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EASY-FITModelDesign jg aq interactive software system to identify parameters in explicit
model functions, dynamical systems of equations, Laplace transformations, systems of or-
dinary differential equations, differential algebraic equations, or systems of one-dimensional
time-dependent partial differential equations with or without algebraic equations. Proceed-
ing from given experimental data, i.e., observation times and measurements, the minimum
least squares distance of measured data from a fitting criterion is computed, that depends
on the solution of the dynamical system.

Moreover, it is possible to predetermine an optimal experimental design by fixing the
model parameters. Additional design parameters, for example initial concentrations or input
feeds, are used to minimize the size of confidence intervals. Weight optimization helps to
identify relevant time values where experiments can be taken.

The mathematical background of the numerical algorithms is described in Schittkowski
[4138] in form of a comprehensive textbook. Also, the outcome of numerical comparative
performance evaluations is found there, together with a chapter about numerical pitfalls,
testing the validity of models, and a collection of 12 real-life case studies. Most of the case
studies possess an industrial background.

The software system is implemented in form of a database under Microsoft Office Access
2007 running under Windows XP or higher, and comes with the royalty-free runtime version.
The underlying numerical algorithms are coded in Fortran and are executable independently
from the interface. Model functions are either interpreted and evaluated symbolically by a
program called PCOMP permitting automatic differentiation of nonlinear model functions,
or by user-provided Fortran subroutines. In the latter case, interfaces for the Fortran compil-
ers Watcom F77/386, Salford FTN77, Lahey F77L-EM /32, Compaq Visual Fortran, Absoft
Pro Fortran, Microsoft Fortran PowerStation, and Intel Visual Fortran for Windows 32 and
Windows 64 environments are provided.



Important Notes:

1. Trademarks:
Windows, Microsoft, PowerStation are registered trademarks of Microsoft Corp.
WATCOM is a registered trademark of WATCOM Systems Inc.
FTNT77 is a trademark of Salford Software Ltd.
INTEL is a trademark of Intel Corporation
Adobe, Acrobat are registered trademarks of Adobe Systems Inc.

2. Copyrights:

GNUPLOT Copyright (©)1986-1993,1998,2004, Thomas Williams, Colin Kelley
RADAUS5, DOPRI5  Copyright (©2004, Ernst Hairer
LAPACK Copyright (©1992-2007, The University of Tennessee

3. Data Fitting Codes:
Note that with Version 4.32 of EASY-FITedetPesion the data fitting algorithm DENLP
has been replaced by the codes
NLPLSQ - least squares data fitting
NLPLSX - least squares data fitting for very many measurements
NLPL1 - L, data fitting (sum of absolute residual values)
NLPINF - L., data fitting (maximum of absolute residual values)




Disclaimer:

THIS SOFTWARE IS PROVIDED BY THE COPYRIGHT HOLDERS AND CONTRIB-
UTORS "AS IS’ AND ANY EXPRESS OR IMPLIED WARRANTIES, INCLUDING, BUT
NOT LIMITED TO, THE IMPLIED WARRANTIES OF MERCHANTABILITY AND FIT-
NESS FOR A PARTICULAR PURPOSE ARE DISCLAIMED. IN NO EVENT SHALL
THE REGENTS OR CONTRIBUTORS BE LIABLE FOR ANY DIRECT, INDIRECT,
INCIDENTAL, SPECIAL, EXEMPLARY, OR CONSEQUENTIAL DAMAGES (INCLUD-
ING, BUT NOT LIMITED TO, PROCUREMENT OF SUBSTITUTE GOODS OR SER-
VICES; LOSS OF USE, DATA, OR PROFITS; OR BUSINESS INTERRUPTION) HOW-
EVER CAUSED AND ON ANY THEORY OF LIABILITY, WHETHER IN CONTRACT,
STRICT LIABILITY, OR TORT (INCLUDING NEGLIGENCE OR OTHERWISE) ARIS-
ING IN ANY WAY OUT OF THE USE OF THIS SOFTWARE, EVEN IF ADVISED OF
THE POSSIBILITY OF SUCH DAMAGE.
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0.1 Installation

EASY-FITModelDesign consists of a database containing models, data and results, and of
underlying numerical algorithms for solving the parameter estimation problem depending
on the mathematical structure, i.e.

MODFIT parameter estimation in explicit functions, steady state equations,
Laplace transforms, ordinary differential and differential algebraic
equations

PDEFIT  parameter estimation in one-dimensional time-dependent partial
differential equations and partial differential algebraic equations

By the following notes, the system installation and hardware requirements are outlined.

0.1.1 Hardware and Software Requirements

Installation of EASY-FITYedelPesion  requires 95 MB on hard disk plus 130 MP for the
Microsoft Office Access 2007 runtime version. The program runs under Windows XP or
higher. EASY-FITModelDesign comes with the royalty-free runtime version of Microsoft
Office Access 2007 (English).

All model functions are defined in the PCOMP modelling language to be interpreted
and evaluated during run time. Derivatives, as far as needed, are computed by automatic
differentiation. The full version of EASY-FITModelDesign allows also the most flexible input
of the underlying model functions in form of Fortran code, and has interfaces for Compaq
Visual Fortran, Watcom F77/386, Salford FTN77, Lahey F77L-EM /32, Absoft Pro Fortran,
Microsoft Fortran PowerStation, and Intel Visual Fortran for Windows 32 and Windows 64
environments, where the compiler and linker options can be altered and adapted interactively.

0.1.2 Packing List

Basically, EASY-FITModelDesion congists of a user interface in form of a database imple-
mented in Microsoft Office Access 2007, and some numerical routines. The following essential
files and directories are submitted:



Numerical codes:
MODFIT.EXE

MODFIT.FOR

MODFUN_E.FOR

MODFUN_O.FOR

MODFUN_A.FOR

MODFUN_S.FOR

MODFIT.INC

PDEFIT.EXE

PDEFIT.FOR

PDEFUN.FOR

PDEFIT.INC
COMPILE.BAT

LINKER.BAT

Solving parameter estimation problems in explicit mod-
els, time-dependent algebraic equations, ordinary dif-
ferential equations, differential algebraic systems, and
Laplace transforms

Corresponding Fortran source code (only complete ver-
sion)

Frame of a Fortran code for estimating parameters in
explicit model functions

Frame of a Fortran code for estimating parameters in
differential equations

Frame of a Fortran code for estimating parameters in
differential algebraic equations

Frame of a Fortran code for estimating parameters in
steady state systems

Include file with dimensioning parameters for MODFIT
Solving parameter estimation problems in systems of
one-dimensional partial differential equations and par-
tial differential algebraic equations

Corresponding Fortran source code (only complete ver-
sion)

Frame of a Fortran code for estimating parameters in
systems of partial differential equations

Include file with dimensioning parameters for PDEFIT
DOS batch file to execute the Fortran compiler, can be
modified interactively

DOS batch file to execute the Fortran linker, can be
modified interactively
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Plot programs and editor:

SP_PLOT.EXE  Standard plot program, where input data are read from
files
GNUPLOT.EXE Public domain plot program Gnuplot

EDITOR.EXE Syntax-highlighting external editor

Database:
EASY_FIT.MDE Main database of EASY-FITedelPesion containing ta-
bles, forms, reports, macros and modules
EASY_FIT.HLP  Corresponding help file

EASY_FIT.ICO Icon file for EASY-FITModelDesign
EASY_FIT.PDF  Adobe Acrobat Reader file containing complete docu-
mentation

Subdirectories:

OBJECT Directory with object codes for the Watcom, Salford,
Lahey, Compaq, Absoft, Microsoft, and Intel For-
tran compilers containing underlying optimization algo-
rithms and ODE/PDE-solvers (only complete version)

PROBLEMS Directory for test example files with extensions

< % >.FUN and < * >.FOR

0.1.3 System Setup

Download the file EASYFIT.EXE and start the installation by clicking on this file. In case of
a local network, administrator rights are required. If there exists an older version of EASY-
FITModelDesign it is recommended to save first all problems of interest to a temporary
directory. After successful installation, the saved problems can be imported again. EASY-
FITMedelDesion comes with the royalty-free runtime version of Microsoft Office Access 2007.

When starting EASY-FITModelDesign the first time after a successful setup, a couple of
directory strings are inserted automatically into an internal table. They can be adapted to
a special situation depending on the environment given. Alterations can be made by the
Utilities command in the menu bar. E.g., the favorite text editor may be defined to be used
for input and modification of model functions.

In more detail, the following configuration information is available:
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System Directony: C:AE aszpfithE asy_fit. mdb
Path

E ditor: |EDITEIF|.E.‘><E JE3| |
Graphicz Syztem; |[Er-‘-.SY-FIT] 1 |
Fartran Compiler: |INTEL 1 |
Drefault Export-Almpart Path: |E:'\TEMF"\
Iser Mame: |Schittkawski
Plat Configuration:

Edit GNUPLOT -Commands: r Overlays for Standard Plaots: Il]_ ﬂ

Gnd Lines for Standard 30 -Plots: r

|ritial #-Angle for 30-Plots; |1 1] Harizantal Increment of 30-Plots: |1 1]
|ritial Z-Angle for 30-Plots; |1 5 Yertical Increment of 30-Plats: |1 1]

Figure 1: Configuration Form
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Name Default Contents
system directory  CA\EASYFIT\ EASY-FITModlDesion main  directory with
database, help files etc.

editor [EASY-FIT)] Internal or alternative external editor, for exam-
ple EDITOR.EXE
graphics system [EASY-FIT] Internal or alternative external graphics system

identified by string GNUPLOT

Fortran compiler  SALFORD Available Fortran compiler. Insert ABSOFT, WAT-
COM, SALFORD, LAHEY, V_.FORTRAN, MS_POWER,
INTEL, or INTEL64 for Absoft Pro Fortran, Wat-
com F77/386, Salford FTN77, Lahey FT77L-
EM/32, Compaq Visual Fortran, Microsoft For-
tran PowerStation, Intel Visual Fortran com-
piler (IA32) and Intel Visual Fortran 64 bit com-
piler (EM64T), respectively

In case of installing an EASY-FITodelDesion yersion coming with all object files, proceed
as follows. First, the submitted object codes of the numerical algorithms must be copied to
a subdirectory with name OBJECT. The object codes of the driving routines with names
MODFIT*.FOR and PDEFIT*.FOR can be generated subsequently, if necessary. The easiest
way is to edit dimensioning parameters in the Utilities menu and to let these modules
be compiled automatically by EASY-FITMedelDesign If the submitted default compiler
interface is to be changed, e.g., from the Watcom to the Salford or Lahey compiler, the
user has to set corresponding compiler name, some path names, and the compiler and linker
execution commands.

An external editor can used to create or modify model functions either in the PCOMP
or the Fortran language. Note that EASY-FITMedelDesign js delivered with two editors,
an internal GUI form ([EASY-FIT]) and an external executable one with syntax highlight-
ing (EDITOR.EXE). Both allow direct parse of PCOMP code or compilation and link of
Fortran code. To use the external editor, the file EDITOR.EXE must be part of the EASY-
FITModelDesign jpstallation directory.

0.1.4 Starting EASY_FITZ\/IOdelDeSign

It is recommended to start EASY-FITModelDesion glways from its shortcut in the program
menu generated by the setup program, or from a corresponding desktop icon to avoid con-
flicts with an existing Microsoft Office Access version. The welcome window of EASY-
FITModelDesign g displayed and the main form of the database is opened.

If the main form cannot be opened correctly, please check the language settings. Non-
unicode languages like Chinese, Arabic or other settings cause some problems.

If the database reacts too slow, for example when starting a data fitting code or when
displaying a report, delete a certain subset of problems you do not need.
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The file README.TXT contains last-minute changes, a summary of new features and es-
pecially the information how to transfer parameter estimation problems from easier versions
of EASY-FITModelDesign £ the new one.

FASVY.FT "uwodelDeSign

|
N, A ) W =

iz an interactive software spstem to identify parameters in systems of
... explicit model functions

... dynamical equations [steady-state systems) Copyright:  Prof. K. Schitthaowski

... Laplace equations . : ; Dept. of Computer S cience
.. ordinary differential equations (shiff non-stiff] University of Bayreuth

... differential algebraic equations D - 95440 Bayreuth

... ohe-dimensional, time-dependent partial differential equations
... one-dimenzional partial differential algebraic equations

Suwanyms: Parameter estimation, data fitting, experimental design,
mathematical modeliing, gimulation
Important: 1. Uzage is restricted according to the valid icense agreement.
2 Select favorite editor and graphics system in subzequent form or by 'Utiliky' mernu tem "System Configuration’.
3. Check the compiler and linker calling sequences before generating own Fortran code.
4 ou are MOT allowed to distribute thig software to any other person or organization,

5. If the system reacts too glow on your computer, please delete subset of dema problems you do not need.

il accept the license conditionsi | | do not accept the license conditions

Show license conditions |

Figure 2: Welcome Form

If something goes wrong, please contact the author under

phone : 449 (0)921 553278
fax © +49 (0)921 35557
e-mail . klaus.schittkowski@uni-bayreuth.de

home page : http://www.klaus-schittkowski.de

0.1.5 Dimensioning Parameters

The numerical algorithms require dimensioning parameters for defining working arrays of
suitable lengths. They serve also as upper bounds for certain model parameters, i.e., maxi-
mum number of variables to be estimated or maximum number of measurements. Whereas
the full version can be adapted to any size, there are some restrictions for the demo version:

vi



Number of parameters to be estimated: 2

Number of equations: 2
Number of constraints: 5
Number of ODEs of discretized PDE: 100
Number of time values: 20
Number of measurement sets: 2
Number of measurements: 40

To find out the allowed maximum problem sizes of the full version, one should investigate
the corresponding include files MODFIT.INC and PDEFIT.INC from the utilities command
of the menu bar. New executable files can be linked subsequently, if any of the bounds are
changed, and if object codes are available. The meaning of the parameters used is completely
described by initial comments.

Vil



Chapter 1

Introduction

Parameter estimation plays an important role in natural science, engineering, and many
other disciplines. The key idea is to estimate unknown parameters py, ..., p, of a mathema-
tical model that describes a real life situation, by minimizing the distance of some known
experimental data from theoretically predicted values of a model function at certain time
values. Thus, also model parameters that cannot be measured directly, can be identified by
a least squares fit and analyzed subsequently in a quantitative way.

In mathematical and somewhat simplified notation, we want to solve a least squares
problem of the form

c R" - min Y5, (h(p, y(p, i), t:) — yi)? (1.1)
P o <p<p., |

where h(p,y,t) is a fitting function depending on the unknown parameter vector p, the time
t, and the solution y(p, t) of an underlying dynamical system. A typical dynamical system is
given by differential equations that describe a time-dependent process, and that depend on
the parameter vector p. Instead of minimizing the sum of squares, we may apply alternative
residual norms, for example with the goal to minimize the sum of absolute residual values
or the maximum of absolute residual values.

Parameter estimation, also called parameter identification, nonlinear regression, or data
fitting, is extremely important in all practical situations, where a mathematical model and
corresponding experimental data are available to analyze the behavior of a dynamical system.

The main goal of the documentation is to introduce some numerical methods that can
be used to compute parameters by a least squares fit in form of a toolbox. The mathematical
model that is set up by a system analyst, has to belong to one of the following categories,

e explicit model functions,
e steady state systems,

e Laplace transforms of differential equations,

1



ordinary differential equations,

differential algebraic equations,
e one-dimensional time-dependent partial differential equations,

e one-dimensional partial differential algebraic equations.

To understand at least some of the basic features of the presented algorithms, to apply
available software, and to analyze numerical results, it is necessary to combine knowledge
from many different mathematical disciplines, for example

- modelling,

- nonlinear optimization,

- system identification,

- numerical solution of ordinary differential equations,
- discretization of partial differential equations,

- sensitivity analysis,

- automatic differentiation,

- Laplace transforms,

- statistics.

The mathematical background of the numerical algorithms is described in Schittkowski [138]
in form of a comprehensive textbook. Also, the outcome of numerical comparative perfor-
mance evaluations is found there, together with a chapter about numerical pitfalls, testing
the validity of models, and a collection of 12 real-life case studies. Most of the case studies
possess an industrial background.

The general mathematical model to be investigated contains certain features to apply
the numerical methods to a large set of practically relevant situations. Some of the most
important issues are:

1. More than one fitting criterion can be defined, i.e., more than one experimental data
set can be fitted within a model formulation.

2. The fitting criteria are arbitrary functions depending on the parameters to be esti-
mated, the solution of the underlying dynamical system, and the time variable.

3. The model may possess arbitrary equality or inequality constraints with respect to the
parameters to be estimated, and upper and lower bounds for the parameters.

2



10.

11.

12.

13.

14.

15.

16.

Model equations may contain an additional independent parameter, for example ex-
perimental concentration or temperature values.

Differential-algebraic equations can be solved up to index 3. Consistent initial values
for index-1-formulations are computed internally.

In case of partial differential equations, also coupled ordinary differential equations
and non-continuous transitions for state variable and flux between different areas can
be taken into account.

Differential equation models may possess additional break or switching points, where
the model dynamics is changed and where integration is restarted, for example if a
new dose is applied in case of a pharmacokinetic model.

The switching points mentioned before, may become optimization variables to allow
the modeling of dynamical input, for instance, to compute optimal bang-bang feed
controls of a chemical reactor.

The model functions may be defined by their Laplace transforms, where the back-
transformation is performed numerically.

Gradients can be evaluated by automatic differentiation without additional round-off,
truncation or approximation errors, and without compiling and linking of code.

Ordinary differential equations may become stiff and large. We introduce explicit and
implicit methods and exploit band structures.

Parameter estimation problems based on unstable differential equations can be solved
by the shooting method.

Various types of one-dimensional partial differential equations are permitted, also hy-
perbolic ones describing shock waves. Advection, diffusion, transport, or related equa-
tions can be solved successfully by non-oscillatory discretization schemes, even with
non-continuous initial or boundary conditions.

Partial differential equations may be defined with Neumann and Dirichlet boundary
or transitions conditions. Moreover, these conditions can be formulated in terms of
algebraic equations coupled at arbitrary spatial positions.

Algebraic partial differential equations may be added to the time-dependent ones.

Data can be fitted with respect to the Lo-, the Li-, or the L,-norm, i.e., with respect to
sum of squares, sum of absolute values, or maximum of absolute values of the residuals.



17. A statistical analysis provides confidence intervals for parameters depending on an user-
provided estimate for the variance. Moreover, correlation coefficients and covariance
matrix are computed.

18. Proceeding from the inverse of the Fisher information matrix, an eigenvalue/eigenvector
analysis is performed to identify significant parameter levels for subsequent elimination
of non-relevant parameters or further statistical design investigations.

Only for illustration purposes we denote the first independent model variable the time
variable of the system, the second one the concentration variable and the dependent data as
measurement values of an experiment. These words describe their probably most frequent
usage in a practical situation. On the other hand, the terms may get any other meaning
depending on the underlying application problem.

Due to the practical importance of parameter estimation, very many numerical codes
have been developed in the past and are distributed within software packages. However,
there is no guarantee that a mathematical algorithm is capable to solve the problem we are
interested in. Possible traps preventing a solution in the desired way, are

e approximation of a local solution that is unacceptable,
e round-off errors because of an inaccurate iterative solution of the dynamical system,
e narrow curved valleys where progress towards the solution is hard to achieve,

e very flat objective function in the neighborhood of a solution, for example, when there
are large perturbations in measurement data,

e overdetermined models in case of too many model parameters to be estimated, leading
to infinitely many solution vectors,

e bad starting values for parameters requiring a large number of steps,
e badly scaled model functions and, in particular, measurement values,

e non-differentiable model functions.

We have to know that all efficient optimization algorithms developed for the problem
class we are considering, require differentiable fitting criteria and the availability of a starting
point from which the iteration cycle is initiated. Additional difficulties arise in the presence
of nonlinear constraints, in particular if they are badly stated, ill-conditioned, badly scaled,
linearly dependent, or, worst of all, contradictory.

Thus, users of parameter estimation software are often faced with the situation that the
algorithm is unable to get a satisfactory return subject to the given solution tolerances,
and that one has to restart the solution cycle by changing tolerances, internal algorithmic



decisions, or at least the starting values to get a better result. To sum up, a black box
approach to solve a parameter estimation problem does not exist and a typical life cycle of
a solution process consists of stepwise redesign of solution data.

The parameter estimation problem, alternative phrases are data fitting or system identi-
fication, is outlined in Chapter 2. Is is shown, how the dynamical systems have to be adapted
to fit into the least squares formulation required for starting an optimization algorithm.

A first question is always how to get suitable confidence intervals for the estimated
parameters. This is one of the main investigations when analyzing the output of data fitting.
Related problems are whether it is possible at all to identify parameters, or how to eliminate
redundant ones, as will be discussed in the subsequent sections. Another important question
is experimental design, where we want to create or improve existing experimental conditions.
The goals are to reduce the number of costly experiments, to reduce error variances, or to
get identifiable parameters. The corresponding tools are summarized in Chapter 3.

A brief review of the numerical algorithms implemented, is presented in Chapter 4.
Only some basic features of the underlying ideas are presented. More details are found
in the references and in particular in Schittkowski [138]. The codes allow the numerical
identification of parameters in any of the six situations under investigation. The executable
files are called MODFIT.EXE and PDEFIT.EXE.

Nonlinear model functions can be evaluated symbolically. Thus, any compilation and
link of Fortran subroutines is not required whenever model functions are defined or altered
in this way. A particular advantage of this approach is the automatic differentiation of
model functions to avoid numerical truncation errors. The corresponding program is called
PCOMP, see Dobmann, Liepelt and Schittkowski [115], and is part of the executable codes.
The automatic differentiation algorithm, the PCOMP language and error messages of the
parser are described in Chapter 5.

Model functions must be provided by the user either in form of the PCOMP language
mentioned above, or in form of Fortran code. In the latter case, the preparation of func-
tion and gradient values is described by initial comments of a code inserted by EASY-
FITModelDesign a5 g frame. In case of PCOMP input, the order in which variables and
functions are to be inserted, identifies their role in the mathematical model. A full docu-
mentation of the model function input in this situation is presented in Chapter 6.

The interactive system EASY-FITModelDesign proceeds from a database for storing model
information, experimental data and results. A complete context sensitive help option is
included containing additional technical and organizational information about the input of
data and optimization tolerances, for example. A brief outline of data organization and
input is found in Chapter 7. The corresponding menu commands to define or alter data and
functions, to start an optimization run or to get reports on numerical results, are described
in Chapter 8.

The numerical parameter estimation codes MODFIT and PDEFIT can be executed also
outside of the interactive user interface. A possible reason could be the solution of a large
number of parameter estimation problems controlled by a separate command shell. In this



case, a data input file is required that contains all information for starting the numerical
algorithm. The format of this file is documented in Chapter 9 in detail. Usage of the codes
is illustrated by a few test examples.

The database of the delivered EASY-FITMdelPesian yergion contains 1,300 academic and
real life examples, i.e., test problems with some realistic practical background. Application
areas are pharmacy, biochemistry, chemical engineering, and mechanical engineering. The
purpose for attaching a comprehensive collection of test problems in Chapter 10, is to become
familiar with the PCOMP language and the implementation of a new model, since a large
variety of different model structures is offered. The problems can be used for selecting a
reference example when trying to install own dynamical models, or to test the accuracy or
efficiency of the algorithms available within EASY-FITModelDesign



Chapter 2

Data Fitting Models

Our goal is to estimate parameters in

explicit model functions,

Laplace transforms,

steady state systems,

systems of ordinary differential equations

systems of differential algebraic equations,

systems of one-dimensional, time-dependent partial differential equations,

systems of one-dimensional partial differential algebraic equations.

Proceeding from given experimental data, i.e., observation times and measurements, the
minimum least squares distance of measured data from a fitting criterion is to be computed
that depends on the solution of the dynamical system.

In this chapter, we summarize in detail, how the model functions f;(p) depend on the
solution of a dynamical system. Moreover, we describe a couple of extensions of the data
fitting problem and the dynamical system to be able to treat also more complex practi-
cal models. Most examples contain the name of the corresponding test problem of the
EASY-FITModelDesign database, from where implementation details and further data can
be retrieved, in some cases only in modified form.



2.1 Introduction

The basic mathematical model is the least squares problem to minimize a sum of squares of
nonlinear functions of the form
ol 2
min 3, fi(p)
peR": ' (2.1)
PSP = Pu

Here, we assume that the parameter vector p is n-dimensional and that all nonlinear functions
are continuously differentiable with respect to p. Upper and lower bounds are included to
restrict the search area. f;(p) is a suitable fitting criterion which may depend on the solution
of an underlying dynamical system, e.g., a system of ordinary differential equations.

Alternatively the Lo-norm may be changed to another one, e.g., to minimize the maxi-
mum distance of experimental data from a model function. Thus, we formulate either the
Ly-problem

min Zﬁz Jilp
e ! L) 2.9
PSP S Pu
or the L..-problem
min max;—y_; |fi(p)]

P <p <Py

However, we assume that our models a dynamic, i.e., depend on an additional parameter, in
most cases the time. In addition, there might be an additional independent model parameter
by which, e.g., a concentration or temperature value is to be specified from where a set of
measurements is obtained.

To illustrate the situation, we omit possible additional data sets, dependencies on un-
derlying dynamical systems, and constraints on the parameters, and differ between three

pe R": (2.3)

situations.

1. Time-dependent models: The model function f;(p) depends on the experimental time,
i.e., we have measurements of the form

(ti,yi), Z:L,l s (24)
moreover a model function h(p,t), and we want to estimate the parameter vector p by
minimizing

min 3i_, (h(p, ;) — i)’
peR": 1 (. &) — ) (2.5)
PSP S Pu :

In this case, we define



2. Time- and concentration dependent fitting criteria: The data fitting function f;(p) de-
pends on the experimental time and an additional parameter which we call concentra-
tion. Any other physical meaning is, of course, allowed. We proceed from measure-
ments of the form

(tiaciayi) ) 1= 1a"'7l ) (27)
a model function h(p,t,c), and we want to estimate the parameter vector p by mini-
mizing
ol 2
min 5,y (h(p, ti, ¢i) — i
peR": 1 (Al )~ w) (2.8)
PSP <Py :

In this case, we define

Advantages are the possibilities to define a model as a function of ¢t and ¢, and to
generate three-dimensional plots. The drawback of this formulation, however, is that
an underlying differential equation cannot depend on ¢ as well, since we would have to
evaluate the right-hand side of an equation also at intermediate times and would not
know how to insert a suitable concentration value.

3. Time- and concentration dependent models: To overcome the drawback mentioned
above, we assume that the dynamical model, say an ordinary differential equation,
depends on an additional, in the statistical sense independent parameter ¢, i.e., ¢ may
be inserted into initial values, right-hand sides, fitting criterion, or even constraints.
Now we proceed from measurements of the form

(ti,Cj,yZ‘j),izl,...,lt,jzl,...,lc . (210)

The model function is again given in the form h(p,t,c), and we want to estimate the
parameter vector p by minimizing

min 300, Y (h(p, ti, ;) — vig)?

pelR": (2.11)
PL=DpP =Py
Now we get the fitting criterion
fu(p) :h(p,ti,Cj)—yij, izl,...,lt;, j:]_,...,lc . (212)

In the subsequent sections, we proceed from the most general situation (2.11) and illus-
trate our approaches by examples.



2.2 Explicit Model Functions

In this section, we restrict our investigations to parameter estimation problems, where one
vector-valued model function is available in explicit form, the so-called fitting criterion, with
one additional variable called time, and optionally with another one called concentration.
We proceed now from r measurement sets, given in the form

(tivcj ), i=1,.. 0, j=1,... 1, k=1,...r, (2.13)

where [; time values, [. concentration values and [ = [;[.r corresponding measurement values
are defined. Together with a vector-valued model function

h(pa ta C) = (hl(pa ta C>7 ceey hr(pa ta C))T )

we get a data fitting formulation (2.1), (2.2), or (2.3), by

fo(p) = wi(hip. tis ¢5) — yiy) (2.14)

where s runs from 1 to [ = [;l.r in any order. Moreover, we assume that there are suitable
k

weight factors w;; > 0 given by the user that are to reflect the individual influence of a
measurement on the whole experiment. Zero weights can be defined, if, for example, there
are several concentration values ¢y, ..., ¢, but measurements are not available for each time
value tq, ..., 1.

The basic idea is to minimize the distance between the model function at certain time and
concentration points and the corresponding measurement values. This distance is denoted
as the residual of the problem. In the ideal case, the residuals are zero indicating a perfect
fit of the model function by the measurements.

In addition, we allow any nonlinear restrictions on the parameters to be estimated, in

form of general equality or inequality constraints

g;\p = 07 jzla“'ame )

i(P) , (2.15)
gilp) = 0, j=me+1,..m, .

It must be assumed that all constraint functions are continuously differentiable with respect

to p.
To summarize, the resulting least squares problem is of the form
min Yoy S0y Sl (wh (hi(p, ti, ¢) — yk))?
g;\p 207 jzla"'7me )
peR": i(P) . (2.16)
gi(p) >0, j=m.+1,....,m, ,

<P Py,



see (2.1). Alternatively we get the corresponding L;-formulation by minimizing

r In le

Z Z Z wfj‘hk(pa tiacj) _yzk]| )

k=1 i=1 j=1
see (2.2), or the L-formulation

k k
k:l,...,r;z'zmlfl..},{lt;j:l,...,lc w"j|hk(p’ tiy c;) — yij| ’

see (2.3).

Example 2.1 (RAT_APP) We want to fit some parameters py, ..., ps, so that the data
of Table 2.1 are approximated by a rational function

2+ pot

hip,t) =p1——""—,
(p, 1) p1t2+p3t+p4

see Lindstrom [285] and Deuflhard, Apostolescu [112]. There is no concentration parameter,
but we want to fit the outer measurement values exactly, i.e., we define two additional non-
linear equality constraints g1(p) = h(p,t1) — y1 and go2(p) = h(p,t;) — y, with Il = 11. There
1s only one measurement set and all weights are set to 1. Thus, the least squares data fitting
problem s

min Y5y (h(p,ti) — yi)?
peR": 9i(p) =0,
92(p) =0 .
When starting the code DFNLP of Schittkowski [/29] from

P’ = (0.25,0.39,0.415,0.39)"
with a termination tolerance of 1072, we get the solution vector
p* = (0.1923,0.4040,0.2750, 0.2068)"

after 10 iterations. The final residual is 3.78 - 1072 and the mazimum constraint violation
is 3.1 - 107, The individual residuals and the relative errors are also listed in Table 2.1.
Model function and data are plotted in Figure 2.1.

Since the model function h(p,t,c) does not depend on the solution of an additional
dynamical system, we call it an explicit model function. Otherwise, h(p,t,c) may depend
on the solution vector y(p, t, ¢) of an auxiliary problem, for example an ordinary differential
equation that is implicitly defined. Models of this kind are considered in the subsequent
sections. But explicit model functions can reflect solutions of dynamical systems, that are
analytically solvable, as shown by the subsequent example.

b}



ti i |h(p*, t;) — i error
0.0625 0.0246 2.5230- 1071 0.0 %
0.0714 0.0235 4.6890 - 1073 20.0 %
0.0823 0.0323 2.7982- 1074 0.9 %
0.1 0.0342 5.4681 - 1073 16.0 %
0.125 0.0456 3.9113-1073 8.6 %
0.167 0.0627 2.6394 - 1073 4.2 %
0.25 0.0844 8.5962 - 1073 10.2 %
0.5 0.16 1.3765- 1072 8.6 %
1.0 0.1735 8.6748 - 1073 5.0 %
2.0 0.1947 3.6381-1074 0.2 %
4.0 0.1957 8.0491 - 10716 0.0 %

Table 2.1: Experimental Data and Final Residuals
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Figure 2.1: Function and Data Plot
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Linear Compartmental Model
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Figure 2.2: Function and Data Plot

Example 2.2 (LKIN_X3) The next test case consists of an explicit solution of a linear
ordinary differential equation

hl(p7t7c) = CeXp(_plt) )
ho(p,t,¢) = 5P (exp(—pat) — exp(—put)) -

The concentration parameter represents now the initial dose of an experiment, and is set to
c1 = 50, co = 100, and c3 = 150. We assume thatl there are measurements for both fitting
criteria at time values 1, 2, 3, 4, 5, 10, 15, 20, 25, 30, 40, 50, 60. FEzxperimental data
are simulated by inserting p; = 0.1 and py = 0.05. Subsequently a noise of 5 % is added
randomly to the data. In other words we haven =2, [, = 13, [, = 3, and r = 2, i.e., a set
of | = 84 measurements. The minimization problem is

min 22 Y3 (h(p,t ) — uh)? + (ha(p, tis c) — y3)?)
p e IR?
see (2.16). Starting from p0 =1 and p3 = 0.1, DFNLP computes the solution p} = 0.10014,

ps = 0.04987 after 26 iterations. Final termination accuracy is set to 107, and the surface
plot of both fitting criteria is shown in Figures 2.2 and 2.5.



Linear Compartmental Model

Figure 2.3: Model Function Plot



2.3 Laplace Transforms

In many practical applications, the model is available in form of a Laplace formulation. We
want to proceed directly from the Laplace transform and to compute its inverse internally
by a quadrature formula proposed by Stehfest [4190].

The advantage of a Laplace formulation is that the numerical complexity of nonlinear
systems can be reduced to a lower level. Linear differential equations, for example, can be
transformed into algebraic equations and linear partial differential equations can be reduced
to ordinary differential equations. The simplified systems are often solvable by analytical
considerations.

Let us assume that the model function is given in form of a Laplace transform, say
H(p,s,c) € IR", depending on the parameter vector p to be fitted, the Laplace variable s,
and an optional concentration parameter c¢. The inversion is performed numerically by the
quadrature formula of Stehfest [190], for example. Proceeding from coefficients which can be
evaluated before starting the parameter estimation algorithm, we compute the expression

In2 2 In 2
hi(p, t, ) —“_ZUZ “: c) (2.17)
for k = 1,...,r. The vector-valued functlon h(p,t, ¢) is a numerical approximation of the

inverse Laplace transform of H(p, s, c) subject to an accuracy given by the number ¢, and
defines our fitting criterion. It is recommended to use ¢ between 5 and 8. Any smaller value
decreases the required accuracy, any larger value introduces additional round-off errors.
However, numerical instabilities must be expected in case of highly oscillating functions.

A particular advantage of the above formula is that we get easily the gradient of the fitting
function subject to the parameters to be estimated, if derivatives of the Laplace transform
V,Hi(p, s, c) are available,

In2 11n 2
Vohi(p,t,c) = TZUZ V,Hi(p, — ,C) . (2.18)
=1
Proceedmg now from measurements (¢;, ¢;, yw) and weights ww, 1=1,..,0l,7=1,...,

le,and k=1, ..., r, we get the data fitting problem

Comin Yoy Yty Sy (W (he(ptis ) — )
PSP =< Pu

General nonlinear constraints are omitted for simplicity.

