06
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measurements do not converge to one value. Rather, they appear to depend on time. There
is clearly a significant variation toward the end of the simulation. This could be explained
by the fact that the wound is almost closed at the end, see Figures 3.4 and 3.5 and the data
becomes less reliable. It is also possible that the current model may not completely capture
all dynamics of the system. One may consider the potential need to eliminate, adjust, or

add terms to the model equation.

3.2.4 Matching the experimental results

Here we demonstrate that, using the estimated parameter values, the model produces simu-
lation results that match very well the in vitro experiment. We use the parameters estimated
by the SCKF since the temporal variance of the SCKF estimates is closest to the temporal
variance of the direct optimization technique.

We note that the parameter estimate at t = 0 corresponds to the initial guess for the
parameters and does not incorporate any data information into that parameter estimate.
Additionally, as seen in Figure 3.3, as the wound closes, the parameter estimates begin to
change more rapidly with respect to time. For these reasons, to obtain a single parameter
estimate for the entire time course of the simulation, we take the time-averaged values of
the parameter estimates appearing in Figure 3.3 for 2 < ¢ < 3. This averaging on the SCKF
gives parameter estimates of D = 3.30 x 107% & 1.51 cm?/h and &, = 1.99 + 0.25/h.

The model is then run, without filtering, with D = 3.30 x 107% cm?/h and k, = 1.99/h.
The resulting simulation produces Figure 3.4. The figure shows a time sequence of the values
of e.(x,y,t). To obtain an estimate of where the wound edge is, we take the e, = 50% contour
and project it into the z — y plane.

To compare this wound edge estimate with the actual wound edge seen in experiment, we
take the contours obtained and overlay them on the images from the in vitro wound healing
experiment in Figure 3.5. It can be seen that using the parameter estimates obtained from
the SCKF parameter estimation technique produces results that are in a very good agreement

with the experiment.
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Figure 3.4: Time sequence of surfaces obtained by running the model without any filtering using the param-
eter estimates of D = 3.30e-6 cm?/h and k,=1.99/h.
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Figure 3.5: Overlay of the 50% contours for e. obtained by the model and the experimental images.

3.3 DISCUSSION AND CONCLUSIONS

In chapter 3 we developed and analyzed four Kalman filter algorithms for data assimilation
and parameter estimation for time dependent nonlinear diffusion equations and compared
their performance for a model of epithelial cell migration. The methods are based on ei-

ther random Monte Carlo sampling (ensemble methods) or structured stochastic collocation
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sampling. In addition, either uncorrelated random noise or correlated noise parametrized
by the Karhunen-Loeve expansion is considered. This results in the methods EnKF, SCKF,
KLSCKF, and KLEnKF. The SC methods with sparse grid collocation points provide im-
proved approximation in stochastic space compared to Monte Carlo sampling, and thus result
in comparable accuracy with a smaller ensemble size. Furthermore, KL parametrization of
the noise results in a stochastic space of smaller dimension (one stochastic dimension per KL
term) compared to uncorrelated noise (one stochastic dimension per element of the spatial
grid). Consequently, the most efficient method is KLSCKF, followed by SCKF, KLEnKF,
and EnKF', see Table 3.2.1.

We compared the performance of the four methods for two cases of simulated measure-
ments, with and without noise, as well as data from in vitro experiment of epithelial cell
migration. In all cases the four methods exhibited similar accuracy, making the more effi-
cient methods preferable. In the simulated data cases, all methods converged to the correct
parameter values for the growth rate k, and the diffusion D, with small relative errors for
the time-averaged mean value estimates. In the real measurements case, all four methods
performed comparably to a much more expensive direct optimization simplex method. The
methods exhibited certain time variation in the estimated parameters, especially near the
end of the simulation. This could be due to singularity in the data when the wound is almost
closed, but could also indicate the need to consider a more complex model. Nevertheless
using the estimated parameters provided an excellent match of the computed wound shape

to the experimental data, as evident from the series of images in Figure 3.5.

46



4.0 STOCHASTIC OPTIMAL CONTROL FOR ELLIPTIC DIFFUSION
EQUATION

4.1 PROBLEM SETTING

Let D be a convex bounded polygonal domain in RY, d = 1,2,3, and (2, F, P) a complete
probability space, where Q is the set of outcomes, F C 2% is the o-algebra of events and
P : F — [0,1] is a probability measure. The general framework for the stochastic inverse
problem is the following: we seek random parameters, coefficients k(w,z) and/or forcing
terms f(w,z), with x € D, w € Q, that minimize the mismatch between stochastic measured
and simulated data. We denote by W (D) a Banach space of functions v : D — R and define
the stochastic Banach space L%(Q; W (D)), consisting of Banach valued functions that have

finite second moments:

LEH(Q; W (D)) = {v : Q= W(D) | v is strongly measurable,/ Jo(w, )y (pydP(w) < —1—00} :
0

4.1.1 State Equations

Soil properties are difficult to measure on the whole spatial domain, therefore the material
properties used in the simulation of groundwater flows are usually flawed by uncertainties.
There has been recently an increasing interest in the modeling and computational aspects
of the uncertainties of the groundwater flow [63, 69, 70] and porous media, see e.g., [54, 55,
72, 65, 71, 74].

We consider the groundwater flow problem in a region D C R?, where the flux is related to the
hydraulic head gradient by Darcy’s law. We model the uncertainties in the soil by describing

the conductivity coefficient x as a random field denoted r(w,x). Similarly, the stochastic
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forcing term f(w,x) models the uncertainty in the sources and sinks (see, e.g. [47, 73, 53]
and the references therein). Therefore the hydraulic head p and velocity u are also random

fields satisfying the elliptic stochastic partial differential equation (SPDE):

uw,z) = —k(w,z)Vp(w,z) in Q x D,
Vou=f in Q x D, (4.1.1)
p=20 on €2 x 0D.

In order to write an appropriate weak formulation for (4.1.1), we need to introduce the

Hilbert space (see [58])
H(div, D) = {v e (L*(D))*| V-v € L*(D)}

with the corresponding norm

2 2 1/2

ol @i, 0y = (1011 22y + IV - 0] Z2() 2.

Currently, numerical methods for Darcy flow consider two different approaches: the first
one using the primal, single-phase formulation for pressure, which involves solving a Poisson
equation for pressure, and the second one using a mixed, two-phase formulation, with velocity
and pressure as the variables of interest.

We will now make the following assumptions concerning the abstract state equations given

by (4.1.1):

Ay) the solution u, p to (4.1.1) has realizations in the Banach spaces H(div, D) and L*(D)
respectively, i.e., u(w,-) € H(div, D), p(w,-) € L*(D) almost surely and Yw € Q

|u(w, ) z@iv,0y + [P, )|l20y < C||f(w, *)l|z2(D)

where C' is a constant independent of the realization w € €.
Ay) the forcing term f € L%(Q; L*(D)) is such that the solution u, p is unique and bounded
in L%(Q; H(div, D)) and L%(S2; L?(D)) respectively.
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The linear elliptic SPDE (4.1.1) with x(w,-) uniformly bounded and coercive, i.e., there

exists Kyin > 0 and Kp,ee < 00 such that
P [w €Q: Fmin < KW, ) < Kmae VT € m =1, (4.1.2)

and f(w, -) square integrable with respect to P, satisfies assumptions A; and Ay (see [33, 34]).
We shall assume that D is a bounded and open subset of R?, either with smooth boundary
(of class C? for instance) or convex. This implies that for every f € L%(; L?(D)), problem
(4.1.1) has a unique solution (u,p) € L%(Q; H(div, D)) x L%(Q; L*(D)).

Throughout this chapter, the expected value of a random variable X (w) with probability
density function (p.d.f.) p will be denoted

E[X] = /Q X (w)dP(w) = /[R vp(a)da.

The usual multiplication by test functions v € H(div, D) and w € L*(D) and subse-

quent application of Green’s Theorem in the system (4.1.1) yield the standard weak mixed
formulation, namely: find u(w, z) € L%(Q; H(div, D)) and p(w,z) € L%(2; L?(D)) such that

E (/flu,v)(m(D))d — (p, V- U)LZ(D):| = 0, Vv € H(div, D)
(4.1.3)

E{(V-u,w)LQ(D)] = E[(f,w)Lz(D)}, Yw € L*(D).