Example 2.3 (LKIN_L3) The formulation of a data fitting model in the Laplace space is
illustrated by a simple test case, see also Example 2.2. A linear ordinary differential equation
describes a kinetic process in the form

pe R (2.19)

v = —koy , y11(00=D |
Y2 = kwy —kaya , 32(0)=0

9



q residual J 2

4 0.212-1073 0.10015 0.049823
5 0.105- 1074 0.100120 0.049960
6 0.165-107° 0.100081 0.049963
7 0.104-107° 0.100067 0.049953
8 0.101-107° 0.100063 0.049950
9 0.101-107° 0.100062 0.049949
10 0.101-107° 0.100060 0.049948

- 0.462- 1077 0.100054 0.050002

Table 2.2: Final Residuals and Solution Vectors

If Y1 and Yy denote the Laplace transforms of y1 and ys, respectively, and if we exploit the
linearity of the Laplace operator, we get the system

sY1— D = —kipY;
sY, = k1o2Y1 — ko1Ys .
Let Yi(p, s, D) and Ys(p, s, D) be the solution of this system with p = (kia, ko1)T, i.e.,

D
s+hkip
k1o D
(s + kio)(s+ kot)

Yi(p,s,D) =

Yao(p,s,D) =

The parameters to be estimated, are the transition coefficients k1o and kop, and three values
are given for the initial dose D. Fxperimental data are simulated in the following way.
We proceed from the time values given in Ezample 2.2 and p = (0.1,0.05)7, compute exact
solution values for D = 50,100,150, and add a small random noise in the order of 107%.
Then we ezecute the least squares code DENLP with termination accuracy 10~° starting from
P’ = (1.0,0.1)T for different values of q.

The numerical results are listed in Table 2.2, where the last line contains the results obtained
for the exact solution. DEFNLP converges within 21 iterations in all cases. We see that
the residual is improved from q = 4 to q = 10, but numerical instabilities prevent further
significant improvements for q larger than 7. The residual is scaled by the sum of squared
measurement values for each measurement set.

10



2.4 Steady State Equations

We consider now parameter estimation problems where the fitting function depends on a
variable t called time, a further independent model variable ¢ called concentration, the para-
meter vector p to be estimated, and the solution z of a steady state system, i.e., a system of
time-dependent nonlinear equations. Again, it is supposed that r measurement sets of the

form
(ticjyl) i=1,. 0, j=1,... e, k=11, (2.20)

are given with [; time values, [. concentration values, and [ = [;[.r corresponding measured
experimental data.

Together with a fitting criterion function h(p, z,t,¢), we get a parameter estimation
problem (2.1), (2.2), or (2.3) by

fs(p) = wf](hk(pa Z(p, tiacj)atiacj) - yzkj) ) (221)

where s runs from 1 to [ = [;l.r in any order. The state variable z(p, t,c) € IR™ is implicitly
defined by the solution z of the system

Sl(p727tac> = 0 )
ce (2.22)
Sm(p,z,t,¢) = 0 .

The equations are often obtained by neglecting the transient part of a differential equation,
so that the dynamical system is considered in the steady state.

The system functions are assumed to be continuously differentiable with respect to vari-
ables p and z. Moreover, we require the regularity of the system, i.e., that the system is
solvable, and that the derivative matrix

0s; t
V.s(p, 2, t,c) = <—8](]3;’ ’c)> (2.23)
v i=1,m;j=1,m

has full rank for all p with p;, < p < p, and for all z, for which a solution z(p,t,c) exists.
Consequently, the function z(p,t,c) is differentiable with respect to all p in the feasible
domain.

Now let ¢ be fixed and let z(p,¢,c) a solution of the system of equations. If we de-

note s(p, z,t,¢) = (s1(p, z,t,¢), ..., sm(p, 2,t,¢))T for all z and z, we get from the identity
s(p, z(p,t,c),t,c) = 0, which is to be satisfied for all p, the derivative
V,s(p, z(p,t,c),t,c) + Vz(p,t,c)V.s(p, z(p, t,c), t,c) =0 . (2.24)

Here, V,s(p, z,t,¢) and V.s(p, z,t,c) denote the Jacobian matrices of the vector-valued
function s(p, z, t, ¢) with respect to the parameters p and z, respectively. In other words, the
desired Jacobian Vz(p,t, c) is obtained by solving the linear system

V,s(p, z(p,t,c),t,c) + VV,s(p, z2(p,t,c),t,c) =0, (2.25)

11



where V is a m x n-matrix. Note that we describe here the implicit function theorem. Since
V.s(p, z(p, t,c),t,c) is nonsingular, the above system is uniquely solvable.
Finally, we obtain the gradients of the fitting criterion from

st(p) = ZUJZ (vph(p’ Z(pa t’iacj)at’ivcj) + Vz(pa tzacj)vzh(p’ Z(pa tiacj)atiacj)) (226)

fori=1,..,04,j=1,...,l,and k=1, ..., r, where z(p, t, c) is the solution of the system
of nonlinear equations (2.22) and Vz(p,t,c¢) = V computed from (2.25).

In addition, we allow any nonlinear restrictions on the parameters to be estimated, in
form of general equality or inequality constraints

9i(p) = L.,me

0, 5=
| (2.27)
g](p) Z 07 j:me+1,...,mr .

It is assumed that all functions are continuously differentiable subject to p. The above
formulation (2.27) includes also the possibility, to define dynamical inequality restrictions
that are constraints depending on the state variable z(p, t, ¢) at known time and concentration
values. Thus, constraints of the form

g](p) :gj(p7z(p7 tij7ckj)7tijackj> (228)

for m, < j < m, are permitted at predetermined time and concentration values, that must
coincide with some of the given independent measurement data. If constraints are to be
defined independently from given measurement data, it is recommended to insert dummy
experimental values with zero weights at the desired time and concentration points ¢;; and
cy;, respectively. A more extensive discussion and an example is found in the subsequent
section.

Example 2.4 (RECLIG19) To illustrate the data fit of a steady state system, consider
the following example that is similar to a receptor-ligand binding study with one receptor and
two ligands, see Schittkowski [/52]:

21(1+pi1zo+pozs) —ps = 0,
2o(1 4 p121) — P4 = 0, (2.29)
23(1 +p221)—t = 0.

State variables are z1, zo, and z3, and the parameters to be fitted, are py, ps, and py. ps = 100
18 fixed to avoid an overdetermined system, and t is the independent model variable. There
is no concentration variable and the fitting criterion is h(p, z,t) = py — 2.

Ezperimental data are simulated at 13 time values 1, 5, 10, 50, 100, 500, ... 1,000,000 and
subject to p1 = 0.01, py = 0.0005, and py = 1. An error of 5 % is added to the measurement
values. For our numerical tests, we use the starting values 20 = p3, 29 = py, and 2§ =t

for solving the system of nonlinear equations. p; = 0.1, po = 0.0001, and py = 2 are the

12
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Figure 2.4: Model Function and Data Plot

starting values for the least squares algorithm DFNLP of Schittkowski [/20] executed with
a termination tolerance of 107°. After 11 iterations, we reach the parameters p; = 0.0109,
po = 0.000554, and py = 0.985. The final residual is 0.00020. Model function values and
simulated measurement data are plotted in Figure 2.J.
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2.5 Ordinary Differential Equations

2.5.1 Standard Formulation

As before, we proceed from r data sets of the form
(ticjyl) i=1,.. 0, j=1,... e, k=1,...r, (2.30)

where [; time values, [. concentration values and [;[.r corresponding measurement values are
defined. The vector-valued model function

h(p7y(p7t7 C>7t7c) - (hl(p7y(p7 t7c)7t7 C)? AR h'f‘(p?y(p7 t7c)7t7 C>>T

depends on the concentration parameter ¢ and in addition on the solution y(p,t,c) of a
system of m ordinary differential equations with initial values,

no= Fi(py.te) , n(0)=10(pc) ,
(2.31)

ng - Fm(payatac> 7ym(0>:y$n(pac> .

Without loss of generality, we assume that, as in many real life situations, the initial time
is zero. The initial values of the differential equation system y?(p,c), ..., y2 (p,c) may
depend on one or more of the system parameters to be estimated, and on the concentration
parameter c.
In this case, we have to assume in addition that the observation times are strictly in-

creasing, and get the objective functions

roo Ll

>y w} (hi(p, y(p, tiy ), tis ¢5) — ) (2.32)

klzl]l

for the least squares norm,

r e e
Z Z |hk 2%, pa tiacj)atiacj> _yzkj| (233)
k=1 1=1 j=1
for the L;-norm, and
ax wf]|hk(pay(p7 tucj))tzacj) —yf;| (234)

kzlv"'vr;i:lv"-7lt;j:17"'7lc

for the maximum-norm.

The system of ordinary differential equations is to be solved numerically by explicit or
implicit integration methods. To be able to evaluate the gradient of the fitting criterion with
respect to p, for example to compute

vfs( ) - 2w (v h(p7 (pa t’iacj)at’hcj) + vy(pa tzacj)vyh(p7y(p’ t’iacj)7tiacj)) (235)
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in case of (2.32), fori=1,...,l;,7=1,...,l,,and k=1, ..., r, we need the derivatives of
the solution vector y(p, t, c¢) subject to p, that is Vy(p,t;, ¢;). For evaluating Vy(p,t,c), we
apply either outer approximations, for example a forward difference or any similar formula,
we add sensitivity equations to the ODE, or we use internal numerical differentiation.

Example 2.5 (LKIN_O3) We consider again Example 2.2, now given in the notation

U1 = —kiay ) yl(o) =D,
Y2 = kioyn — ka1ya yz(O) =0,

where three different initial doses D1 = 50, Dy = 100, and D3 = 150 are applied. FExperi-
mental data are generated for the same 13 time values starting the simulation from ks = 0.1
and kyy = 0.05 and adding a random error of 5 %. The differential equation is solved
by an explicit integration algorithm with termination accuracy 10719 and internal numeri-
cal differentiation. We get exactly the same solution after 26 iterations, as for the explicit
formulation. Only the calculation time is about 50 times bigger because of the extremely ac-
curate ODE solution, where more than 10 correct digits are required. If, on the other hand,
we reduce the integration and optimization accuracy to 1075, we get the somewhat different
solution ks = 0.10028, koy = 0.04994 again in 26 iterations, but now the calculation time is
only 18 times bigger.

2.5.2 Differential Algebraic Equations

Now we add algebraic equations to the system of differential ones (2.31). In this case, the
fitting criterion h(p,y(p,t,c), z(p,t,c),t,c) depends on my, differentiable variables y(p,t,c)
and m, additional algebraic variables z(p, t, c). The dynamical system is given in the form

3)1 - Fl(payaz?tac) ) 3/1(0) :y(l)(pac> )

Umg = Fug0y,2,t,0) 5 Ymy(0) =0, (05 ) (2.36)
0 - Gl(p7y727ta0) ’ 21(0) - Z?(pv C) )

0 = Gu(y ztc) | zn(0)=20 (pc) .

Without loss of generality, we assume again that the initial time is zero. The initial values
of the differential equations 4%(p, c), ..., ygld (p,c) and of the algebraic equations z{(p, c), ...,
z,(;a (p, ¢) may depend on the system parameters to be estimated, and on the concentration
parameter c.

Now y(p,t,c) and z(p, t,c) are solution vectors of a joint system of m, + m, differential
and algebraic equations (DAE). The system is called an index-1-problem or an index-1-DAE,
if the algebraic equations can be solved subject to z, i.e., if the matrix

V.G(p,y, 2,t,c) (2.37)
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possesses full rank. If my = 0, we get a steady state system as discussed in Section 2.3. In all
other cases, we obtain DAE’s with a higher index, see for example Hairer and Wanner [199]
for a suitable definition and more details. For simplicity, we consider now only problems
of index one, although one of our standard implicit solver is able to solve also index-2- and
index-3-problems. Note that problems with higher index can be transformed to problems of
index one by successive differentiation of the algebraic equations.

We have to be very careful when defining the initial values of the model, since they must
satisfy the consistency equation

Gl(p’yo(p7c)720(p7c)7tﬂc):O’ A 7Gma(p7y0(p’c)’Zo(p7c)7tﬂc):O N (2'38)

Otherwise, we have to check, whether the consistency condition is satisfied before starting the
integration. If not, consistent initial values must be computed by solving the above system
of nonlinear equations subject to z, where the initial values for the differential equations are
inserted.

Example 2.6 (BATCHREA) We consider a simplified batch reactor model discussed by
Caracotsios and Stewart [75], where 6 differential and 4 algebraic equations are given,

Y1 = —D3Y222 . y1(0) = 1.5776 |

Y2 = —D1Y2Ys + P22s — P3yaz2 . y2(0) =832,

Us = Dsyaza + PayaYs — P52 , ys(0) =0,

Ys = —PpaYa¥e + D5Z3 . ys(0) =0,

Us = D1Y2¥e — D274 . ys(0) =0, (2.39)
Y6 = —D1Yole — PaYa¥e + P22a +pszz,  ys(0) = 0.0131

0 = —2—00131+ys+20+23+24 , 2(0)=2,

0 = (pr+2)n—pwn , 2(0)=2) |

0 = (ps+21)z3—Dsys , 23(0) =0,

0 = (ps+21)24— peys , 24(0)=10 .

2V = 0.5( — pr+ /P2 + 4p7y1(0)) guarantees consistent initial values for the algebraic vari-

ables.

Measurement data are simulated fort; =14,1=1, ..., 10, p; =1,i=1, ..., 8, with 8 correct
digits, and fitting criteria are y1, ..., y¢. The DAFE is integrated by an implicit method
with absolute and relative termination tolerance 1072, and the least squares code DFNLP is
executed with final accuracy of 1072,

DFENLP terminates after 58 iterations with a scaled residual of 0.000029. Starting values
p° and final parameter values p* are shown in Table 2.3. The data fitting model is highly
overdetermined. In other words, we have too many parameters making it impossible to eval-
uate them at least from the given data. Only some of them are in the order of the known
exact values.
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1 3.0 1.031
2 1.5 0.751
3 1.1 0.591
4 0.5 0.946
5 0.6 1.029
6 14 2.983
7 10.0 9.752
8 0.1 1.068

Table 2.3: Starting and Computed Values for Example 2.6

2.5.3 Switching Points

There are many practical situations, where model equations change during the integration
over the time variable, and where corresponding initial values at the switching points must
be adopted. A typical example is a pharmacokinetic application with an initial infusion and
subsequent application of drug doses by injection. It is even possible in these cases that the
solution becomes non-continuous at a switching respectively break point.

We assume for simplicity that the dynamical model is given in form of an ordinary
differential equation with initial conditions. In a similar way, we may define switching points
for steady state systems or differential algebraic equations. We describe the model by the
equations

y? = Flo(payoatvc) ) y‘f(O) :yg(pa C) )
. (2.40)
y?n = Fr(r]z(p’yoat7c) ) ygn(o) :ggn(p’c) ’
for 0 <t <7 and
o= Flpyito ,yi(n) =70 e (0me)
. (2.41)
yrzn = F;n(pvylatac) ) yfn(Tz) :géz(pvcayrz;l(p77—i7c))
for ; <t < 7yq,t=1, ..., ny. ny is the number of break respectively switching points
with 0 <7 < ... <7, <T, where 7,,,41 = T is the last experimental time. The initial

values of each subsystem are given by functions @; (p, ¢, y) depending on the parameters to
be estimated, the actual concentration value, and the solution of the previous interval at
the break point 7;. Internally the integration of the differential equation is restarted at a
switching point.
Example 2.7 (LKIN_BR) Consider the linear compartment model of Example 2.2,
= —kiay » y1(0) =Dy,
‘ © (2.42)
Yo = kiy —kaye , 42(0) =0
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Figure 2.5: Function and Data Plot for Compartment 1

with an initial dose Dy = 100 for the input compartment y,. After 11 = 24 respectively
Ty = 48 time units, another dose of D1 = 40 respectively Dy = 40 is applied. Formally, the
initial values at t = 0 and the switching times are given by

7i(p) = Dy ,

7o(p) = 0,
i yi(p,m)) = yllp,m)+ Dy,
%P9 (p,m) = y(pm)
710, yi(p,m)) = vyi(p,m2) + Do,
U0, %2(p, 7)) = a(p,72)

Here we omit the concentration variable ¢ to simplify the notation, and the parameter vector
s p= (ku, le)T-

Experimental data are simulated for 17 time values between 0 and 100 and ko = 0.1 and
ko1 = 0.05. A random error of 5 % as added to the obtained data. The differential equation
15 integrated by an explicit Runge-Kutta code with absolute and relative termination accuracy
107, The least squares solver DFNLP is started at kis = 1 and ko, = 1 with a termination
tolerance of 1071, After 60 iterations the termination conditions are satisfied at k1o = 0.0984
and koy = 0.0512. Function and data plots are shown in Figures 2.5 and 2.6.

It is even possible that break points become variables that are to be adapted during the
optimization process. However, there is a dangerous situation, if during an optimization
run a variable switching point passes or approximates an experimental time value. If both
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Figure 2.6: Function and Data Plot for Compartment 2

coincide and if there is a non-continuous transition, then the underlying model function is
no longer differentiable subject to the parameter to be optimized. Possible reactions of the
least squares algorithm are slow final convergence rates or break down because of internal
numerical difficulties. On the other hand, variable switching points are highly valuable when
trying to model for instance the input feed of chemical or biological processes given by a
bang-bang control function or any other one with variable break points.

To give an example, consider a pharmacokinetic model with an initial lag time, that is
unknown a priori.

Example 2.8 (LKIN_LA) We consider the same linear compartment model as before, but
now with a lag time T,

. 0 if t<r

= ) : ) 7 0 :D 7
h { —kiyp S f =T, 5 (0) ’ (2.43)
Yo = k1291 — k2192 , 42(0) =0

with an initial dose Dy = 100. Ezperimental data are simulated under the same conditions
as for Example 2.7, but now with 7 = 5 as additional model parameter to be estimated,
and without further switching points. DFNLP is started at 7 = 1, k1o = 1, and koy = 1
with a termination tolerance of 10710, After 59 iterations, the termination conditions are
satisfied at T = 5.21, ko = 0.1022, and kg; = 0.0499. Function and data plots are shown in
Figures 2.7 and 2.8.

So far we considered only given switching points, which are stated explicitly as part of
the model formulation. However, there are very many other reasons for discontinuities of
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the right-hand side of a system of ordinary differential equations, where switching points are
defined implicitly. They appear especially in chemical engineering or multibody systems, see
Preston and Berzins [390] in the first and Eich-Soellner and Fiihrer [132] in the second case.
A typical example is dry friction between two bodies, see Example 2.10 below.

It must be expected that the direct integration of an ODE with discontinuities leads to
numerical instabilities, since very small stepsizes must be used to pass around a cornerin the
solution. Typically, the ODE formulation is extended by a vector-valued switching function

4,y 1),t) = (@0, y(, 1), 1), a4y (0, y(0, 1), 1)
which must be given by a user a priori to specify the change of a sign in the model equations
for example, and which could also depend on parameters to be estimated. Here we omit
the additional concentration variable ¢ to simplify the notation. Then we proceed from the
dynamical system

o= Fi(pytsign(q(p.y,1) , yi(0) =ylp) |
(2.44)

Example 2.9 (LKIN_LA) Consider again Ezample 2.8. We define q(p,y,t) =t — 7 and

. 0 , if sign(q) = —1,
F = v =D
1(p,y, 1, sign(q(p, y, 1)) { kg if sign(q) = +1. O =Do o 4
Fy(p,y, L, sign(q(p,y, 1)) = kiayr — kaiye » 42(0) =0

with P = (k127 ]{721, T)T.

The implicitly given switching times must be computed internally during the numerical
integration of (2.44). As soon as a change of the sign of the switching function ¢(p,y,t) is
observed, a special root finding sub-algorithm must be started to locate the switching time,
leading to substantial additional numerical efforts. The integration is then restarted from
the computed value, see Eich-Soellner and Fiithrer [132] for more details, or Chartres and
Stepleman [36], Mannshardt [317], Carver [30], Ellison [136], or Gear and Osterby [165] for
alternative approaches.

In some situations, however, it is possible to avoid the internal approximation of discon-
tinuities, by introducing artificial switching times that must be optimized together with the
given parameters p. The switching function ¢(p,y,t) can be avoided completely, and the
integration is safely restarted at the known switching times without crossing a discontinuity.

To apply the proposed strategy, we need to know, how to replace the switching function
q(p,y,t) by suitable switching times, and one should know a bit about the distribution of
switching times, for example their number and serial order. But if we are able to collect
some information a priori, it is possible to simplify and stabilize the numerical integration,
as shown by the subsequent example.
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Example 2.10 (DRY_FRI1/2/3) We consider a simple mass oscillator with dry friction
between two bodies, confer Eich-Soellner and Fihrer [152]. The dynamical system is given
by two second-order differential equations

#1(0)
#5(0)

midy = fi — psign(iy — 22) , z1(0)

b v (2.46)
1, 0, '

1
mgfi‘g = fg + 1% szgn(xl — IL‘Q) s 1'2(0)

with my = mg = 1, f; = sint, and fo = 0. p = p is considered the unknown parameter
to be estimated. When integrating the above system for y = 1.5 fromt = 0 to t = 10
without any safequards, we get an unstable solution as shown in Figure 2.9 only for x(t).
Numerical instabilities occur also for zo(t), 1(t), and io(t). However, when reducing the
influence of the friction coefficient to p = 0.01, we are able to integrate the system despite
of the discontinuity, see Figures 2.10 and 2.11. The dotted lines represent xo(t) and &o(t),
respectively.

We generate artificial exact measurements for x1(t), xo(t), @1(t), and i2(t) at time values
ti=1fori=1, ..., 10, and p* = p* = 0.01 without any random errors. Although the initial
residual is in the order of 10, we are nevertheless able to recompute this optimal solution
when starting from pg = 1.5, see Table 2.4, case 1. The least squares code DFNLP is applied
with termination tolerance 10713,

From the differences of the velocities in Figure 2.11, it is obvious that we do not have more
than two switching times. Thus, we add two additional optimization variables 1 and To,
leading to the differential equations

Moy = [o+p(dy —3) , 23(0) =1, @3(0) =0
forallt <,
ml:i‘% = fl +:U’(i‘% - :L‘%) ) ZL’%(O) - :L‘%(p, Tl) ) :L‘%(O) - l’%(p, Tl) ’ (2 48)
forall <t <, and
mli:f = fl - :u(x:f - x%) ) le)’(O) = x%(pv TQ) ) x‘;’(O) = l"%(pa T2) ’ (2 49)
Moy = fo+ p(if —13) , 23(0) = 23(p, 1), #5(0) = @3(p, ™

for allt > 15. Now, the numerical instability for large friction coefficients mentioned above,
1s avoided, see Figures 2.12 and 2.13, where the estimates 7, = 6 and 7o = 7 are inserted for
the switching times.

When starting DENLP from p = 1.5, 71 =6, and 15 = 7 we obtain the results of Table 2./,
case 2. We are able to identify the friction coefficient and the implicitly given switching
times. It is necessary to add linear inequality constraints to satisfy 0 < 13 < 15 < 10.

22



Dry Friction (p = 1.5)
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Figure 2.9: Function Plot for x;(t)

case Mg residual I 75 T T3 Ty
1 40 0.31-107%  0.009998899 - - -
2 57  0.57-107'" 0.009999998 5.78997 6.77911 -
3 33 0.62-107'2 0.010000005 3.97642 3.97642 5.79262 6.77731

Table 2.4: Number of Iterations, Residuals, and Optimal Solution for Dry Friction Problem

We cannot expect in general that the exact number of switching times is known. If, however,
too many switching times are defined in form of additional optimization variables, there
should be an overlay of final optimal values cancelling their influence. To illustrate this
situation, we add two further switching times to our example, in the same way as outlined
before. It is essential, to add linear inequality constraints of the form 0 < 7 < 7 < 13 <
74 < 10 to the least squares optimization problem, to guarantee consistency of the model
equations. When starting DFNLP with the same termination tolerance used before and the
wmitial values p = 1.5, 71 =4, 79 = 5, 73 = 6, and 5 = 7, we obtain the numerical results
shown in Table 2.11, case 3. In all three cases, the differential equation is integrated by an
implicit method with absolute and relative termination tolerance 1075,

The example shows that the parameter estimation problem is solved more efficiently
and more accurately when introducing switching times. There is, however, a drawback of
the proposed approach when too many switching times are defined. If some of them are
redundant and become identical at an optimal solution as for case 3 of Example 2.10, then
the final optimal solution is not unique and a slow final convergence speed must be expected.
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Dry Friction (u = 1.5, 71 =6, 5 =7)
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Figure 2.13: Function Plot for #,(t) and @5(¢) with Two Switching Times
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2.5.4 Constraints

Constraints in equality or inequality form

g](p) :07 jzla“'ame )

2.50
gi(p) =0, j=me+1,...m, (2:50)

can be added to the general objective functions (2.1), (2.2), and (2.3), or to the data fitting
formulations (2.32), (2.33), and (2.34), respectively. These restrictions define certain addi-
tional conditions to be satisfied for the parameters to be estimated. Functions g;(p), ..
Gm, (p) must be continuously differentiable everywhere in the IR™.

A typical situation is discussed in Example 2.1, where the exact satisfaction of the first
and last fit are required. The generation of more systematically introduced constraints will
be discussed in subsequent sections.

Another frequent situation arises, if for example the parameters to be estimated, describe
certain concentrations of fractions of a given amount of mass distribution, so that the sum
over all parameters must be one at least at an optimal solution.

*9

Example 2.11 (POPUL) We consider population dynamics of 10 species with a given
maximum population rate, each described by an ordinary differential equation

yz’ = Oéiyi(ymaz - yz) - ﬁzyz (251)
fori=1,...,10 with Yme: = 200. Initial values are
y? =pilNo ,

where p; is an unknown fraction of the initial population of Ny = 1,000 individuals for all
species, v = 1, ..., 10. We are able to measure the total number of individual members of
the population, i.e. fitting criterion is

10

h(p, y(p. 1), 1) = > wi(pt)

i=1

There is no additional concentration parameter and only one measurement set. Since each
parameter p; stands only for a fraction of a given constant value, the single equality constraint
18

10
glp)=>_pi—1=0.
=1

We declare suitable lower and upper bounds 0 < p; < 1 for the parameters to be estimated,
i =1, ..., 10. Experimental data are simulated subject to a parameter vector p* € IRY
and 83 equidistant time values 0.005, 0.01, 0.015, ..., 0.4. An error of 5 % is added to the
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o B P D
0.05 005 0.2 020 0.1717
0.05 030 02 018 0.1715
0.05 060 02 017 0.1713
0.05 1.00 02 0.15 0.1711
0.60 0.05 0.2 0.12 0.0760
0.60 0.30 0.1 0.08 0.0765
0.60 0.60 0.1 005 0.0763
0.60 1.00 0.1 0.03 0.0761
120 0.05 0.1 0.01 0.0048
10 1.20 030 0.1 0.0l 0.0049

© 00 ~J O U = W N .

Table 2.5: Constants and Staring, Optimal, and Computed Parameter Values for Population
Dynamics

computed simulation data. The remaining constants a; and (3;, the starting value p°, the
optimal parameter p*, and the computed parameter p are summarized in Table 2.5.
Numerical results are obtained by an explicit Runge-Kutta method with absolute and relative
termination accuracy 1077, The least squares solver DENLP is started with a termination
tolerance of 10719, After 18 iterations the termination conditions are satisfied at p with
a residual value of 0.00093 scaled by sum of squares of measurement values. Initially, the
equality constraint is violated, but is satisfied on termination subject to an error of 0.26-10713.
A function and data plot is shown in Figure 2.14.

Obuviously, we are unable to recompute the known exact solution vector p*. One possible
reason is the we generated too large errors in the measurements.

In addition, the constraint functions may depend on the solution of the dynamical system
at predetermined time and concentration values, i.e.

9i(0) = 9;(0,y(p, L, cx,), 2(Ds i,y iy ) iy Cry) (2.52)

for any j, m. < j < m,, where y(p,t,c) and z(p,t,c) denote the solution of a differential
algebraic equation (2.36) depending on the parameter vector p to be estimated, and certain
time and concentration values ¢ and ¢, respectively. Note that dynamical constraints should
be defined only in form of inequalities. Equality conditions can be handled as algebraic
equations, and are part of the dynamical model.

The predetermined time and, if available at all, concentration values must coincide with
some of the given experimental data. If constraints are to be defined independently from
given measurement data, it is recommended to insert dummy experimental values with zero
weights at the desired time and concentration points ¢;; and ¢y, respectively, 7 = m, + 1,

ey My,
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Figure 2.14: Function and Data Plot

Example 2.12 (LKIN_RE) We consider again Example 2.2 given by

= —nmh , 91(0) =p3
Vo= Diy1— P22, y2(0) =0 .

Experimental data are shown in Table 2.6, where we added artificial measurements with zero
weights for being able to define constraints of the form

gi(p) =45 — ya(tj4a) > 0

for 3 = 1,...,21. In other words, we would like to limit the second state variable by the
value 45.0 and require this condition at least at some discrete time values.

The differential equation is solved by an explicit integration algorithm with termination accu-
racy 107% and internal numerical differentiation. The least squares code DENLP terminates
after 10 iterations. Constraint 13 becomes active, and termination conditions are satisfied
subject to a tolerance of 1077. Figure 2.15 shows the bounded state variable y, where 1y, fits
the data as in the unconstrained case.

2.5.5 Shooting Method

The traditional initial value approach discussed so far, breaks down, if we are unable to
integrate the differential equation from initial time zero to the last experimental time ¢,.
One possible reason is numerical instability of the ODE that prevents a successful integration
over the total interval.
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2 2

=

vt Y w; Y; wy
1 1 85.34 1 10.86 1
2 2 79.44 1 21.1 1
3 3 79.13 1 27.01 1
4 4 T71.18 1 34.45 1
5 5 56.2 1 36.41 1
6 6 0.0 0 0.0 0
7 7 0.0 0 0.0 0
8 8 0.0 0 0.0 0
9 9 0.0 0 0.0 0
10 10 29.66 1 46.27 1
11 11 0.0 0 0.0 0
12 12 0.0 0 0.0 0
13 13 0.0 0 0.0 0
14 14 0.0 0 0.0 0
15 15 17.47 1 48.73 1
16 16 0.0 0 0.0 0
17 17 0.0 0 0.0 0
18 18 0.0 0 0.0 0
19 19 0.0 0 0.0 0
20 20 10.8 1 48.17 1
21 21 0.0 0 0.0 0
22 22 0.0 0 0.0 0
23 23 0.0 0 0.0 0
24 24 0.0 0 0.0 0
25 25 5.8l 1 41.76 1
26 30 3.23 1 27.32 1
27 40  0.93 1 20.7 1
28 50 0.32 1 11.18 1
29 60 0.1 1 5.76 1

Table 2.6: Experimental Data for Linear Kinetics Model
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Figure 2.15: Function and Data Plot for Constrained State Variable

Example 2.13 (DEGEN) We consider a simple second order differential equation given
by Bulirsch [03],
ij = p’y — (4 + p?) sin(pt) (2.53)

with initial values §(0) = 0 and y(0) = p. The equivalent first order system is

yl = Y2,

SRS (254
Yo = wyr— (p°+p7)sin(pt) .
If we try to integrate (2.53) or (2.54) by any of the highly robust and efficient methods
discussed in the previous chapter, from 0 to 1 with p = 50 and p = 3.1415926535, we get the
result displayed in Figure 2.16. Obuiously, the numerical solution fails because of internal
instability of the equation, even if we start with a very low integration accuracy, say 10719,
To explain the instability, we consider the general solution

y1(t) = sin(pt) + esinh(ut) |
y2(t) = pcos(pt) + ep cosh(pt)

with € = (m — p)/u. Round-off errors and slight numerical deviations of p from the true
m-value lead to an exponential increase of the computed solution because of the hyperbolic
functions involved.

Other reasons for considering the multiple shooting approach are singularities prevent-
ing an integration over the whole interval, or highly oscillating solutions, where the initial
trajectories for starting the least squares algorithm are far away from the experimental data.
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Figure 2.16: Single Shooting

Multiple shooting was first developed for solving boundary value and optimal control
problems, see Bulirsch [63], Bock [51], or Deuflhard [111]. A brief outline is also found in As-
cher and Petzold [11], see also Ascher, Mattheij, Russel [10] or Mattheij and Molenaar [324].
Multiple shooting is applied to the solution of data fitting problems by Bock [52].

The basic idea is to introduce n, additional shooting points along the time axis, say

O<n<...<Tp, <T, (2.55)

where T' = t;, is the last experimental time value. For formal reasons, we define 7 = 0.
Integration is performed only from one shooting point 7;_; to the next one 7;, and then
initialized with a shooting variable s; € IR™, + = 1, ..., n,. m denotes the number of
differential equations. The differences of shooting variables and solution at right-end of the
previous shooting interval lead to additional nonlinear equality constraints.

In a more formal way, we proceed from the following system of m ordinary differential
equations, where we omit the concentration variable for simplicity,

9B= Fpiyt) 0 =70 .

(2.56)
Um = Fap,y’ 1) yn(0) =Tn(p) |
for 0 <t <y, y?(p) given initial values, j =1, ..., m, and
yi - Ff(p, yi>t) ) yi(Tl) - Sil )
(2.57)

"

Ym = F;n(p7 yl7t) ) yfn(TZ) = Sm

form, <t<mu,i=1..,ns Thop1=1.
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This formulation is quite similar to (2.40) and (2.41), where switching points are taken
into account. The difference is the treatment of initial values for restarting the integration.
In (2.40) and (2.41) these values are known a priori as part of the mathematical model.
Now the initial values are unknown parameters to be computed in addition to the model
parameters p. Thus, we get mn, artificial optimization parameters si, ..., s,,, leading to
the total set of optimization parameters

P= (D1, Py Sty st st st

One has to guarantee that the differences between the trajectories at their right end
points coincide with the artificially introduced initial values for the subsequent interval.
Thus, we get an additional set of mng nonlinear equality constraints

yO(p’ Tl) — S5 = 0 )
1 — =
y (p7 T2) 82 ‘ O 9 (258)
ynsfl(p7 Tns) — Sn, — 0 )

where 3°(p, t) denotes the solution of (2.56) and y*(p, t) the solution of (2.57) for 7; <t < 7,41,
1=1, ..., n,.

Example 2.14 (LOT_VOL2) A famous biological model describes the behaviour of a preda-
tor and a prey species of an ecological system, used as a standard parameter estimation test
problem in the literature, cf. Clark [95], Varah [522], or Edsberg and Wedin [130]. The
so-called Lotka-Volterra system consists of two equations

o= —kiy + ke (2.59)

Yo = ksya — kayryo

with initial values y1(0) = 0.4 and y2(0) = 1. Parameters to be estimated, are ky, ko, k3, and
ky. If we insert the values ky = ko = k3 = 0.5 and ky = —0.2, and try to integrate the system
fromt =0 to t =10, then every ODE solver must break down because of a singularity near
t=3.3.

Thus, we have to apply the shooting technique for being able to avoid singularities. If
we assume that measurements for y, and ys are available, in our case obtained by sim-
ulation subject to 10 time values t; = 0.1, to = 0.2, ..., t19 = 1, the parameter values
p = (ki ko, ks, k)T = (1,1,1,1)T, and a subsequent perturbation of 5 %, we get the least
squares problem

min Y0 (y1(p, i) — y}))? + X2 (2(p. ti) — 42))?

yi(p,ti) —st =0 ,i=1,...,9,

pe R s1, s € R: (2.60)

Ya(p,t;) —s2 =0 ,i=1,...,9,
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Figure 2.17: Initial Multiple Shooting Trajectories

Here we have sy = (si, ..., )T and sy = (5%, ..., s2)'. wyi(p,t;) and ya(p,t;) are the
numerical solution of the Lotka-Volterra-equation of the proceeding interval from t;_y to t;.
In this case, we require that the shooting points coincide with the experimental time values,
e, T, =1t,1=1,...,9 andns =9, [, = 10. Thus, we get a least squares problem with 22
variables and 18 additional nonlinear equality constraints.