Throughout the rest of this chapter, for simplicity of notation, the inner product in L?*(D)
or (L*(D))? will be denoted by (-,-).
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4.2 GENERALIZED STOCHASTIC INVERSE PROBLEMS

First we define the admissible set of conductivity coefficients given by
Awa = {rk € L=(Q; L(D)) | k(w,x) satisfies (4.1.2)}, (4.2.1)
then given k € A,y let the admissible set of states and controls be defined as

Baa = {(u,p, f) | w € LH(Q; H(div, D)), p € Lp(Q; L*(D)) and f € LE(; L* (D))}
(4.2.2)
Finally, given f € L%(€); L*(D)) let the admissible set of states and coefficients be described

as
Cad = {(u,p,K) | u € L3(Q; H(div, D)), p€ L3(Q; L*(D)) and k € Agq} - (4.2.3)

We also introduce the stochastic target functions p € L%(Q; L?(D)) a given possible per-
turbed observation of the pressure, and u € L%(Q; H(div, D)) a given possible perturbed

observation of the Darcy velocity.

4.2.1 Stochastic optimal control problems

In this section we consider a general class of minimization problems for solving the stochastic
inverse problem for the random forcing function f(w,x) and the solution (u(w,z), p(w,))
satisfying a.s. (4.1.1). Here we assume as given the input random process k € A,y and the
targets p € LH(Q; L*(D)) and u € L%(Q2; H(div, D)) and we want to recover (u%, p%, f+) such
that

(uy,ph, f7) = inf  {J(u,p, f): subject to (4.1.1)} (4.2.4)
(u’pvf)egad

where J(u,p, f) is a given stochastic functional constructed to track the desired random
fields (@, p) or the statistical quantities of interest (Qol) of such stochastic functions. This

leads to the following definition.

Definition 1 (Stochastic optimal control). A 3-tuple (u%,p%, f}) € Baa satisfying (4.1.1)
a.s., for which the infimum in (4.2.4) is attained is called the stochastic optimal solution and

the control f7} s referred as stochastic optimal control.
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In what follows we will describe two functionals, denoted Ji(u, p, f) and Ja(u, p, f), used
to solve stochastic optimal control problems. The first functional, defined in (4.2.5), is based
on the standard classical approach based on stochastic least squares approximation. The
second functional, defined in (4.2.8), uses statistical tracking objectives and is easily gener-
alizable for higher order moments, similarly to (4.2.20). We will derive the corresponding
adjoint equations, state the necessary conditions for existence and uniqueness of the stochas-

tic optimal solution and prove the necessary conditions for optimality.

4.2.1.1 The optimal control problem using stochastic least squares minimization
For k € A, given data, we consider the following optimal control problem associated with

a stochastic elliptic boundary value problem:

Minimize the cost functional

1 _ 1 _
3w, ) = B |Gl = T Mo+ 3l = B M

E (51, e

on all (u,p, f) € Baa subject to the stochastic mized state equations (4.1.1).
(4.2.5)

Using standard techniques (see e.g. [66, 67, 48, 51, 68, 61, 60, 56]) one can prove that the
problem (4.2.5)-(4.1.1) has a unique optimal solution that is characterized by a maximum
principle type result.

We introduce the co-state elliptic equations, written in weak mixed form:

E[(k7'¢,v) — (2,V-v)]= —-E[(u—1u,v)], Vve H(div,D),
(4.2.6)
E(V-qu)= Elp-puw)], Ve L*D).

We now state the necessary conditions for optimality in problem (P.1).
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~

Proposition 1. (u,p, f) is the unique optimal solution in problem (4.2.5)-(4.1.3) if and only
if there exists a co-state (q,z) € L3(Q; H(div, D)) x L%(Q; LA(D)) such that (4,p, f,q, 2)
satisfies the following optimality conditions:

;

E|[(x'3,v) — (5, V-v)] = 0, Vv € H(div, D)
E(V-@w)]= E|(w), vw € L*(D)
E[(s '¢q,v) — (2,V-v)] = —E[[u—1u,v)], VYve H(div,D), (4.2.7)
E(V-qu)]= E[F-pw)], VwelI*D)
| E[c+afif-D]z 0 V(.. 1) € Bua:

The proof of this result follows in similar manner with the next result, Theorem 1. We

note that it is possible to solve the coupled optimality system in one-shot, see e.g. [66].

4.2.1.2 The optimal control problem utilizing statistical tracking objectives

Now we aim at matching expected values, i.e., we consider the following problem:

)
Minimaze the cost functional

1 — 2 1 — 2
(P2) Jo(u, p, f) = §|’Eu<7‘r) - EU('@)H(L?(D))d + §HEP(75U) —Ep(, x)HLQ(D)

+% fD Ef2(',$)d$,

on all (u,p, f) € Baa subject to the stochastic mized state equations (4.1.1).
(4.2.8)

\

Remark 1. Note that we have

| [Buto) ~ Bat o't < Bl

_ 2 _
| [Ept.) = Ept.))*de <B(Ip - Pl
D
which justifies the functional (4.2.8).
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Theorem 1. The 3-tuple (u,p, f) is the unique optimal solution in problem (4.2.8)-(4.1.3)
if and only if there exists a co-state (q,z) € L%(Q; H(div, D)) x L%(Q; L*(D)) such that
(w, p, f, q, z) satisfies the following optimality conditions:

(

E[(x'%,v) — (5,V -v)] = 0, Vv € H(div, D)
E[(V-@u)] = E|(fw), w € L*(D)
E[(k'q,0) — (z,V-v)] = —E[Eu-Exu0)], Vve H(div,D), (4.2.9)
E[(V-quw) = E[Ej—Epuw)], VweI¥D)
| ElG+alifi-D]= 0 V(@5 f.) € B

Proof. The sensitivity equations corresponding to the state equations (4.2.6) are

{ E [(k uy,v) — (ps, V - 0)] = 0, Vv € H(div, D)
(4.2.10)

E[(V-us,w)] = E[(f,w)], VweL*D),

where f, € L%(Q, L%(D)), ps € L%(Q, L*(D)) and u, € L%(Q2, H(div, D)). Then the opti-
mality condition for problem (4.2.8) writes

dlo(ulzpl7 f) . dJy(@,p, f)
0 S fif ! fs = m(u&psa fs) (4211)
- /D Efuy(-,2)|E[@(-, z) — (-, 2)]dz + /D Elps(-, 2)|E[f(-2) — B 2)]dz + o /D E[f/,)dx

~ [ Blut.oBfC.2) ~at.o)]de + [ E[p(.2)BfC.2) ~ pleall|do+ o [ B[Fr]do
(since E[i(-, z) — (-, )] is deterministic)

_ /DE[— ws(-, )K" g + 2V - us]dx+ /DE[pS(-,:E)V : q}dx%—a/DE[ffs}dx

(by (4.2.9) with v = u,)

:E:/D—us(-,x)/i_lq—i—zv-usdl} —i—E:/Dps(-,x)V-qu} —|—aE[/fo5dx]

(by Fubini’s theorem)

:E-/D—us(-,x)/i_lqu—i—/DV-uszdx- —i—El/Dm_lus(-,x)qu} +E[/[)aff5dx]
(by (_4.2.10) ) _
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:E:/Dfszdx} +]E[/Daffsd4

(by (4.2.10))

—E-/D (z+oz]7)fsdx1

—B|(s 4ol f)|. Vapat) e TnBu@RT). s 4ol € Na,,

where we have used the fact that E [u(-,z) — u(-, z)| is a deterministic quantity, the adjoint
equations (4.2.9), Fubini’s theorem, the sensitivity equation (4.2.10) and the definition of
normal cone. Here Tanf3,; denotes the tangent cone, while N , is the normal cone (see

36)). 0

The necessary and sufficient conditions (4.2.9) resemble the optimality system (4.2.7),
the difference is only in the adjoint equations which have a deterministic right-hand side.

Nevertheless, the adjoint variables (g, z) are still stochastic quantities.

4.2.2 Stochastic parameter identification problems

We also study the identification of the coefficient  in the stochastic boundary value problem
(4.1.1). In the deterministic case, for the direct problem, where « is given, the existence and
uniqueness results are well known, see e.g. [64]. The linear deterministic inverse problem
related to (4.1.1) has been studied in e.g. [48, 68], for the nonlinear deterministic see e.g.
[52].

For the identification problem, we are given possible perturbed observations u, p corre-
sponding to the state variables u, respectively p, and we must determine x in (4.1.1) such

that u(k) = w and p(k) = p in  x D. Of course, such a k may not exist.
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4.2.2.1 Parameter identification using stochastic least squares minimization

The least squares approach leads us to the minimization problem:

Minimaze the cost functional

1 _ 1 _
J3(u7p7 ’%) =K {5”“(“& ) - u(w, ')H?LQ(D))d + 5”]?((4), ) - p(w7 )||%2(D)

E (815, My

on all (u,p, k) € Cuq subject to the stochastic mized state equations (4.1.1).
(4.2.12)

We introduce the co-state elliptic equations for this problem (P.3):

E{((K*)_lq’ v) =,V v)} = E{— (w' —ﬂ,v)}, Vo € H(div, D)
ERV'Q’“})} = E[(p* -7, w)}, Vw € L*(D). (42.13)

Theorem 2. Let (u*,p*, k*) be an optimal solution in problem (4.2.12)-(4.1.3). Then there
exists a co-state (q,n) € L%(Q; H(div, D)) x L%(Q; L2(D)) such that (u*,p*, k*, q,n) satisfies

the following optimality conditions:

7

E[((/{*)_lu*,v) - (p*, V- v)_ = 0, Vv € H(div, D)
E[(V-u*,w)_ = ]E-(f,w)l, Vw € L*(D)

E[((/ﬁ*)_lq,v) - (n, V- U)- = E [ (u* — 7, v)], Vv € H(div, D)

E{(V-q,@: = E:(p*—ﬁ,w)}, Yuw € L*(D)

K (w,x) = max{Kmin, min{%(/ﬁ*)_Qu*(w, 2)q(W, ), Kmax }

a.e. in Q) xD.

(4.2.14)
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Proof. The sensitivity equations are

E {((m*)_lus — (K*)2ku*, U) — (ps, V U)] = 0, Vv € H(div, D)
(4.2.15)
]E[(V ‘U, w)} = 0, Vw € L*(D),

where (ug, ps, ks) € TanCad(u*,p*, /i*) .
Let Suq = {(u,p, k) € Cuq : (u,p, k) satisty the state equations (4.1.1)} be set of admis-
sible states and parameters to problem (4.2.12). We introduce the tangential cone to the set

Sua at (u,p, k) € Sua

TanS,q(u, p, k) = {(us, ps, ks) which satisfy the sensitivity equations (4.2.15),
us € L3(Q; H(div, D)), ps € LEH(Q; L*(D)), ks € TanAgy}.

(4.2.16)
Recall that if
' p k') = inf J(u,p, k)
(uvpvﬁ)esad
and the functional J(u,p, k) is Gateaux differentiable, then necessarily
dJ * *k *
M(us,ps, k) > 0 for all (us, ps, ks) € TanS,q(u*, p*, K*), (4.2.17)

d(u,p, k)

dJ(u*,p*,k*) _ dJ(u(x*),p(k*),k*)
d(u,p,k) dk

where stands for the Gateaux derivative of J at (u*, p*, k*) € S,q,
and (u*,p*, k*) = (u(k*),p(k*),k*). Applying the optimum principle given by (4.2.17) it
follows that the optimality condition for problem (4.2.12) writes

_ dsu(), p(n), 1)

dJs(u*, p*, K*)
0 < —
dk

s = d(u,p, k)

— 5| [ uto) (o)~ ata))ds| + | [ o) (7o) = 9
—i—E[B/DH*(-,:I:)/fs(-,x)dx]
|~ [ uta) () o)+ - ode] 4B [ ) gt

(us, Ps, Ks)

+ 5E[/D K (-, 2) ks (-, x)dx] (by (4.2.13) with v = u, and w = p;)
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—&| - [ wta) alata)is| 4 5] [ )V -ateagds]
/Dﬁ*(~,x)/is(', :c)d:c] (by (4.2.15) with w = n)

/D(’f*)2(';x)fﬁs(',x)u*(~,x)q(~,x)dx—/

D

+
=
&=

ps(, )V - q(',x)dx}
(-, )V - q(.,x)dx} + BE{/D K (- x)/is(-,x)dx} (by (4.2.15) with v = g)

- (I{*)_2(-,ZL‘)U*(-,$)Q(-,JZ) + /BI{/*('7$)>K’S('7J;):|7 v(usapsa ’{s) S TanBad(U*ap*a ’i*)

where we have used the adjoint equations (4.2.13), the sensitivity equations (4.2.15). O

4.2.2.2 Parameter identification utilizing statistical tracking objectives For the
identification problem matching ezpected values, given a possible perturbed observation (@, p)
corresponding to the state variables u, p, we seek k in (4.1.1) such that Eu(x) = Eu and

Ep(k) = Ep in D. Therefore we consider the problem:

Minimize the cost functional

1 _ 2 1 _ 2
P4 Ji(u,p, k) = 5/1) [Eu(-,z) — Eu(-, )] dx + 5/]) [Ep(-,z) — Ep(-,z)] dx

—I—g fD Ex?(-, x)dz,

on all (u,p, k) € Cua subject to the stochastic state equations (4.1.1).
(4.2.18)

Theorem 3. Let (u, p, k) be an optimal solution in problem (4.1.1) and (4.2.18). Then there
exists a co-state (q,n) € L%(Q; H(div, D)) x L%(Q; L*(D)) such that (u,p, k,q,n) satisfies
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the following optimality conditions:

E {(/%_1"&, v)—(p,V-v)| = 0, Vv € H(div, D)

(

E[(Vﬂ,w) - E:(f,w)], Yw € L*(D)

E [(i%_lq, v)—(n,V-v)| = E _ (Eu — Ea, v)} , Vv € H(div, D)

E{(V-q,w)_ — E:(Eﬁ—Eﬁ,w)], Vw € L*(D)

\ Rlw,z) = max{nmin,min{%(%)_zﬁ(w,x)q(w,x), Kmax ) I, @-€. 10 QX D,
(4.2.19)
Proof. See the proof of Theorem 4. O

For the problem of matching covariance, and/or higher order moments, the cost func-
tional used in problem (4.2.18) can be generalized as follows. Assume we are interested in

L-order moments, and f € L5(Q; L?72(D)), then

Mainimaze the cost functional

L
(P.5) ¢ J5(u,p, k) = Z O;ze / [Eue(-, z) — Ea' (-, a:)]2dx + g/ Ex?(-, z)dz+
=1 D D

+ Y8 et O[B! x) — BpY(, x)] da

on all (u,p, k) € Cua subject to the stochastic state equations (4.1.1).
(4.2.20)

We introduce the co-state elliptic equations for this problem (P.5):

E{((K*)lq, V) — (0, V- v)] - —E{Zfl o (u*) N (E () — Eﬂf,v)} Yo € H(div, D)

E [(v 0 w)} = E[zz; 0t e(p) (B(p")* — EF, w>] W € LA(D).
(4.2.21)
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Theorem 4. Let (u*,p*, k*) be an optimal solution in problem (4.2.20)-(4.1.3). Then there
exists a co-state (q,n) € L%(Q; H(div, D)) x L%(Q; L*(D)) such that (u*,p*, k*, q,n) satisfies

the following optimality conditions:

¢

E| ()0 = 7.V 0
E {(v W)

E[«m—lq,v) .V )

Proof. The sensitivity equations are

E |:<(l{*)1u3 — (k%) 2ku*, v) — (ps, V - v)} = 0, Yv € H(div, D)

E{(V - q,w)_

K (w,z) =

0,%v € H(div, D)

E|(/.0)] o e 2(D)

—E[Zle v (U (B (u*) — B, v)} Vv € H(div, D)
| SE o) B0~ B w)| o € 22(D)

max{pin, min{ (k) 0 (W, 2)q(w, ), Kmax} },

a.e. in 2 xD.

(4.2.22)

E{(V-us,w)} = 0, VYwe LX(D), (4.2.23)

where (us, ps, ks) € TanCuq (u*,p*, /@*) . Applying the optimum principle given by (4.2.17)

it follows that the optimality condition for problem (4.2.20) writes

dJs(u(s*), p(r"), &%) dJs(u”,p", K7)

d(u,p, k)

=3 [ w0y o) B[ @) ) ) o

(Us, Ps, Ks)

[ w0 )| B0 ) = o [ e a

[ wi o)y B (o) ) | o



+6[E [H*(.,x)ns(-, x)] dr (by (4.221) with v = u, and w = p,)
_ {/D—us(~,x)(/i*)1(-,:1:')q(~,37)+n(-,x)V-us(-,:L')dx] +E{/[)ps(-,x)v-q(~,x)dx
+BE{/D/£*(~,x)ms(~,x)dx]

—&| - [ wta)(e) alato)i| + 5] [ o)V gteajis]

+ ma{/D K5 () s (- :v)d:v] (by (4.2.23) with w = 7))

—5| - [ ()2l (e - [

D

ps(-,2)V - q(-,x)da?}
+E[/Dps("x)V‘Q('vf”)d4 +5E{/Dﬁ*(ww)fss(-,x)dx} (by (4.2.23) with v = q)

B |:/D (_ (K1) Coz)u (- )al ) + ﬁﬁ*(‘ﬁ))“s(-,x)}’ V(us, ps, kis) € Tan By (u”, p*, k)

where we have used the adjoint equations (4.2.21), the sensitivity equations (4.2.23). O

4.3 NUMERICAL EXPERIMENTS

Now I briefly present the algorithm used, together with the derivation of the gradient algo-

rithms.