If we start now the code DFNLP from p = (0.5,0.5,0.5,—0.2)T, see above, and s¥ = yF,
1 =1, ..., 9 k = 1,2, we obtain the wnitial trajectories displayed in Figure 2.17. The
algorithm stops after 11 iterations, where the additional constraints are satisfied subject to
a mazimum deviation of 0.77 - 1077, see Figure 2.18. The computed optimal solution is
p = (0.984,0.980, 1.017,1.023)7.

It should be noted that the shooting method can be applied also to differential algebraic
equations, see Bock, Eich, and Schloder [53]. Additional safeguards are necessary, when
restarting the integration at a shooting point to satisfy the consistency conditions.

The above example and especially Figure 2.17 show another important advantage of
the shooting method. The additional artificial variables sy, ..., s,, require starting values
for executing a data fitting algorithm, say DFNLP. If, however, the state variables y;(p, 1),
..+ Ym(p, t) are also fitting criteria, i.e., if measurement values are available for all system
variables, then these values can be used as starting values for the shooting parameters. If
shooting times do not coincide with experimental times, one could compute them for example
by interpolation. Thus, the shooting method leads to excellent initial trajectories we would
hardly get by a trial-and-error approach. This feature explains the low number of iterations
of the data fitting algorithm, we usually observe in practical applications.

The main drawback of the shooting method is that the additional variables and nonlinear
equality constraints increase the complexity of the underlying data fitting problem. A typical
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Figure 2.18: Final Multiple Shooting Trajectories

optimization algorithm handles nonlinear equality constraints by successive linearization
requiring the solution of certain subproblems, where a quadratic programming or a linear
least squares objective function must be minimized subject to these linear constraints, see
Lindstrom [288].

But from (2.58) it is obvious that the Jacobian matrix of the constraints has a very special
block structure that can be exploited when solving the subproblems mentioned above. If we
combine the constraints (2.58) in one vector

g(pa S1y0 ey Sns> = (gl(p7 51)7 s 7gns(p7 Sns)>T

with
a(p,s1) = 3/0(29, ) = S1
. (2.61)
Gns (pa Sns) = yns_l(pv Tns) — Sns
we get
Vpgl(pa Sl) = vpyo(pa 7-1) )
. (2.62)
vpgns (pa Sns) - vpyn571(p7 Tns) )
and
_I vslyl(pa 7-2)
—1I V52y2(p7 7—3)
ng(p7817°'°a8ns): )
-1 vsnsflyn571(p7 Tns)
-1
(2.63)
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where [ represents an identity matrix of corresponding size.

Note that the evaluation of each single derivative matrix V, y*(p, 7;11) requires differen-
tiation of the corresponding ODE subsystem subject to initial values, since each s; is the
initial value for computing y(p,t) at t = 7,41, 1 =1, ..., ny — 1. However, the whole system
must be integrated in any case to compute the fitting criteria. Gradients V,y'(p, 7;41) are
either obtained by numerical differentiation or any other approach.

The special block structure belongs to linear equality constraints in the subproblem, so
that the mn, artificial shooting variables can be eliminated before starting the corresponding
solver.

2.5.6 Boundary Value Problems

So far, we discussed only initial value problems, where first order differential equations with
initial solution values at time ¢t = 0 are given in the form y(p, 0, ¢) = yo(p, ¢). However, there
are many applications where the solution must pass also another point, say at a final time
T with solution value y(p, T, c) = yr(p,c). But the satisfaction of the additional boundary
condition is only possible in the following situations:

e The underlying differential equation is a higher order system, usually of second order,
where boundary values for the left and the right side are given.

e In case of a system of first order equations, there are either left or right boundary
values.

e There are additional model parameters of the system to be adapted, so that a boundary
value formulated as an additional nonlinear equality constraint, is to be satisfied at
the optimal solution.

In the first two cases, the dynamical system can be expected to have a unique solution, so
that both boundary conditions are satisfied when evaluating the fitting criterion, whereas
in the second case, fulfillment of the right boundary condition is not guaranteed and can be
expected at most at an optimal solution. For more details about boundary value problems
(BVP) and their numerical solution see Ascher, Mattheij, and Russel [10], Mattheij and
Molnaar [324], or Ascher and Petzold [11].

Let a system of second order ordinary differential equations with boundary values be
given in explicit form

@1 - Fl(payvyat7c) ) yl(o) = y?(pv C) ) yl(T) = y,{(p’ C) )
(2.64)

ys = Fs(payayatac) ) ym(O) :ygn(p7 C) ) ym(T> :yrﬂ(p7 C) )

where we omit algebraic equations for simplicity. There is no need to develop a special
integration algorithm in case of a data fitting problem, since the boundary value problem is
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easily transformed into a first order initial value problem with additional free parameters to
be optimized, and additional state variables. From (2.64), we get the equivalent system

1= v , v1(0) =),

ng = Un y Um 0) = /021 )

. © 0 (2.65)

U1 = Fl(p7y7v7tac) ) yl(o) :yl(pac) )

is= Fip,y,v.t.c) , ym(0) =yn(p,c)
where vy(t), ..., v,(f) are the additional state variables to eliminate second derivatives,
and vY, ..., v2 additional optimization parameters. Moreover, we have to add equality
constraints of the form

) = nT,c)—yi(p,c) = 0,

e (2.66)

gm(P) = Ym0, T,c) = yh(p,c) = 0

to the data fitting problem. Here y(p,t,c) denotes the solution of (2.65) subject to p and
the concentration variable c¢. T' could be the final experimental time value, i.e., T'=[;. The
total set of parameters to be optimized is

_ 0
p= (pla"'apnavla"'avm

Example 2.15 (CARGO) The problem is to transfer containers from a ship to a cargo
truck, see Teo and Wong [502] or Elnager and Kazemi [137]. The dynamical model is
described by a system of second order differential equations

Ul(t) + I3 ,

=

ui(t) and us(t) describe the driving forces of a hoist and a trolley motor, in our case given
by third order polynomials with unknown coefficients, i.e.,

up(t) = pi + p5t + p5t® +ust® , k=1,2.

The purpose of the original formulation is to generate an optimal control test problem, where
ui(t) and uy(t) are to be determined, so that a certain cost function, the swing at the end
of the transfer, is to be minimized. In our case, we suppose that trajectories for the coor-
dinates x1(t), x5(t), and x3(t) are given between two boundary points a = (0,22,0)T and
b = (4.22,14.4,—0.314)T.  The question is how to compute initial velocities v = i1(0),
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exact starting computed

solution values solution
pi 1.0 1.0 0.7955
Py -5.0 0.0 -4.0864
s -2.0 0.0 -3.0344
i 1.0 0.0 1.3261
p? -4.0 1.0 -2.9628
pa -2.0 0.0 -1.3199
P 5.0 0.0 0.1332
i -1.0 0.0 1.6129
vy 5.0 1.0 5.0223
v -1.0 1.0 -0.1336
VY 0.0 1.0 0.0009

Table 2.7: Optimal, Start, and Computed Solution for Cargo Problem

V) = d9(0), v§ = 23(0) and control functions uy(t), ua(t), so that the system follows the

given trajectories as closely as possible at a given time T' = 2.

Obviously, we get a boundary value problem, since we require z;(0) = a; and x;(T) = b;
fori =1,2,3. Since we have to expand the differential equation (2.67) by additional state
variables vy, vy, v3 to transform it into a first order system, we get three further system
equations ¥4 = vy, Ty = Vo, X3 = v3. Initial values are x;(0) = a; and the unknown ones
v;(0) = v) fori =1,2,3. We try to compute these initial velocities, so that the three nonlinear
equality constraints x;(T) — b; = 0 are satisfied at an optimal solution for i =1,2,3.

Ezact parameter values, starting values for DENLP, and the computed parameters are shown
in Table 2.7. DFNLP stops after 38 iterations with a mazimum constraint violation of
0.29 - 1078, Figures 2.19 and 2.20 display the computed trajectories and control functions,
respectively.

2.5.7 Variable Initial Times

The standard dynamical model described by ordinary differential equations or differential
algebraic equations assumes that the initial time is zero, even if measurement values are not
available at ¢ = 0. At ¢t = 0 the solution is fixed in the form y(p, 0, ¢) = yo(p, ¢). The notation
indicates that initial values can be fitted by EASY-FITMedelPesion without applying any
special techniques.

If the initial time of a real dynamical process is not zero, for example given by a ty > 0,
then the model equations can be shifted easily back to zero, by replacing each occurrence of
t by t — tp in case of a non-autonomous system. It is important not to forget to shift also
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the measurement times t; in the same way that is to replace all of them by ¢; — tq for i = 1,
ey g

Another possibility to start a dynamical system at t = tq > 0, is to define zero initial
values for t = 0, and to let the right-hand side of the differential equation become zero from
t =0tot=ty At ty, the true initial values and differential equations are then inserted.
It is necessary to declare ty as a switching point, see Section 2.4.3, to avoid non-continuous
transitions leading eventually to numerical instabilities.

A drawback of both approaches is that the final plots are always started at ¢ = 0. In
the first case, shifted time values are different from the original formulation and somehow
misleading, in the second case, we get zero solution values from ¢t = 0 to ¢t = ¢ that are out
of interest for the user. The second case allows to treat ¢y as a variable initial time to be
estimated, if we declare it as an optimization parameter.

However, we are supposing that in most practical situations, the initial time is indeed
zero. To become a bit more flexible in case of non-zero initial times, EASY-FITMedelDesign
allows to define negative experimental time values. If the first measurement time ¢; is
negative, then the integration is started at ¢t = ¢; < 0 with initial value y(p, t1, c) = yo(p, ¢),
which may depend also on the parameters to be estimated, and the concentration parameter.
A possible application is found in the example.

Example 2.16 (PHA _DYN1/2/3) We consider a pharmacodynamic process of the form

l"l = k’pl'g s
l"g = k’ll)(l'() — L9 — 1'3)(80 - IL‘Q) - (k{n -+ k’p)ZL‘Q s (268)
.fil'g = ]{712)(33'0 — X9 — 33'3)(C — 33'3) — kénl'g

with constants sy = 1, xo = 0.5, and k7 = 10, and ¢ is a concentration parameter. kP, kY,
Ky, and k5 are parameters to be estimated, with initial values k¥ = 2, kY =5, kb = 3, and
kY = 10. Ezperimental data are shown in Table 2.8 for five different concentration values
c1 = 0.005, ¢; = 0.05, co = 0.25, c3 = 0.5, ¢, = 0.75, and c5 = 1.

First, we observe that experimental data are only available for x1, and that we got positive
values at t = 0. In other words, each of the five separate processes starts at an unknown
initial time 7; < 0, 7 =1, ..., 5. The first attempt could be to define additional optimization
parameters for all initial values, all together 15 additional optimization parameters. The
number of iterations ng, the final residual value, and the optimal parameter set are listed
i Table 2.9, case 1. Howewver, the results are incorrect since we do not take into account
that initial times for the three equations (2.08) must coincide for each concentration value.
Thus, we suppose that there is one fixed initial time to = —0.1. The results are also shown
i Table 2.9, case 2. Finally we introduce one variable initial time for each of the 5 con-
centrations, and start the data fitting run at 7, = —0.1, j = 1, ..., 5. The integration is
initialized at t = —0.2. Initial values at —0.2 and right-hand side of corresponding equations
are set to zero, see also Figures 2.21 to 2.23 for plots of the state variables over time and
concentration. We know that initial values of the process under consideration are zero.
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L; Zi1 T2 ;3 T4 X35
0 0.014 0.016 0.015 0.009 0.007
0.1666 0.065 0.059 0.051 0.038 0.031
0.3333 0.117 0.100 0.088 0.069 0.055
0.5 0.167 0.142 0.123 0.099 0.080
0.6666 0.214 0.181 0.157 0.129 0.112
0.8333 0.264 0.220 0.193 0.159 0.137
1 0.311 0.261 0.228 0.193 0.166

Table 2.8: Experimental Data

case ng  residual kP Y Kb ki
1 30 0.000063 3.167 3.403 10.804 7.041
2 8§ 0.000375 3.382 3.320 13.667 6.709
3 6 0.000125 2.951 3.763 12.210 7.008

Table 2.9: Performance Results and Computed Solution

Case 3 of Table 2.9 contains achieved performance results and computed parameters. The
best residual is obtained for case 1. But the model is incorrect, as in case 2. For case 3, we
get the most appropriate results.
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Figure 2.22: State Variable x5(t, ¢) over Time t and Concentration ¢
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Figure 2.23: State Variable x3(t, ¢) over Time t and Concentration ¢
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2.6 Partial Differential Equations

2.6.1 Standard Formulation

Now we proceed from r data sets
(toyf) , i=1,... 0, k=1,...,r , (2.69)

where [, time values and [;r corresponding measurement values are defined. To simplify the
analysis, we omit the additional independent model variable ¢ called concentration in the
previous sections.
In its most simple form a system of time-dependent one-dimensional partial differential
equations is given by
u = F(p, u, g, Ugg, , 1) (2.70)

The expanded form is

0
% - Fl(pauuuxauxxwrat) )
(2.71)

ou,,
Wp = an(p,u,ux,um,:c,t) )

if we consider the individual coefficients of F' and u, i.e., if

F(p7 Uy Ugy Uz, T, t) = (Fl(pa Uy Ugy Uz, T, t)a R an(p7 Uy Ugy Ugzs T, t))T
and u = (uy, ..., u,,)", respectively. We denote the solution of (2.70) by u(p, z,t), since it

depends on the time value ¢, the space value z, and the actual parameter value p.
Also initial and boundary conditions may depend on the parameter vector to be esti-
mated. Since the starting time is assumed to be zero, initial conditions have the form

u(p, x,0) = uo(p, v) (2.72)

and are defined for all € [z, zg]. For both end points z; and xp we allow Dirichlet or
Neumann boundary values

u(p, xLat) = uL(pa )7
u(p, l'Rat) = uR(pv ) ) (273)
um(pv l'Lat) = L(p’ t) )
uy(p,xr,t) = a(p,t)

for 0 < t < T, where T is the final integration time, for example the last experimental
time value ¢;,. The availability of all boundary functions is of course not required. Their
particular choice depends on the structure of the PDE model, for example whether second
partial derivatives exist in the right-hand side or not.
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To indicate that the fitting criteria hy(p,t) depend also on the solution of the dynamical
equation at the corresponding fitting point and its derivatives, where k denotes the index of
a measurement set, we use the notation

hk(p7 t) = hk(p7 U(p, T,y t)a Ux(p, T,y t)a Um(p, T,y t)a t) . (274)

Each set of experimental data is assigned a spatial variable value zy € [z, zg], k = 1,
., 7, where r denotes the total number of measurement sets. Some or all of the x;-values
may coincide, if different measurement sets are available at the same local position. Since
partial differential equations are discretized by the method of lines, the fitting points x; are
rounded to the nearest line.
Also in this case, we assume that the observation times are strictly increasing, and get
the objective functions

S S (@l t) — o)) (2.75)

k=1 i1=1

for the least squares norm,

> Z w|hi(p,t:) — | (2.76)

k=1 i1=1

for the L;-norm, and
. max wllhi(p, ti) — yr| (2.77)
=1, r=1,..,0

for the maximum-norm.

Example 2.17 (HEAT_A) To illustrate the standard formulation, we consider a very sim-
ple parabolic PDE, the heat equation

Up = PrUypy (2.78)

with a diffusion coefficient py > 0. The spatial variable x varies from 0 to 1, and the time
variable is non-negative, v.e., t > 0. The initial heat distribution fort =0 is

u(p, x,0) = pysin(mx) (2.79)
for all x € (0,1), and Dirichlet boundary values
u(p,0,t) =u(p,1,t) =0 (2.80)
for allt > 0 are set. It is easy to verify by insertion that
u(p, z,t) = pyexp(—p17°t) sin(mz)

is the exact solution in case of p = (p1,p2)’ = (1,1)7T.
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Heat Equation

Figure 2.24: Solution of a Parabolic Equation

To construct a data fitting problem, we simulate experimental data for p = (1,1)T at 9 time
values t1 = 0.1, ..., tg = 0.9 and 3 spatial values x1 = 0.25, x5 = 0.5, and z3 = 0.75.
Subsequently a uniformly distributed error of 5 % is added. Thus, the data fitting problem
consists of minimizing the function

3
D
k=1

(U(p, Ly tl) - yzk)2
1

9
over all p € IR

The partial differential equation is discretized by 31 lines and a fifth order difference formula.
The resulting system of 29 ordinary differential equations is solved by an implicit Runge-
Kutta method with integration accuracy 1075, When starting the least squares algorithm
DFNLP of Schittkowski []29] with termination accuracy 1070 from py = (2,2)T, we get the
solution p* = (0.98,0.97)" after 9 iterations. The final surface plot of the state variable
u(z,t) is shown in Figure 2.24.

2.6.2 Partial Differential Algebraic Equations

One-dimensional partial differential algebraic equations (PDAE) are based on the same
model structure as one-dimensional, time-dependent partial differential equations. The only
difference is that additional algebraic equations are permitted as in case of DAE’s. Typical
examples are higher order partial differential equations, for example

Uy = f(p7 U, Uggza, :L‘,t) )
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or distributed systems of the form
uy = f(p,u,v,x,t) )
v = g(p,u,v,,t)

with initial values u(p, z,0) = u(p,z) , v(p,0,t) = v(p,t).
We proceed from the general explicit formulation

8ud

— = F ,u,ux,um,x,t 9

ot alp ) (2.81)
0 = Fa(pguauzauxxaxat) )

where x € IR is the spatial variable with x; <z < xg, and 0 <t < T'. Initial and boundary
conditions are the same as in the previous section, see (2.72) and (2.73).

But now the state variables are divided into n4 so-called differential variables ug = (uy,
<oy Up,) T and n, algebraic variables u, = (Up 41, - - - Unyn, )", where the number of algebraic
variables is identical to the number of algebraic equations summarized by the vector F,. The
dynamical system (2.81) is also written in the equivalent form

3u1

Y F s Uy Ugy Ugg, T, T)
B 1(p )

ou,,

Wd - Fnd(pauauxauxxaxat) ) (282)
0 = Fnﬁl(?,“,“xaumaxat) )
0 - Fnd+na(p7u7umauxxaxat) )

if we consider the individual coefficient functions F' = (Fy, ..., F,,in,)".

However, we must treat initial and boundary conditions with more care. We have to
guarantee that at least existing boundary conditions satisfy the algebraic equations, for
example

0 = F,(p,ulp,zr,t),us(p,xp,t), upe(p, xp,t), 2p0,1) |

0 = Fa(pau(paxRat)aux(paxRat>7uzz(p7xRat)axRat)7

where u is the combined vector of all differential and algebraic state variables. If initial
conditions for discretized algebraic equations are violated, i.e., if equation

(2.83)

O = Fd(p’ u(p?'T? O))“m(p?'iv? O))“mm(p7$7 0)7‘/‘[’" O) (2'84)

is violated after inserting Dirichlet or Neumann boundary values and corresponding approx-
imations for spatial derivatives, then the corresponding system of nonlinear equations must
be solved numerically proceeding from given initial values. In other words, consistent initial
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values can be computed automatically, where the given data serve as starting parameters
for the nonlinear programming algorithm applied.

But even if we succeed to find consistent initial values for (2.84) by hand, we have to take
into account that the algebraic state variables and the spatial derivatives in the dynamical
equation (2.84) are approximated numerically by the method of lines and suitable difference
or any similar formulae. The corresponding discretized equations of the DAE system are in
general not consistent, or, more precisely, are satisfied only within the given discretization
accuracy. Thus, we have to assume that the resulting DAE system is an index-1-system
unless it is guaranteed that consistent initial values for the discretized DAE are available,
see for example Caracotsios and Stewart [70] for a similar approach.

Example 2.18 (HEAT_A) We consider again Example 2.17 now formulated as a first
order PDAFE
Uy = D/U:E )
(2.85)
0 = v—uy,
with diffusion coefficient D. The spatial variable x varies from 0 to 1, and the time variable
s non-negative, i.e., t > 0. The initial heat distribution fort =0 is

u(p,z,0) = asin(nz) ,

(2.86)
v(p,z,0) = 0
for all x € (0,1). Dirichlet boundary values are the same as before, see (2.80), and the
parameter vector p = (D, a)” is to be estimated subject to the same simulated experimental
data computed for Example 2.17.
When starting the same least squares and integration algorithms as before, we get an identical
solution after 5 iterations. The initial values are not consistent, but are easily computed
within machine accuracy in two iterations by the nonlinear programming code NLPQLP of
Schittkowski [127, /0, //9]. Stopping tolerance is set to 107°. The maximum error of the
algebraic equation along the lines 1 = 0.25, x5 = 0.5 and x3 = 0.75 is 0.11 - 1075, The
corresponding plot for the algebraic variable v(p, x,t) is shown in Figure 2.25.
If, on the other hand, the initial values for v are changed to

u(p,x,0) = asin(rz) |
v(p,z,0) = macos(mx) ,

we get theoretically consistent initial values. However, spatial derivatives are approximated
numerically, so that we have to relax the termination tolerance for executing NLPQLP to
107 according to the discretization accuracy, to avoid re-calculation of consistent initial
values of the discretized DAE.
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Figure 2.25: Surface Plot of Algebraic State Variable

2.6.3 Flux Functions

Again, we proceed from a system of n, differential and n, algebraic equations in explicit

formulation (2.81), where the state variables consist of n, differential variables u; and n,

(ug, uq)T. But now we introduce an additional fluz function

f(p,u,uy, x,t), i.e., we suppose that our dynamical system is given by

algebraic variables u,, i.e., u

(2.87)

= Fd(p7 f(p7u7ux7 x7t>7 fz(p7u7ux7x7 t)7u7ux7u1'1'7x7t> )

aud
ot

= Fa(p7f(p7u7u$7l"t)7fm(p7u)“m)'ir"’t))u)um’uxx)x’t) Y

0

r, and 0 < ¢t < T'. Initial and boundary

conditions are the same as before, see (2.72) and (2.73

<z<zx

where x € IR is the spatial variable with x,

).

Flux functions are useful in two situations. First they facilitate the declaration of highly

complex model functions given by their flux formulations. In these cases, it is often difficult

or impossible to get the spatial derivatives in analytical form, and one has to apply a first

order discretization scheme to the entire flux function.

Example 2.19 (MOL

function is given by

DIFF) The model describes the diffusion of molecules, where a flux

— Dexp(B(c—1))e,

f(p’ C’ Cl‘)‘/‘[;’ t)

and the diffusion equation is

(Dexp(Ble—1))e.)

9
ox
48

Cy = fx(p7 C, Czaxat) =



k Tk yr
1 —218 0.8865
2 —182 0.8737
3 —145 0.8609
4 —109 0.8511
5 —72 0.8063
6 —36 0.6891
7 0 0.6678
8 36 0.6227
9 72 0.6366
10 109 0.6530

Table 2.10: Experimental Values

In this simple situation, the flux function is avoided easily by analytical differentiation by
hand, i.e., the dynamical equation is equivalent to

¢t = Dexp(B(c —1))cpe + DBexp(B(c— 1)) .

Initial value is ¢(p,z,0) = 0, if © < 0, and c(p,x,0) = 1 otherwise. Dirichlet boundary
values are ¢(p, —500,t) = 1 and c(p,500,t) = 0. The remaining coefficients are supposed to
be parameters to be estimated, i.e., p = (D,3)T. FExperimental data are available for one
time value t1 = 353 at 10 different spatial values, see Table 2.10.

When applying a fifth-order difference formula with 21 lines, DFNLP computes the solution
D = 627.0, § = 3.608 within 26 iterations starting from D = 400 and § = 3. Mazximum
deviation of measurement values from experimental data is 10.26 %. The resulting surface
plot is shown in Figure 2.26.

Another reason for using flux functions is to apply special upwind formulae in case of
hyperbolic equations, when usual approximation schemes break down. Typical reason is the
propagation of shocks over the integration interval, enforced by non-continuous initial and
boundary conditions. In most situations, advection or transport equations are considered,

ut—i_fﬂ?(p)u) :g(p7u7u$7ummﬂx7t) 7 (2'88)

where
F(p’ f? fm’u’ ux’ u$$7$’ t) - g(p’ u7 ux’ u$$7$’ t) - fﬂ?(p? u?“m’x7t) .

Example 2.20 (BURGER_E) We consider a very famous example now, the so-called
viscous Burgers’ equation defined by the flux function

f(u) = 0.5u
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Molecule Diffusion
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Figure 2.26: Diffusion Variable Defined by Flux Function

and
U + fx(u) = PUgx ,

see Thomas [505]. In this case, the exact solution is known,

1
u(p,z,t) =
) = @/ @) — 6/(a)
and can be used to simulate 54 measurement data att =0.1, ..., t =0.9 and x = 0.1, ...,

x = 0.6 subject to p = 0.01. Subsequently, these data are perturbed with an error of 5 %.
The exact solution is used to generate initial values and Dirichlet boundary conditions.

The partial differential equation is discretized by 51 lines and a second order upwind scheme.
The least squares code DFNLP 1is started at po = 1 together with an implicit solver for
the system of 49 ordinary differential equations. After 39 iterations we get the estimated
parameter p = 0.01031. The resulting surface plot is shown in Figure 2.27. We see that the
viscous, i.e., the parabolic part of the equation smoothes the edges.

2.6.4 Coupled Ordinary Differential Algebraic Equations

A particular advantage of applying the method of lines for discretizing a partial differential
equation is the possibility to couple additional ordinary differential algebraic equations to
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Burgers’ Equation

Figure 2.27: Solution of a Hyperbolic Equation

the given partial ones. We proceed from the general explicit formulation

6ud

— = F ,Uauzauzzavaxat )

o alp ) (2.89)
0 = Fa(p,uauxauxmvax7t> )

confer (2.81), where x € IR is the spatial variable with z; <z < xp, and 0 < ¢ <T'. Initial
and boundary conditions are the same as in the previous section, see (2.72) and (2.73),

u(p, x,0) = uy(p, ) (2.90)

to be satisfied for all z € [z, xg], and

u(pvxLat) = uL(pvvat) )

U(p, xRat) = UR(p,U,t) ) (2 91)
ux(pa :L‘Lat) = aL(pvvat) ) .
u:v(pa xRat) = ﬁR(p,U,t)

for 0 <t < T, where either Dirichlet or Neumann or any mixed boundary conditions must
be defined. Also these boundary conditions may depend on the coupled differential and
algebraic variables, for example when boundary conditions are given in form of ordinary
differential equations or in implicit form.
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The right-hand side of the partial differential equation depends in addition on the solution
of a system of ordinary differential algebraic equations v = (vg,v,)T € IR"™, given in the form

% = Gi(p,u(p, x1,t), up(p, x1,t), Upe(p, 1, ), 0, )
Ovy,,
5 = Onae(0 D, Ty ), (P, T ), Yoo (P, Tnge 1), 058) (2.92)
0 = Gt u(p; Tnges1, 1), Ua(p: Tngr15 1) g (Ps Trgo41, 1), 0,1)
0 = Gu.(p,u(p, T, 1), uz(ps Tnes 1), Uz (P, Ty 1), 0, 1)
for j = 1,...,n., where u(p,z,t) is the solution vector of the partial differential algebraic

equation. Here x; are any x-coordinate values where the corresponding ordinary differential
algebraic equation is to be coupled to the partial one. Some of these values may coincide.
When discretizing the system by the method of lines, they have to be rounded to the nearest
neighboring line.
Also initial values
v(p, 0) = vo(p) (2.93)

may depend again on the parameters to be estimated. A solution of the coupled system
depends on the spatial variable x, the time variable ¢, the parameter vector p, and is therefore
written in the form v(p,t) and u(p, z,t).

To indicate that also the fitting criteria h(p,t) depend on the solution of the differential
equation at the corresponding fitting point and its first and second spatial derivatives, we
use the notation

hk(pa t) - Ek(pa u(pv Lk, t)) um(pa Tk, t)) Um:(pa Tk, t)a U(pa t)) t) ) (294)

see also (2.74). k denotes the index of a measurement set. Also fitting points z;, are rounded
to their nearest line when discretizing the system.

Coupled ordinary differential equations can be used to define a fitting criterion, for ex-
ample if the flux into or out of a system is investigated. Another reason is that they allow
to replace Dirichlet or Neumann boundary conditions by differential equations, see the sub-
sequent example.

Example 2.21 (SALINE) The model describes the diffusion of drug in a saline solution
through membrane, see Spoelstra and van Wyk [/89]. There are two differential state vari-
ables ¢ and z with corresponding system equations

= %(a(c, z)cx> —qc

Cy

and
Zt = qc ,
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*

p Po p
0.1 1.0 0.103

D
b 0.3 1.0 0.184
q
Co

1.0 0.5 1.420
5.0 1.0 5.063

Table 2.11: Exact, Starting, and Computed Parameter Values

no algebraic equations, and two ordinary differential equations coupled at boundary points
xr, =0 and xpr = 0.1,

cr, = Da(c(pyxlnt))z(pvxlnt))Ca?(paxLat) )
éR = _Da(c(pal‘Rat)aZ(pal‘Rat))Cw(pavat) .

Here we have

a(c, z) = exp(b(z/(1+¢))?) .
Initial values are c(p,x,0) = 0, z(p,z,0) =0, c.(p,0) = 0, and cr(p,0) = co. The coupled
ordinary differential equations are inserted to model the flur into and out of the system.
Thus, the boundary values are c(p,zr,t) = cr(p,t) and c(p,xr,t) = cr(p,t), and the fitting
criteria are the two functions

h(p, t) = k(CL(pa t)v CR(p7 t))T

with a scaling constant k = 100,000. The remaining coefficients are supposed to be parame-
ters to be estimated, i.e., p = (D,b,q,co).

Experimental data are simulated at 10 equidistant time values between 0 and 5 subject to
a & % error. FExact, starting, and final parameter values are given in Table 2.11. They
are obtained by executing DFNLP with a termination tolerance of 10~7 terminating after
56 iterations. The partial differential equation is discretized at 21 lines and a three-point
difference formula. The resulting system of ODE’s is solved by an implicit method with an
error tolerance 107°. Function and data plot is found in Figure 2.28 and the state variable
c 18 displayed in Figure 2.29.

If coupled algebraic equations violate initial conditions (2.93) after a suitable discretiza-
tion of the partial derivatives u, and u,,, Newton’s method can be applied to compute
consistent initial values. The equations are added to the algebraic partial differential equa-
tions and the whole system of nonlinear equations must be solved simultaneously.

Algebraic differential equations are highly useful in case of implicit boundary conditions,
since the spatial coupling values may coincide with boundary points. Each algebraic equation
requires also the declaration of a corresponding algebraic variable, for instance for the partial
state variable or its derivative at a boundary point. Thus, one has do define also some trivial
Dirichlet or Neumann conditions containing only the algebraic variable at the right-hand side.
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Example 2.22 (HEAT_NLB) We consider a simple parabolic equation, see also Tréltzsch [510],

Yt = Yza

with initial value y(x,0) = cos(x), a homogeneous left Neumann boundary condition y(0,t) =
0, and another implicitly defined boundary condition

ult) +e(t) = y(or, 1) — yo(vp,t) = 0
at the right end point, vr = 0.785398. We have

exp(t) — exp(1/3)
exp(2/3) — exp(1/3)

e(t) = 0.25 exp(—4t) —

and a ramp function

07 Zf tgtla
t—1

u(t) = L <t <ty
lo — 11
1, Zf t >ty ,

to control the system at the right boundary. t, andty are given and we measure the distance of
y(xg,t) from exp(—t) cos(x) at 10 equidistant grid points within 0 and 1. The first possibility
1s to define a Neumann boundary condition at the right end point xg in the form

Yo(2r,t) = u(t) + e(t) — y(zg, )

Alternatively we have the possibility to treat the implicit boundary condition as a coupled
algebraic equation
u(t) + e(t) — y(zr,t)* —o(t) =0

with an algebraic variable v(t). Together with the trivial Neumann condition y,(zg,t) = v(t)
we get an equivalent formulation. A third possibility is to consider the algebraic equation

u(t) +e(t) —v* — yu(2g,t) =0 |

but now formulated for the Dirichlet boundary condition y(xg,t) = v(t).

Since the first two options are more or less identical, we perform some numerical tests
with the original formulation with a Neumann boundary condition (case A) and the coupled
algebraic equation for getting a Dirichlet boundary condition (case B). A five-point difference
formula is used for approximating first and second derivatives. The discretized system of
ordinary differential equations (case A) or differential algebraic equations (case B) is solved
with error tolerance 1077, A few simulations are performed for t; = 0.3 and to = 0.7 with
increasing number of lines n, see Table 2.12, where the computed residual is listed. There
are no differences within integration accuracy under 11 or more lines.
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n case A case B

7 0.752, 347,16 0.752,591,03
11 0.752, 634,19 0.752, 634, 20
21 0.752, 633, 46 0.752, 633,47

Table 2.12: Neumann Boundary Condition Versus Coupled Algebraic Equation

2.6.5 Integration Areas and Transition Conditions

Now we extend the model structure to take different integration intervals into account.
Possible reasons are the diffusion of a substrate through different media, for example, where
we want to describe the transition from one area to the next by special conditions. Since
these transition conditions may become non-continuous, we need a more general formulation
and have to adapt the discretization procedure.

The general model is defined by a system of n,; one-dimensional partial differential equa-
tions and n, algebraic equations in one or more spatial intervals, see also Schittkowski [133].
These intervals are given by the outer boundary values x and xg that define the total inte-
gration interval with respect to the space variable x, and optionally some additional internal
transition points z{, ..., xy, ;. Thus, we get a sequence of m, + 1 boundary and transition
points

rg=ap <) <..<zp | <x, =ITpg . (2.95)

For each integration interval, we define a system of partial differential equations of the form

= FZ ) ‘ ’uz,uz7$’t ) ; 7ul7ulﬂx7t ’uz7ulﬂuz 7vzﬂx7t )
O = Fé(p7 fl(p7 ui?“;"r? t>’f;(p’uz’u"m’x’t)’ul’u"m’uéw’f(ﬂ’x’t) 9
where z € IR is the spatial variable with z{ ;, < x < ¢ for ¢« = 1, ..., m,, t € IR the

time variable with 0 < ¢ < T, v € IR™ the state variable of the coupled system of ordinary
differential algebraic equations, u’ = (u}, u’)” € IR™ the state variables consisting of the
partial differential variables u, € IR™ and partial algebraic variables u, € IR", and p € IR" is
the parameter vector to be identified by the data fitting algorithm. See also (2.89) for coupled
ordinary differential equations, (2.87) for flux functions, (2.82) for algebraic equations, and
(2.70) for the most simple standard formulation.

Optionally, the right-hand side may depend also on a so-called flux function f*(p, u’, u’, z,t),
where we omit for simplicity a possible dependency from coupled ordinary differential equa-
tions. A solution depends on the spatial variable z, the time variable ¢, the parameter vector
p, the corresponding integration interval, and is therefore written in the form v(p,t) and
u'(p,z,t) fori =1, ..., m,.

For both boundary points z; and xr we allow Dirichlet or Neumann conditions of the
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form

ul(pa xLat) = UL(p,’U,t>

una(pa xR7t> = UR(p,U,t) (2 97)
ul(p,xr,t) = al(p,v,t) .
U;La(pa xRat) = aR(pavvt)

for 0 <t <t,. Again we do not require the evaluation of all boundary functions. Instead a
user may omit some of them depending on the structure of the dynamical model. Note that
boundary information is also contained in coupled ordinary differential algebraic equations.