4.3.1 Sensitivity Analysis for the Parameter Estimation in the Elliptic Case

Consider the state equations:

u=—-xkVp inQxD,
f in 2 x D, (4.3.1)
0

on 2 x 9D.

V- u
p

We introduce the adjoint equations:
V.q=p—D in Q x D,
kK lq+Vnp=—(u—u) inQxD, (4.3.2)

n=0 on Q2 x dD.
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Define the cost functional:

1 1
TV = 3B [Ju(¥s) = TV | 2B [0 ) — BV, )| + 5 [I(Yi, Ve

Vi=1...N.

We assume that the map x — wu is differentiable. Then, the sensitivity equations are the

following;:
u+eus =— ((k+ers)V(p+eps)) in Qx D,

V- (u+eus) =f in Qx D, (4.3.3)
ps =0 on €2 x 0D.

Multiplying out and using the state equations (4.3.1), we get:

kK uy — k2ku=—Vp, inQxD,
Vou,=0  inQxD, (4.3.4)
ps =0 on 2 x dD.

Next, we multiply by the adjoint variables ¢, n and integrate over D:

fD K lugg — fD K 2kguq = — fD Vpsq in Q x D,
[,V -umn=0 in Q x D, (4.3.5)

ps =0 on Q2 x dD.

Integrate by parts:

fD K ugg — fD K 2kouq = poSV -q inQxD,
[, usVnp =0 in Q x D, (4.3.6)

ps =0 on Q) x 0D.

There are no boundary terms since n = 0 and p, = 0 on €2 x 9D.

Take expectation and add the first two identities of (4.3.6):

E{/Dus(m_lq—i—Vn)} —E[/D/f_Qmsuq} :E{/Dpsv.q}
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Using the adjoint equations (4.3.2), the previous identity becomes:

—E [/Dus(u—ﬂ)] —E{/Dm_%suq} :E{/Dps(p—]?)}.

We give below the pseudocode for the Adjoint variable-based Algorithm, as in [75]:

INITTALIZATION: ¢ < 1, RelError < 1000, Choose initial conditions for Y, ¢ = 1,
€<+ 2¢/3
while RelError > tol do

€4 3¢/2, i i+1

Solve Adjoint Equations (for the adjoint variables)

Solve Standard Gradient Update, i.e. Yy =Y, — ej{é

Solve State Equations
Evaluate J,(7)
while J” > J¢" do
€<+ ¢/10
Solve Standard Gradient Update
Solve State Equations
Evaluate J,,(1)
end while

Jﬁf) B Jéi_n Jéi)

RelError <

/

end while

The numerical experiments were performed using MATLAB R2012a and were solved on
a square domain [0,1] x [0,1]. The convergence is computed on a 40 x 40 spatial mesh,
with Dirichlet boundary conditions. For solving the equation (4.3.1) numerically, an upwind
scheme is used to find the effective diffusion coefficient and central difference for finding the
hydraulic gradient. We assume the true random diffusion coefficient & and the exact solution

p to be given by:

1

Rlw,z) = (1+2°+y*) + 5 * Z cos (nmx) - cos (nmy) Yy, (w)
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plw,z) = Z sin (nmx) - sin (nmy) Yo, (w)

n=1

and then we calculate the source f(w, ).
To understand the dynamics that the computational model produces, we first present some
sample simulations. The tolerance was taken 1074, the step size for the adjoint algorithm is

e = 1 and the coefficient 8 = 1076 in the cost functional formula.

4.3.2 Numerical Experiments for the Deterministic Elliptic Case

The exact values used for producing simulated measurements were 0.5 for the Y;,i =1,..., N
in the formula for the diffusion coefficient k. Figures 4.1(a) and 4.1(b) show the plot for the
cost functional J and the logarithm of J to base 10. The trajectories of the N =5 Ys, the
crossection of target solution versus estimated solution, the crossection of target diffusion

versus estimated diffusion are presented in figures 4.1(c), (d) and (e) respectively.

4.3.3 Numerical Experiments for the Stochastic Elliptic Case

The exact values used for producing simulated measurements were considered uniformly
distributed random numbers for the Y;,2 = 1,...,n. To understand the dynamics that the
computational model produces, we present sample simulations on a 40x40 spatial mesh,
where we first considered 10 realizations (see Figures 4.2 and 4.3) and then 50 realizations
(see Figures 4.4 and 4.5) for our stochastic model.

In the first simulation where only 10 realizations were considered, we observed that
for achieving the same tolerance of 10~% for the relative error, the cost functional J3 only
needs to do 27 iterations, whereas J; and J5 require 76 and 61 iterations respectively. By
plotting crossections, we observed that our estimated solutions corresponding to either J3, J4
or J5 approximate very well the mean of the target solution, while the variance of the target
solution is better approximated when using the solution corresponding to J3 cost functional.
When considering the crossections for the diffusion coefficient, the mean and variance of our
estimated diffusion were not doing so well in approximating the mean and variance of the

target diffusion coefficient. One explanation would be the fact that our cost functionals try to
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minimize the difference between the estimated and target solutions, whereas the difference
between the estimated and target diffusion coefficient is never taken into account in the
formulas of the cost functionals.

In the second simulation with 50 realizations being considered, the cost functional J3
only needs 22 iterations, whereas J; and J5 require 47 and 95 iterations respectively. By
plotting crossections, again it was observed that our estimated solutions corresponding to
either J3, Jy or Js approximate really well the mean of the target solution, whereas for the
variance, it seems the solution corresponding to J5 is closer to the variance of the target
solution. By looking at the crossections for the diffusion coefficient, we can see the mean
and variance of our estimated diffusion are not doing so great in approximating the mean

and variance of the target diffusion coefficient.
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x10° Convergence of the cost functional J
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Figure 4.1: Deterministic Case: (a)Cost functional J, (b)Logl0(J), (¢)N=5 trajectories of Y’s,
(d)Crossection of target solution versus estimated solution, (e)Crossections of target diffusion versus es-
timated diffusion for a 40x40 grid; tol=10"%, ¢ = 1, 8 = 107%. The exact values of Ys are 0.5.

65



x107* Convergence of the Cost Functional
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Figure 4.2: (a)J, (b)Log1o(J) and crossections for: (c)target solution, (d)target diffusion, (e)mean of target
diffusion vs. mean of estimated diffusion, (f)variance of target diffusion vs. variance of estimated diffusion.
Grid considered is 40x40, tol=10"%,e = 1, 4 = 1079, runs=10. The target values of N=5 Ys are random.
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Crossections of Mean of target solution versus Mean of estimated solution

Crossections of Variance of target solution versus Variance of estimated solution
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Figure 4.3: Crossections for: (a)mean of target solution vs.

target solution vs. variance of estimated solution, (c)forcing function f, (d)mean convergence in L? norm of
estimated solution. Grid considered is 40x40, tol=10"%,e = 1,3 = 1075, runs=10. The target values of N=5

Ys are random.
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Crossections of Mean of target solution versus Mean of estimated solution Crossections of Variance of target solution versus Variance of estimated solution
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Figure 4.5: Crossections for: (a)mean of target solution vs. mean of estimated solution, (b)variance of
target solution vs. variance of estimated solution, (c)forcing function f, (d)mean convergence in L? norm of
estimated solution. Grid considered is 40x40, tol=10"%,e = 1, 3 = 1075, runs=50. The target values of N=5

Ys are random.
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5.0 ESTIMATING A SPATTALLY VARYING PERMEABILITY FOR THE
PARABOLIC DIFFUSION EQUATION USING KALMAN FILTER, MCMC
AND ADJOINT VARIABLE-BASED ALGORITHMS

Diffusion is a spontaneous movement of particles from an area of high concentration to
an area of low concentration. A typical example of inverse problem is the identification
of permeability of the aquifer from flow data. The permeability function for a soil may
change spatially due to uncertainties in soil fabric, thus a Bayesian computational approach is
developed for the estimation of permeability in flows through porous media. For complicated
physical phenomena, the measurements error and model error can impact the accuracy of

the estimates ([23]).

5.1 MODEL

We consider the nonlinear inverse problem of estimating the permeability in porous media
flow.

%(% t) =V - (k(z)Vp(z,t) = f(2) in D x Time,

p=0 on 0D x Time (5.1.1)

p(x,0) = lpisk0,001) on D

We assume the source f(z) = 0 and the true diffusion coefficient & to be given by:

) ()

N
1 nmwx

) = (14 22 + o2

Rlx)=(1+=z +y)+1OOO;COS<LI
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The exact values used for producing simulated measurements were 0.5 for the Y;,2=1,...,n
in the formula for the diffusion coefficient k. We observed that one KL version of Kalman
Filter, namely KLEnKF, gives the least dispersed results and can’t estimate the means
of Y;s as well as the other Kalman Filters. Moreover, the Kalman Filter approach shows
significant improvement in efficiency(take less cpu time per modeling time step) and accuracy
(more quickly converge to the correct parameter estimate) over Parallel Tempering [11], a
computationally expensive MCMC method for which we considered 3 chains and 100,000

realizations.
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5.2 ESTIMATES USING KALMAN FILTER ALGORITHM

The equation (5.1.1) is discretized on a rectangular domain [—0.05, 0.05] x [—0.035,0.035], on
a 10 x 10 spatial mesh, using cell-centered finite differences in space, an upwind scheme for
the effective diffusion coeffcient, and Forward Euler for the time integration on the interval
(0,0.2) with 25 time steps.