Transition conditions between the different areas may be defined in addition. They are
allowed at most at transition points and have the form

ul+1p’x§t’t - Czl/p7ulp’x?’t7v’t Y
uy(p,af,t) = efi(p,w ™t (p g 1), ugt (p.af 1), 0,1)
u?—l(pa x;'lat) = éiL(pa ui(pv x?,t),u;(p, x?,t),'u,t)
with 0 < t < t,, i =1, ..., my — 1. A transition condition of the i-th area either in

Dirichlet or Neumann form depends on the time variable, the parameters to be estimated,
and the solution of the neighboring area. Again the user may omit any of these functions, if
a transition condition does not exist at a given x¢-value. More complex implicit boundary
and transition condition can be defined in form of coupled algebraic equations.

Since the starting time is assumed to be zero, initial conditions must have the form

u'(p,r,0) = up(p,x) , i=1,...,m, (2.99)

and are defined for all z € [xa xa}, 1 =1, ..., my If initial values for algebraic variables

i—1> T
are not consistent, i.e., do not satisfy the algebraic equations of (2.96), the given values can
be used as starting values for solving the corresponding system of nonlinear equations by
Newton’s method.

If the partial differential equations are to be coupled to ordinary differential algebraic

equations, we proceed from an additional DAE-system of the form

0 = Gyp, u' (p, ), 1), u (p, g, t), udy (s 25, ), 0, 1) (2.100)
for j =1, ..., ng, and
0= Gj(p,u (p,2j,t),ud (p, ). 1), wgy(p, ), 1), 0, 1) (2.101)
for j =ng.+ 1, ..., n., confer (2.92). Initial values are
v(p, 0) = vo(p) (2.102)
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that may depend again on the parameters to be estimated. The system has n. components,
ie, v = (v, ..., v,,)". Coupling of ordinary differential equations is allowed at arbitrary
points within the integration interval and the corresponding area is denoted by the index ;.
The spatial variable value x;, some or all of them may coincide, belongs to the ¢;-th area,
le. x; € [x?j_l,x?j) or z; € [, i, x5, ], respectively, j = 1, ..., n., and is called coupling
point.

Coupling points are rounded to their nearest line when discretizing the system. The right-
hand side of the coupling equation may depend on the corresponding solution of the partial
equation and its first and second derivative subject to the space variable at the coupling
point under consideration.

To indicate that the fitting criteria hy(p,t) depend also on the solution of the differential
equation at the corresponding fitting point, where k denotes the index of a measurement set,
we use the notation

hk(p7 t) = Ek(pa uik (p7 T, t)a U;Zpk (pa Tk, t)a ulzkz(pa Tk, t)a U(pa t)a t) (2103)

and insert hy instead of hy into the data fitting function. Again, the fitting criteria may
depend on solution values at a given spatial variable value witin an integration interval
defined by the index 7;. The spatial variable x; belongs to the ii-th integration area, i.e.
T € [:E?k_l, xy ) or xy € [xffna_l, xﬂna}, respectively, k = 1, ..., r, where r denotes the total
number of measurement sets. The fitting criterion may depend on the solution of the partial
equation and its first and second derivative with respect to the space variable at the fitting
point. Fitting points are rounded to their nearest line when discretizing the system.

Basically, each integration area is treated as an individual boundary value problem, and
is discretized separately by the method of lines. The transition functions are treated in the
same way as Dirichlet or Neumann boundary conditions, respectively.

In order to achieve smooth fitting criteria and constraints, we assume that all model
functions depend continuously differentiable on the parameter vector p. Moreover, we assume
that the discretized system of differential equations is uniquely solvable for all p with p; <
p < pu. A collection of 20 examples of partial differential equations that can be solved by
the presented approach, and comparative numerical results are found in Schittkowski [133].

Example 2.23 (HEAT _B) To illustrate different integration areas and the application of
transition conditions, we again consider the heat equation, but now formulated over two
areas,

up = Dyul, , 0<x<05
(2.104)
u? = Dyu?, , 0h<z<1
with diffusion coefficients Dy and Ds, t > 0. The wnitial heat distribution at t =0 is
ut(p,z,0) = asin(mx 0<z<05
( ) (me) (2.105)
u?(p,x,0) = asin(rz) 05<z <1,
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p Do p
D, 1.0 5.0 1.077
D, 1.0 0.2 0.974
a 1.0 10.0 1.029
b 2.0 1.0 1.966

Table 2.13: Exact, Start, and Computed Solution

and Dirichlet boundary values
u'(p,0,t) = u*(p,1,t) = 0 (2106)

for allt > 0 are supposed. First, we try to obtain a smooth transition from the first to the
second area for D1 = Dy =1 and a = 1, and define

ut(p,0.5,t) = b u*(p,0.5,1) (2.107)

with b =1 as the only transition condition between both areas. The surface plot is shown in
Figure 2.30. We get a continuous transition, but not a smooth one. However, there is only
one transition condition, the solution is not uniquely determined, and the resulting solution
is more or less arbitrarily generated. If we require in addition that

uz(p, 0.5,) = u,(p, 0.5,1) (2.108)

we get the same solution as displayed in Figure 2.2/.

Next, we construct a non-continuous transition between both areas by b = 2. We require
that the flux is continuous, i.e., that the spatial derivatives coincide at the transition line.
Then we construct a data fitting problem by computing simulated experimental data as done
i the previous sections. Time values are t; = 0.05, to = 0.1, ..., tg = 0.5, spatial values are
1 =0.2, 29 =04, 3 = 0.6, and x4 = 0.8. The 36 data simulated subject to the parameter
values of Table 2.13 are perturbed by an error of 5 %.

Each integration area of the partial differential equation is discretized by 21 lines, and a fifth-
order difference formula is applied. The resulting ODE system is solved by an implicit method
with integration accuracy 107%. The least squares algorithm DENLP of Schittkowski []29]
with termination accuracy 1070 stops after 47 iterations at the optimal solution, see Ta-
ble 2.13 for results. Obuviously, we are able to identify the parameters, also the parameter of
the transition condition, within the accuracy of the experimental data. The final surface plot
of the solution u(p, x,t) is shown in Figure 2.51.

By the subsequent example, we want to outline the possibility to define transition con-
ditions also for algebraic equations. Another reason for presenting the example is to show
that our approach allows to integrate also time-independent systems of partial differential
equations, i.e., systems that do not contain any time derivatives at all.
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*

p Po b p Du
k1.0 0.5 0959 1.004 1.049
a; 1.0 0.5 0920 1.002 1.084
a 1.0 0.5 0943 1.004 1.064

Table 2.14: Exact Values, Starting Values, and Confidence Intervals

Example 2.24 (BEAM2) Two beams are clamped at two end point and linked at an in-
termediate point by some kind of joint. Bending is modelled by a fourth-order differential

equation
4

0
E}%w—i—kw = f(x,t) , (2.109)

see Timoshenko and Goodier [507], where the load function f is given by
flz,t) = —(art + ast®)(z® + (z — 3)?) .

E; = 0.01 is the constant for flexural frigidity, and k, ay, and ay are parameters we want
to identify. The spatial variable x varies between 0 and 3, where the transition is defined
at ¢ = 1.2. Initial conditions are w(p,x,0) = wy(p,x,0) = 0, and also the boundary
conditions are set to zero, 1i.e.,

w(p,0,t) = w(p,3,t) = Wy (p,0,) = wyr(p,3,t) =0 .

The joint condition requires that the solution values w(p,x,t) and the third derivatives
Wez (P, X, t) coincide at x = .

Ezxperimental data are simulated at 10 time values 0.2, 0.4, ..., 2.0, and 9 spatial values 0.3,
0.4, ..., 2.7, perturbed subject to an error of 5 %. FExact, starting, and final parameter values
are shown in Table 2.1/ together with 5 % confidence intervals. The two integration areas are
discretized with respect to 21 and 25 lines, and a five-point difference formula for first and
second derivatives. The integration is performed with termination tolerance 107°. DFNLP
computes the solution after 10 iterations with final accuracy 107, Figure 2.32 shows the
final state variable w.

2.6.6 Switching Points

We consider now the same model that was developed so far in the previous sections, i.e., a
system of one-dimensional partial differential algebraic equations with flux functions, coupled
ordinary differential equations, and different integration areas with transition conditions,
see (2.96). For the same reasons pointed out in Section 2.4.3, we suppose that n, break or
switching points with

T=0<7<...<Tp <Tpt+1 =1 (2.110)
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Linked Beams

Figure 2.32: Third-Order Transition Condition

are given, where 7T is the last experimental time value.

For the first integration interval, the same initial, boundary, and transition values are
given as before, see (2.99), (2.101), (2.97), and (2.98), respectively. But for all subsequent
intervals the integration subject to the time variable is to be restarted at a switching point
and new function values can be provided that may depend now also on the solution of the
previous section. Initial values at a switching point are evaluated from

ui(pw%'aTk) = bZ(p,Ui(p,‘T,kal),’U,(p,kal),lj, (2 111)

U(p, Tk) = b(p, ’U,(p, kal))

fori=1,...,my,and k=1, ..., ny, where u’ (p,x,7,_1) and v_(p, 7x_1) denote the solution
of the coupled PDAE system in the previous time interval.

Since the right-hand side of the partial differential equation (2.96) and also the corre-
sponding boundary and transition functions depend on the time variable, they may change
from one interval to the next. Also non-continuous transitions at switching points are al-
lowed.

It is possible that break points become variables to be adapted during the optimiza-
tion process, as outlined in Example 2.8. However, there exists a very dangerous situation
when a variable switching point passes or approximates a measurement time value during
an optimization run. If both coincide and if there is a non-continuous transition, then the
underlying model function is no longer differentiable with respect to the parameter to be
optimized. Possible reactions of the least squares algorithm are slow final convergence rates
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or break downs because of internal numerical difficulties. On the other hand, variable switch-
ing points are very valuable when trying to model the input feed of chemical or biological
processes given by a bang-bang control function or any other one with variable break points.

Example 2.25 (HEAT B) To show that our approach allows simultaneous fit of parame-
ters defining non-continuous transitions with respect to time and space variables, we extend
Example 2.23. First we get the time-dependent partial differential equation in two areas

1 _ 1
u; = Diug,

2 2
uy = Douz,

, 0<2 <05,

(2.112)
, 0Ob<z <1,

see also (2.104), with diffusion coefficients Dy and Dy andt > 0. The initial heat distribution
fort =0 is the same as before, but a switching point T is introduced, where we assume that
a certain value o 1s to be added to the system, i.e.

u'(p,x,0) = asin(rz) 0<xz<05
u?(p,z,0) = asin(rz 0o<zr<1 |
(9, 4,0) (x2) 1
w'(p,r,7) = u(pr,n)+a 0<z<05,
w(p,v,7) = vi(p,x,m)+a 05<x<1

see (2.105), where u' (p,z,t) and u? (p,x,t) denote the solution in the time interval 0 < t <
7). In a similar way, we adapt the Dirichlet boundary values

ul(p,0,t)=0 ,0<t<m ,
u?(p,0,)=0 ,0<t<T ,
(7. 0.1) ' (2.114)
u'(p,0,t)=a 7 <t
UQ(p,O,t):O[ 77—1§t ;
see (2.106). Transition functions between both areas are the same as before, i.e.
ul(p,0.5,t) = bu®(p,0.5,t) ,
( ) ( ) (2.115)

u(p,0.5,t) = ul(p,0.5,1) ,

see also (2.115) and (2.108). FEzperimental data are generated in same way as for Exam-
ple 2.23 subject to parameter values of Table 2.135.

As before, each integration area of the partial differential equation is discretized by 21 lines,
a fifth order difference formula is applied, the discretized system of 39 ODE’s is solved by
an tmplicit method with a restart at t = 7, and the least squares algorithm DFNLP is
started with the same solution tolerances. After 109 iterations the optimal solution listed in
Table 2.15 is obtained, see Figure 2.33 for the final surface plot. Obuviously, we are able to
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p Po p

D, 1.0 5.0 1.09287
D, 1.0 0.2 0.97516
a 1.0 10.0 1.02542

b 2.0 1.0 1.97548

0.2 1.0 0.19998

T 0.25 0.29 0.25184

Table 2.15: Exact, Start, and Computed Solution

Heat Equation
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Figure 2.33: Non-Continuous Transition Condition and Switching Point

identify the system parameters, the parameter defining the jump in the transition condition,
the switching time and the jump with respect to the time variable simultaneously within the
accuracy provided by the experimental data.

However, we have to be careful when defining the switching time. Since the exact value
71 = 0.25 15 also an experimental time value, we have to avoid that the least squares ob-
jective function becomes non-differentiable at the optimal solution. Thus, the corresponding
experimental data are omitted, and some smaller lower and upper bound are defined for the
optimization variable, i.e. 0.21 < 1 < 0.29.
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2.6.7 Constraints

In the previous sections, we extended the general partial differential equation (2.70) step by
step and got fitting criteria hx(p,t) of the form

hk(pa t) = Ek(pa uik (pa Tk, t)a U;Zpk(pa T, t)a U;Zpkg;(pa T, t)a U(pa t)a t) ) (2116>

where u*(p, 1, t) denotes the solution of the partial differential algebraic equation (2.82) in
the ix-th area, see also (2.102). v(p, t) is the solution of a coupled system of ordinary differen-
tial algebraic equations, see (2.92), and xy, is the spatial variable value, where measurements
are available, rounded to the closest line.

Thus, the data fitting problem consists of minimizing one of the the objective functions

ji: 3 (whhu(p,ts) — y))? (2.117)

k=1 i=1

for the least squares norm,

> EE: w|hi(p, i) — | (2.118)

k=1 i1=1
for the Li-norm, and

max wﬂhk(p, t;) — yﬂ (2.119)
k=1,...,ryi=1,...,l¢

for the maximum-norm, where measurements (¢;, y¥) are given, i = k=1, ...
As for ordinary differential equations, additional nonlinear equahty and inequality con-
straints of the form
g9ilp) =0, j=1..me,
g;(p) >0, j=m.+1,....m
are allowed. These restrictions are useful to describe certain limitations on the choice of
parameter values, for example monotonicity.

Example 2.26 (ISOTHRMZ2) We consider the identification of a nonlinear coefficient
function in a transport process through porous media, see Igler, Totsche, and Knabner [232]
or Igler and Knabner [251]. The advective-dispersive transport equation is

(2.120)

Du,x — qu,
p(u) +1
for0 <t <6 and0 < x <1. For the diffusion coefficient, we choose D = 0.1 and the Darcy

flow wvelocity is set to g = 1. ¢(u) is the sorption isotherm we want to identify. Initial mass
concentration is zero, u(p,x,0) = 0, and Neumann boundary conditions are set,

w(p,0.) = Fu— (1) .

uz(p,1,t) = 0

Ut =

(2.121)

with inflow concentration f(t) given by linear interpolation of the data
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1 0.5 0.565
2 0.7 0.565
3 0.8 0.751
4 0.9 0.879

Table 2.16: Starting and Computed Parameter Values

t f(t)
0.0 1.0
1.0 0.5
2.0 0.1
3.0 0.0
100 0.0

Experimental measurement values are generated at 20 equidistant time values between 0 and
6, spatial value 1 = 1, and a sorption isotherm ¢(u) = Ju we would like to identify.
Subsequently uniformly distributed random errors (5 %) are added to the data, and we replace

o(u) in (2.121) by a piecewise linear interpolation of py, ..., ps, see subsequent table.
u $(u)
0.0 0
0.2 D1
0.4 Do
0.6 P3
0.8 P4

We know that uw does never exceed 0.8 in this case. Constraints are defined to guarantee that

the parameters remain monotone, that

P<p2<ps<ps<1.

The least squares code DFNLP 1is executed, where the underlying PDE s discretized at 21
lines. Starting from the data given in the subsequent table, DFNLP terminates after 6
iterations. The obtained optimal parameter values are listed in Table 2.16. Obviously the
constraints are satisfied and the first one becomes active.

The deviation of ¢(u) from the exact coefficient function \/u is shown in Figure 2.34. We
conclude that an identification of ¢(u) is possible within the known experimental errors.
Figure 2.35 shows that the experimental data are fitted and Figure 2.36 plots the surface of
the solution function u(p, x,t).

It is also possible to define dynamical constraints, where the restriction functions depend
on the solution of the partial differential equation and its first and second spatial derivatives
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Reactive Solute Transport

Figure 2.36: State Variable

at predetermined time and spatial values, and the solution of the coupled ordinary differential
equation, that is,

gj(p) - yj(pv uij (p’ Ly, tk]’)’ UZ:J (p7 Ty, tk'j)’ u?x(pa Ly, tkfj)’ U(p, tkfj)) (2'122)

for j = m. +1, ..., m,. Here the index i; denotes the corresponding integration area that
contains the spatial parameter x; rounded to its nearest line, and k; the corresponding ex-
perimental time where a restriction is to be formulated. Thus, constraints are evaluated only
at certain lines and experimental time values. If they are required also at some intermediate
points, one has to increase the number of lines or the number of experimental data with zero
weights.

Equation (2.122) is the discretized form of the dynamical constraints we want to define.
In a more general context, our intention is to limit certain functions depending on the state
variable for all time and/or spatial variable value by

G;(p;u(p, 2, 1), us(p, 2, 1), Upe(p, 7, ), v(p, 1), 2, 1) > 0 (2.123)

or
gj(pv uij(pa xj,t),u;j(p, xj,t),uijz(p, xj,t),'u(p, t)at> >0 (2'124)

or
9; (s u(p, 2, 1)), ue (P, 2, 15), e (p, 7, 15), 0(p, 25), 2) 20, (2.125)
respectively, for j = me + 1, ..., m,, ¢ € [z, xg], and t > 0. Of course these constraints

may be mixed with the time-independent parameter constraints (2.120). Note that the
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formulation of dynamical equality constraints does not make sense, since they should be
treated as algebraic equations.

Example 2.27 (HEAT_R) We consider again our standard test problem Ezample 2.17,
the heat equation

Uy = Dua}a} )

with diffusion coefficient D. The spatial variable x varies from 0 to 1, and the time variable
1s non-negative, i.e., t > 0. Initial heat distribution fort =0 is

u(p, z,0) = asin(rz)

for all x € (0,1). Dirichlet boundary values are the same as before, confer (2.80), and the
parameter vector p = (D, a)” is to be estimated subject to the same simulated experimental
data computed for Example 2.17 with ezact solution p* = (1,1)T and 21 discretization lines.
Now we consider the second spatial derivatives u..(p,x,t), see Figure 2.37. The biggest
curvature is observed at the point t = 0 and x = 0.5 with u.,(p, z,t) ~ —10. Our goal is to
prevent the curvature from achieving any value below —8. Thus, we formulate one dynamical
constraint
9(p) = Usa(p,z,0) +8 > 0

or, after a suitable discretization,

g](p) = uwx(pa £L‘j,0) +8 Z 0

forjg=1,...,9 with x; = 0.15. Note that the constraints are violated at the exact solution
p* = (1,1)T, for which experimental data are simulated.

Starting from po = (2,2)T, DFNLP computes the solution p = (0.92,0.81)T in 10 iterations
with termination accuracy 1078, The fifth constraint becomes active, i.e., gs(p) = 0.17-10713,
and the remaining ones are satisfied, see Figure 2.38.
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2.7 Optimal Control Problems

The main difference between optimal control and data fitting problems is the formulation of
the objective function. In the first case, the objective function to be minimized is an arbitrary
function depending on the solution of the underlying dynamical system, often formulated as
an integral, whereas in the second case, we minimize a sum of squares or any related norm,
as considered in the previous sections.

Another difference is that optimal control models contain so-called control variables in
addition to some discrete parameters, that is a function s(t) € IR™ to be modified until a
suitable cost function is minimized. However, we have to approximate control variables so
that they can be represented by a final set of parameters. Typical control approximations
are piecewise constant, piecewise linear, cubic spline, or exponential spline functions either
subject to a constant or a variable set of break points. In the latter case, the switching
points are also optimization variables, where the required serial order leads to a couple of
additional linear inequality constraints. A special form of control variable is called bang-bang
function, i.e., functions defined by two constant alternative values, where only the switching
points are variable.

The underlying dynamical system to be considered, is now exactly the same considered
so far for our data fitting applications. It is assumed that either an ordinary differential,
a differential algebraic equation, a one-dimensional time-dependent partial differential, or a
partial differential algebraic equation is given.

It is out of the scope of this software documentation to present a broad introduction
into theory and numerical algorithms for optimal control or applications. For more detailed
information, especially also about numerical algorithms and available software in case of
ordinary differential equations, see e.g. Goh and Teo [174], Jennings, Fisher, Teo, Goh [230],
Bulirsch and Kraft [64], or Machielsen [312]. For solving optimal control problems based on
distributed parameter systems, see Ahmed and Teo [1], Neittaanméki and Tiba [351], Blatt
and Schittkowski [19], or Birk et al. [14].

Our intention is, to consider only control problems that can be solved by the data fitting
approach studied so far. Thus, we suppose for example that we want to minimize a certain
quadratic or Ly norm

Ji(p,s) = /:R(fl(p,s(f),u(p,m,f),ux(p,:r;,f),um(p,x,f),v(p,f),x) — fi(2)*dx  (2.126)

L

by fixing a time value 0 < ¢ < T, and where integration is performed over all areas, confer
(2.96). f,(x) is given and our goal is to minimize the distance of a certain criterion f; from ag
by adapting some parameters p and the control function s(¢). It is assumed that the control
variable depends only on the time variable as in most practical applications. Otherwise, one
could try to exchange the role of ¢ and .

Vice versa, it is possible that the cost function is evaluated at a fixed spatial value T, so
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that the integration is performed over the total time horizon

To,5) = [ (ol s(0) b (0.7, 6), k.7, 0), (0.7, 0), 00, 0),0) = Folt) Pt (2127)

with a given time-dependent function f,(¢). f» may depend on solution values at a given
spatial variable value 7 in an integration interval defined by the index k. Thus, T belongs
to the k-th integration area, T € Fx%_l,x%) orT € {xfna_l,xfna}, respectively. As a special
case (2.127) contains control problems depending only on the solution v(p,t) of a system of
ordinary differential algebraic equation of the form (2.36) with initial values.

Another possibility is that there is only one function to be minimized with fixed time

and spatial values, say

Js(p, s) = fa(p, s(T),u"(p,T,T), uf(p, 7, T), us,(p, T, T),v(p, T)) - (2.128)

Without loss of generality the fixed time value is supposed to be the final integration time
T. As a special case we get a time-minimal optimal control problem

JB(pa 8) =T )

where we minimize only the final integration time.
In the first two situations we may discretize the integral at certain spatial or time values,
and get immediately a least squares formulation

Jl(p7 8) ~ ij(fl(p73(f)’ukj(p7 l'j7f)’ul;j(p7 xji)ﬂ%(]% IL‘j,E),U(p,E),ZL‘j) - 71(1‘]’))2
j=1

(2.129)
with suitable weights w;. The index k; denotes the corresponding spatial integration interval
contalning ;.

In the second case, the integral is replaced by

JQ(pa 3) ~ Zwl(f2(p7 S(ti)a uk(p’f, tl)? Ui(p,f, tl)? ulmﬁa:(pafa tl)? U(pa tz)a tz) - f2(tz))2 )
i=1

(2.130)
where k denotes again the spatial integration area containing 7.
Even in the third situation, we are able to get a trivial least squares formulation

o) % (VI o) 7 D) T, D) 7. D e 7)) (231)

if we knew that the algorithm we apply to solve the least squares problem, is capable to
handle situations where the length of the sum of squares is one.

Nonlinear state and control constraints may be added to the optimal control problem
either in explicit form (2.50) for the discrete parameter vector p, or in form of dynamical
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inequality constraints (2.52) and (2.123), respectively, where we have to add the dependency
from the control variable, say

yj(p,s(t),uij(p, :L‘jat)vu;j(pv xjat)auigx(pa ZL'j,t),U(p, t)vt) Z 0. (2132)

The discretized formulation leads to

gj(p) = gj(pa S(tj>7 uij (p, Ljs tj)7 u;j(p’ Ljs tj)a u:icjx(pa Lj, tj)a U(pa tj)? tj) (2'133)

for j = m. +1, ..., m,. Here the index i; denotes the corresponding integration area that
contains the spatial parameter x; rounded to its nearest line, and ¢; a suitable discrete time
value where a restriction is to be formulated.

Many practical control problems are given in form of higher order differential equations
with boundary conditions. However, arbitrary nonlinear equality constraints with respect
to the optimization parameters can be added to the optimal control problem. Thus, an
equivalent optimal control problem with boundary values is easily formulated, see Section
2.4.6 and especially Example 2.15.

Example 2.28 (B_.BLOCK) By the first ezample we consider the optimal control of an
ordinary differential equation, where we know the exact control function. The goal is to find
an optimal distribution of a drug, more precisely a (3-blocker, so that a given concentration
level is followed as closely as possible, see Cherruault [90]. The underlying pharmaceutical
system is modeled by two kinetic differential equations

1 = —(kio+ ke)xy + koyza +s(t) , x1(0) ;

. (2.134)

Ty = kioxy — ko1o 952(0)

Initial substrate concentration is a = 18. The transfer coefficients could have been obtained by
a previous data fitting run, see Section 2.4.1, and are given by kis = 2.9545, koy = 5.7214,
and k. = 0.3658, see Cherruault [90]. Control function s(t) is piecewise constant with
switching points 1/n for n = 10, n = 20, and n = 40, respectively, and function values
81, ..., Sn. The distance of x1(t) from the given goal function f,(t) = a is evaluated at 40
equidistant points between 0 and 1. The numerical solution of the ODE is restarted at each
switching point.

DFENLP is started with termination tolerance 107 from zero control values, where an im-
plicit solver is applied to integrate the ODE with final accuracy 107%. Table 2.17 contains
numbers of iterations n;; and final residual values r for n = 10,20,40. Figures 2.59 to 2.41
show the substrate distribution z1(t) over the time axis, Figure 2.42 the corresponding one
for xo(t), and Figure 2.43 the exact control function s*(t) = ake + akijzexp(—kat) and the
approximated ones.

If we apply non-continuous control functions as in the previous example, it is necessary
to restart the integration at each switching point, to avoid the generation of extremely
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18.2
18.1
x1(t) 18.0

17.9

17.8

n Nt r

10 63 0.43-107°
20 92 0.34-10°¢
30 108 0.47-10710

Table 2.17: Performance Results
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Figure 2.43: Computed and Exact Control Variables for n = 10, 20, 40

short steps of the ODE solver. As mentioned above, these switching points may become
optimization parameters. A special situation arises, if we consider bang-bang controls, where
control function values jump from one constant level to another one. By the next example
we illustrate the usage of a bang-bang control, the approximation of a boundary function,
and the possibility to minimize also the final integration time in case of a partial differential
state equation.

Example 2.29 (TIME_OPT) We consider now another variant of our standard test prob-
lem FExample 2.17, the heat diffusion model. On the one hand, we want to approximate a
given final boundary function f,(x) att =T as closely as possible, on the other the final time
T is to become as small as possible. Thus, the problem is a mizture of a minimum-norm and
a time-optimal one, see Schittkowski [/2/]. A constant scaling parameter « is introduced to
weight the two different objectives, and we get the objective function

J(T,s) = /0 (W(T, 5,2, T) — Fy(x))2dz + aT (2.135)
subject to the state equation

w (T, s, x,t) = (T, s x,t) |

AT o) "o, (2130

w(T, s, 1,t) +u(T,s,1,t) = s .

For our numerical test we choose a = 0.01 and f,(x) = 0.5 — 0.52%. The control variable s
s a bang-bang functions jumping from 1 to —1 and vice versa at some switching points sq,

.., S5.
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1 0.2 0.2914
2 0.4 0.2914
3 0.6 0.7268
4 0.8 0.7268
5! 0.9 0.8483

Table 2.18: Initial and Final Switching Points

To be able to apply our data fitting software under consideration, we normalize the time
variable to get a state equation defined for 0 <t < 1. The differential equation in (2.136)
becomes

uy = Tug, . (2.137)

Then the least squares objective function to be minimized, is

WT, s,t) = zgj(u(T, 5,25, 1) — fi(z:)* + (\/&—T)2 (2.138)

i=1
Moreover, we have to take into account additional linear constraints

O<p=...<ps<1

for the switching points.

When starting NLPQLP from the starting values of Table 2.18 with termination tolerance
1078, 21 discretization lines, and an implicit ODE solver with final accuracy 107%, we get
the results of Table 2.18 after 8 iterations. Obviously some of the switching points coincide
in agreement with the results of Schittkowski [/2/]. Final integration time is T = 1.329.
The mazimum deviation of u(p,x,T) from f,(x) at a grid point is 0.0113. State and control
variables are displayed in Figure 2.44 and 2.45, respectively.
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Chapter 3

Statistical Analysis and Experimental
Design

It is outside the scope of this documentation to present a review of statistical methods that
are available today to analyze data and results. There exists a broad area in statistics,
called nonlinear regression or parameter estimation, where these techniques are developed in
detail, see for example the books of Bard [27], Beck and Arnold [32], Draper and Smith [124],
Gallant [162], Ratkowsky [395], Seber [157], Seber and Wild [158], or Ross [111].

The first question is how to get suitable confidence intervals for the estimated parameters.
This is one of the main investigations when analyzing the output of data fitting. Related
questions are whether it is possible at all to identify parameters, or how to eliminate redun-
dant ones, as will be discussed in the subsequent sections. For these and related modeling
and simulation techniques, see also the books of Walter and Pronzato [538] and of van den
Bosch and van der Klauw [515].

Another important question is experimental design, where we want to create or improve
existing experimental conditions. The goals are to reduce the number of costly experiments,
to reduce error variances, or to get identifiable parameters. Typically, initial values of differ-
ential equations or control functions e.g. for input feeds are to be adapted, see e.g. Winer,
Brown and Michels [551] or Ryan [114].

The standard tool to analyze the statistical properties of a dynamical model is the the
evaluation of confidence intervals based on some simplifying assumptions. The confidence
region subject to a given significance level is an ellipsoid which is typically approximated
by a surrounding box. Whereas small interval lengths can be interpreted as well-identifiable
parameters, larger intervals could be due to degenerated ellipsoids. A more rigorous analysis
is given in Section 3.1.

In many practical situations, dynamical models contain too many parameters which are
difficult to estimate simultaneously, i.e., are overdetermined. An important question is how
to detect the relative significance of parameters and how to eliminate redundant ones based
on a given experimental design. A heuristic approach is presented in Section 3.2, which is
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computationally attractive and easy to implement. The idea is to analyze eigenvalues and
eigenvectors of the covariance matrix . The absolutely largest coefficient of the eigenvector
belonging to the biggest eigenvalue is eliminated and marks a less significant parameter. The
procedure is repeated until some criteria are satisfied, e.g., reaching a certain significance
tolerance. The result is a serial order of parameters according to their relevance, and which
helps to decide which parameters could be eliminated or whether additional experiments
should be performed. Section 3.2 contains some illustrative examples and a more realistic
data fitting problem based on a chemical reaction of an isothermal reactor with too many
model parameters.

So far we proceeded from a given experimental design and try to fit some model para-
meters. However, the initial design might not be the best one and the question is how to
improve or even optimize it. Possible design parameters are time dependent input feeds, ini-
tial concentrations or temperatures. The goal is to construct a suitable performance criterion
depending on design parameters, additional constraints as far as necessary, and to solve the
resulting nonlinear optimization problem. Since the confidence intervals mentioned above
are mainly determined by the diagonal elements of the covariance matrix, a possible objec-
tive function is the trace of this matrix, see Section 3.3. Special emphasis is given to the
efficient computation of derivatives, where first and second order derivatives of the model
function of our dynamical system are all approximated by forward differences. To show that
this approach is nevertheless a quite stable and efficient procedure if carefully implemented,
two examples are included. The first one is a microbial growth model, see Banga et al. [22],
which consists of a small system of only three differential equations, two model parameters
and design parameters in form of initial concentrations and an input feed. However, one of
the model parameters is extremely difficult to estimate and the authors decided to apply a
stochastic search method. The other example is intensively investigated by Bauer et al. [29],
the reaction of urethane. The model consists of three differential and three algebraic equa-
tions, and becomes more complex because of additional nonlinear equality and inequality
constraints.

There remains the question how the techniques described in Section 3.3, can also be used
for locating experimental time values. Especially in case of time expensive experiments,
it is highly desirable to minimize their number and to conduct experiments only within
relevant time intervals. Thus, we apply the same strategy outlined before, but add artificial
weight factors to the observations at a predefined, relatively dense grid specified by the
user. These weights are considered then as design parameters. A particular advantage is
that derivatives subject to weights are obtained without additional computational efforts.
Section 3.4 contains the corresponding analysis and again the urethan example, now with
thew aim to reduce the number of experiments.

The techniques described so far do not depend on any special structure of the mathe-
matical model. The only assumption is smoothness of objective function and constraints,
i.e., these functions should be twice continuously differentiable subject to the model and
design parameters. All examples with practical background consist of ordinary differential
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or differential algebraic equations, since the imbedded solution process generates additional
numerical noise making numerical results and conclusions more realistic. The techniques
and part of the examples are also discussed in Schittkowski [111]. A case study for a system
of partial differential equations is found in Schittkowski [1417].

3.1 Confidence Intervals
We proceed from a general nonlinear model in its simplest form
n="h(p,t)+e, (3.1)

see also (1.1), where we omit another possible dependency of the right-hand side from the
solution of a dynamical system without loss of generality. h(p,t) is our model function
depending on a set of model parameters p € IR" and ¢t € IR is the independent model
variable, also called explanatory or regression variable. The function h(p,t) is supposed to
be differentiable subject to p € IR", and at least continuous with respect to t. It is assumed
that there is a true parameter value p*, which is unknown and which is to be estimated by
a least squares fit. The response n € IR is the dependent model variable.

The above formulation proceeds for simplicity from a scalar variable ¢. Generalizations
to multi-dimensional regression variables are possible without loss of generality. Also multi-
response models where 7 possesses arbitrary dimension, can be considered, see Seber and
Wild [458].

To estimate the true, but unknown parameter value p* from given experimental data t;
and y;, 2 =1, ..., [, we minimize the least squares function

l

s(p) =D _(h(p. t;) — y:)? (3.2)

i=1

over all p € IR". Let p denote the solution of this data fitting problem. Then p is also called
the ordinary least squares estimator (OLS) to distinguish it from alternative techniques, for
example from the weighted or generalized least squares estimators. The question we are
interested in is how far away p is from the true parameter p*.

It is assumed that the independent model values ¢; are given a priori without errors, and
that ¢; denotes the statistical error of the measurements or the response variable, respec-
tively. As usual, we suppose that the errors ¢; = y; — h(p*, t;) are independent and normally
distributed with mean value zero and known constant variance o2, i.e., ¢, ~ N(0,0?%) for
1=1,..., 1L

The basic idea is to linearize the nonlinear model in a neighborhood of p* and to apply
linear regression analysis, since linear models are very well understood, see Seber [156]. By
defining

f(p) = (h(p,t1),....h(p,t))"
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and e=y— f(p*), q=p—p-, e=(er,....,a)", y=(y1,...,y)", we get from the first-order
Taylor expansion
sp) = If(p) -yl

1F @) + V@) (0 = p") —yl®
= IVI@) g =l .
Here ||.| denotes the Euclidian norm. We denote by F* = V f(p*) the Jacobian matrix of

f(p) at p = p*, and assume that F* has full rank. A solution of the linear least squares
problem is immediately obtained from the normal equations

qA: (F*F*T)le*e ’

Q

from which we get a first-order approximation of the solution p by
ﬁ :p*+ (F*F*T)le*e ]

From this approximation, some statistical properties known for linear models can be derived
also for nonlinear ones. Under additional regularity assumptions, see Seber and Wild [158],
p and s> = s(p)/(l — n) are consistent estimates of p* and o2, that means they converge
with probability 1 to the true values, and are asymptotically normally distributed as [ goes
to infinity. Moreover, we know that due to the normal distribution of the errors, p is also a
maximum likelihood estimator.

The error in parameters, p — p*, is approximately normally distributed with mean value

0 and covariance matrix o2/* 7', where I* is defined by I* = F*F*T. In addition, the
expression

ST )

—5 (- p—p

follows the F-distribution with (n,l — n) degrees of freedom within the linearization error.
Thus, an approximate 100(1 — a)% confidence region for p* is given by the set

B:@-p)"1(P—p) <ns’F .}, (3.3)

where I = Vf(p)Vf(p)" estimates I*. This result is very similar to the corresponding
confidence region for linear models.

For a numerical implementation, however, (3.3) is inconvenient. To get individual confi-
dence intervals for the coefficients of p*, we consider an arbitrary linear combination a’p. It
is possible to show that approximately

CLTﬁ _ an* ;
— ~l-n
svVall*q

where ¢;_, is the t-distribution with [ — n degrees of freedom. A 100(1 — )% confidence
interval is then given by

a"p— 12 s\aT e, a"p+ 125\ aT } : (3.5)
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When setting a = e; for i = 1, ..., n successively, where e; is the i-th unit vector, and when
estimating I* by I, we get the approximate confidence intervals

|:251 - tla,/is CZ“ y ]5@ + t?,/ZS \V d” :| (36)

for the ¢-th individual model parameter value pf, + = 1, ..., n. In this case, p; is the i-th
coefficient of p and d;; the i-th diagonal element of 1!, see also Gallant [161] or Donaldson
and Schnabel [119].

However, (3.6) is valid only approximately depending on the quality of the linearization
or the curvature of f(p), respectively. Donaldson and Schnabel [119] present some exam-
ples, where the confidence intervals are very poor. Thus, we have to be very careful when
computing (3.6) without additional linearization checks.

Example 3.1 (PARID15/30/60/120) We consider the model function

P1P3 —pot —p1t
h(p,t) = ———— (e P — e
( ) pl_p2( )

with three unknown parameters p = (p1,pa,p3)? to be estimated. First, we define a true
parameter value p* = (0.1,1,100)T and generate experimental data sets in the following way.
Forl=120,1= 60,1 = 30, and | = 15, we evaluate y; = h(p*,t;)+¢€;, where €; is a normally
distributed error with variance o® = 0.01, at equidistant grid points t; within the interval
[0,60],i =1, ..., 1. Then we solve the corresponding data fitting problem (3.2) starting from
po = (0.05,2,120)7 with termination accuracy 10710,

Subsequently, we compute the confidence intervals (3.6) as outlined above for the significance
level o = 1%, see Table 3.1. The corresponding lower and upper bounds and the computed
parameter vectors are pt, p;, and p*, i = 1,2,3. Moreover, we determine s> = s(p)/(l —n),
an estimate of the variance o®. Parameter pf can be estimated for all sample sizes quite
successfully. The variance estimates converge to the true value, as expected. Figure 3.1
shows the fitted data for | = 120 measurements.

3.2 Significance Levels by Eigenvalue/-vector Analysis
of the Fisher Information Matrix

Proceeding from a parameter estimation model, corresponding data, and a successful least
squares fit, significance levels of the estimated parameters are to be evaluated. If a model
seems to be overdetermined, i.e., contains too many parameters compared to the number of
equations, the levels give an impression of the significance of parameters and help to decide
upon questions like
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Table 3.1: Confidence Intervals for Different Sample Sizes

=120 [=60 [=30 [=15
Py 0.0998 0.0963 0.0945 0.0891
p1 0.0998 0.0996 0.0989 0.0973
pY 01025 0.1032  0.1036  0.1055
ph 0942 0918 0.889  0.281
P2 0986 0997  1.042  0.977
py 1.030  1.076  1.196  1.673
i 93.7 91.4 87.6 22.7
D3 98.5  100.1 1042  98.6
py 1033 108.8  120.8 1744
s> 0.0105 0.0106 0.0087 0.0081

- which parameters can be identified,
- which parameters can be treated as constants,
- whether additional experimental should be added or not.
Moreover, overdetermined data fitting problems lead to unstable and slow convergence of
Gauss-Newton-type least squares algorithms with a large number of iterations until termi-
nation tolerances are satisfied.
We have seen in the previous section that 27! can be considered as an approximation

of the covariance matrix o2I* !, where

. 1 l .
82 = 8(p) = l— Z(h(pa tl) - yl)2 s
-nia

see (3.2), I = VF(p)Vf(p)T, and p a least squares estimate for the true, but unknown para-
meter p*. Assumptions are independent and normally distributed errors in the measurements
with mean value 0 and variance o2

A more rigorous analysis based on the maximum-likelihood function leads to the theorem
of Cramér and Rao, which states that the inverse of the Fisher information matrix is a lower

bound for the covariance matrix of the parameter errors. This matrix is approximately given

by

A 1 ~ ~

Ir =5 VIHVIG)" - (3.7)
For a precise definition of this matrix and a proof see e.g. Goodwin and Payne [178].

Since all induced matrix norms are greater than the spectral radius of a matrix, we apply
the Lo-norm, i.e.,

1z 15 = Amae (7] = (3.8)
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Figure 3.1: Model Function and Data

Amaz and A, denote the largest and smallest eigenvalue of a matrix, respectively. Since
small eigenvalues of I enforce large entries of the covariance matrix, we try to reduce them
by successive elimination of parameters corresponding to large eigenvector coefficients. The
order by which the variables are eliminated, can be considered as an indication about their
relative significance, the highest level reflects the highest priority.

We proceed from a given significance tolerance v > 0, known experimental data, and an
optimal solution p of the corresponding least squares data fitting problem. We try to satisfy

N 1
1l = | ———— <7 . (3.9)
" Anin (1)

Assuming a sufficiently accurate approximation of p*, the true parameter vector, we hope to
get sufficiently small variances.

Note that very small or zero eigenvalues lead to the conclusion that some parameters
cannot be estimated at all by the underlying model and the available data, or that there
are combinations of highly correlated parameters, see Caracotsis ans Stewart [75]. To detect
the significant parameters on the one hand and the redundant or dependent parameters on
the other we apply the subsequent procedure, see also Schneider, Posten, and Munack [151]
or Majer [315]. The idea is to successively eliminate parameters until (3.9) is satisfied. The
cycle is terminated in one of the following situations:

1. The smallest eigenvalue of the Fisher information matrix is smaller than a threshhold
value, see (3.9).

2. The parameter correlations are significantly reduced, e.g., by 25 %.

3. None of the above termination reasons are met and all parameters have been elimi-
nated.
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. 5 5 1 . N
Algorithm 3.1 Letk=1, J, =0, It = §Vf(p)Vf(p)T, T minimizer of (3.2), and ~y >0
be given.
1. Compute the lowest eigenvalue A, of f}‘% and a corresponding eigenvector Vp, € IR",

Vi = (0, i) T,

1
2. If Amin > —5, then stop. The required significance level is reached.
Y

3. Determine jy with
[vj0] = max fvj]

eliminate the jo-th row and column from flli, denote the resulting matriz by fllffl, and
let JkJrl = Jk U {]O}

4. If k =n —1 then stop, a further reduction is not possible.

5. Replace k+ 1 by k and repeat from Step 1.

After termination, the indices in .J, represent the significance levels of the parameters.
Level 1 corresponds to the first eliminated variables, level 2 to the second, etc. The final level
can be assigned to several parameters indicating a group of identifiable parameters. Possible
conclusions are to add more experimental data or to fix some parameters for subsequent
evaluations. Thus, the determination significance levels are part of the experimental design
process to validate a parameter estimation model.

Example 3.2 (LKIN/_A3/_A4) A linear ordinary differential equation describes a kinetic
process in the form
n = —k , y1(0) =D |
" o o0 (3.10)
Yo = ki —Fkoy2 , 32(0) =0 .
A 95 % confidence region as outlined in the previous section, is shown in Table 3.2, i.e., ¢; =

Qti/isx/a?ﬁ, see (3.6). The estimated error variance is 0.41 - 1073, the mazimum correlation
15 0.57, and the covariance values are sufficiently small, see also Figure 3.2.
Now we introduce some additional parameters with very severe internal dependencies,

7 o= — ,knk’myl ) yl(o) =D +0.1D, (3 11)
Qz = k11k12y1 - (k21 + 2k22)y2 ’ 3/2(0) =0 |

The same statistical analysis as above leads to the significance intervals of Table 3.4. The
correlation coefficients between ki1 and ki, between koy and koo, and between Dy and Do are
exactly 1. By successive elimination of parameters with highest coefficient of the eigenvector
belonging to the lowest eigenvalue, see Table 3.3, priority levels are computed as shown in
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Figure 3.2: Model Functions and Data

Table 3.4. They exactly reflect the artificially generated dependencies. The parameters kiq,
koo, and Dy obtained the highest scores and are considered as the most significant ones.
We even observe that the influence of koo on the solution is greater than that of ke as can
be expected from the different coefficients in (3.11). An important side effect is that the
maximum correlation is reduced from 1.0 to 0.56.

Besides of detecting dependencies among parameters, the proposed analysis helps to find
redundant ones, as shown by a slight modification of (3.10). An additional redundant para-
meter r is added to the first differential equation leading to a very small perturbation of the
solution by choosing € = 10714,

n = —kwi+er  ,yi(0)=D
Y1 11 y1() i (3.12)

Yo = kiyn — kaya , y2(0)

The priority analysis detects the redundant parameter r, see Table 3.5. The starting value
of the redundant parameter is not changed by the least squares algorithm.

Table 3.2: Confidence Intervals for (3.10)

p Pi &

kq 0.1126 0.0034
ko 0.0571 0.0022
D 102.4778 1.79

87



Table 3.3: Elimination of Parameters for (3.11)
k )‘min(lfﬂ) |vjo] Jo
1 —0.37-10711 0.89 3
2 —0.12-1071 0.99 6
3 0.46.7 0.97 1
4 2578.3 1.0 3

Table 3.4: Confidence Intervals and Priority Levels for Overdetermined System (3.11)

p P Ci Sy
kiq 0.1328 0.0041 4
k1o 0.8476 0.00065 2
koq 0.0314 0.00047 1
koo 0.0128 0.00094 4
D, 51.2396 0.96 4
D, 51.2396 0.96 3

Example 3.3 (BATCH_F1/F2/F3/F4) A practical example is the kinetic model of a
chemical reaction system in an isothermal batch reactor, see Biegler, Damiano and Blau [/ 1]

or Mager [715],

We have

.jl'l —
.jl'g —
.fil'g —

.jl'4:

s

Tg

o O O O

—koxoxs |

—kizowe + k_1210 — kawaxg

kgl'gl'g -+ k1$4l’6 — 0.5]{],11'9 s

—]{7133'4.1'6 -+ 0.5]{],1339 s

kixaxs + k_1210
—]{7133'2.%'6 — k1$4l’6 -+ k,1$10 —+ 0.5/€,1$9 s
—.’L’7—|—.’L’6+.T8—|—.’L'9+l'10—@+ s

—xg(Ks + z7) + Koxy
—x9(K3 + x7) + K3xs
—l'lo(Kl + .1'7) + K1$5 .

38

(3.13)



Table 3.5: Priority Levels for Redundant System (3.12)

D Di Jk

kq 0.1126 2

ko 0.0571 2

D 102.4778 2

r 1.000 1
OF = 00131 |
T, = 342.15
k _ _ (1 _ 1
1 = €exXpip1 T T, eXp(p7)> )
kr = exp(p2— (%—2%)exp(ps))) |
koo = exp(ps— (7 -7 exp(pg)) ;
Ky = exp(—ps) ,
KQ = eXp(_pE)) )
KB = eXp(_p6> )

nine parameters to be estimated, and three experimental data sets obtained under different
temperatures and initial concentrations,

T x1(0)  x9(0)  23(0)  24(0) x5(0) x6(0)
313.15 1.7066 8.3200 0.0100 0.0000 0.0 0.0131
340.15 1.6497 8.2200 0.0104 0.0017 0.0 0.0151
375.00 1.5608 8.3546 0.0082 0.0086 0.0 0.0131

In case of estimating only one data set, it is obvious that there are strong internal dependen-
cies between py and p7, pa and ps, and ps and py. This is reflected by the priority listed in
Table 3.6, where v = 0.1. At least one of the two corresponding priorities obtained the lowest
possible value. To improve the number of parameters which can be identified, we add up to
two additional data sets, see again Table 3.6. For three different data sets, seven of nine
parameters are considered as identifiable within one group similar to the results obtained by
Mager [515]. We also observe that the parameter values get more and more stabilized, and
some of them for three data sets are quite far away from the parameter values for one data
set.

3.3 Experimental Design

Mathematical models describe the dynamical behavior of a system with the goal to allow
numerical estimation of model parameters a user is interested in. These parameters identify
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T = 340.15 T = 313.15, T =313.15
T = 340.15 T = 340.15,

T =373
P D Sy P Jk P Sy
p1 2.8-107° 3 0.0 3 0.0 3
D2 1.6 6 1.1 4 1.1 3
D3 8.7 5 28 4 5.0 3
P4 34.2 6 21.6 4 24.9 3
D5 26.5 4 172 2 18.0 2
De 32.5 6 20.1 4 23.2 3
D7 10.6 6 93 4 9.3 3
s 8.6 1 89 4 8.9 3
Do 0.0002 2 004 1 0.04 1

Table 3.6: Parameter Values and Priorities for Example 3.3

the system under consideration, and are to be verified by experiments. However, the ex-
perimental design often depends on parameters which must be set in advance to be able to
measure certain output data of an experiment. Examples are initial concentration of sub-
strates, input feeds of a chemical reactor, temperature distributions, etc. In addition, our
model may depend on universal physical parameters like gas constant, absolute temperature,
or gravitational constant.

To determine the experimental design parameters in an optimal way, we first have to
find a suitable guess for the model parameters either from the literature or some preliminary
experiments. We have seen in the previous sections that the covariance matrix determines
the confidence region of the model parameters, see (3.3). Since we have now additional
freedom to design an experiment, we can use the design parameters to minimize the volume
of the corresponding ellipsoid based on a suitable criterion.

To formalize the situation, we denote again the model parameters by p € IR™ and the
design parameters by ¢ € IR™. In case of a dynamic, i.e., time dependent parameters, for
example a control function, we assume that the control function is approximated by finitely
many parameters.

Now we extend our model function h(p, t) by the design parameters, h(p, ¢, t), and assume
that we have a set of experimental time values ¢, Kk =1, ..., [. Moreover, we let

f(p7 Q) - (h(p7 q, tl)? R h(p7 q, tl)T

and denote by F(p,q) = V,f(p, q) the Jacobian matrix of f(p, ¢) subject to p € IR", where
q € IR". For simplicity, we assume that F(p,q) has full rank for all p and g.

A formal performance measure is available based on the covariance matrix C(p,q) =
I(p,q)~", where I(p,q) = F(p,q)F(p,q)" denotes an approximation of the Fisher information
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matrix, and where we omit a guess for the error variances of the measurements to simplify the
notation. In other words, we assume that all experimental data are measured with constant
error. The volume of a confidence region for a given model parameter p € IR is given by

P: -1, )P—p) <aw,} , (3.14)

with a statistical parameter ay,,, see (3.3).

Formula (3.14) describes an ellipsoid, and the goal is to minimize its volume on the
one hand, but on the other to prevent also degenerate situations where the maximum and
minimum eigenvalue drift away. This is to be achieved by adapting the design parameter
q for a given model parameter p, which is obtained either from a preliminary experiment,
literature, or a reasonable guess. Possible criteria are available either for C(p, q) or I(p,q),
respectively, depending on the procedure how to measure or estimate the volume and the
structure of the ellipsoid. The most popular ones are

D : det(C(p,q))
A : trace(C(p, q))
A* : -trace(I(p, q))

q)
FE . mm( ( ))
Exor C )\mm( ( ))/)‘m(w( ( ))

Here Apin(1(p,q)) and Apez(1(p,q)) denote the minimum and maximum eigenvalues of
I(p,q). For a more detailed discussion, see, e.g., Winer, Brown and Michels [551] or
Ryan [114].

For our numerical implementation, we use the A-criterion, since the computationally
attractive confidence intervals by which the size of the ellipsoid is estimated, take only the
diagonal elements of the covariance matrix into account, see (3.6). This leads for each
p € IR™ to the optimization problem

min trace(C(p,q))

g-p,q:(), jzla"'amea

g€ R" : (P 9) ‘ (3.15)
gj(p’Q):Oa j:me+1a"'am7
U <q9=qu

where we add additional bounds for the variables ¢ and additional equality and inequality
constraints depending on the given model parameters p and the design variables ¢ to be
computed.

There remains the question how to compute the derivatives of the objective function

¢(q) = trace(C(p,q))
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subject to ¢ in an efficient way. Numerical differentiation of ¢(q) subject to ¢ by a difference
formula based on a previous numerical differentiation of h(p, q,t) subject to p by another
difference formula is unstable because of accumulation of truncation errors. It is assumed
that second order analytical partial or mixed-partial derivatives are not available. Thus, we
try to find a reasonable compromise which nevertheless leads to sufficiently stable procedure.
Differentiation of the objective function of (3.15) subject to ¢,, 1 <r <mn,, gives

olq) = ;; (trace(C(p, q)))

= trace <airl(p, q)_1>

g,

= trace <—I(p,@1)1 0 I(p,q) f(p,CJ)‘1>

g,

(3.16)
, 0 1
= —trace [ I(p,q)” ( (. 0)F(p,0)") 1(p. )
= —trace( F(p,q)*
9 T .
+ F(p, Q)%F(P, q)" | 1(p,q)
There remains differentiation of the [ x n, matrix
0 0
F f—
o0, (p,q) aqupf(p, q)
(3.17)

82

The mixed partial derivatives of the model function h(p, ¢, t) subject to p and g are approx-
imated by forward differences

i=1,np;k=1,

82

h t ~ h 1G5 r T)t h ) 7t
90.0p; (P, q,tr) e ((h(p + €iei, g + €ver, ty) + hip, q, 1)) (3.18)

— (h(p,q + erer, te) + h(p + €€, q, 1))

fork=1,...,land ¢ =1, ..., n,. Here, ¢, € IR" and e, € IR" are the i-th and r-th
unit vectors, respectively, and ¢;, €, are suitable perturbation tolerances, e.g., chosen by
¢; := max(1,|p;|)e and €, := max(1,|¢|)e with a certain tolerance ¢ > 0 which must be

selected very carefully.
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Equation (3.18) is written in a form to show that cancelation appears only once. Since
the evaluation of the objective function ¢(q), i.e., of F(p,q) = V,f(p,q), requires also an
approximation of first derivatives of the form

) & = (A e g0 — 0ot (3.19)
only two additional evaluation of h, i.e., h(p + €e;,q + €.¢6,,tx) and h(p,q + €.¢,,1;) are
required to get the mixed second order derivatives (3.18).

The perturbation tolerance e should not be chosen too small. Depending on the condition
number of the information matrix, even large values like ¢ = 0.01 or even ¢ = 0.1 are
applicable and lead to stable solution processes subject to a surprisingly small optimality
criterion.

Example 3.4 (MICGROWX/Y) Banga et al. [22] consider a design problem based on an
unstructured microbial growth model to determine feed rate profiles in fed-batch bio-reactors.
They mention that numerical instabilities prevent application of gradient-based optimization
procedures. Instead, the use a stochastic search algorithm.

The process is described by two differential equations and the integration of an input function
Fulh),

Csin — Cs

CS = —UCX—FFm(t) V 5 05(0) = Cg,
__— Cx % (3.20)
Cx = pCx —F; (t)V ; Cx(0) = v
V = En(t)v V(O) - Vb’
where o
o S
o = I
Yxs+m
CSin
Vy = Vv
0 CSm_Cg‘

and m = 0.29, Cg;, = 500, Yxg = 0.47, V* =7, and p,, = 2.1. Fj, is an input control
function chosen very close to the optimal solution found be Versyck [520], K,, K; are model
parameters to be estimated, and initial values C%, C% are design parameters. It turns out
that K, is very difficult to estimate. Starting from some reasonable initial guesses K, = 10,
K; = 0.1, C% = 40, C% = 10, artificial measurements are generated and perturbed by a
uniform error of 5 %. Then, confidence intervals are computed for the design parameters K,
and K;.

In the next step, we consider the feed controls at 19 grid points as additional design parame-
ters, and 20 constraints are added to prevent that Cs(t) falls below zero. The perturbation

93



tolerance for gradient approximations by forward differences is set to e = 0.01. NLPQLP
needs 18 iterations to reduce the performance criterion from 1.3 - 10° to 0.009 under termi-
nation accuracy 1078, Optimal design parameters are the initial concentrations C% = 38.9
and C$ = 14.3, and the optimal feed curve is shown in Figure 5.5. In Figures 3./ and 3.5
the corresponding state functions Cs(t) and Cx(t) are plotted.

After getting the optimal design parameters, the confidence intervals are computed in the
same way as for the starting values. Standard deviations are reduced from 239.8 to 0.093 for
K, and from 0.0096 to 0.0022 for K,;. Moreover, the correlation coefficient is reduced from
0.99 to 0.19.
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Figure 3.3: Control Function Fj, (%)
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Figure 3.4: State Function Cs(t)
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Figure 3.5: State Function Cx(t)
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Example 3.5 (URETHAN1/2) A practically relevant example is studied by Bauer et
al. [29], the reaction of urethane. The corresponding DAE describing the reaction of phenyliso-
cyanate (ny), butanol (nsy), urethane (ng), allophante (ny), and isocyanurate (ns) consists
of three differential and three algebraic equations of index 1,

ﬁg = V(’I“l —Tr9+ 7"3) s 713(0) =0
7;L4 = V(TQ - 7”3) s n4(0) =0
7;L5 = VT4 s n5(0) =0

3.21
0 = ny+nsg+ 27’L4 + 3”5 — Ng1 — nlea(t) s ( )
0 Ng + Ng + Ny — Naz — Naep(t)
0 = Neg — Nae — nGea(t) - n6eb(t> 5

where ng denotes the solvent and

Vo= ¥, M ki = kieprexp (—Ea(1/T(t) = 1/Ten)/R)
no= ki ky = hneppexp (—Ean(1/T(t) = 1/Trep2)/R)
ry = kzn‘ﬁ?’ , ks = kofke |

ry = kg% , ki = kvepaexp (—Eay(1)T(t) — 1/Tyesa)/R)
no= RIS ke = heesp(~d(U/T() - 1/T,)/R)

Two input feeds are given in form of non-decreasing functions feed,(t) and feedy(t), t €
[0,80], and define nieq(t) = nateafeedy(t), noew(t) = Nasenfeedy(t), Neea(t) = Napeafeedq(t),
and neey(t) = nagenfeedy(t). Mol ratios, active ingredients, and the initial volume have to
satisfy certain bound constraints,

01 < MV, < 10,

0 < MV, < 1000 ,
0 < Mvs < 10,

0 < 9. < 08,

0 < Gaea < 09,

0 < Gua =< 1,

0 < V., < 000075 ,
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and are connected to the remaining parameters by analytical equations

M‘/l (nal + nalea) = Na2 + Na2eb
M‘/Qnal = MNglea »
M‘/E’)nal = Ng2eb ,

Ga(naa My 4+ nga My + nggMs) = na My + neMs;

Yaea (naleaMl + naGeaM6) = naleaMl s
gaeb(na2ebM2 + naGebM6) = na2ebM2 5
Va = naMi/p1 4+ naaMa/ps + nas M/ ps

which play the role of nonlinear equality constraints. Constant data are given for

My = 011911 , p = 1095 , Ty = 363.16 ,
My, = 007412 , py = 809 , Thp = 363.16
My = 019323 , ps = 1415 , Ty = 363.16 ,
My = 031234 , py = 1528 , T,, = 363.16 ,
Ms = 035733, ps = 1451 , R = 8314,
Mg = 0.07806 , ps = 1101 .

Model parameters to be estimated and for which some initial gquesses are available, are
krepr = 5-107% . E, = 3.52-10%
krepp = 8-107% | E, = 85-10* ,
kreps = 11078, E, = 3.5-10%
ko = 1.7-107Y ) dy = 1.08 .

The two input feed controls and the time-dependent temperature are piecewise linear functions
defined at 10 grid points between t = 8 and t = 80. The corresponding 30 support values are
experimental design parameters together with the bounded parameters MVy, MVy, MV3, g,,
Gacas Gaeb, Va and the parameters ngy, Naz, Nas, Nalea, Na2ebs Naeas ANA Nagen, Which are coupled
by a set of seven equations mentioned above. To sum up, the whole optimization problem
consists of 8 model parameters, 47 design parameters, § nonlinear equality constraints, and
20 linear inequality constraints to satisfy monotonicity of the input feeds. In addition, there
are 10 time values between 0 and 80, and four measurement functions ny, ng, nyg, and ns,
and model variables are scaled to one.

The initial design is based on the data of Table 3.7. First, we suppose that the parameters
given above, are the result of real’ data fitting run. Fxperimental data are generated at the 10
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time values and random errors based on a uniform distribution with relative deviation of 1 %.
Subsequently, confidence intervals subject to model parameters are computed as described in
Section 3.1, see (3.6). The results are listed in Table 3.8. The mazximum standard deviation
is more than 800 %, i.e., it is practically impossible to estimate the model parameters based
on the given design data.

The code MODFIT is executed with termination tolerance 107% and ¢ = 1072 for the ap-
proximation of partial derivatives. The optimization routine NLPQLP of Schittkowski [//0]
terminates after 72 iterations after reducing the performance criterion from 2.7 x 10° to
6.9 - 10%. Optimal design values are listed in Table 3.7. Corresponding state and control
functions are shown in Figures 3.6 to 3.9. As for the initial design, confidence intervals are
computed for the design parameters, see Table 3.8. Now all deviations are below 15 %.

Table 3.7: Design Parameters before and after Experimental Design

P initial final
MV 1.0 0.24299
MV, 0.3 1.13686
MVs 0.3 0.25613

Ja 0.75 0.80000
Jaca 0.5 0.67401
Gaeb 0.4 0.32820

Va 2.75 11.29776

Na1 0.106 0.68736
Na2 0.106 0.18089
N 0.0876 0.30515
Nalea 0.0319 0.78145
Na2eb 0.0319 0.17605
Nabea 0.0486 0.57685
Nabeb 0.0454 0.34219
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Figure 3.7: State Functions n4(t), ns(t), ne(t)
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Figure 3.8: Control Functions feed,(t) and feed,(t)
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Table 3.8: Confidence Intervals for Urethane Problem before and after Experimental Design

P initial (%) final (%) weights (%)
Frern 1.14 14.70 744
Frefo 56.45 11.53 2.73
Freta 1.62 1.30 0.20
ko 859.13 4.71 0.00058
Eo 0.77 0.18 2.34
Eqo 1.24 1.95 0.95
E,, 1.38 0.84 0.14
dpa 676.79 6.21 0.00026
500
450 -
400 -
350 -
300 5
250 1
200

0 10 20 30 10 50 60 70 80

Figure 3.9: Temperature T'(t)
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3.4 Experimental Design with Weights

The experimental design approach introduced in the previous section assumes that the time
values are known in advance. However, there are very many situations where one would like
to know in advance their approximate number and also their optimal locations, to improve
the confidence intervals of the parameters to be estimated, and to reduce the number of
time-consuming or expensive experiments.

Our idea is to proceed from a given set of time values which could be large and dense,
and to formulate an experimental design optimization problem as before by introducing
additional weights wy, k = 1, ..., [. Thus, we replace the model function h(p,q,tx) by
wih(p, q,tx) with additional weight factors wg, & = 1, ..., [, which are to be treated as
optimization variables in our optimum design problem (3.15) and which becomes

min trace(C'(w, p,q))

9i(p.q) =0, j=1...,me,
g-p,q:(), j:me+17"'7m7
ge R we R : ]l( ) (3.22)
Zk:l Wy = 1 )
N=q=qu ,
TkaS]-, kzla"'7l7
with covariance matrix C(w,p,q) = I(w,p,q)” " depending now on additional weights,
I(w,p.q) = F(w,p,q)F(w,p.q)", F(w,p,q) = V,f(w,p,q), and finally
f(w7p’ Q) = (wlh(pa Q7t1)7 s awlh(pa Q7tl)T .
Note that for stability reasons, a small lower bound 7 is introduced for the weights.
Corresponding partial derivatives of the objective function
¢(w, q) := trace(C(w, p, q))
subject to a weight wy are obtained from
O pwq) = —trace (I, pa) "t (S F(w.p.a)F(w,p.o)"
—o(w = —trace | I(w —F(w w
Dy 4 Py q Dy Py q Py 4
(3.23)

)
+ F(w, p, Q)a—ka(w,p, Q)T> I(w, p, q)1>
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Figure 3.10: State Function Cs(%)

see (3.16), and from

0 0
a—u]kF(wapv q) - a—kapf(w’p’ Q)

— (g .00 (321

wrIp; i=1,mpk=1,l

0

i=1,np;k=1,l

confer also (3.17). Thus, we get the weight derivatives more or less for free, since the partial
derivatives subject to the model parameters are known from the computation of the objective
function.

Example 3.6 (MICGROWX/Y /Z) We consider again Example 3./, see Banga et al. [22].
In addition to the model and design parameters also weights are to be computed at an equidis-

tant grid of 43 time values. Thus, the optimization problem (3.22) gets 86 additional vari-

ables. NLPQLP computes a solution in seven iterations with termination accuracy 1076,

The total number of experiments is reduced to 5, see Figure 3.10, and would have to be taken

into account only for Cs. Model parameter K, = 10 is estimated subject to a confidence

level 0.16 and K; = 0.1 subject to 0.00011. Input feed is very similar to the optimal feed of
Example 3.4. The location of the time values seem to be exactly at the critical points which

determine the structure of the dynamical system.

Example 3.7 (URETHAN1/2) We consider again the urethane problem of Example 3.5
because of its practical relevance, see also (3.21). It is pointed out in Bauer et al. [29]
that the experiments are expensive and that it is highly desirable to reduce their number as
much as possible. We proceed from 40 equidistant time values between 0 and 80 for the four
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Table 3.9: Optimal Weights for Urethane Problem

1 12 0.183 0.267

2 16 0.0604

3 18 0.0073

4 20 0.0022 0.0018
Y 26 0.0929

6 28 0.03 0.131 0.0111
7 30 0.171
8 32 0.074 0.036
9 34 0.0035
10 36
11 38 0.0123 0.0934 0.0025
12 40 0.0031
13 80 0.0068

measurable output functions ny, n3, ng, and ns, and try to reduce their number to only the
significant ones without loosing the desired identification option as computed in the previous
section. It is to be noted that all substrates are measured independently of each other, i.e.,
we have a total of | = 160 experimental data from where relevant ones are to be extracted.

The optimization routine needs 132 iterations to reduce the performance criterion from 1.65-
10* to 8.0 - 10'* under the stopping tolerance 1078,
bounds as shown in Table 3.9, and the corresponding confidence levels are found in Table 3.8.
They are significantly smaller than in case of the 40 measurements taken in the previous

Nineteen weights are above the lower

section, and also the reduction of experimental expenses is significant.
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Chapter 4

Numerical Algorithms

EASY-FITModelDesign gorves as a user interface for the parameter estimation programs
MODFIT and PDEFIT that are also executable outside of EASY-FITModelDesign — (Ope
of its features is the automatic generation of input files in ASCII format for the codes
mentioned above. Model functions are either defined symbolically to be executed by the
automatic differentiation tool PCOMP, or must be given in form of Fortran codes.

The corresponding data and code organization is documented in Chapter 8. In this
chapter we describe very briefly the underlying numerical algorithms implemented.

4.1 Data Fitting Algorithms

The parameter estimation programs contain interfaces for a nonlinear least squares algorithm
called NLPLSQ), see Schittkowski [116]. By transforming the original problem into a general
nonlinear programming problem in a special way, typical features of a Gauss-Newton and
quasi-Newton least squares method are retained, see Schittkowski [129] for details.

In case of least squares data fitting with very many measurements, the sum of squared
functions is directly minimized by the SQP code NLPQLP [110]. The total number of
iterations might increase, but the calculation time per iteration is decreased.

When minimizing a sum of absolute function values, i.e., the L; norm, the problem is
transformed into a smooth nonlinear programming problem by introducing 2! additional
variables and inequality constraints. The code is called NLPL1.

L..-problems,; where the maximum of absolute residual values is to be minimized, are
solved by the code NLPINF [118]. One additional variable and [ additional inequality con-
straints are introduced to transform the min-max problem into a smooth nonlinear optimiza-
tion problem, which is then solved by NLPQLP [440]. In case of very many measurements,
the transformed problem is solved by the active set code NLPQLB [442, 443].



4.2 Steady State Systems

The program MODFIT is executed to solve parameter estimation problems based on dy-
namical equations or steady state systems, respectively. To solve the corresponding systems
of nonlinear equations, they are treated as a general nonlinear programming problems and
solved by the Fortran code NLPQLP, see Schittkowski [127, 440, 419]. Objective function
is the sum of squares of the system parameters, and the constraints are identical to the
nonlinear system of equations given.

The algorithm proceeds from a successive quadratic approximation of the Lagrangian
function and linearization of constraints. To get a search direction, a quadratic programming
problem must be solved in each iteration step. A subsequent line search stabilizes the
algorithm.

Also the starting values required to initialize an optimization cycle, must be predeter-
mined by the user in a suitable way. They may depend on the parameters of the outer opti-
mization problem. The system of nonlinear equations must be solved for each experimental
time and concentration value. Moreover, the gradients of the model function h(p, z(p,t),t)
are calculated analytically by the implicit function theorem. In this case, a system of linear
equations must be solved for each time value by numerically stable Householder transforma-
tions.



4.3 Laplace Back-Transformation

MODFIT is also executed to solve parameter estimation problems, where the model func-
tions are defined in the Laplace space. In this case, constraints are not allowed. Model
functions and gradients are either declared in form of Fortran code or through the automatic
differentiation features of the PCOMP language.

If an analytical back-transformation is not available, we have to apply a numerical quadra-
ture formula, see Bellman et al. [33] for details. In our case, we use the quadrature formula
of Stehfest [190]. Proceeding from a given Laplace transform H(p,s,c) = L(h,p, s, c) of an
unknown function h(p,t,c), we compute the coefficients

‘ min(i,q) kq+1(2k>|
b= (-1 = » .
k:@;)/z (g — Ik — (i — B)(2k — )]

which are independent of H and which can be evaluated before starting the main procedure,
where function values are to be computed. Then

In2 2 iln?2
h(p,t,c) = e Zvi H(p, :
=1

,C) (4.2)

is a numerical approximation formula for h.

The parameter for controlling the accuracy, is the number q. When working with double
precision arithmetic, it is recommended to use ¢ = 5 or ¢ = 6. Any smaller value decreases the
required accuracy, any larger value introduces additional round-off errors. For the practical
models we have in mind, the numerical instabilities induced by oscillating function values,
do not appear.