In all the types of Kalman Filter (which were presented in more detail in chapter 2 ), the
algorithm was started with an initial guess of 1 for all the parameters Ys involved, where
both model state noise and measurement noise is assumed to be 1073,

Assuming the computational cost to be the size of the ensemble, for both EnKF and
SCKF the dimension of the stochastic space is m = n+5, where n is the number of grid cells.
Here n = 10 x 10 = 100 and m = 105. We choose for the size of the ensemble ¢ = 1000, which
corresponds to 10 ensemble members per grid cell. For the SCKF, the size of the ensemble
is gsc = 2m + 1 = 211. For the KL implementation,we choose ngy =7 x 7 = 49 KL terms,
using 7 eigenfunctions in each x and y directions. The dimension of the stochastic space is
mgr = nir + 5 = 54 and the size of the SC ensemble is qx, = 2mgp + 1 = 109. Finally, in
the KLEnKF, the dimension of the stochastic space is as in the KLSCKF, m g = 54, but the
size of the ensemble chosen is ¢ = 10ng;, = 10 x 49 = 490. These dimensions are summarized
in Table 5.2.1. We observe that the computational cost of EnKF is approximately twice the
cost of the KLEnKF, five times the cost of the SCKF, and ten times the cost of KLSCKF.

Table 5.2.1: Number of parameters, stochastic space dimension, and ensemble size for the KF methods.

Number of spatial Dimension of Ensemble
parameters stochastic space size
EnKF n =10 x 10 = 100 m=n+5= 105 q = 10n = 1000

SCKF n =10 x 10 = 100 m=mn+ 5= 105 gsc =2m+1 =211
KLSCKF Nkr, =7x7=49 mKL:nKL+5:54 qKL:2mKL+1: 109
KLEnKF Nkr, =7x7=49 mgr :TLKL+5:54 q = 1OnKL =490
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Yi, i=1,..,5using EnKF
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Figure 5.1: Histogram of Y;,2 =1,...,5 using EnKF
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Figure 5.2: Y;,i =1,...,5 estimates and relative errors using EnKF
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Y,i=1,.., 5 using SCKF
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Figure 5.3: Histogram of Y;,i =1,...,5 using SCKF
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Figure 5.8: Y;,i =1,...,5 estimates and relative errors using KLSCKF
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5.3 ESTIMATES USING MCMC TECHNIQUE

The Bayesian estimation of the spatially varying permeability is performed using Markov

Chain Monte Carlo methods, which were presented in chapter 2.

Table 5.3.1: MCMC Rates

Parallel Tempering Chains

1st chain | 2nd chain | 3rd chain
acceptance rate || 0.3377 0.3404 0.3378
swap rate 0.2598 0.2375

Table 5.3.2: Expected values of estimated Ys using KF and MCMC

EMy) | E(Yz) | E(Y3) | E(Yy) | E(Y5)
SCKF 0.5023 | 0.4975 | 0.5019 | 0.4986 | 0.5005
EnKF 0.5028 | 0.5022 | 0.4997 | 0.4985 | 0.4997
KLSCKF || 0.5026 | 0.4974 | 0.5021 | 0.4985 | 0.5005
KLEnKF | 0.5088 | 0.4991 | 0.5109 | 0.4924 | 0.5005
MCMC 0.4972 | 0.5057 | 0.4976 | 0.4984 | 0.5018
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Table 5.3.3: Standard deviations of estimated Ys using KF and MCMC

oY1) |o(Ya) | o(Ys) | o(Ya) | o(¥5)

SCKF 0.0945 | 0.0966 | 0.0842 | 0.0790 | 0.0754
EnKF 0.1038 | 0.0982 | 0.1008 | 0.0885 | 0.0801
KLSCKF || 0.0956 | 0.0970 | 0.0843 | 0.0792 | 0.0755
KLEnKF | 0.0500 | 0.0500 | 0.0500 | 0.0500 | 0.0500
MCMC 0.0400 | 0.0954 | 0.0916 | 0.0505 | 0.0161
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Figure 5.9: Mean F Std. Deviation for Y7 using KF and MCMC
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5.4 ESTIMATES USING ADJOINT VARIABLE-BASED ALGORITHM

For the parabolic state equations, in the optimization problems, the approach we take is
discretize-then-optimize [27]. We assume the existence of Lagrange multipliers [57, 59] and
we present the derivation of sensitivity and adjoint equations for the continuous state equa-
tions and semi-discrete in time approximation using Backward Euler methods for both the
sensitivity analysis and the Matlab implementation of algorithms. These semi-discrete op-
timality systems are used in the algorithms for producing the results presented in Tables

5.4.2,5.4.3,5.4.4, 5.4.5, 5.4.6, 5.4.7, 5.4.8, 5.4.9.

5.4.1 Sensitivity Analysis for Parabolic Case

5.4.1.1 State Equations, Adjoint Equations, Cost Functional Consider the state

equations:
Ba i — V- (RVpg) = fan 0 Qx D,
(5.4.1)
P = Do on 2 x 0D.
We introduce the adjoint equations:
N — Nma1 — AtV - (kVn,) = At (ph, —D,,) M QxDym=1,2,...N—1
ny — AtV - (kVny) = At (py —Py) 1n Q x D, (5.4.2)

n=>0 on 2 x dD.

Define the cost functional:

N

, 1 _ B

Ja(¥isi =1...N) = SAE | 3 pa(Yey ) = BulYe Moy | + 5B |50Vl
n=1

Description of the adjoint equations We start with the sensitivity equations:

(PZH +eps,n+1 ) —(pyteps,n)

. — V- ((k+ €ers)V(phir + Pspr1)) = fas1 in Qx D

(5.4.3)
Pso =0 on 2 x 9D.

Multiplying out and using the state equations (5.4.1), we get:

Psn+1 — Psn v/

At : (vas,n—l—l + RsziH-l) = 0.
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Next, we multiply by the adjoint variable 7,1, integrate over D and then apply the sum-

mation operator At - Z
n=0

N-1 N
ps,n-i—l - psm }
At Z /D Tnn+1 —At nz% /D V- (KVps,nH + KSVan) Doyt = 0. (5.4.4)

/ \\ J/

g

1 11

Now, I can be rewritten as following:

N—-1 N-1
= / <Z Dsn+1Mn+1 — Zps,nnnH)
D\ n=0 n=0
N N-—1
m=ntl / (Zp&mnm — Z ps,nnn+1>
D \m=1 n=0
N-1 N-1
= /D Z PsmMm + Ps,NTIN — Z Psnlin+1 — &7/0/770

m=1 n=1 -0
N-1
= / (Z ps,m(nm - 77m+1) _'_ps,NnN) .
D m=1

Integration by parts on /1 yields:

N-1
II:AtZ—/ KVDsni1 NMntt ﬁ+/ KVDsnt1Vini1 —/ KsVDhi1 Tt T+
o JoD ~ D oD ~~
=00ondD =00ndD
+/ s VD1 Vit
D
N-1 N-1
= A75/ ZPS n+1K Vnn+1n - At/ Zps nr1V - (V1) + At/ Z KSVPZHV%H
oD n=0 n=0 n=0

—OonaD

(by integration by parts again)

Thus (5.4.4) becomes:

O—[+H
Nl

= fD Z Ds m(nm Nm+1 +pos NTIN— At fD Z Ds n—',—lV (HV’I]n_H +At fD HSVPZHV%H-
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Taking expection and using the substitution m = n + 1, we obtain:

N-1 N N
0 = E/ Z ps,m(nm_nm+1)+E/ ps,NnN_AtE/ Z ps,mv'(KVWM)—i_AtE/ Z Fv'szinVﬁm-
D=1 D D=1 D=1

(5.4.5)
The Derivative of the Cost Functional:
Ay IO Vit Vi) = I Y
dY; e—0 €
dk
= AtE sm + BE My
/me Br)Dasm + B / e
(5.4.6)

By identifying the coefficients of p;,, from (5.4.5) and (5.4.6), where m = 1... N, we infer
the already stated form of the adjoint equations (5.4.2):

N — Nma1 — AtV - (k) = At (pf, —D,,) M QxDm=1,2,...N—1
Ny — AtV - (kVny) = At (py —Dy) in @ x D,
n=0 on 2 x dD.

Using the adjoint equations (5.4.2), the previous identity (5.4.5) becomes:

N N
0= AtE/ Z(pfn — D) Psm + AtE/ Z KsV D, V. (5.4.7)
D =1 D =1

Therefore (5.4.6) has the following expression:

dJ d
Y = AtE E Y

b (5.4.7))
O ving 5471 _g /ZMVWE e
(5.4.8)

In order to compare the Y’s estimates obtained by using adjoint variable-based technique
with the results provided by Kalman filter and MCMC, sample simulations were produced
on the same 10x10 spatial mesh, where we first considered 10 realizations and then 50

realizations for our stochastic model. Since Kalman filter and MCMC are stochastic methods
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by nature, in order to incorporate stochasticity in our adjoint code, the target Ys were
generated using a normal distribution with mean 0.5 and standard deviation denoted by the
variable noise. For our examples, a first case with noise = 107! was considered and then
a smaller noise of 1073. To be more specific, we are taken into account 4 cases: the first 2
cases have 10 realizations with noises of 107! and 1073 respectively, the last 2 cases have 50

realizations with noises of 107! and 1072 respectively.

For all the four cases considered, by plotting crossections, we observed that both our
estimated solutions and estimated diffusion coeflicients corresponding to eitherJs, Jy or Js
approximate very well the mean of the target solution, respectively the mean of target
diffusion coefficient, while the variance of the target solution and target diffusion coefficient

is not too well approximated.

For the case where only 10 realizations were considered with a noise of 1071, we observed
that for achieving the same tolerance of 10~7 for the relative error, the cost functional
Js decreases 2 orders of magnitude, whereas the decrease for J; and J5 was 4 orders of
magnitude. By plotting the histograms, we get roughly the same mean(see Table 5.4.2) and
the same standard deviation(given in Table 5.4.3) for the Ys estimates obtained when using
Jy and Js cost functionals. When 10 realizations were considered with a noise of 1073, the
cost functional J3 decreases 4 orders of magnitude, but 5 orders of magnitude for J; and J;.
Since the noise is so small, the mean of all estimated Ys is the same, regardless of the cost
functional used(see Table 5.4.4), whereas the standard deviation(see Table 5.4.5) for the Y
estimates obtained by using J4 and J5 cost functionals apears to be the same as in the case

with 10 runs and a noise of 107!,

For the cases with 50 realizations being considered, the results are comparable to the

ones obtained by having only 10 realizations.

Remark 5.4.1. The computational cost of the adjoint variable-based algorithms is estimated
as follows: the cost of one iteration of the gradient algorithm (one forward equation plus one

adjoint/backward equation), times the number of iterations, times the number of realizations.

From Remark 5.4.1 we see that the cost of the adjoint-based algorithm using noise of
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101 is 30 iterations x 2 equations x 10 realizations, so 600 equations solved. For the noise
of 1073, the cost is roughly 32 iterations x 2 equations x 10 realizations, so 640 equations
solved. We recall the cost associated with using EnKF, SCKF, KLSCKF and KLEnKF

for parameter estimation from Table 5.2.1. Hence the adjoint-based method is roughly six

Table 5.4.1: Computational cost of KF, MCMC and Adj. method using .J4 with 10 realizations, noise = 1073

Method EnKF | SCKF | KLSCKF | KLEnKF | MCMC | Adjoint

eq. solved || 1000 211 109 490 100,000 640

times more expensive than KLSCKF. Moreover, from figures 5.17, 5.18, 5.19, 5.20, 5.21,
we observe that among all the methods considered, the adjoint-based algorithm is the most

accurate, as it recovers the means with the smallest standard deviation.

Table 5.4.2: Expected values of estimated Ys using Adj. algorithm with 10 realizations and noise = 107!

EW) | E(Yz) | E(Ys) | E(Yy) | E(Y5)

Adj Js 0.5097 | 0.5134 | 0.5105 | 0.5082 | 0.5087
Adj Jy 0.5065 | 0.5102 | 0.5073 | 0.5050 | 0.5055
Adj Js5 0.5066 | 0.5103 | 0.5073 | 0.5051 | 0.5056

Adj Yigrger || 0.5195 | 0.4833 | 0.5226 | 0.5149 | 0.4761
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Table 5.4.3: Standard deviations of estimated Ys using Adj. algorithm with 10 realizations and noise = 107!

oY1) |o(Ya) | o(Ys) | o(Ya) | o(¥5)

Adj Js 0.0397 | 0.0423 | 0.0399 | 0.0422 | 0.0453
Adj J, 0.0088 | 0.0113 | 0.0076 | 0.0060 | 0.0084
Adj Js 0.0088 | 0.0113 | 0.0076 | 0.0060 | 0.0084

Adj Yiarger || 0.0445 | 0.1169 | 0.1223 | 0.0968 | 0.0712

Table 5.4.4: Expected values of estimated Ys using Adj. algorithm with 10 realizations and noise = 1073

EW) | E(Y;) | E(Ys) | E(Yy) | E(Ys)

Adj Js 0.4989 | 0.5027 | 0.4997 | 0.4974 | 0.4980
Adj J, 0.4989 | 0.5027 | 0.4997 | 0.4974 | 0.4980
Adj J; 0.4989 | 0.5027 | 0.4997 | 0.4974 | 0.4980

Adj Yiarger || 0.5002 | 0.4998 | 0.5002 | 0.5001 | 0.4998

Table 5.4.5: Standard deviations of estimated Ys using Adj. algorithm with 10 realizations and noise = 1073

oY1) |o(Yy) |o(Ys) [ o(Ye) | o(Ys)

Adj Js 0.0043 | 0.0081 | 0.0080 | 0.0072 | 0.0100
Adj Jy 0.0088 | 0.0113 | 0.0076 | 0.0060 | 0.0084
Adj Js 0.0088 | 0.0113 | 0.0076 | 0.0060 | 0.0084

Adj Yigrger || 0.0004 | 0.0012 | 0.0012 | 0.0010 | 0.0007
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Table 5.4.6: Expected values of estimated Ys using Adj. algorithm with 50 realizations and noise = 1071

EW) | E(Yz) | E(Ys) | E(Yy) | E(Y5)

Adj Js 0.5016 | 0.5010 | 0.5020 | 0.5008 | 0.5037
Adj J, 0.4972 | 0.4966 | 0.4976 | 0.4964 | 0.4993
Adj Js 0.4971 | 0.4966 | 0.4976 | 0.4963 | 0.4992

Adj Yiarger || 0.4902 | 0.5102 | 0.5073 | 0.4757 | 0.4980

Table 5.4.7: Standard deviations of estimated Ys using Adj. algorithm with 50 realizations and noise = 107!

oY1) | o(Yy) | o(Ys) | o(Ye) | a(¥5)

Adj J3 0.0534 | 0.0551 | 0.0560 | 0.0537 | 0.0550
Adj Jy 0.0107 | 0.0117 | 0.0122 | 0.0112 | 0.0090
Adj Js5 0.0107 | 0.0117 | 0.0122 | 0.0112 | 0.0090

Adj Yiarger || 0.0815 | 0.0961 | 0.1028 | 0.0828 | 0.0904

Table 5.4.8: Expected values of estimated Ys using Adj. algorithm with 50 realizations and noise = 1073

EW) | E(Yz) | E(Ys) | E(Yy) | E(Y5)

Adj Js 0.5002 | 0.4997 | 0.5007 | 0.4994 | 0.5023
Adj Jy 0.5002 | 0.4997 | 0.5007 | 0.4994 | 0.5023
Adj Js5 0.5002 | 0.4997 | 0.5007 | 0.4994 | 0.5023

Adj Yigrger || 0.4999 | 0.5001 | 0.5001 | 0.4998 | 0.5000
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Table 5.4.9: Standard deviations of estimated Ys using Adj. algorithm with 50 realizations and noise = 1073

oY1) |o(Ya) | o(Ys) | o(Ya) | o(¥5)

Adj Js 0.0053 | 0.0074 | 0.0097 | 0.0124 | 0.0117
Adj J, 0.0106 | 0.0116 | 0.0121 | 0.0111 | 0.0090
Adj Js 0.0107 | 0.0117 | 0.0121 | 0.0111 | 0.0090