A particular advantage of the formula is that the derivative of h with respect to the
parameters to be estimated, are easily obtained from the derivatives of H.



4.4 Ordinary Differential Equations

The parameter estimation program MODFIT that is executed by EASY-FITModelDesign qq
an external executable file through the shell-feature of the Microsoft Visual Basic language,
organizes data and evaluates the fitting functions with additional features, for example to
process input data in a special format, to provide problem dependent output, or to gen-
erate plot information. The underlying dynamical model consists of a system of ordinary
differential equations with initial values.

In case of parameter estimation in ordinary differential equations, it is possible to select
either an implicit solver for stiff equations, RADAU5!, an explicit solver for non-stiff equa-
tions, DOPRI5?, or an explicit solver with internal numerical differentiation for non-stiff
equations, see Benecke [36]. All codes apply Runge-Kutta method of order 4 to 5, the last
one with additional sensitivity analysis for the evaluation of derivatives. For more details
see Hairer, Ngrsett and Wanner [197] or Hairer and Wanner [199], respectively.

Arbitrary linear or nonlinear constraints can be taken into account. For implicit methods,
gradients of the right-hand side of the differential equation can be evaluated analytically
using either user-provided derivatives or automatic differentiation.

The implicit code uses dense output, i.e., the integration is performed over the whole
interval given by first and last time value, and intermediate solution values are interpolated.
In this case, gradients with respect to the parameters to be estimated, are obtained by
external numerical differentiation.

The explicit algorithm is capable to evaluate derivatives of the solution of the ODE
internally with respect to the parameters to be estimated, i.e., by analytical differentiation
of the Runge-Kutta scheme.

It is possible that the right-hand side of an ODE is non-continuous subject to integration
time, for example if non-continuous input functions exist. Especially in case of short peaks,
the integration routine might not realize the peak at all because of a big time step. Moreover,
the numerical approximation of gradients could become unstable in case of discontinuities.
Thus, MODFIT allows to supply an optional number time values, so-called break or switching
points, where the integration of the ODE is restarted with initial tolerances, for example
with the initially given stepsize. The integration in the proceeding interval is stopped at the
time value given minus a relative error in the order of the machine precision. Note also that
break points can be treated as optimization variables, i.e., may vary from one iteration step
to the other.

LCopyright (©2004, Ernst Hairer
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4.5 Differential Algebraic Equations

In this situation, EASY-FITedelPesion ca]ls again the parameter estimation program MOD-
FIT as an external executable file, where the underlying model is given by a system of differ-
ential algebraic equations. Gradients of the right-hand side of the differential equation with
respect to system variables are evaluated analytically using either user-provided derivatives
or automatic differentiation. The algebraic differential equation is solved by an implicit
Runge-Kutta code of Radau-type, RADAU5?, confer Hairer and Wanner [199]. DAE’s with
an index up to three can be integrated.

If consistent initial values cannot be provided by the user, the corresponding nonlinear
system of equations is treated as general nonlinear programming problem with equality con-
straints. A minimum norm solution is computed by the sequential quadratic programming
method NLPQLP of Schittkowski [127, 440, 419]. The initial values given for the algebraic
equations are used as starting values.

For reasons outlined in the previous section, it is possible that the right-hand side of an
DAE becomes non-continuous with respect to integration time. Thus, it is possible to supply
an optional number time values, where the integration of the DAE is restarted with initial
tolerances, for example with the initially given stepsize. The integration in the proceeding
interval is stopped at the time value given minus a relative error in the order of the machine
precision. Break or switching points are either constant or optimization variables to be
adapted by the optimization code.

3Copyright (©2004, Ernst Hairer



4.6 Partial Differential Equations

The underlying idea is to transform the partial differential equations into a system of ordinary
differential equations by discretizing the model functions subject to the spatial variable x.
This approach is known as the method of lines, see Schiesser [120)].

For the i-th integration interval of the spatial variable, we denote the number of dis-
cretization points by n;, ¢ = 1, ..., n;. We proceed from uniform grid points within each
interval and get a discretization of the whole space interval from x to xi. To approximate
the first and second partial derivatives of u‘(p, x,t) with respect to the spatial variable at a
given point x, several different alternatives have been implemented in PDEFIT:

a) Difference Formulae: First and second derivatives can be approximated by difference
formulae, see Schiesser [120]. Difference formulae with 3 and 5 points for first derivatives are
available, that can be applied recursively to also get the second derivatives. Alternatively a
5-point difference formula for second derivatives is implemented as well. The difference for-
mulae are adapted at the boundary to accept given function and gradient values. Moreover,
first derivatives can be approximated by simple forward and backward differences. These
formulae are recommended if there are steep fronts, for example in case of transportation
or fluid dynamics, where symmetric procedures lead to numerical irregularities. To apply
one of these differences, the flow direction must be known in advance. They are particularly
useful in a situation, where an upwind formula is desirable, but the right-hand side of the
PDE is not given in flux form, see below. Most of these difference formulae can be combined
and applied individually to the spatial derivatives of the state variables under consideration.

b) Upwind Formulae for Hyperbolic Equations: In case of a scalar hyperbolic equation

up = fl(pu’ 2, ), (4.3)

1 =1, ..., ng, with a so-called flux function f, approximation by difference formulae might
become unstable especially if non-continuous boundary conditions are supplied to describe
the propagation of shocks, see Schiesser [120] for some numerical examples. The following
upwind formulae are available for solving hyperbolic equations:

- simple upwind formula

- second order TVD-scheme

- third order upwind-biased TVD-scheme

For more information, see the original literature, e.g. Yee [557], Chakravarthy and Os-
her [82], [83], [81], Sweby [500], Wang and Richards [511], and Yang and Przekwas [550].
TVD stands for total variation diminishing and the corresponding one parameter family of



upwind formulae was proposed by Chakravarthy and Osher [32]. In this case, a certain sta-
bility criterion requires that the internal time stepsizes of the ODE-solver do not become too
small compared to the spatial discretization accuracy. Because of the black box approach
used, the stepsizes, however, cannot be modified and we have to suppose that the criterion
remains satisfied.

c) ENO-Method for Systems of Advection Equations: Systems of non-homogeneous,
nonlinear advection equations

with area index i, ¢ = 1, ..., n;, with «' € IR", n, > 1, can be solved by essen-
tially non-oscillatory (ENO) schemes, see Harten, Engquist, Osher, and Chakravarthy [200],
Harten [207], or Walsteijn [536]. High order polynomials are applied to approximate a so-
called primitive function, which is supposed to represent the flux function at intermediate
spatial grid points. The choice of the corresponding stencil depends on the magnitude of
divided differences, to direct the stencil away from discontinuities. To solve also systems of
hyperbolic equations, a full eigenvalue-eigenvector decomposition of the Jacobian of the flux
function is performed with respect to u‘, and the scalar ENO method is applied to coefficient
functions after a suitable transformation. Flux splitting at the cell walls is applied, requiring
separate decompositions for the left and right approximation, see Donat and Marquina [120]
and Marquina and Donat [321]. The wind direction is estimated by the corresponding eigen-
value. The resulting system of ordinary differential equations can be solved either by an
implicit or explicit ODE solver as before, or by a special Runge-Kutta method with fixed
stepsizes to satisfy the CLF condition.
Whenever a boundary condition in Dirichlet-form

ullf(pa :L‘Lvt) = Uﬁ/(p,t)
up' (p,xr,t) = uf(p,t) (45)
up(p,xf,t) = cfh(p,u T (p, 2t t),t) '

u}c(pa x;‘l—h t) = CiL—l,k(pa ui_l(pa x;‘l—la t)a t)

is given for 1 < k < n,, then we know the value of the boundary function and use it to
interpolate or approximate the function u(p, z,t) as described above. In other words, the
corresponding function value in the right-hand side of the discretized system is replaced by
the value given.

Alternatively a boundary condition may appear in Neumann-form

Up (D 2L, t) = ag(p,t)

up',(p, TR, t) = ag (p,t)

Upo(P, 2l t) = (p,u ™ (paf ), ZH(P, ,£),1)

Ui; (p,xfy,t) = éz‘L—Lk(ani*l(paxz‘—p t),ult(p, iy, t),t)

a
K3
a
x 1—



for 1 <k < n,. In this case, the derivative values at the boundary are replaced by the given
ones before evaluating the second order spatial derivative approximations.

Ordinary differential equations are added to the discretized system without any further
modification. Since arbitrary coupling points are allowed, they are rounded to the nearest
line of the discretized system. In the same way, fitting criteria can be defined at arbitrary
values of the spatial variable.

When defining the transition function, it is important to have the underlying flux di-
rection in mind. If, for example, the flux is in the direction of the spatial variable and we
want to define a continuous transition at z{, then we have to formulate the corresponding
transition function in the form ujt(p, x¢,t) = ul(p, 2% t) in order to guarantee that the
boundary values at x, are spread over the interval.

For the same reasons outlined in the previous sections, it is possible that the right-hand
side of a PDE becomes non-continuous with respect to integration time. Thus, it is possible
to supply an optional number time values, where the integration of the DAE is restarted
with initial tolerances. The integration in the proceeding interval is stopped at the time
value given minus a relative error in the order of the machine precision. Break or switching
points are either constant or optimization variables to be adapted by the optimization code.

In many application models, we need to compute an integral with respect to the spatial
variable x for example to evaluate a mass balance,

a

/ ’ u'(p, x,t)dx
z?_l

where the integral is taken over the j-th area where the PDE is defined, j =1, ..., ns, and
where ¢ = 1, ..., n,. The integral is evaluated by Simpson’s rule and and can be retrieved

from a common block or, alternatively, through a special construct of the PCOMP language.



4.7 Partial Differential Algebraic Equations

The basic idea is now to transform the partial differential into a system of differential al-
gebraic equations by discretizing the model functions with respect to the spatial variable
x. Again. we denote the number of discretization points by n;, i = 1, ..., ng, for the i-th
integration interval of the spatial variable. We proceed from uniform grid points within each
interval and get a discretization of the whole space interval from x to xg. To approximate
the first and second partial derivatives of u(p,xz,t) with respect to the spatial variable at
a given point x, we may apply any difference formula as outlined in the previous section.
Thus, we get a system of differential algebraic equations that can be solved then by any of
the available integration routines.

Boundary conditions have to satisfy the algebraic equations. Consistent initial values are
computed within the code PDEFIT, where the given data serve as starting parameters for
the nonlinear programming algorithm applied. Consequently, we allow only index-1-systems
unless it is guaranteed that consistent initial values for the discretized DAE are available.
Also any jumps or discontinuities at initial values of algebraic equations do not make sense.



4.8 Statistical Analysis

Proceeding from the assumption that the model is sufficiently linear in a neighborhood of an
optimal solution vector and that all experimental data are Gaussian and independent, some
statistical data can be evaluated:

e Variance/covariance matrix of the problem data
e Correlation matrix of the problem data
e Estimated variance of residuals

e Confidence intervals for the individual parameters subject to the significance levels 1%,
5% or 10%, respectively.

A priority analysis is performed after a data fitting run. If a model seems to be overde-
termined, the computed levels give an impression of the significance of parameters and help
to decide upon questions like

e which parameters can be identified,
e which parameters should be kept fixed,
e whether additional experimental data must be required.

Moreover, overdetermined data fitting problems often lead to unstable and slow convergence
of Gauss-Newton-type least squares algorithms.

To detect the significant parameters on the one hand and the redundant or dependent para-
meters on the other we apply the following procedure. Successively parameters are eliminated
from the Fisher information matrix until one of the following conditions is satisfied:

1. The smallest eigenvalue of the Fisher information matrix is smaller than a threshhold
value, i.e. the given significance level.

2. The maximum parameter correlations are significantly reduced (25 %).

3. None of the above termination reasons are met and all parameters have been elimi-
nated.

Level 1 corresponds to the first eliminated variables, level 2 to the second, etc. The final level
can be assigned to several parameters indicating a group of identifiable parameters. Eigen-
values and eigenvectors are computed be subroutine DSPEV of the LAPACK* library [7].

4Copyright (©1992-2007, The University of Tennessee
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Experimental design depends on two steps. First, we have to setup the covariance
matrix and estimate its volume, in our case by the diagonal elements or confidence in-
tervals, respectively. Subsequently, the nonlinear programming code NLPQLP of Schitt-
kowski [1410, 440, 419] is started, see also Schittkowski [127]. Since the sequential quadratic
programming code requires the calculation of gradients of the objective function and all
constraints, the procedure outlined in Section 3.3 is applied. It is known that the Fisher
information matrix is often only semi-definite and rank-deficient, especially in case of ad-
ditional equality constraints. Thus, the generalized inverse is computed by the LAPACK
routine DGELSS based on a singular value decomposition. The tolerance for detecting the
rank is set to the same tolerance by which the quadratic programming solver of NLPQLP is
called, i.e., to 10712,

It must be emphasized that the choice of a tolerance for the approximation of mixed
partial derivatives by forward differences has a crucial impact on the performance of the
algorithm, and should be adapted carefully. Internally, objective function values are scaled
by the starting value, i.e., the initial design.

11



Chapter 5

The Modeling Language PCOMP

Within the user-interface of EASY-FITMedelPesign  the numerical algorithms are imple-
mented in a way that the nonlinear model functions defining fitting criteria, dynamical
model equations and constraints, are evaluated either by a user provided Fortran code or by
the interpreter PCOMP. In the first case, one has to code the model function subject to a
frame that is inserted in the editor when generating a new problem. The usage is completely
described by initial comments and is not repeated here.

In the second case, all data, variables and functions defining the model functions, must
be written on a text file in a format similar to Fortran, are pre-compiled internally before
starting the optimization cycle. Proceeding from the intermediate code generated, function
and gradient values are evaluated from the code during run time. A particular advantage
is that gradients, as far as needed, are calculated automatically without any numerical
approximation errors.

5.1 Automatic Differentiation

Let f(p) be a nonlinear differentiable function with real values defined for all p € IR". By
automatic differentiation we understand the numerical computation of a derivative value
V f(p) of f at a given point p without truncation errors and without hand-coded formulas.

Numerical differentiation requires at least n additional function evaluations for one gra-
dient calculation and induces truncation errors. Although very easy to implement, the
numerical errors are often not tolerable, especially when the derivatives are used within an-
other numerical approximation scheme. A typical example is the differentiation of solutions
of unstable differential equations in a parameter estimation problem.

Automatic differentiation overcomes the drawbacks mentioned and is a very useful tool
in all practical applications that require derivatives. The resulting code can be used for the
evaluation of nonlinear function values by interpreting symbolic function input without extra
compilation and linking. Whenever needed, gradients can be evaluated exactly at run time.



There exists meanwhile a large variety of different computer codes for automatic dif-
ferentiation, see Juedes [243] for a review. They differ in the underlying design strategy,
domain of application, mathematical method, implementation and numerical performance.
The code PCOMP that is to be introduced now, is based on a somewhat restricted language
related to Fortran, but with emphasis on code flexibility and speed.

Basically there are two ways to implement automatic differentiation, called forward and
backward accumulation respectively. Both are used in PCOMP, one for the direct evalu-
ation of function and constraints values, the other one for generation of Fortran code, see
Dobmann, Liepelt and Schittkowski [115] for details. The first variant was implemented for
the parameter estimation codes we are interested in.

Note that a particular advantage of gradient calculations in reverse accumulation mode is
the limitation of relative numerical effort by a constant that is independent of the dimension,
i.e., the number of variables. A review of further literature and a more extensive discussion of
symbolic and automatic differentiation is given in Griewank [186]. An up-to-date summary
of related papers is published in Griewank and Corliss [184].

First we have to investigate the question how a nonlinear function is evaluated. The
idea is to break a given expression into elementary operations that can be evaluated either
by internal compiler operations directly or by external function calls. For a given function
f the existence of a sequence f; of elementary functions is assumed, where each individual
function {f;} is real-valued and defined on R", 1 < n; <m —1fori=n+1,...,m. We
define now the situation more formally by a pseudo-program.

Definition 5.1 Let f be a real-valued function defined on the IR™. Then some real valued
functions f; defined on IR™,i=mn+1, ..., m, are called a sequence of elementary functions
for f, m > n, if there exists an index set J; with J; C {1,...,1—1}, |J;| = n; for each function
fi,i=mn+1, ..., m, such that any function value of f for a given vector p = (py,...,pn)"
can be evaluated according to the following program:

For i=n+1,...,m let
pi = filp, k € i) (5.1)
Let f(p> = Pm

The proposed way of evaluating function values is implemented in any compiler or in-
terpreter of a higher programming language, if we omit possible code optimization consid-
erations. In computer science terminology, we would say that a postfix expression is built
in the form of a stack, which is then evaluated recursively. Thus, the elementary functions
can be obtained very easily and the corresponding technique is found in any introductory
computer science textbook.

Note that for every function f(p) there exists at least one trivial sequence of elementary
functions by m = n+ 1 and f,11(p) = f(p). For practical use, however, we assume that the
functions f; are basic machine operations, intrinsic or external functions, where the relative



evaluation effort is limited by a constant independently of n. Under this condition, suitable
bounds for the work ratio can be proved. The algorithm can be implemented efficiently by
using stack operations, which reduce the storage requirements as far as possible, i.e., we do
not need to store all intermediate variables p,.1, ..., Pm-

By investigation of the above program for evaluating a function value f(p), we realize
immediately that in a very straightforward way the gradient V f(p) can be evaluated simul-
taneously. If we know how the derivatives of the elementary functions can be obtained, the
only thing we have to change is the inclusion of another program line for the gradient update
by exploiting the chain rule. In a natural way we denote the resulting approach as forward
accumulation.

Definition 5.2 Let f be a differentiable function and {f;} be a sequence of elementary
functions for evaluating f with corresponding index sets J;;o = n+ 1, ..., m. Then the
gradient NV f(p) for a given p € IR" is determined by the following program.:

For i=1,....,nlet

Vpi =€
For i=n+1,...,m let
pi = filpr, k € i), (5.2)
Ofi(px, k € J;)
Vpi =S V.
Pi = Xjel, op; p;
Let f(p> = DPm;
Vf(p) = Vpn,
Here e; denotes the i-th axis vector in IR", i = 1, ..., n. Again the evaluation of gradients

can be performed by suitable stack operations, reducing the memory requirements.

The complexity of the forward accumulation algorithm is bounded by a constant times n,
the number of variables. In other words, the numerical work is the same order of magnitude
as for numerical differentiation.



5.2 Input Format for PCOMP

The symbolic input of nonlinear functions is only possible if certain syntax rules are sat-
isfied. The PCOMP-language is a subset of Fortran with a few extensions, see Dobmann,
Liepelt, Schittkowski and Trassl [116] for details. In particular, the declaration and exe-
cutable statements must satisfy the usual Fortran input format, i.e., must start at column 7
or subsequently. A statement line is read in until column 72. Comments beginning with C at
the first column, may be included in a program text wherever needed. Statements may be
continued on subsequent lines by including a continuation mark in the 6th column. Either
capital or small letters are allowed for identifiers of the user and key words of the language.
The length of an identifier has to be smaller than 20 tokens.

In contrast to Fortran, however, most variables are declared implicitly by their assignment
statements. Variables and functions must be declared separately only if they are used for
automatic differentiation. PCOMP possesses special constructs to identify program blocks.

* PARAMETER
Declaration of constant integer parameters to be used throughout the program, par-
ticularly for dimensioning index sets.

* SET OF INDICES
Definition of index sets that can be used to declare data, variables and functions or to
define sum or prod statements.

* INDEX
Definition of an index variable, which can be used in a FUNCTION program block.

* REAL CONSTANT
Definition of real data, either without index or with one- or two-dimensional index.
An index may be a variable or a constant number within an index set. Also arithmetic
expressions may be included.

* INTEGER CONSTANT
Definition of integer data, either without index or with one- or two-dimensional index.
An index may be a variable or a constant number within an index set. Also arithmetic
integer expressions may be included.

* TABLE <identifier>
Assignment of constant real numbers to one- or two-dimensional array elements. In
subsequent lines, one has to specify one or two indices followed by one real value per
line in a free format (starting at column 7 or later).

* VARIABLE
Declaration of variables with up to one index, with respect to which automatic differ-
entiation is to be performed.



* CONINT <identifier>
Declaration of a piecewise constant interpolation function.

* LININT <identifier>
Declaration of a piecewise linear interpolation function.

* SPLINE <identifier>
Declaration of a spline interpolation function.

* MACRO <identifier>
Definition of a macro function, an arbitrary set of PCOMP statements that define an
auxiliary function to be inserted into subsequent function declaration blocks. Macros
are identified by a name that can be used in any right-hand side of an assignment
statement.

* FUNCTION <identifier>
Declaration of functions either with up to one index, for which function and derivative
values are to be evaluated. The subsequent statements must assign a numerical value
to the function identifier.

* END
End of the program.

It is recommended to follow the order of the above program blocks. They may be repeated
whenever desirable. Data must be defined before their usage in a subsequent block. All lines
after the final END statement are ignored by PCOMP. The statements within the program
blocks are very similar to usual Fortran notation and must satisfy the following guidelines:

Constant data: For defining real numbers either in analytical expressions or within the
special constant data definition block, the usual Fortran convention can be used. In
particular the F-, E- or D-format is allowed.

Identifier names: Names of identifiers for variables and functions, index sets and constant
data, must begin with a letter and the number of characters, i.e. letters, digits and
underscores, must not exceed 20.

Index sets: Index sets are required for the SUM and PROD expressions and for defining in-
dexed data, variables and functions. They can be defined in different ways:

1. Range of indices,

indl = 1..27

2. Set of indices,



ind2 = 3,1,17,27,20

3. Computed index sets,

ind3 = 5%i + 100 , i=1..n

4. Parameterized index sets,

ind4d = n..m

Assignment statements: As in Fortran, assignment statements are used to assign a nu-
merical value to an identifier, which may be either the name of the function that is to
be defined, or of an auxiliary variable that is used in subsequent expressions,

rl = plxpd + p2*pd + p3*p2 - 11
r2 = pl + 10%p2 - p3 + pd + p2*p4*(p3 - pl)
f = Tl¥*2 + r2%*x2

Analytical expressions: An analytical expression is, as in Fortran, any allowed combina-
tion of constant data, identifiers, elementary or intrinsic arithmetic operations and the
special SUM- and PROD-statements. Elementary operations are

+ ., -, %,/ k%

Note that PCOMP handles integer expressions in exponents in the same way as real ex-
pressions, and one should avoid non-positive arguments. Integer constants are treated
as usual artithmetic operations. Allowed intrinsic functions are

ABS, SIN, COS, TAN, ASIN, ACOS, ATAN, SINH, COSH
TANH, ASINH, ACOSH, ATANH, EXP, LOG, LOG10, SQRT

Alternatively, the corresponding double precision Fortran names possessing an initial
D can be used as well. Brackets are allowed to combine groups of operations. Possible
expressions are

5*DEXP (-z(i))



or

LOG(1 + SQRT(cl*f1l)*x2)

INDEX—Variables: In PCOMP it is possible to define indices separately to avoid unnecessary
differentiation of integer variables. They have to be defined in the program block INDEX,

* INDEX
i,j
1

It is allowed to manipulate the index by statements of the form

1+2%x4-3

= a(1)

a(i+2)+ix*2.0

= SUM(a(m-i), m IN ind)
=1

g(i)

Hh Hh Hh Hh e
I Il

In this case, a must be declared in form of in integer array. However, the following
assignment statements are not allowed, if b is a real array:

i = b(3)
i=1.0
i=4/2
f(i) = 3.0

Interpolation functions: PCOMP admits the interpolation of user defined data, using
either a piecewise constant, piecewise linear, or a cubic spline function. Given n pairs
of real values (t1,y1), ..., (tn,yn), we are looking for a nonlinear function interpolating
these data. In the first case, we define a piecewise constant interpolation by

0 , t<t,
ct)=4q v , ti<t<ty, i=1,...,.n—1,
Yn 5 tn <1 .



A continuous piecewise liner interpolation function is

Y1 ) t<t17
I(t) = b=t :
()— yl—i_i(ywrl_yz) ) ti§t<ti+17 ZIla"'an_la
liv1 — 1t
Yn P A

and a cubic spline is given by

p(t;t17t27t3at4ay17y27y3ay4) ) < 7(;4 )

s(t) =

g(t;t4,...,tn,y4,...,yn, (t4,),0) s t4§t,

d
at’
where p(t;t1,ta, t3, ts, Y1, Y2, Y3, ¥a) is a cubic polynomial with

p(ti;t17t27t37t47y17y27y37y4) =Y, 1= 17 cee 74 )

a_nd Sttty Uy - - Uy U1y Uo) @ cubic spline function interpolating (¢1,7,), - - .,
(tm,Y,,) subject to the boundary conditions

d__ _ _
%g(ti;tla-"atmayla"'agmayllag;n):gg’ i=landi=m.

It is essential to understand that the constant and spline interpolation functions are not
symmetric. Our main interest are dynamical systems, say ordinary or partial differen-
tial equations, where the initial value is set to 0 without loss of generality, leading to
a non-symmetric domain. Moreover, interpolated data are often based on experiments
that reach a steady state, i.e., a constant value. Thus, a zero derivative is chosen at the
right end point for spline interpolation to facilitate the input of interpolated steady
state data. On the other hand, any other boundary conditions can be enforced by
adding artificial interpolation data.

The spline functions generated, are twice differentiable with the exception of the fourth
break point. At this point, there exists only the first derivative and PCOMP generates
the right-hand side differential quotient for the second derivative. We need at least
four pairs of data to construct a spline interpolation as outlined above.

To given an example, we assume that we want to interpolate the nonlinear function f(t)
given by the discrete values f(t;) = y; from Table 5.1, using the different techniques
mentioned above.

Interpolation functions are defined by a program block starting with the keyword
CONINT for piecewise constant functions, LININT for piecewise linear functions, or
SPLINE for piecewise cubic splines, followed by the name of the function. The numerical
values of the break points and the function values are given on the subsequent lines, us-
ing any standard format starting at column 7
or later. Using piecewise constant approximations, we get for our example:
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t; Yi

1 0.0 0.00
2 1.0 4.91
3 2.0 4.43
4 3.0 3.57
D 4.0 2.80
6 5.0 2.19
7 6.0 1.73
8 7.0 1.39
9 8.0 1.16
10 9.0 1.04
11 10.0 1.00

Table 5.1: Interpolation data

* CONINT F
0.0 0.00
1.0 4.91
2.0 4.43
3.0 3.57
4.0 2.80
5.0 2.19
6.0 1.73
7.0 1.39
8.0 1.16
9.0 1.04
10.0 1.00

Within a function definition block, the interpolation functions are treated as intrinsic
Fortran functions, that is, they have to contain a variable or constant as a parameter.

If we assume that T has previously been declared as a variable, a valid statement could
look like

* FUNCTION 0BJ
0BJ = F(T)

The resulting approximations for piecewise constant functions, piecewise linear func-
tions, or piecewise cubic spline functions are depicted in Figures 5.1-5.3. Whereas
the cubic spline approximation is twice differentiable on the whole interval, the other
two approximations are not differentiable at the break points and PCOMP uses the
right-hand sided derivatives instead.



Figure 5.1: Piecewise Constant Interpolation

Macros: PCOMP does not allow the declaration of subroutines. However, it is possible
to define macros, that is, arbitrary sequences of PCOMP statements that define an
auxiliary variable to be inserted into the beginning of subsequent function declaration
blocks. Macros are identified by a name that can be used in any right-hand side of an
assignment statement

* MACRO (identifier)

followed by a group of PCOMP statements that assign a numerical value to the given
identifier. This group of statements is inserted into the source code block that con-
tains the macro name. Macros have no arguments, but they may access all variables,
constants, or functions that have been declared up to their first usage. Any values as-
signed to local variables within a macro, are also available outside in the corresponding
function block.

If we assume that x is a variable and we want to define a macro that computes the
square of x, we would write something like

* MACRO sqr
sqQr = X*X

Now it is possible to replace each occurrence of the term x*x with an invocation of the
macro that we have just defined, for example

f = sqr-5.2

10



Figure 5.2: Piecewise Linear Interpolation

SUM— and PROD—expressions: Sums and products over predetermined index sets are for-
mulated by SUM and PROD expressions, where the corresponding index and the index
set must be specified, for example in the form

f = 100%xPROD(p(i)**a(i), i IN inda)

In the above example, p(i) might be a variable vector defined by an index set, and
a(i) an array of constant data.

Control statements: To control the execution of a program, the conditional statements

IF (condition) THEN
(statements)
ENDIF

or

IF (condition) THEN
(statements)
ELSE
(statements)
ENDIF

11



Figure 5.3: Piecewise Cubic Spline Interpolation

can be inserted into a program. Conditions are defined as in Fortran by the comparative
operators .EQ., .NE., .LE., .LT., .GE., .GT., which can be combined using brackets
and the logical operators .AND., .OR. and .NOT..

The GOTO— and the CONTINUE-statements are further possibilities to control the exe-
cution of a program. The syntax for these statements is

GOTO (label)
and
(label) CONTINUE

where label has to be a number between 0 and 9999. Since PCOMP produces labels
during the generation of the Fortran code in the reverse mode, it is advisable to use
labels between 5000 and 9999. The <label> part of the CONTINUE-statement has to
be located between columns 2 and 5 of an input line. Together with an index, the
GOTO-statement can be used for example to simulate DO-loops, which are forbidden in

PCOMP,

i=1
s = 0.0
6000 CONTINUE
s = s + a(i)*b(d)
i=i+1

12



IF (i.LE.n) THEN
GOTO 6000
ENDIF

Whenever indices are used within arithmetic expressions, it is allowed to insert polynomial
expressions of indices from a given set. However, functions must be treated in a particular
way. Since the design goal is to generate short, efficient Fortran codes, indexed function
names can be used only in exactly the same way as defined. In other words, if a set of
functions is declared by

* FUNCTION f£(i), i IN index

then only an access to (i) is allowed, not to £(1) or £(j), for example. In other words,
PCOMP does not extend the indexed functions to a sequence of single expressions similar
to the treatment of SUM and PROD statements.

In PCOMP, it is allowed to pass variable values from one function block to the other.
However, the user must be aware of a possible failure, if in the calling program the evaluation
of a gradient value in the first block is skipped.

One should be very careful when using the conditional statement IF. Possible traps that
prevent a correct differentiation are reported in Fischer [149], and are to be illustrated by
an example. Consider the function f(p) = p? for n = 1. A syntactically correct formulation
would be:

IF (p.EQ.1) THEN

f=1
ELSE

f = p*x2
ENDIF

In this case, PCOMP would try to differentiate both branches of the conditional statement.
If p is equal to 1, the derivative value of f is 0; otherwise it is 2p. Obviously we get a wrong
answer for p = 1. This is a basic drawback for all automatic differentiation algorithms of
the type under consideration.

PCOMP allows the execution of external statements that must be linked to PCOMP in
a special way, see Dobmann, Liepelt, Schittkowski and Trassl [116]. A frequently needed
computational value in case of a PDE model is the integral with respect to the spatial
variable z, i.e.,

a

/ ’ u'(p, x,t)dx
z?_l

where the integral is taken over the j-th area where the PDE is defined, j =1, ..., n;. Index
¢ denotes the ¢-th solution component we want to integrate, ¢« = 1, ..., n,. The integral is
evaluated by Simpson’s rule and denoted by

13



SIMPSN(I,J)

in the PCOMP language. This name can be inserted in an arithmetic expression, for example
to compute a fitting criterion. The corresponding time value is either a measurement value
or an intermediate value needed for generating plot data.

14



5.3 Error Messages of PCOMP

PCOMP reports error messages in the form of integer values of the variable IERR and,
whenever possible, also line numbers LNUM. The meaning of the messages is listed in the
following table. Note that the corresponding text is displayed if the error routine SYMERR
is called with parameters LNUM and IERR.

In the version implemented for the parameter estimation codes, an error is reported when
starting the execution of a numerical algorithm, i.e., when the parser analyzes the code. The
corresponding error code and a line number are displayed and a user should edit the PCOMP
code before trying it again.

1 - file not found

2 - file too long

3 - identifier expected

4 - multiple definition of identifier

5 - comma expected

6 - left bracket expected

7 - identifier not declared

8 - data types do not fit together

9 - division by zero
10 - constant expected
11 - operator expected
12 - unexpected end of file
13 - range operator .. expected
14 - right bracket ’)’ expected
15 - ’"THEN’ expected
16 - ’ELSE’ expected
17 - ’ENDIF’ expected
18 - ’THEN’ without corresponding ’TF’
19 - ’ELSE’ without corresponding 'TF’
20 - 'ENDIF’ without corresponding 'TF’
21 - assignment operator '=’ expected
22 - wrong format for integer number
23 - wrong format for real number
24 - formula too complicated
25 - error in arithmetic expression

15



26

27
28

29
30
31
32

33
34

35
36

43
44
45

46
47
48

49
50

51
52
53

54
55
56
o7
58
59

60
61
62
63
64
65
66

internal compiler error

identifier not valid
unknown type identifier

wrong input sign

stack overflow of parser

syntax error

available memory exceeded

index or index set not allowed

error during dynamic storage allocation
wrong number of indices

wrong number of arguments

number of variables different from declaration
number of functions different from declaration
END - sign not allowed

Fortran code exceeds line

**: domain error

bad input format

length of working array TWA too small
length of working array WA too small
ATANH: domain error

LOG: domain error

SQRT: domain error

ASIN: domain error

ACOS: domain error

ACOSH: domain error

LABEL defined more than once
LABEL not found

wrong index expression

wrong call of the subroutine SYMINP
wrong call of the subroutine SYMPRP
compilation of the source file in GRAD-mode

interpolation values not in right order

not enough space for interpolation functions in subroutine REVCDE
length of working array IWA in subroutine SYMFOR too small

not enough interpolation values
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Chapter 6

Model Functions and Equations

Model functions of the test examples are defined in the PCOMP language. The meaning of
variables and functions is fixed by their serial order. Identifiers can be chosen arbitrarily.

6.1 Explicit Model Functions

To define model variables and explicit fitting functions in the PCOMP syntax, one has to
follow certain guidelines for the declaration of parameters and functions, since the order in
which these items are defined, is essential for the interface between the input file and the
data fitting code. For defining variables, we need the following rules:

1. The first variable names are identifiers for the n independent parameters to be esti-
mated, i.e., for py, ..., p,.

2. If a so-called concentration variable c¢ exists, then a corresponding variable name must
be added next.

3. The last variable name identifies the independent time variable ¢ for which measure-
ments are available.

4. Any other variables are not allowed to be declared.
Similarly, we have rules for the sequence by which model functions are defined:

1. First, r fitting criteria hq(p,t,c), ..., h.(p,t,c) must be defined depending on p, ¢, and
optionally on c.

2. The subsequent m, functions are the constraints ¢;(p), ..., gm, (p), if they exist at all.
They may depend only on the parameter vector p to be estimated.

3. Any other functions are not allowed to be declared.

1



The constants n, r, and m, are defined in the database of EASY-FITMedelDesign Ty
addition to variables and functions, a user may insert further real or integer constants in the
function input file according to the syntax rules of PCOMP.

Example: To illustrate the usage of symbolic function input, we consider an example. We
have two explicit model functions

hip,t) = Dexp(~kat) .

hQ(p7 t) =

r - 5 (exp(—kat) — exp(—kit)) .

The corresponding input file is the following one:

C - -
¢
C Problem: LKIN_X
C
C —_— —_————
C
* VARIABLE
ki, k2, D, t
¢
* FUNCTION hi
hl = D*EXP(-k1x*t)
C
* FUNCTION h2
h2 = k1*D/(kl - k2)*(EXP(-k2*t) - EXP(-ki1*t))
C
* END
C



6.2 Laplace Transformations

The input of variables and Laplace functions is very similar to the input of explicit model
functions. Variables are:

1. The first variable names are identifiers for the n independent parameters to be esti-
mated, p1, ..., Pn.

2. If a concentration variable exists, then a variable name must be added next that
represents the concentration variable c.

3. The last variable name identifies the independent variable s in the Laplace space that
corresponds to the time variable t after back-transformation, for which measurements
are available.

4. Any other variables are not allowed to be declared.

Since constraints are not allowed, the only functions that can be declared, are r fitting
criteria formulated as functions in the Laplace space, any functions Hy(p, s,c) for k =1, ...,
r, depending on p, s and ¢. Any other functions are not permitted. These functions are then
transformed back to the original variable space in the time variable t.

The constants n and r are defined in the database of EASY-FITMedelPesion and must
coincide with the corresponding numbers of variables and functions, respectively.

Example: To illustrate the usage of function input in the Laplace space, we consider

Yi(s) = sfzﬁ
ke D
Yas) = (5 + k1)(5 + ko)

The functions are the Laplace transforms of two simple linear differential equations. If
measurements are given for both functions, we define a model function file in the following
way:

c I .
¢
C Problem: LKIN_L
(¢
c —— —
[¢
* VARIABLE
k1, k2, D, s
[¢
* FUNCTION Y1
Y1 = D/(s + k1)
¢
* FUNCTION Y2
Y2 = k1*D/((s + k1)*(s + k2))
[¢
* END



6.3 Systems of Steady State Equations

In this case, our system variables must be declared in the following order:

1.
2.

D.

The first n names identify the n independent parameters to be estimated, py, ..., p,.

The subsequent m identifiers define state variables of the system of nonlinear equations,
Zly «vey Bm-

If a so-called concentration variable ¢ exists, a corresponding variable name must be
added next.

The last name identifies the independent time variable ¢, for which measurements are
available.

Any other variables are not allowed to be declared.

Model functions defining the algebraic equations, constraints, and fitting criteria are
defined as follows:

D.

. The first m functions are the right-hand sides of the steady state equations, s;(p, 2, t, ¢),

s Sm(p, 2, t, ¢).

. The subsequent m functions define starting values for solving the system of equations,

which may depend on the parameters to be estimated, on the time variable, and
eventually also on the concentration variable, z{(p,t,¢), ..., 22 (p, t, c).

Next, r fitting functions hy(p, 2,t,¢), ..., h.(p, z,t,¢) must be defined depending on p,
z, t, and ¢, where z denotes the state variables.

The final m, functions are the constraints g;(p) for j =1, ..., m,, if they are present
in the model, depending on the parameter vector p to be estimated.

Any other functions are not allowed to be declared.

The constants n, r, m, and m, are defined in the database of EASY-FITodelDesign
In addition to variables and functions, a user may insert further real or integer constants in
the function input file according to the guidelines of the language.

Ezxample: We consider a simple example that is related to a receptor-ligand binding study
with one receptor and two ligands. The system of equations is given in the form

21(1 +p122 + ngg) —PpP3 = 0 ,
29(1+p121) — pa 0,
23(1+p221) —t = 0.



State variables are z1, zo, and z3. The parameters to be estimated, are py, pa, p3 and py, i.e.,
m =3 andn = 4. t is the independent model or time variable to be replaced by experimental
data. The fitting criterion is h(p,z,t) = ps — 22 and we use the starting values 2z} = ps,

29 = py and 2§ =t for solving the system of nonlinear equations.

C —_——— —_———
C
C Problem: DYN_EQ
C
C —— ——
C
* VARIABLE
pl, p2, p3, p4, zl, z2, z3, t
C
* FUNCTION gi
gl = z1x(1 + plxz2 + p2%z3) - p3
C
* FUNCTION g2
g2 = z2x(1 + plxzl) - p4
C
* FUNCTION g3
g3 = z3%(1 + p2xzl) - t
C
* FUNCTION z1_0
z1_0 = p3
C
* FUNCTION z2_0
z2_0 = p4
C
* FUNCTION z3_0
z3_.0 = t
C
* FUNCTION h
h = p4 - z2
C
* END
C



6.4 Ordinary Differential Equations

For defining variables, we need the following rules:

1.

d.

The first variables are identifiers for the n independent parameters to be estimated,
Pi;, -+ Pn-

. The subsequent s names identify the state variables of the system of ordinary differ-

ential equations, y1, ..., Ym.-

If a concentration variable exists, then an identifier name must be added next that
represents c.

The last variable name identifies the independent time variable ¢, for which measure-
ments are available.

Any other variables are not allowed to be declared.

Similarly, we have rules for the sequence by which model functions are to be defined:

1.

D.

The first m functions are the right-hand sides of the system of differential equations,
the functions Fy(p,y,t,¢), ..., Fi(p,y,t, c).

. The subsequent m functions define the initial values, which may depend on the para-

meters to be estimated, and the concentration variable, y9(p, c), ..., ¥ (p, c).

. Next, r fitting functions hy(p,y,t,c), ..., h.(p,y,t,c) are defined depending on p, vy, t,

and ¢, where y denotes the state variable of the system of differential equations.

The final m, functions are the constraints g;(p) for j =1, ..., m,, if they exist at all,
depending on the parameter vector p to be estimated.

Any other functions are not allowed to be declared.

The constants n, m, r, and m, are defined in the database of EASY-FITodelDesign
The last n; of the n parameters to be estimated, are considered as switching points, if they
have been declared to describe certain model changes. Also n,, the number of constant or
variable break points, must be defined a priori. In addition to variables and functions, a
user may insert further real or integer constants in the function input file according to the
guidelines of the language PCOMP.

Example: The example was introduced in Section 2.5 of Chapter 2. Although an explicit
solution s easily obtained, we show here a possible implementation to illustrate the input of
differential equations. The system is given by two equations of the form

n= —kuy , 11(0)=D |
2= kg1 —kaya , y2(0)=0 .
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We assume that experimental data are available for both state functions y,(t) and yo(t), and
define the corresponding PCOMP code as follows:

C —_
¢
C Problem: LKIN
C
C ——
¢
* VARIABLE
k1, k2, D, yi1, y2, t
¢
* FUNCTION yi_t
yl_t = klxyl
¢
* FUNCTION y2_t
y2_t = klxyl - k2x%y2
¢
* FUNCTION y1_0
y1_.0 =D
C
* FUNCTION y2_0
y2_0 = 0
C
* FUNCTION hi
hi = y1
¢
* FUNCTION h2
h2 = y2
C
* END
¢



6.5 Differential Algebraic Equations

The following order of PCOMP variables is required:

1.

6.

The first variable names are identifiers for n parameters to be estimated, pq, ..., pn.
The subsequent m, names identify the differential variables y1, ..., Ym,-

The subsequent m, names identify the algebraic variables z1, ..., z,-

If a concentration variable exists, another identifier must be added next to represent

C.

The last variable name defines the independent time variable ¢ for which measurements
are available.

Any other variables are not allowed to be declared.

Similarly, we have rules for the sequence by which the model functions are defined:

1.

2.

The first mgy functions define the differential equations, Fi(p, v, 2,t,¢), ..., Fun,(p,y, 2, t, ¢).

The subsequent m, functions are the right-hand sides of the algebraic equations, i.e.,
functions G1(p,y, z,t,¢), ..., Gn, (P, y, 2, L, C).

Subsequently, m, functions define initial values for the differential equations, which
may depend on the parameters to be estimated, and the concentration variable, y?(p, ¢),

oo Y, (py ).

Then m, functions define initial values for the algebraic equations, which may de-
pend on the parameters to be estimated, and the concentration variable, 29(p, c), ..

zn (p, ).

*9

Next r fitting functions hy(p,y, z,t,¢), ..., h.(p,y, z,t,c) must be defined depending
on p, vy, z, t, and ¢, where y and z are the differential and algebraic state variables of

the DAE.

The final m, functions are the constraints ¢;(p), j = 1, ..., m,, if they exist. They
may depend on the parameter vector p to be estimated.

Any other functions are not allowed to be declared.



The constants n, mg, Mg, r, and m, are defined in the database of EASY-FITMedelDesign
and must coincide with the corresponding numbers of variables and functions, respectively.
The last n, fitting variables are considered as switching points, if they have been declared a
priori to describe certain model changes. In addition to variables and functions, a user may

insert further real or integer constants in the function input file according to the guidelines
of the language PCOMP.

Example: We consider a modification of van der Pol’s equation given in the form
y=2, y=a(l—y)z .
We choose the consistent initial values
y'=b, 2=b/(a(l-b")

and consider a and b as parameters to be estimated. The fitting criteria are the solutions
y(t) and z(t). The model input file has the following structure:

C —_—
C
¢ Problem: VDPOL
C
C —_———
C
* VARIABLE
a, b, y, z, t
C
* FUNCTION y_t
y_-t =z
C
* FUNCTION alg_equ
alg_equ = y - ax(1 - y**2)*z
C
* FUNCTION yO
yo =b
C
* FUNCTION z0
z0 = b/(a*x(1 - b*b))
C
* FUNCTION hi
hi =y
C
* FUNCTION h2
h2 = z
C
* END
C



6.6 Time-Dependent Partial Differential Equations

For defining variables, we need the following rules:

1. The first variable names identify the n independent parameters to be estimated, py,

vy Pn

2. The subsequent names specify the state variables of the partial differential equations,

Uty ooy Uny-

3. In a similar way, the names of the corresponding variables denoting the first and second

spatial derivatives are to be declared in this order, uy,, ..., Uy,

,and Uiy, ooy Up,

4. Next, the names of n. state variables belonging to coupled ordinary differential equa-

tions must be defined, vy, ..., v,

c*

5. If flux functions are to be inserted into the right-hand side formulation of the PDE;,

then n, identifiers for the flux and their spatial derivatives are to be given, fi, ...

and fi,, ... fu,,-

6. Then a name is to be defined for the space or spatial variable x.

7. The last name identifies the independent time variable ¢ for which measurements are

available.

8. Any other variables are not allowed to be declared.

In a similar way, we have rules for the sequence by which the model functions are defined:

1. If flux functions are to be used, then n,n, functions fi(p, u, u,, x,t), .. ., fpr (p, w, Uy, x, 1)
defining the flux must be inserted, one set for each integration area, i = 1, ..., m,.
They may depend on z, ¢, u, u,, and p. When evaluating the right-hand side of model
equations subsequently, then the values of these flux functions and their derivatives
are passed to the identifier names and corresponding derivative variables declared in

the variable section of the input file as outlined above.

2. Model functions defining the right-hand side of the partial differential equations

Flz(p’ fz7 fmi’u’ uﬂ??umm?v’ :L‘, t)’ A '7FT7;,p(p’ fZ’ f;’u’ uﬂ?’ uﬂ?ﬂ?)v’ :L‘, t)

are defined next, one set for each integration area, : = 1, ..., m,. Each function may
depend on =z, t, v, u, Uy, Uy, p, and, optionally, also on the flux functions and their
derivatives. In this case, the corresponding identifiers for fluxes and their derivatives

as specified in the variable section, must be used in the right-hand side.
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10.

The corresponding initial values at time 0 are set next, u(p,z), i = 1, ..., my. They
depend on z and p, and are given for each integration area separately.

Next, the n. coupled differential equations must be defined in the order given by the
series of coupling points, i.e., functions G;(p, u, Uy, Uys, v, t), j = 1, ..., n., where the
state variable u is evaluated at a given discretization line together with its first and
second spatial derivatives.

Then initial values of the coupled ordinary equations at time 0 are defined, 'Ug (p),j =1,
ey Mg

Subsequently, n; Dirichlet transition and boundary conditions are set in the order given
by the area data, first left, then right boundary functions ¢ (p, u, v,t), ..., ¢, (p, u, v, t),
where function values of u at the left or right end point of an integration area are
inserted.

Neumann transition and boundary conditions for spatial derivatives follow in the order
given by the area data, ¢ (p, u, g, v,t), ..., ¢, (p, u, uy, v, t). Again, the function values
of u or u, at a suitable end point of an integration area are inserted.

Moreover, r fitting criteria must be defined, any functions hq(p, u, uy, Uge, v, ), ...,
hy(p, U, Ugy Ugre, v, 1) w is defined at the corresponding spatial fitting point.

. The final m, functions are the constraints g;(p), ..., gm,(p), if they exist. They may

depend on the parameter vector p to be estimated.

Any other functions are not allowed to be declared.

All constants and in particular the structure of the integration interval are defined in the
database of EASY-FITModelPesign = and must coincide with the corresponding numbers of
variables and functions, respectively. In addition, a user may insert further real or integer
constants in the function input file according to the guidelines of PCOMP.

Example: We consider a simple example, where Fourier’s first law for heat conduction leads
to the equation

U = Ugy

defined for 0 <t < 0.5 and 0 < z < 1. Boundary conditions are

u(0,t) =u(l,t) =0

for 0 <t < 0.5 and the initial values are

T™r

u(z,0) = sin (f)

11



for0 <z <1and 0 <L <1. In addition, we are interested in the total amount of heat at
the surface x = 0 given by the equation

with initial heat

Function v serves also as our fitting criterion. Parameters to be estimated, are L and k.
The corresponding PCOMP input file is:

C —_—
C
C Problem: HEAT
C
C —_——
C
* REAL CONSTANT
pi = 3.1415926535
C
* VARIABLE
L, k, u, u_x, u_xx, v, x, t
C
* FUNCTION u_t
u_t = u_xx
C
* FUNCTION uO
u0 = DSIN(pi*x/L)
C
* FUNCTION v_t
v_t = -k*pi/L*DEXP(-(pi/L)**2xt)
C
* FUNCTION vO
vO = kxL/pi
C
* FUNCTION u_left
u_left = 0
C
* FUNCTION u_right
u_right = 0
C
* FUNCTION h
h=v
C
* END
C

12



6.7 Partial Differential Algebraic Equations

Very similar to the definition of data fitting problems based on partial differential equations
outlined in the previous section, we have to define fitting criteria, differential equations,
initial and boundary conditions, coupling and transition equations and constraints in a
suitable format. For defining variables, we need the following rules:

1.

8.

The first names are the identifiers for n independent parameters to be estimated, py,
ety Pn-

The subsequent names identify the n, state variables of the system, uy, ..., u,,, where
first the differential, then the algebraic variables must be listed.

In a similar way, the corresponding variables denoting the first and second spatial
derivatives of differential and algebraic variables are to be declared in this order, uq,,

oy Uny AN Wiggy ooy Up,

Next, names of n. variables belonging to coupled differential algebraic equations are
defined, vy, ..., v,., where first the differential, then the algebraic variables must be
given.

If flux functions are to be inserted into the right-hand side formulation of the PDAE,
then n,, identifiers for the fluxes and their spatial derivatives are given, fi, ..., f,, and

flxa SRS fnpz~

Then a name is to be defined for the space or spatial variable x.

The last name identifies the independent time variable ¢ for which measurements are
available.

Any other variables are not allowed to be declared.

Model functions are defined in the following format:

1.

If flux functions are to be used, then n,n, functions f(p, u, ., z,t), . .., fflp (p, w, Uy, , 1)
defining the flux are inserted, one set for each integration area, i = 1, ..., m,. They
may depend on x, t, u, u,, and p.

Functions for the right-hand side of partial differential equations
Fl(p7f7 $7u7u1'7/07x7t)7"'7an(p7f7 $7u7u337v7x7t>

are defined next, one set for each integration area, ¢ = 1, ..., m,. Each function
may depend on x, t, v, u, Uy, Uy, p, and, optionally, also on the flux functions and
their derivatives. First, the differential equations, then the algebraic equations must
be defined.

13



10.

Then corresponding initial values at time 0 must be set, uj(p,x), i = 1, ..., m,, where
first initial values for the differential and then for the algebraic equations must be
declared. They depend on x and p, and are given for each integration area separately.

Next, n. coupled differential equations followed by the coupled algebraic equations
are specified in the order given by the series of coupling points, i.e., the functions
Gj(p, u, Uy, Ugy, v, t), j =1, ..., n., where the state variable u is evaluated at a given
discretization line together with its first and second spatial derivatives.

The corresponding initial values of the coupled ordinary differential algebraic equations
at time 0 must be defined, v{(p), j =1, ..., n., in the same order.

Then n; Dirichlet transition and boundary conditions must be set in the order given
by the area data, first left, then right boundary, ¢;(p,u,v,t), ..., ¢y, (p,u,v,t), where
function values of u at the left or right end point of an integration area are inserted.

Subsequently, transition and boundary conditions for spatial derivatives must be de-
fined in the order given by the area data, i.e., the functions ¢ (p,u,u,,v,t), ...,
Chy, (D, u, ug, v, t). Again, the function values of w or w, at a suitable end point of
an integration area are inserted.

Moreover, r fitting criteria have to be given, any functions hy(p, w, Uy, Uy, v,t), ...,
hy(p, U, Uy, Ugre, v, 1). w is defined at the corresponding spatial fitting point.

The final m, functions are the constraints g;(p), ..., gm, (p), if they exist. They may
depend on the parameter vector p to be estimated.

Any other functions are not allowed to be declared.

All constants and in particular the structure of the integration interval are defined in the
database of EASY-FITMedelDesign and must coincide with the corresponding numbers of
variables and functions, respectively. Note that initial values for algebraic variables serve only
as starting values for applying a nonlinear programming algorithm to compute consistent
initial values of the discretized DAE system.

Example: We consider a very simple fourth-order partial differential equation obtained from

successive differentiation of u(z,t) = ae™

™t sin(mx),

Uy = —QUggax

or, equivalently, two second-order differential algebraic equations

Uy = —QAUgy ,
0 V — Upy

14



defined for 0 < z < 1 and t > 0. Initial values are u(x,0) = sin(nmz) and v(x,0) =
—n?sin(wz) and boundary values are u(0,t) = u(1,t) = v(0,t) = v(1,¢) = 0 for all t > 0.
Function u is a possible fitting criterion and a an unknown parameter to be estimated from
experimental data. The corresponding PCOMP input file is:

[ ——
C
C Problem: PDEA4
C
C .
C
* REAL CONSTANT
pi = 3.1415926535
C
* VARIABLE
a, u, v, u_x, V_X, U_XX, V_XX, X, t
C
* FUNCTION u_t
u_t = -—axv_xx
C
* FUNCTION alg_equ
alg_equ = Vv - u_xx
C
* FUNCTION u_0
u_0 = sin(pi*x)
C
* FUNCTION v_O
v_0 = -pi**2*sin(pi*x)
C
* FUNCTION u_left
u_left = 0
C
* FUNCTION u_right
u_right = 0
C
* FUNCTION v_left
v_left = 0
C
* FUNCTION v_right
v_right = 0
C
* FUNCTION h
h=nuu
C
* END
C
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Chapter 7

Problem Data and Solution
Tolerances

To start a parameter estimation or simulation run, EASY-FITMdelDesion gonerates an input
file for MODFIT or PDEFIT, respectively. The file has to contain all data that are passed
to the numerical algorithm, i.e., measurement values, starting values for the parameters to
be estimated, solution tolerances etc.

We have to distinguish between general problem data that are independent from the
type of the mathematical model, and the model dependent information needed to start a
parameter estimation run. Data are collected within the main form of EASY-FITMedelDesign
and are kept in the data base until they are deleted or changed.

7.1 Model Independent Information

First, a user has to provide database information that is independent from the underlying
model. Part of the data required is optional and only needed to document the input, part is
mandatory to set tolerances and options depending on the choice of an optimization routine.

7.1.1 Problem Name

The string to be inserted here, is the unique key number to identify the parameter estimation
problems in the database. Thus, the string must be non-empty and unique. It is not possible
to change the name subsequently. If one needs to alter the problem name, one should copy
the actual problem to another one with the desired name, and delete the old one. The
problem name serves to define file names in the form <name>.FUN for model functions
in the problem directory of the actual EASY-FITMedelDesion yersion, among many others.
Therefore, the name must satisfy the usual DOS conventions, i.e., must be an alpha-numeric
string with up to 8 characters.
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7.1.2 Documentation Text

There are a few information strings that are useful to identify different parameter estimation
problems particularly if a sequence of experimental data sets is to be processed. These strings
are inserted in the reports generated by EASY-FITYedelPesion and the plot output.

Note that the proposed meaning of the items has no additional impact on the problem
within EASY-FITModelDesign: = A particular advantage is the possibility to define a filter on
the actual database and to select certain subsets of problems with predetermined properties.

Model name: Arbitrary string to identify the type of a model.
Information: Long information string, up to 80 characters.

Project number: Could contain project or any related information.

User name: Is set to the user name in the database when generating a new problem.




Measurement set: Identification of measurement data.

Date: Inserted automatically when generating a new problem.

Unit for X-values: Any string for identifying the X- or time axis in plots.

Unit for Y-values: Any string for identifying the Y- or measurement axis in plots. In a
separate window also names for individual measurement sets are defined.

Unit for Z-values: Any string for identifying the Z- or concentration axis in 3D-plots.

Memo: Text field for input of additional documentation text.
Moreover, fitting criteria can be identified by some strings used in the generated reports
and plots.

7.1.3 Parameters to be Estimated

The names for the optimization parameters to be estimated, their upper and lower bounds
and their starting values must be defined in form of table records, where the initial value
must not be smaller than the lower bound or greater than an upper bound. The variable
name is arbitrary and used only for generating readable output.

Note that the order in which the variables are defined, must coincide with the order in
which they are used in the model function part, i.e., either a Fortran code or a PCOMP
input file. To guarantee the correct order in the underlying database, we need corresponding
order information. Thus, the first column must contain the sequel number of the variables.

After a successful data fitting run, the optimal parameter values and, if a positive sig-
nificance level has been set, also their significance levels are listed. Since all numerical
executions are run as separate processes, their termination is checked by the user interface
only at special occasions, e.g., in case of generating a report. To see these data immediately
after execution of MODFIT.EXE or PDEFIT.EXE, one has to click on the command bottom
‘update table’.

7.1.4 Input Type of Model Functions

Basically there are two possibility to define the nonlinear model functions:

PCOMP: All variables and functions are declared in a Fortran-similar syntax, where the
order of the variables must coincide with the order used in the database. For function input
one has to follow the guidelines outlined in Chapter 5. Particular advantage is the possi-
bility to let derivatives be computed automatically during run time, i.e., without additional
approximation or round-off errors.

Fortran: Alternatively, a user has the choice to prepare model functions in form of For-
tran statements, if the PCOMP syntax is too restrictive or if he wants to accelerate the
function evaluation. The order in which functions must be coded, and the organization of



corresponding subroutine arguments, is described within initial comments of the frame in-
serted automatically when generating a new problem. There is only one subroutine for the
evaluation of all model functions and gradients depending on an input flag. If the subrou-
tine is called with zero flag, then additional statements or subroutine calls can be inserted
to prepare data before starting the optimization cycle. In case of explicit fitting functions
and dynamical systems of equations, analytical gradient evaluation may be omitted. Then
numerical approximations based of forward differences are applied. In case of ordinary dif-
ferential equations, gradients must be programmed only if an ODE solver is to be executed
that requires the computation of derivatives either by an implicit method or by of internal
evaluation of derivatives.

7.1.5 Numerical Analysis

EASY-FITModelDesign allows to perform a simulation with respect to given set of parameter
values, to start an iterative data fitting run, or to compute an optimal experimental design.

Simulation: A numerical analysis either at the set of given parameter values or the parameter
values obtained from a previous data fitting run is performed. Moreover, plot data are
generated.

If the significance level for determining confidence intervals is positive, also a statistical
analysis is performed. Proceeding from the assumption that the model is sufficiently linear
in a neighborhood of an optimal solution vector and that all experimental data are Gaussian
and independent, the following statistical data are evaluated:

e Variance/covariance matrix of the problem data
e Correlation matrix of the problem data
e Estimated variance of residuals

e Confidence intervals for the individual parameters subject to the significance levels 1%,
5% or 10%, respectively.

The number of model parameters for which the covariance matrix and the confidence intervals
are computed, is typically the number of all given parameters. But there are situations where
these parameters are divided into model and design parameters, for example, and where the
statistical data are to be evaluated only for a certain subset. Thus, the number of these
variables can be restricted to those, for which a statistical analysis is computed. The given
value corresponds to the first ones found in the table, and are called the model variables.

Data Fitting: The mathematical background of the applied algorithms is described in Schitt-
kowski [129]. The basic idea is to introduce additional variables and equality constraints,
and to solve the resulting constrained nonlinear programming problem by the sequential
quadratic programming algorithm NLPQLP of Schittkowski [127, 140]. It can be shown that
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Figure 7.2: Simulation Tolerances

typical features of a special purpose method are retained, the combination of a Gauss-Newton
and a quasi-Newton search direction in case of a least squares problem, see Schittkowski
[129]. The additional variables and equality constraints are substituted in the quadratic
programming subproblem, so that calculation time is not increased significantly by this ap-
proach. In case of minimizing a sum of absolute function values or the maximum of absolute
function values, the problem is transformed into a smooth nonlinear programming problem.
NLPLSQ [446] is capable to handle any additional linear or nonlinear equality or inequality
constraints.

Since the number of variables increases with the number of experimental data, least
squares problems are treated as general nonlinear optimization problems, if the number of
data points exceeds 500. The total number of iterations might increase, but the calculation
time per iteration is decreased.

Min-max problems are transformed into a general smooth optimization problem with
only one additional variable and solved by the code NLPINF [148]. A sophisticated active
set strategy is applied in case of more than 500 experimental data, i.e., more than 1,000
nonlinear constraints. The modified SQP code is called NLPQLB, see Schittkowski [1412].

Experimental Design: Experimental design helps to find suitable values for additional so-
called design parameters, for example initial concentrations or input feeds, which have to
be set before conducting experiments. Various experimental design methods have been dis-
cussed in the literature before, see e.g. Winer, Brown and Michels [551], Ryan [114], Rudolph
and Herrendorfer [112], Baltes et al. [19], or Lohmann et al. [296]. Since the confidence in-
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tervals mentioned above are mainly determined by the diagonal elements of the covariance
matrix, a possible objective function is the trace of this matrix, see Schittkowski [111] for
more details and a couple of case studies.

A further option is to locate experimental time values. Especially in case of time expensive
experiments, it is highly desirable to minimize their number and to conduct experiments only
within relevant time intervals. Thus, we add artificial weight factors to the observations at a
predefined, relatively dense grid specified in advance. These weights are considered then as
design parameters. A particular advantage is that derivatives subject to weights are obtained
without additional computational efforts.

Special emphasis is given to efficient computation of derivatives, where first and second
order partial derivatives of the model function of our dynamical system are approximated
by forward differences. The nonlinear constrained optimization problems are solved by the

SQP code NLPQLP, see Schittkowski [110].

7.1.6 Optimization Tolerances

A couple of tolerances and bounds are required to start the optimization algorithms for
constrained nonlinear data fitting and experimental design. The database provides suitable
default values that can be used, when a new problem is generated.
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Number of Iterations: A reasonable upper limit for the number of iterations is required.

Data Fitting : One evaluation of the Jacobian matrix of the data fitting func-
tion with respect to the variables to be estimated.
Experimental Design : One evaluation of the covariance matrix of the experimental

design performance measure.
It is recommended to start with a sufficiently low number, say 50. If the resulting answer is
not as precise as wanted, a restart can be performed where the last computed iterates are
inserted as starting values for another optimization run.

Output Flag: There is the possibility to control the desired output shown on the screen.
-1 only the iteration number and the actual residual value displayed
no output
only final convergence analysis
one line per iteration
more detailed output information per iteration
4 in addition, also line search data are displayed
Output level 2 is recommended. The original output of the selected least squares algorithm
is directed to a file with extension HIS depending on the print flag chosen. Only the residual
values are displayed on screen in a DOS window executing the numerical code. However,

W N = O



one has to be a bit familiar with the underlying mathematical theory to understand the
data in detail. For the meaning of the parameters displayed, it is necessary to read the
corresponding user guides.

Gradient Evaluation: EASY-FITMedelDesign comes with two options to define model func-
tions: Fortran code to be compiled, or the PCOMP modeling language. In the latter case,
gradients are evaluated automatically and are inserted whenever possible, for example for
explicit, Laplace and steady-state models, calculation of consistent initial values, or for dif-
ferentiation of right-hand side of an ODE/DAE subject to state variables. If a model is
implemented in Fortran, it is recommended to provide all gradients analytically, i.e., to
generate them by hand.

However, derivatives are not available analytically for the outer parameter estimation algo-
rithms in case of differential equations. The only exception is the usage of internal numerical
differentiation when executing the explicit solver. In all other cases, derivatives are approx-
imated by numerical differences. The following derivative calculations are available:

0 - analytical differentiation

1 - forward differences

2 - two-sided differences

3 - five point approximation formula

It is important to know that forward differences require n, two-sided differences 2n, and the
five point formula 4n additional integrations, where n is the number of parameters to be
estimated. If PCOMP is used, the value 0 should be inserted in case of explicit, Laplace,
and steady-state systems, in all other situations a positive value.

Numerical Differentiation Error: The corresponding tolerance needed to compute these ap-
proximation, is defined separately in form of an integer that estimates the number of correct
digits. To give an example, an entry of 5 leads to a perturbation of 10~ for approximating
the gradients. If this parameter is set to zero, a suitable tolerance is internally computed
depending on the order of the differentiation formula and an estimated accuracy by which
the data fitting function is evaluated.

Termination Tolerance: The tolerance is used to stop the algorithm as soon as some internal
termination conditions are satisfied, and should not be smaller than the accuracy by which
derivatives are computed (1.0E-6).

Final Residual Estimate: A rough estimate for the expected final residual value can be in-
serted in case of least squares norms (0.01). If the code breaks down after very few iterations,
a larger step could lead to shorter steps and a more stabilized procedure.

Confidence Level: If the significance level for determining confidence intervals is positive, a
statistical analysis is performed. Similar to a simulation run, he following statistical data are
evaluated, where the termination tolerance is used for determining the rank of the correlation
matrix:

e Variance/covariance matrix of the problem data
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e Correlation matrix of the problem data
e Estimated variance of residuals

e Confidence intervals for the individual parameters subject to the significance levels 1%,
5% or 10%, respectively.

In addition, significance levels are evaluated to identify the significance of parameters and
to help to decide upon questions like

- which parameters can be identified,

- which parameters should be kept fixed,

- whether additional experimental data must be required.
Overdetermined data fitting problems often lead to unstable and slow convergence of Gauss-
Newton-type least squares algorithms. The idea is to successively eliminate parameters until
(3.9) is satisfied. The cycle is terminated in one of the following situations:

1. The smallest eigenvalue of the Fisher information matrix is smaller than the given
confidence level.

2. The parameter correlations are reduced by 25 %.

3. None of the above termination reasons are met and all parameters have been elimi-
nated.

Level 1 corresponds to the first eliminated variables, level 2 to the second, etc. The final
level can be assigned to several parameters indicating a group of identifiable parameters.
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Figure 7.5: Measurement Data
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7.1.7 Scaling

In addition to the individual weights that must be given by a user, it is possible to select a
global scaling strategy:

- no additional scaling

- division of residuals by square root of sum of squares of all mea-
surement values

- division of each single residual by corresponding absolute measure-
ment value

- division of each single residual by corresponding squared measure-
ment value

7.1.8 Number of Plot Points

Plots of model functions are generated from a number of function evaluations and a corre-
sponding interpolation, linearly or by splines depending on the graphics system used. The
number of points where model function values are to be evaluated by a final simulation run,
is to be inserted. The higher the number, the more function evaluations are required, the
more lines are displayed for 3D-plots in case of a PDE, and the more accurate is the curve.

Note, however, that in case of an ODE, DAE and PDE, only one integration is performed
over the time axis, and the required solution values are retrieved from intermediate iterates of
the algorithm by so-called dense output, i.e., by internal interpolation. Thus, the calculation
time is not increased dramatically in case of a larger value.

The number of plot points must not be bigger than the parameter MAXPLT in the
include file of the corresponding analysis code and must not exceed the maximum number
of time values.

7.1.9 Logarithmic Plot

It is possible to require a logarithmic scale of the time axis in function and data plots. In
this case, a plot is generated from the first to the last measurement value, not beginning at
t = 0. Consequently, the corresponding time values must be positive.

7.1.10 Experimental Data

If | denotes the number of experiments, then one has to insert [ records containing the
following data:

Column headed by time: Input of measurement time ¢;, i = 1, ..., [. A set of experimental
time values has to be repeated for each concentration value. If more than one measurement
set is available, we assume that experimental data are available for all time values. Otherwise,
experiments can be eliminated by zero weights. If the smallest time value is less than zero,
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then the integration of an ordinary or partial differential equation is started at the point
given. Otherwise, integration is always beginning at 0.

Alternatively, a fitting criterion might depend on time and concentration variables, where
each time value corresponds to one concentration value, which may all be different. This
option is not available for models based on partial differential equations.

Column headed by conc(entration): Input of concentration values ¢;. There must be one and
the same concentration value for one series of time values. If more than one concentration
value is available, we assume that all sets proceed from the same series of time values and
the same concentration value. Otherwise, experiments must be deleted by zero weights.

If a fitting criterion depends on time and concentration variables, where each time value
corresponds to one concentration value, then a suitable concentration value must be assigned
to each time value. This option is not available for models based on partial differential
equations.

Column headed by value: Input of measurement value yfj for the actual measurement set.
Any legal format for real numbers is allowed.

Column headed by weight: Input of nonnegative weight factor wfj for actual measurement
set. If the weight is set to zero, the corresponding measurement value is not taken into

account.

7.1.11 Data Fitting Norm

Experimental data can be fitted in three different norms:

Lo-norm: The classical least squares norm minimizes the sum of all squares of differences
between model function and measurement values.

Ly-norm: In this case, the sum of absolute values of all differences between model function
and measurement values is minimized.

L-norm: The maximum of absolute values of all differences between model function and
measurement values is minimized.
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7.2 Model Dependent Information

For each of the parameter estimation models of EASY-FITModelDesion —additional data are
required depending on the model structure as outlined in Chapter 5.

7.2.1 Model Data for Explicit Functions

For the execution of the numerical analysis program MODFIT with explicitly given model
functions, we need some integers that cannot be retrieved from the model function file or
other data.

Number of Measurement Sets: The number of measurement sets must coincide with the num-
ber of data sets as given in the input table for experimental data. Note that a data set
corresponds to two input columns in the table for values and weights.

Number of Concentration Values: The number of concentrations must coincide with the
number of concentrations as given in the input table for experimental data. If the value
inserted is positive and the PCOMP input language is used, then a concentration variable
must be declared in the model function file. If -1 is inserted, it is supposed that the fitting
criteria depend on an additional concentration variable, and that one concentration value is
assigned to each time value.

Explicit Model Parameters x|

&
Mumber of Meazurement Sets: I I j
&
MHumber of Concentrations; I 1] j

Constraints | Elj' |

Figure 7.6: Parameters for Explicit Model Functions

Constraints: Restrictions are allowed for explicit model functions and can be formulated in
form of equality and inequality constraints with respect to the parameters to be optimized
and some of the given experimental time and concentration values.

Where the total number of constraints can be retrieved from the subsequent table, the
number of equality constraints must be supplied. Equality restrictions must be defined first
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in the input file for model functions. The table allows to define time and concentration
values, for which constraints are to be defined:

Order: Serial order number of constraints. Equality constraints must be
defined first.