Adj Yiarger || 0.0008 | 0.0010 | 0.0010 | 0.0008 | 0.0009
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Figure 5.17: Mean F Std. Deviation for Y; using KF, MCMC and Adj. method using J4 with 10 realizations,
noise = 1073
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Figure 5.23: (a)Mean of target diffusion vs. mean of estimated diffusion, (b)Variance of target diffusion vs.
variance of estimated diffusion, (c)Mean of target solution vs. mean of estimated solution, (d)Variance of
target solution vs. variance of estimated solution. Grid considered is 10x10, tol=10"7, ¢ = 50000, 3 = 1075,
runs=10. Yigrger = 0.5+ noise. * randn(1,5), where noise = 10~
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Figure 5.24: (a)mean of target solution and mean of estimated solution; histograms for: (b)target Y’s,
(c)estimated Y’s using J3, (d)estimated Y’s using Jy, (e)estimated Y’s using J5. Grid considered is 10x10,
tol=10"", ¢ = 50000, 8 = 1075, runs=10. Yigrger = 0.5 + noise. x randn(1,5), where noise = 10~1.
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Figure 5.25: (a)Logio(J;),i = 3,4,5, (b)J;,i = 3,4, 5, (c)Mean convergence in L? norm of estimated solution,
(d)Mean of target diff coeff. and crossections for: (e)target solution, (f)target diffusion. Grid considered is
10x10, tol=10"", € = 50000, 8 = 1075, runs=10. Yi4rget = 0.5 + noise. x randn(1,5), where noise = 1073.
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Figure 5.26: (a)Mean of target diffusion vs. mean of estimated diffusion, (b)Variance of target

(d)

diffusion vs.

variance of estimated diffusion, (c)Mean of target solution vs. mean of estimated solution, (d)Variance of

runs=10. Yigrget = 0.5 + noise. * randn(1,5), where noise = 1073.

target solution vs. variance of estimated solution. Grid considered is 10x10, tol=10"7, ¢ = 50000, 5 = 1075,
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Figure 5.27: (a)mean of target solution and mean of estimated solution; histograms for: (b)target Y’s,
(c)estimated Y’s using J3, (d)estimated Y’s using Jy, (e)estimated Y’s using J5. Grid considered is 10x10,
tol=10"", ¢ = 50000, 8 = 1075, runs=10. Yigrger = 0.5 + noise. x randn(1,5), where noise = 1073.
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Figure 5.28: (a)Logio(J;),i = 3,4,5 (b)J;,i = 3,4, 5, (c)Mean convergence in L? norm of estimated solution,
(d)Mean of target diff coeff. and crossections for: (e)target solution, (f)target diffusion. Grid considered is
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10x10, tol=10"7, e = 50000, 8 = 10~%, runs=>50. Yiarget = 0.5 4+ noise. * randn(1,5), where noise = 101
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Figure 5.29: (a)Mean of target diffusion vs. mean of estimated diffusion, (b)Variance of target diffusion vs.
variance of estimated diffusion, (c)Mean of target solution vs. mean of estimated solution, (d)Variance of
target solution vs. variance of estimated solution. Grid considered is 10x10, tol=10"7, ¢ = 50000, 5 = 1075,
runs=>50. Yigrget = 0.5 + noise. * randn(1,5), where noise = 1071,
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Figure 5.30: (a)mean of target solution and mean of estimated solution; histograms for: (b)target Y’s,
(c)estimated Y’s using J3, (d)estimated Y’s using Jy, (e)estimated Y’s using J5. Grid considered is 10x10,
tol=10"", e = 50000, 8 = 1075, runs=50. Yigrger = 0.5 + noise. x randn(1,5), where noise = 10~1.
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Figure 5.31: (a)Logio(J;),i = 3,4,5 (b)J;,i = 3,4, 5, (c)Mean convergence in L? norm of estimated solution,
(d)Mean of target diff coeff. and crossections for: (e)target solution, (f)target diffusion. Grid considered is
10x10, tol=10"", € = 50000, 8 = 1075, runs=50. Yi4rget = 0.5 + noise. x randn(1,5), where noise = 1073.
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x 10 Crossections of Mean of target diffusion coeff versus Mean of estimated diffusion coeff x 10CFossections of Variance of target diffusion coeff versus Variance of estimated diffusion coeff
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Figure 5.32: (a)Mean of target diffusion vs. mean of estimated diffusion, (b)Variance of target diffusion vs.
variance of estimated diffusion, (c)Mean of target solution vs. mean of estimated solution, (d)Variance of
target solution vs. variance of estimated solution. Grid considered is 10x10, tol=10"7, ¢ = 50000, 3 = 1075,
runs=50. Yigrger = 0.5+ noise. * randn(1,5), where noise = 103,
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Figure 5.33: (a)mean of target solution and mean of estimated solution; histograms for: (b)target Y’s,
(c)estimated Y’s using J3, (d)estimated Y’s using Jy, (e)estimated Y’s using J5. Grid considered is 10x10,
tol=10"", ¢ = 50000, 8 = 1075, runs=50. Yigrger = 0.5 + noise. x randn(1,5), where noise = 1073.
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5.4.2 Estimates using Adjoint variable-based algorithm on a finer mesh

x 107 Crossections of Mean of target diffusion coeff versus Mean of estimated diffusion coeff
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Figure 5.34: (a)Mean of target diffusion vs. mean of estimated diffusion, (b)Variance of target diffusion vs.
variance of estimated diffusion, (c)Mean of target solution vs. mean of estimated solution, (d)Variance of
target solution vs. variance of estimated solution. Grid considered is 20x20, tol=10"", e = 50000, 5 = 1079,
runs=10. Yigrget = 0.5 + noise. * randn(1,5), where noise = 10~1.
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Figure 5.35: (a)Logio(J;),i = 3,4,5, (b)J;,i = 3,4, 5, (c)Mean convergence in L? norm of estimated solution,
(d)Mean of target diff coeff. and crossections for: (e)target solution, (f)target diffusion. Grid considered is
20x20, tol=10"", ¢ = 50000, 8 = 1075, runs=10. Yigrger = 0.5 + noise. * randn(1,5), where noise = 1071.
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Figure 5.36: (a)mean of target solution and mean of estimated solution; histograms for: (b)target Y’s,
(c)estimated Y’s using J3, (d)estimated Y’s using Jy, (e)estimated Y’s using J5. Grid considered is 20x20,
tol=10"", ¢ = 50000, 8 = 1075, runs=10. Yigrger = 0.5 + noise. x randn(1,5), where noise = 10~1.
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Figure 5.37: (a)Mean of target diffusion vs. mean of estimated diffusion, (b)Variance of target diffusion vs.
variance of estimated diffusion, (c)Mean of target solution vs. mean of estimated solution, (d)Variance of
target solution vs. variance of estimated solution. Grid considered is 20x20, tol=10"7, ¢ = 50000, 3 = 1075,

runs=10. Yigrger = 0.5+ noise. * randn(1,5), where noise = 103,
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Figure 5.38: (a)Log10(J;),i = 3,4,5, (b)J;,i = 3,4, 5, (c)Mean convergence in L? norm of estimated solution,
(d)Mean of target diff coeff. and crossections for: (e)target solution, (f)target diffusion. Grid considered is
20x20, tol=10"", ¢ = 50000, 8 = 1075, runs=10. Yigrger = 0.5 + noise. * randn(1,5), where noise = 1073.
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Figure 5.39: (a)mean of target solution and mean of estimated solution; histograms for: (b)target Y’s,
(c)estimated Y’s using J3, (d)estimated Y’s using Jy, (e)estimated Y’s using J5. Grid considered is 20x20,
tol=10"", ¢ = 50000, 8 = 1075, runs=10. Yigrger = 0.5 + noise. x randn(1,5), where noise = 1073.
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Figure 5.40: (a)Mean of target diffusion vs. mean of estimated diffusion, (b)Variance of target diffusion vs.
variance of estimated diffusion, (c)Mean of target solution vs. mean of estimated solution, (d)Variance of
target solution vs. variance of estimated solution. Grid considered is 20x20, tol=10"7, ¢ = 50000, 3 = 1075,
runs=50. Yigrger = 0.5+ noise. * randn(1,5), where noise = 10~
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Figure 5.41: (a)Logio(J;),i = 3,4,5 (b)J;,i = 3,4, 5, (c)Mean convergence in L? norm of estimated solution,
(d)Mean of target diff coeff. and crossections for: (e)target solution, (f)target diffusion. Grid considered is
20x20, tol=10"", ¢ = 50000, 8 = 1075, runs=50. Yigrger = 0.5 + noise. * randn(1,5), where noise = 1071.
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Figure 5.42: (a)mean of target solution and mean of estimated solution; histograms for: (b)target Y’s,
(c)estimated Y’s using J3, (d)estimated Y’s using Jy, (e)estimated Y’s using J5. Grid considered is 20x20,
tol=10"", e = 50000, 8 = 1075, runs=50. Yigrger = 0.5 + noise. x randn(1,5), where noise = 10~1.
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Figure 5.43: (a)Mean of target diffusion vs. mean of estimated diffusion, (b)Variance of target
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diffusion vs.

variance of estimated diffusion, (c)Mean of target solution vs. mean of estimated solution, (d)Variance of
target solution vs. variance of estimated solution. Grid considered is 20x20, tol=10"7, ¢ = 50000, 5 = 1075,

runs=>50. Yigrget = 0.5 + noise. * randn(1,5), where noise = 1073.
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Figure 5.44: (a)Logio(J;),i = 3,4,5 (b)J;,i = 3,4, 5, (c)Mean convergence in L? norm of estimated solution,
(d)Mean of target diff coeff. and crossections for: (e)target solution, (f)target diffusion. Grid considered is
20x20, tol=10"", ¢ = 50000, 8 = 1075, runs=50. Yiarger = 0.5 + noise. * randn(1,5), where noise = 1073.
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Figure 5.45: (a)mean of target solution and mean of estimated solution; histograms for: (b)target Y’s,
(c)estimated Y’s using J3, (d)estimated Y’s using Jy, (e)estimated Y’s using J5. Grid considered is 20x20,
tol=10"", ¢ = 50000, 8 = 1075, runs=50. Yigrger = 0.5 + noise. x randn(1,5), where noise = 1073.
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6.0 CONCLUSIONS AND FUTURE WORK

6.1 THESIS SUMMARY

In chapter 3 we developed and analyzed four Kalman filter algorithms for data assimilation
and parameter estimation for time dependent nonlinear diffusion equations and compared
their performance for a model of epithelial cell migration. The methods are based on ei-
ther random Monte Carlo sampling (ensemble methods) or structured stochastic collocation
sampling. In addition, either uncorrelated random noise or correlated noise parametrized
by the Karhunen-Loeve expansion is considered. This results in the methods EnKF, SCKF,
KLSCKF, and KLEnKF. We compared the performance of the four methods for two cases
of simulated measurements, with and without noise, as well as data from in vitro experiment
of epithelial cell migration. While it is observed that all algorithms perform reasonably well
in matching the target solution and estimating the diffusion coeffcient and the growth rate,
it is illustrated that the algorithms that employ SC and KL expansion are computationally
more effcient, as they require fewer ensemble members for comparable accuracy. The work
done for this chapter was accepted to Mathematical Biosciences [7].

In chapter 4 we formulated the stochastic optimal control theoretical results in mixed form
for an elliptic diffusion equation with random input data. We proposed an Adjoint variable-
based algorithm for stochastic parameter identification, that either minimize the expectation
of a tracking cost functional (.J5) or minimize the difference of desired statistical quantities
in the appropriate L” norm (Jy, J5). Some work from this chapter was incorporated in
the ”Identification problems for random elliptic PDEs” poster at the workshop ” Computa-
tional methods for Control of Infinite-dimensional Systems”, Institute for Mathematics and

Applications, University of Minnesota, March 2016.
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In chapter 5 we modeled a porous media flow through a parabolic diffusion equation with
spatially varying permeability. We estimated the means and standard deviations of the
parameters involved by using the four types of Kalman Filters aforementioned, MCMC and

Adjoint variable-based algorithms.

6.2 FUTURE DIRECTIONS: PDE MODEL OF INFLAMMATION IN THE
LUNG

The developed algorithms give rise to many interesting, new research problems, which will
be studied as next steps of these works. We consider a PDE model of inflammation in the
lung and assume that we are keeping track of eight different variables. For the first three

variables, the lung is assumed to be composed of three components:

S4  air saturation
St tissue saturation

Sp;  blood saturation
In addition, five different players in the immune response are also considered:

B bacteria

M (activated) macrophages

N (activated) neutrophils

C, pro-inflammatory cytokines

C, anti-inflammatory cytokines
The main idea is to solve a set of reaction-diffusion equations describing the immune respone

in the lungs, use the values to determine an inflammatory variable z, which will then be
used to determine volumes of the alveolar air space, tissue and blood of the respective lung
compartments. We have a set of equations for the other parameters above from [3], governing

the immune response variables:

%—f — V- Dy(2)VB = kp,B(1 — B/Bpas) — kpB/(1 + BJe)

— R(C,)(kysMB + knpNB) (6.2.1)
oM
W -V (DM(Z)VM - ’YMCP(Z)MVOp - ’)/MB(Z)MVB)
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= —kyM + R(Co)(kpmB + ke,pCp) Myest (6.2.2)

% -V- Dcp(Z)VCp = —kcpcp + kMCpM + kNCpN_
R(Ca)(kaNCerest + kaMCerest) (623)
oC, Q
-v-D = — — 24
Py V- De¢,(2)VC, ke, C, + kc””l 0 (6.2.4)
ON
E - V . (DN(Z)VN — ’YNCP(Z)NVCP)
— —knN + R(C)kounCaNyest (6.2.5)
M N 1
Q = Mo M+ ko,n R(ca) (6.2.6)

1+ kne(Ca/Ca)? T 1 kel(Ca/C,)?
Diffusion and chemotaxis
To complete the equations, we have to define diffusion and advection coefficients that depend

on the air, blood, and tissue saturations. A simple definition would be:

D(z) = D(Sa,Spi, S1) = Do(DaSa + DpiSpi + DrSr) (6.2.7)

v(2) = v(S4, Spi, St) = %0 (vaSa + v51SE + ¥757T) (6.2.8)

We have not yet defined any of the free parameters involved except Dy. Some estimates for
Dy exist in Barber et al. [3]. These values should also appear where the coupling between

the lung components volumes and the reaction-diffusion equations occurs.

Model of inflammation on the lung compartments
We can use the equations from Reynolds et al. [4] to obtain an algebraic set of equations for

the saturations. It is true we plan to adjust these, but we use those equations for now:

SBZ
5 Bl 6.2.9
5i(2) 1+ mywz ( |
S
Sa(z) = T e
vta
Spi Sa
T(Z) Tref + Bl’“ef 1 + Mytp2 ATef 1 + Myta” ( )

The quantity z represents the amount of inflammation in a given area. It is given by the

relatively general expression:
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. N + kaNCp

6.2.12
1+ ke, C, ( )

Note two desired behaviors: first, when z = 0 (i.e. mno swelling), we have Sy = Sz,
Sp = SAM, and Sg = SBmf. Second, when z =00, St =1, S4 =0 and Sg = 0.

For the initial model in this development, the following assumptions are made: first, the
total volume of the lung is conserved, and the total saturations of the spatial components
sum to 1, i.e Sp+ S4+ Sp; = 1.

A characteristic of inflammation is the swelling of tissue cells, which is caused by leakage of
fluids due to increased permeability of the capillaries [6, 4]. The second assumption is that

the volume of the tissue increases over time. The inflammation variable z drives the tissue

volume, and is expressed by:

— N + kaNCP

— 6.2.13
: 1+ ke, Cy ( )

where kc,n and k¢, are constants that determine the amount the neutrophil and pro- and
anti-inflammatory components afect inflammation.

In Reynolds et al.[4], the assumption that the volumes are directly affected by the intensity
of the inflammation was also made. However, in that model, volume is lost from the blood
and alveolar air space as inflammation is increased, and the tissue volume is adjusted ac-
cordingly(equations (6.2.9),(6.2.10),(6.2.11)). Our lung model aims to model tissue swelling
as a result of the fluid leakage, and adjust the blood and air volumes accordingly.

Another factor we wish to take into account is compliance of media in the respiratory unit.
Since air is more compliant than blood, the swelling of the tissue should affect the volume
of the alveolar air with a greater impact than the volume of the blood. This is taken into
account by the requirement m4 > mp;, where my and mp; are constants that determine
ability of tissue swelling to increase the alveolar and blood volumes, respectively.

The inflammatory variable z, described by equation (6.2.13), drives the tissue volume, which

we express by:



We note that when z = 0, i.e. no inflammation, the amount of tissue is at its initial
saturation(Sy = Sp;), and when z — oo , then Sy = 1. In this case, the tissue swells to
dominate the entire respiratory unit, and both the blood and alveolar saturations tend to
zero. To express this into a set of linear equations, we need to have expressions for S, and
Sp; that capture the above dynamics.

In order to satisfy these constraints, we first write

SAO (ST — STO)

Sa =S54, — 15, :

and the expression for Sg; follows from volume conservation (Sg;+Sa = 1—Sr). For things

to work out, the tissue swelling ability constant is ”"forced” to be

Sa,

ma = 1_ST07

which physically is the ratio of the initial alveolar air saturation to the initial alveolar air

and blood saturations. This gives the expressions

SA = SAO - mA<1 - STO)

S =SB, — (1 —ma)(l—Sg),

which forces the compliances to be fixed constants depending on initial saturations, which
are reported to be about Sy, = 0.9 and Sp;, = S7, = 0.05, so the greater compliance of the

alveolar air region is reflected in these numbers, but it seems kind of restricted.
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