Name: Arbitrary name for the constraint, to be printed in reports.

Time: Corresponding time value at which a constraint is to be evaluated.

Note that the time values are rounded to the nearest experimental
time value, to avoid a complete re-integration of the system. In
case of doubt, insert dummy experimental data with zero weights,
if constraints are to be defined at points for which an experimental
time value does not exist.
c/x-value: Corresponding concentration value at which a constraint is to be
evaluated. Note that concentration values are rounded to the near-
est experimental concentration value. In case of doubt, insert
dummy experimental data with zero weights, if constraints are to
be defined at points for which an experimental concentration value
does not exist.
Note that equality restrictions must be defined first and that dummy values must be inserted
for each constraint not depending on the time or concentration parameter. The number of
lines in the table must coincide with the number of constraint functions defined on the model
function input file (either Fortran or PCOMP).
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- 18 g 22 0
- 19 g 23 0
- 200 24 0
- 210 25 0
* 10 hd
Record: LI;” 1 Llilﬂl of 21

Figure 7.7: Constraints
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7.2.2 Model Data for Steady State Equations

For the execution of the numerical analysis program MODFIT that estimates parameters
in dynamical systems of equations, we need some integers that cannot be retrieved from
the model function file or other data. Systems of nonlinear equations must be solved for
each function and/or gradient evaluation required by the parameter estimation method,
moreover, for each experimental time and concentration value separately. The system is
treated as a general mathematical optimization problem and solved by the Fortran code
NLPQLP, see Schittkowski [127, 440, 449]. The starting values of an optimization cycle
must be predetermined by the user in the input file for model functions. They may depend
on the parameters of the outer optimization problem.

Steady State Model Parameters x|

A
Mumber of Algebraic Functions: I ’J j Ebhatrat |
Onstranes

&
Mumber of Measurement Sets: I 1 j

i ¢
MHurnber of Concentrations: I 1] j

[teration Bound far E quation Solver:; I a0

Line Search Iteration Bound: ! H]

Qutput Flag far Equation Solwer:

Final Aizcuracy for Equation Solver; I 1E-10

:'

Figure 7.8: Parameters for Steady State Equations

Number of System Functions: The number of functions of the algebraic system must coincide
with the number of functions to be declared in the model function file. The fitting criteria
are not counted.

Number of Measurement Sets: The number of measurement sets must coincide with the num-
ber of data sets as given in the input table for experimental data. Note that a data set
corresponds to two input columns in the table for values and weights.

Number of Concentration Values: The number of concentrations must coincide with the
number of concentrations as given in the input table for experimental data. If the value
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inserted is positive and the PCOMP input language is used, then a concentration variable
must be declared in the model function file. If -1 is inserted, it is supposed that the fitting
criteria depend on an additional concentration variable, and that one concentration value is
assigned to each time value.

Maximum Number of Iterations for Solving Nonlinear Equations: For solving the internal
systems of equations by NLPQLP, the maximum number of iterations is required. Usu-
ally a relatively small number of iterations is performed. However, numerical instabilities
could require a larger bound (50).

Maximum Number of Line Search Iterations for Solving Nonlinear Equations: An internal line
search is performed which requires additional function evaluations. One has to define a rea-
sonably small bound (8).

Print Flag for Solving Nonlinear Equations: The output generated by the code NLPQLP,
consists of an iteration summary obtained for 2, 3 or 4 or of an final optimization summary
for 1. It is recommended to suppress all output by inserting the value 0.

Termination Accuracy for Solving Nonlinear Equations: It is recommended to use a rela-
tively small termination tolerance for NLPQLP to get very precise function and gradient
values for the outer optimization algorithm (1.0E-10). If, however, some warnings and errors
are reported by MODFIT, one should try a larger value.

Constraints: Restrictions are allowed for explicit model functions and can be formulated in
form of equality and inequality constraints with respect to the parameters to be optimized
and some of the given experimental time and concentration values.

Where the total number of constraints can be retrieved from the subsequent table, the
number of equality constraints must be supplied. Equality restrictions must be defined first
in the input file for model functions. The table allows to define time and concentration
values, for which constraints are to be defined:
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Order: Serial order number of constraints. Equality constraints must be
defined first.
Name: Arbitrary name for the constraint, to be printed in reports.
Time: Corresponding time value at which a constraint is to be evaluated.
Note that the time values are rounded to the nearest experimental
time value, to avoid a complete re-integration of the system. In
case of doubt, insert dummy experimental data with zero weights,
if constraints are to be defined at points for which an experimental
time value does not exist.
c/x-value: Corresponding concentration value at which a constraint is to be
evaluated. Note that concentration values are rounded to the near-
est experimental concentration value. In case of doubt, insert
dummy experimental data with zero weights, if constraints are to
be defined at points for which an experimental concentration value
does not exist.
Note that equality restrictions must be defined first and that dummy values must be inserted
for each constraint not depending on the time or concentration parameter. The number of
lines in the table must coincide with the number of constraint functions defined on the model
function input file (either Fortran or PCOMP).
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Figure 7.9: Constraints
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7.2.3 Model Data for Laplace Transformations

For the execution of the numerical analysis program MODFIT for models in the Laplace
space, we need some further data that cannot be retrieved from the model function file or
other information.

Number of Measurement Sets: The number of measurement sets must coincide with the num-
ber of data sets as given in the input table for experimental data.

Number of Concentration Values: The number of concentrations must coincide with the
number of concentrations as given in the input table for experimental data. If the value
inserted is positive and the PCOMP input language is used, then a concentration variable
must be declared in the model function file. If -1 is inserted, it is supposed that the fitting
criteria depend on an additional concentration variable, and that one concentration value is
assigned to each time value.

Number of Iterations for Back-Transformations: MODFIT is capable solve parameter esti-
mation problems, where the model functions are defined in the Laplace space. The quadra-
ture formula of Stehfest [190] is implemented to transform the function values from the
Laplace space to the original space in the time variable. A value of 5 or 6 is recommended
to maximize accuracy of the approximation and to avoid numerical instabilities.

Laplace Model Parameters |

MHumber of Measurement Sets: ﬂ
a e |

F Y
Mumber of Concentrations: I Fi j

s
Mumber aof [terations far Back-Transtarmation: I b j

Figure 7.10: Parameters for Laplace Equations
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7.2.4 Model Data for Ordinary Differential Equations

The numerical analysis program MODFIT is executed for models based on systems of ordi-
nary differential equations. Also in this case, we need some integers that cannot be retrieved
from the model function file or other data.

Number of Differential Equations: Define number of ordinary differential equations. The
number of ODE’s must coincide with the number of model functions for the right-hand side
and the initial conditions on the Fortran or PCOMP input file.

Number of Measurement Sets: The number of measurement sets must coincide with the num-
ber of data sets as given in the input table for experimental data.

Number of Concentration Values: The number of concentrations must coincide with the
number of concentrations as given in the input table for experimental data. If the value
inserted is positive and the PCOMP input language is used, then a concentration variable
must be declared in the model function file. If -1 is inserted, it is supposed that the fitting
criteria depend on an additional concentration variable, and that one concentration value is
assigned to each time value.

Shooting Index: Shooting technique can be introduced in the following situation:

1. There are as many measurement sets as differential equations.
2. Fitting criteria are the system variables of the differential equation
in exactly the same order.
3. There are no additional constraints.
4. There are no zero weights (otherwise an artificial weight of 1.0E-7
is inserted).
5.  There are no break points.
Integration is performed only from one shooting point to the next and then initialized with
a shooting variable. The differences of shooting variables and solution at right-end of previ-
ous shooting interval lead to additional nonlinear equality constraints. The shooting index
determines the number and position of shooting points:

- no shooting at all

- each measurement time is a shooting point

- every second measurement time is shooting point
- every third measurement time is shooting point

W N = O

ete.

Method for Solving Ordinary Differential Equations: The numerical parameter estimation
code MODFIT possesses interfaces to two subroutines for solving ordinary differential equa-
tions:
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1. TImplicit Radau-type Runge-Kutta code RADAU5 (Copyright (©2004,
Ernst Hairer) of order 5 for stiff equations, confer Hairer and Wan-
ner [199].

2. Runge-Kutta-Fehlberg method of order 4 to 5, see Shampine and Watts
[470] with additional sensitivity analysis implemented by Benecke [36].

0ODE Model Parameters i EI

Murnber of Differential Equations: | E A

MNumber of Measurement Sets: | 2 : Break Foints
e |

MHumber of Concentration Y alues: I ] ﬂ EEasiisinta

Shoating Indes: | 0 ﬂ

-

[ntegration bethod:

iy implicit i explicit |

A
Final &ccuracy [abzolute]: | 1E-06 j [ritial Stepsize: | 00001 ::I

& I
Final Accuracy [relative]: I 1E-06 j B andwadth of Jacobian: I 1] j

Figure 7.11: ODE Parameters

Note that the first two codes use dense output, i.e., the integration is performed over the
whole interval given by first and last time value, and the intermediate solution values are
interpolated. In these cases, gradients are obtained by external numerical differentiation.
If constant or variable break points are given, the integration is restarted at these time
values with all initial tolerances supplied. Gradients are obtained by external numerical
differentiation.

The explicit algorithm is capable to evaluate derivatives of the solution of the ODE internally,
i.e., by analytical differentiation of the Runge-Kutta scheme. If constant or variable break
points are defined, then the usage is prevented for some internal reasons.

Final Absolute Accuracy for Solving Differential Equations: Desired final accuracy for the
differential equation solver with respect to the absolute global error is to be inserted. In
case of numerical approximation of gradients, the differential equation must be solved as
accurately as possible. It is recommended to start with a relatively large accuracy, for
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example 1.0E-6, together with a low number of iterations, and to increase the accuracy
when approaching a solution by restarts.

Final Relative Accuracy for Solving Differential Equations: Desired final accuracy for the
differential equation solver with respect to the relative global error is to be inserted. In
case of numerical approximation of gradients, the differential equation must be solved as
accurately as possible. Again it is recommended to start with a relatively large accuracy,
say 1.0E-6, and a low number of iterations, and to increase the accuracy when approaching
a solution by restarts.

Initial Stepsize for Solving Differential Equations: Define initial stepsize for differential equa-
tion method used. The parameter is adapted rapidly by internal steplength calculation.

Bandwidth of Jacobian of Right-Hand Side: Implicit methods require the evaluation of the
Jacobian of the right-hand side of an ordinary differential equation with respect to the system
parameters, since they have to apply Newtons method to solve certain systems of nonlinear
equations. The Jacobian is evaluated either numerically, by the automatic differentiation
features of PCOMP, or must be provided by the user in form of Fortran statements. In any
case, is possible that the Jacobian possesses a band structure depending on the ODE sys-
tem. EASY-FITodelDesion allows to define the bandwidth that is passed to the numerical
integration routines to solve systems of internal nonlinear equations more efficiently. The
bandwidth is the maximum number of non-zero entries below and above a diagonal entry of
the Jacobian, and must be smaller than the number of differential equations. When insert-
ing a zero value it is assumed that there is no band structure at all. The bandwidth can be
defined only for the implicit integration routine.

Break Points: It is possible that the right-hand side of a system of ordinary differential
equations is non-continuous with respect to integration time, e.g. if non-continuous input
functions exist or if the model changes at certain time values. In case of constant break or
switching points, respectively, the corresponding time values are to be defined in form of
a separate table, where the integration is restarted with initial tolerances. The numerical
values inserted, must vary between zero and the maximum experimental time value. Time
values are ordered internally. If the table contains no entries at all, it is assumed that there
are no constant break points with respect to the time variable.

On the other hand, it is possible that the last n, optimization variables to be estimated, are
used as break points in the code that defines the right-hand side and the initial conditions.
In this case, the number n, must be inserted. If n, > 0 and constant break points exist in
the corresponding table, then these values are ignored.

Constraints: Restrictions are allowed for models based on ordinary differential equations
and can be formulated in form of equality and inequality constraints with respect to the
parameters to be optimized and the solution of the dynamical system at some of the given
experimental time and concentration values.

Where the total number of constraints can be retrieved from the subsequent table, the
number of equality constraints must be supplied. Equality restrictions must be defined first
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Figure 7.12: Break Points

in the input file for model functions. The table allows to define time and concentration
values, for which solution values of the underlying dynamical system can be inserted:
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Order: Serial order number of constraints. Equality constraints must be
defined first.
Name: Arbitrary name for the constraint, to be printed in reports.
Time: Corresponding time value at which a constraint is to be evaluated.
Note that the time values are rounded to the nearest experimental
time value, to avoid a rest of the integration. In case of doubt,
insert dummy experimental data with zero weights, if constraints
are to be defined at points for which an experimental time value
does not exist.
c/x-value: Corresponding concentration value at which a constraint is to be
evaluated. Note that concentration values must be rounded to the
nearest experimental concentration value. In case of doubt, insert
dummy experimental data with zero weights, if constraints are to
be defined at points for which an experimental concentration value
does not exist.
Note that equality restrictions must be defined first and that dummy values must be inserted
for each constraint not depending on the time or concentration parameter. The number of
lines in the table must coincide with the number of constraint functions defined on the model
function input file (either Fortran or PCOMP).
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Figure 7.13: Constraints
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7.2.5 Model Data for Differential Algebraic Equations

The code MODFIT solves parameter estimation problems based on differential algebraic
equations, see Hairer and Wanner [199] for details. For the execution of MODFIT, we need
some data that cannot be retrieved from the model function file or other sources.

Number of Differential Equations: Define total number of differential and algebraic equa-
tions. The number of DAE’s must coincide with the number of model functions for the
right-hand side and the number of initial conditions on the Fortran or PCOMP input file.

Number of Measurement Sets: The number of measurement sets must coincide with the num-
ber of data sets as given in the input table for experimental data.

Number of Concentration Values: The number of concentrations must coincide with the
number of concentrations as given in the input table for experimental data. If the value
inserted is positive and the PCOMP input language is used, then a concentration variable
must be declared in the model function file. If -1 is inserted, it is supposed that the fitting
criteria depend on an additional concentration variable, and that one concentration value is
assigned to each time value.

Shooting Index: Shooting technique can be introduced in the following situation:

1. There are as many measurement sets as differential equations.
2. Fitting criteria are the system variables of the differential equation
in exactly the same order.
3. There are no additional constraints.
4. There are no zero weights (otherwise an artificial weight of 1.0E-7
is inserted).
5.  There are no break points.
Integration is performed only from one shooting point to the next and then initialized with
a shooting variable. The differences of shooting variables and solution at right-end of previ-
ous shooting interval lead to additional nonlinear equality constraints. The shooting index
determines the number and position of shooting points:

0 - no shooting at all

1 - each measurement time is a shooting point

2 - every second measurement time is shooting point
3 - every third measurement time is shooting point

ete.

Number of Algebraic Equations: Define here the number of algebraic equations or algebraic
variables, respectively. Note that the algebraic equations or algebraic variables, respectively,
must follow the differential equations or differential variables, respectively, in the input file
for model functions.

Number of Index-2-Variables: If a higher index system is given, define here the number of
variables with index 2. The number is used to estimate the corresponding error and to scale
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Figure 7.14: DAE Parameters

the index-2-variables by the stepsize. The order of the DAE functions and variables is as
follows:

1. index-1-variables
2.  index-2-variables

Number of Index-3-Variables: If a higher index system is given, define here the number of
algebraic variables with index 3. The number is only used for estimating the corresponding
error and to scale the index-3-variables by the square of the stepsize. The order of the DAE
functions and variables is as follows:

1. index-1-variables
2.  index-2-variables
3. index-3-variables

An index-i-variable, ¢ = 1,2, 3, is defined by the number of differentiations of the variable
needed to eliminate the algebraic variables and to formulate an equivalent system of ordinary
differential equations.

Method for Solving Differential Algebraic Equations: The code MODFIT can be used for
solving parameter estimation problems in differential algebraic equations, and executes an
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implicit Runge-Kutta method of order 5 called RADAU5', see Hairer and Wanner [199].
Some parameters are to be set that cannot be retrieved from the model function file or other
available data:

Final Absolute Accuracy for Solving Differential Equations: Desired final accuracy for the
differential equation solver with respect to the absolute global error is to be inserted. In
case of numerical approximation of gradients, the differential equation must be solved as
accurately as possible. It is recommended to start with a relatively large accuracy, e.g. 1.0E-
6, together with a low number of iterations, and to increase the accuracy when approaching
a solution by restarts.

Final Relative Accuracy for Solving Differential Equations: Desired final accuracy for the
differential equation solver with respect to the relative global error is to be inserted. In
case of numerical approximation of gradients, the differential equation must be solved as
accurately as possible. Again it is recommended to start with a relatively large accuracy,
for instance 1.0E-6, and a low number of iterations, and to increase the accuracy when
approaching a solution by restarts.

Initial Stepsize for Solving Differential Equations: Define initial stepsize for differential equa-
tion method used. The parameter is adapted rapidly by internal steplength calculation.

Bandwidth of Jacobian of Right-Hand Side: Implicit methods require the evaluation of the
Jacobian of the right-hand side of a differential algebraic equation with respect to the system
parameters, since they have to apply Newtons method to solve certain systems of nonlinear
equations. The Jacobian is evaluated either numerically, by the automatic differentiation
features of PCOMP, or must be provided by the user in form of Fortran statements. In any
case, is possible that the Jacobian possesses a band structure depending on the DAE sys-
tem. EASY-FITModelDesion allows to define the bandwidth that is passed to the numerical
integration routines to solve systems of internal nonlinear equations more efficiently. The
bandwidth is the maximum number of non-zero entries below and above a diagonal entry of
the Jacobian, and must be smaller than the number of differential equations. When inserting
a zero value it is assumed that there is no band structure at all.

Break Points: Similar to ordinary differential equations, it is possible to define additional
constant break or switching points, where the corresponding time values are to be defined
in form of a separate table. The integration is restarted with initial tolerances at these
time values. The numerical values inserted, must vary between zero and the maximum
experimental time value. Time values are ordered internally. If the table contains no entries
at all, it is assumed that there are no constant break points with respect to the time variable.
On the other hand, it is possible that the last n, optimization variables to be estimated, are
used as break points in the code that defines the right-hand side and the initial conditions.
In this case, the number n, must be inserted. If n, > 0 and constant break points exist in
the corresponding table, then these values are ignored.

LCopyright (©2004, Ernst Hairer
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Figure 7.15: Break Points
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Figure 7.16: Consistency

Consistency Parameters: To achieve consistency of initial values, the corresponding system
of algebraic equations is solved by the general purpose nonlinear programming method
NLPQLP, see Schittkowski [127, 440]. For executing NLPQLP, a few parameters must
be set:
Print flag: indicates the desired information to be displayed on the screen:

0 - no output at all

1 - only final summary of results
2 - one output line per iteration
3 - detailed output for each iteration

A value greater than 0 is only recommended in error cases to find out a possible reason for
non-successful termination.

Maximum Number of Iterations: For computing consistent initial values, NLPQLP requires
the maximum number of iterations to be defined here. A value of 50 is recommended.
Termination Accuracy: To compute consistent initial values by NLPQLP, one has to define
the final accuracy by which the subproblem is solved. In case of exact derivatives, a value
between 1.0E-8 and 1.0E-12 is recommended.

Constraints: Restrictions are allowed for models based on differential algebraic equations
and can be formulated in form of equality and inequality constraints with respect to the
parameters to be optimized and the solution of the dynamical system at some of the given
experimental time and concentration values.

Where the total number of constraints can be retrieved from the subsequent table, the
number of equality constraints must be supplied. Equality restrictions must be defined first
in the input file for model functions. The table allows to define time and concentration
values, for which solution values of the underlying dynamical system can be inserted:

31



Order: Serial order number of constraints. Equality constraints must be
defined first.
Name: Arbitrary name for the constraint, to be printed in reports.
Time: Corresponding time value at which a constraint is to be evaluated.
Note that the time values are rounded to the nearest experimental
time value, to avoid a rest of the integration of the system. In
case of doubt, insert dummy experimental data with zero weights,
if constraints are to be defined at points for which an experimental
time value does not exist.
c/x-value: Corresponding concentration value at which a constraint is to be
evaluated. Note that concentration values must be rounded to the
nearest experimental concentration value. In case of doubt, insert
dummy experimental data with zero weights, if constraints are to
be defined at points for which an experimental concentration value
does not exist.
Note that equality restrictions must be defined first and that dummy values must be inserted
for each constraint not depending on the time or concentration parameter. The number of
lines in the table must coincide with the number of constraint functions defined on the model
function input file (either Fortran or PCOMP).
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order | name | time | cix-value o
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Figure 7.17: Constraints
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7.2.6 Model Data for Time-Dependent Partial Differential Equa-
tions

For the execution of the numerical analysis program PDEFIT for models based on systems
of partial differential equations, we need some data that cannot be retrieved from the model
function file or other data:

Number of Differential Equations: Define number of partial differential equations. The num-
ber of PDE’s must coincide with the number of model functions for the right-hand side on
the Fortran or PCOMP input file.

Number of Integration Areas: Partial differential equations may be defined in different areas.
Their total number is to be inserted here. The number must coincide with the number of
areas defined in the table that defines the individual area structure. In each area, a uniform
discretization grid is applied. Thus, different areas with smooth transitions can be used to
change the grid size.

Starting Value for Spatial Interval: The spatial interval for the one-dimensional space coor-
dinate is defined by the initial value to be defined here, and the individual lengths of the
areas defined in the corresponding input table.

Order of Partial Differential Equation: If the right-hand side of the partial differential equa-
tion depends only on first spatial derivatives, it is not necessary to evaluate second order
approximations for u,,.

Flux in state equation: Flux functions facilitate the input of more complex equations and
allow the application of special upwind or similar formulae in case of hyperbolic equations.
If set to yes, there must be variables identifying flux functions and their spatial derivatives
in the PCOMP input file, moreover a defining equation of the flux for each state variable.

Spatial Discretization: Partial differential equations are discretized with respect to the spatial
variable by the following difference formulae:

3-point difference formula, recursively for second derivatives

5-point difference formula, recursively for second derivatives

5-point difference formula for first and second derivatives
These difference formulae except the third one, can individually be applied to the spatial
derivatives of each state variable. In case of hyperbolic equations defined by flux functions,
the following formulae are available:

forward differences for first derivatives
backward differences for first derivatives
simple upwind formula

second order scheme

third order upwind-biased scheme

ENO scheme
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Figure 7.18: PDE Parameters

The forward and backward schemes can also be used to discretize individual scalar equations
out of a system of multiple equations, either only hyperbolic or mixed ones. However, the
wind direction must be known a priori. In all other case, the upwind direction is determined
internally. The simple upwind scheme and the second and third order schemes can be applied
only to scalar equations. In case of the ENO scheme, an additional explicit Runge-Kutta
methods is implemented to satisfy a so-called CFL stability condition.

Area Data for Partial Differential Equations: The structure the individual integration areas
and therefore the positions of the transition equations are to be defined in form of a ta-
ble. Note that only the status values are obligatory for each individual partial differential
equation. It is sufficient to define the corresponding information only within one line that
identifies the area. In this case, the equation number must be 1.

For each area and the differential equation identified by a serial number, the following data
must be set:
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Name: The area may be characterized by an arbitrary string.

Size: The length of the spatial interval of the corresponding area must
be given.
Lines: Within each area, an equidistant grid with respect to the spatial

variable is used to transform the PDE into a system of ordinary
equations. The number of grid points must be odd, to get an even
number of equidistant intervals for applying Simpson’s rule in case
of numerical integration with respect to spatial variable. Note that
the larger the number of grid points is, the larger is the resulting
ODE.

Status: A status number identifies the type of the transition condition be-
tween areas, and also of the boundary conditions for each individual
equation. The following options are allowed for the left and sepa-
rately for the right end point of the area:

0 - no boundary condition

1 - Dirichlet type boundary condition, i.e., function value given

2 - Neumann type boundary condition, i.e., derivative value given
3 - both types of boundary conditions

Discretization: In case of addressing individual difference formulae to the state
variables, the following approximation schemes can be combined:
1 - 3-point difference formula, recursively for second derivatives
2 - b-point difference formula, recursively for second derivatives
3 - forward differences for first derivatives
4 - backward differences for first derivatives

Spatial Positions of Coupled ODE’s: The positions of the spatial variable  where ordinary
differential equations are coupled to the system of partial equations, must be given. The
order must be increasing and any decimal value within the integration interval is allowed.
The number and order of entries must coincide with the number and order of ODEs defined
in the model function file. Decimal numbers are rounded to the nearest integer that describes
a line of the discretized system.

Spatial Positions of Fitting Criteria: The positions of the spatial variable x where fitting
criteria and corresponding measurement values are set, must be defined. The order must
be increasing and any decimal value within the integration interval is allowed. The number
and order of entries must coincide with the number and order of fitting functions of the
model function file and, of course, also with the number of measurement sets given. Decimal
numbers are rounded to the nearest integer that describes a line of the discretized system.

Methods for Solving Discretized ODE: The parameter estimation code PDEFIT possesses
interfaces to several different subroutines for solving ordinary differential equations resulting
from the discretization by the method of lines:
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1. Explicit Runge-Kutta code DOPRI5 of order 4/5 based on Dormand
and Prince formula, see Hairer, Ngrsett and Wanner [197]. Steplength is
adapted internally.

2. Implicit Radau-type Runge-Kutta code RADAU5 (Copyright (©2004,
Ernst Hairer) of order 5 for stiff equations, see Hairer and Wanner [199].

3. Explicit Runge-Kutta method of order 4/5 with fixed stepsize for ENO
discretization of PDE’s, to satisfy the CFL stability condition. Usage is
not recommended in case of non-homogeneous equations.

All codes use dense output, i.e., the integration is performed over the whole interval given
by first and last time value, and intermediate solution values are interpolated. Gradients are
obtained by external numerical differentiation.

Final Absolute Accuracy for Solving Differential Equations: Desired final accuracy for the
differential equation solver with respect to the absolute global error is to be inserted. In
case of numerical approximation of gradients, the differential equation must be solved as
accurately as possible. It is recommended to start with a relatively large accuracy, e.g. 1.0E-
6, together with a low number of iterations, and to increase the accuracy when approaching
a solution by restarts. The parameter is not needed for the explicit solver in case of an ENO
scheme. In case of internal selection of a perturbation tolerance for computing numerical
derivatives, however, the parameter serves as a guess for the accuracy by which function
values are provided.

Final Relative Accuracy for Solving Differential Equations: Desired final accuracy for the
differential equation solver with respect to the relative global error is to be inserted. In
case of numerical approximation of gradients, the differential equation must be solved as
accurately as possible. Again it is recommended to start with a relatively large accuracy,
say 1.0E-6, and a low number of iterations, and to increase the accuracy when approaching a
solution by restarts. For the explicit solver with fixed steplength needed for ENO schemes, a
reduction factor is to be specified by which the given stepsize is scaled if the CFL condition
is not satisfied.

Initial Stepsize for Solving Differential Equations: Define initial stepsize for differential equa-
tion method used. The parameter is adapted rapidly by internal steplength calculation.

Bandwidth of Jacobian of Right-Hand Side: Implicit methods require the evaluation of the
Jacobian of the right-hand side of the discretized system of ordinary differential equations
with respect to the system parameters, since they have to apply Newtons method to solve
certain systems of nonlinear equations. The Jacobian is evaluated either numerically, by the
automatic differentiation features of PCOMP, or must be provided by the user in form of
Fortran statements. In all cases, it is possible that the Jacobian possesses a band struc-
ture depending on the discretization scheme. EASY-FITModelDesion allows to define the
bandwidth that is passed to the numerical integration routines to solve systems of internal
nonlinear equations more efficiently. The bandwidth is the maximum number of non-zero
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entries below and above a diagonal entry of the Jacobian, and must be smaller than the
total number of discretized differential equations. When inserting a zero value it is assumed
that there is no band structure at all. The bandwidth can be defined only for the implicit
integration routine.

x

Humber of Break Points to be I—j' &
Optimized: I j

Constant Break Poinks:

AL -
2

*

]

Figure 7.19: Break Points

Break Points: Similar to ordinary differential equations, it is possible to define additional
constant break points, where the corresponding time values are to be defined in form of a
separate table. The integration is restarted with initial tolerances at these switching values.
The numerical values inserted, must vary between zero and the maximum experimental time
value. Time values are ordered internally. If the table contains no entries at all, it is assumed
that there are no constant break points with respect to the time variable.

On the other hand, it is possible that the last n;, optimization variables to be estimated, are
used as break points in the code that defines the right-hand side and the initial conditions.
In this case, the number n, must be inserted. If n, > 0 and constant break points exist in
the corresponding table, then these values are ignored.
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Constraints: Restrictions are allowed for models based on partial differential equations and
can be formulated in form of equality and inequality constraints with respect to the pa-
rameters to be optimized and the solution of the dynamical system at some of the given
experimental time and spatial parameter values.

Where the total number of constraints can be retrieved from the subsequent table, the
number of equality constraints must be supplied. Equality restrictions must be defined first
in the input file for model functions. The table allows to define time and spatial values, for
which solution values of the underlying dynamical system can be inserted:

Order: Serial order number of constraints. Equality constraints must be
defined first.

Name: Arbitrary name for the constraint, to be printed in reports.

Time: Corresponding time value at which a constraint is to be evaluated.

Note that the time values are rounded to the nearest experimental

time value, to avoid a re-integration of the system. In case of doubt,

insert dummy experimental data with zero weights, if constraints

are to be defined at points for which an experimental time value

does not exist.

c/x-value: Corresponding spatial parameter value at which a constraint is to

be evaluated. The values are rounded to the nearest line number.
Note that equality restrictions must be defined first and that dummy values must be inserted
for each constraint not depending on the time or spatial parameter. The number of lines
in the table must coincide with the number of constraint functions defined on the model
function input file (either Fortran or PCOMP).
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Figure 7.20: Constraints
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7.2.7 Model Data for Partial Differential Algebraic Equations

The numerical integration of systems of partial differential algebraic equations is very similar
to the solution of PDE’s without algebraic equations.

Number of Differential Equations: Define number of partial differential equations. The num-
ber of PDE’s must coincide with the number of model functions for the right-hand side on
the Fortran or PCOMP input file.

Number of Algebraic Equations: Define number of algebraic equations. The number of dif-
ferential and algebraic equations must coincide with the number of model functions for the
right-hand side on the Fortran or PCOMP input file.

PDAE Model Parameters x|
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Figure 7.21: PDAE Parameters

Number of Integration Areas: Partial differential equations may be defined in different areas.
Their total number is to be inserted here. The number must coincide with the number of
areas defined in the table that defines the individual area structure. In each area, a uniform
discretization grid is applied. Thus, different areas with smooth transitions can be used to
change the grid size.
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Starting Value for Spatial Interval: The spatial interval for the one-dimensional space coor-
dinate is defined by the initial value to be defined here, and the individual lengths of the
areas defined in the corresponding input table.

Order of Partial Differential Equation: If the right-hand side of the partial differential equa-
tion depends only on first spatial derivatives, it is not necessary to evaluate second order
approximations for ;.

Flux in state equation: Flux functions facilitate the input of more complex equations. If set
to yes, there must be variables identifying flux functions and their spatial derivatives in the
PCOMP input file, moreover a defining equation of the flux for each state variable.

Spatial Discretization: Partial differential equations are discretized with respect to the spatial
variable by the following difference formulae:

3-point difference formula, recursively for second derivatives

5-point difference formula, recursively for second derivatives

5-point difference formula for first and second derivatives

forward differences for first derivatives

backward differences for first derivatives
All of these difference formulae can individually be applied to the spatial derivatives of each
state variable. The forward and backward schemes can also be used to discretize individual
scalar equations out of a system of multiple equations, either only hyperbolic or mixed ones.
However, the wind direction must be known a priori.

Area Data for Partial Differential Equations: The structure the individual integration areas
and the positions of the transition equations are to be defined in form of a table. Note that
only the status values are obligatory for each individual partial differential equation. It is
sufficient to define the corresponding information only within one line that identifies the
area. In this case, the equation number must be 1.

For each area and the differential equation identified by a serial number, the following data
must be set:
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Name: The area may be characterized by an arbitrary string.

Size: The length of the spatial interval of the corresponding area must
be given.
Lines: Within each area, an equidistant grid with respect to the spatial

variable is used to transform the PDE into a system of ordinary
equations. The number of grid points must be odd, to get an even
number of equidistant intervals for applying Simpson’s rule in case
of numerical integration with respect to the spatial variable. Note
that the larger the number of grid points is, the larger is the result-
ing ODE.

Status: A status number identifies the type of the transition condition be-
tween areas, and also of the boundary conditions for each individual
equation. The following options are allowed for the left and sepa-
rately for the right end point of the area:

0 - no boundary condition

1 - Dirichlet type boundary condition, function value given

2 - Neumann type boundary condition, derivative value given
3 - both types of boundary conditions

Discretization: In case of addressing individual difference formulae to the state
variables, the following approximation schemes can be combined:
1 - 3-point difference formula, recursively for second derivatives
2 - b-point difference formula, recursively for second derivatives
3 - forward differences for first derivatives
4 - backward differences for first derivatives

Spatial Positions of Coupled ODE’s: The positions of the spatial variable  where ordinary
differential equations are coupled to the system of partial equations, must be given. The
order must be increasing and any decimal value within the integration interval is allowed.
The number and order of entries must coincide with the number and order of ODE’s defined
in the model function file. Decimal numbers are rounded to the nearest integer that describes
a line of the discretized system.

Spatial Positions of Coupled Algebraic Equations: The positions of the spatial variable x
where algebraic equations are coupled to the system of partial equations, must be given. The
order must be increasing and any decimal value within the integration interval is allowed.
The number and order of entries must coincide with the number and order of algebraic
equations defined in the model function file. Decimal numbers are rounded to the nearest
integer that describes a line of the discretized system.

Spatial Positions of Fitting Criteria: The positions of the spatial variable x where fitting
criteria and corresponding measurement values are set, must be defined. The order must
be increasing and any decimal value within the integration interval is allowed. The number
and order of entries must coincide with the number and order of fitting functions of the
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model function file and, of course, also with the number of measurement sets given. Decimal
numbers are rounded to the nearest integer that describes a line of the discretized system.

Method for Solving Discretized DAE: The resulting system of differential algebraic equations
is solved by an implicit Runge-Kutta method of order 5 called RADAU5?, see Hairer and
Wanner [199]. The code is able to take algebraic equations into account, and use dense
output, i.e., the integration is performed over the whole interval given by first and last time
value, and intermediate solution values are interpolated. Gradients are obtained by external
numerical differentiation.

Final Absolute Accuracy for Solving Differential Equations: Desired final accuracy for the
differential equation solver with respect to the absolute global error is to be inserted. In
case of numerical approximation of gradients, the differential equation must be solved as
accurately as possible. It is recommended to start with a relatively large accuracy, e.g. 1.0E-
6, together with a low number of iterations, and to increase the accuracy when approaching
a solution by restarts.

Final Relative Accuracy for Solving Differential Equations: Desired final accuracy for the
differential equation solver with respect to the relative global error is to be inserted. In
case of numerical approximation of gradients, the differential equation must be solved as
accurately as possible. It is recommended to start with a relatively large accuracy, a low
number of iterations, and to increase the accuracy when approaching a solution by restarts.

Initial Stepsize for Solving Differential Equations: Define initial stepsize for differential equa-
tion method used. The parameter is adapted rapidly by internal steplength calculation.

Bandwidth of Jacobian of Right-Hand Side: Implicit methods require the evaluation of the
Jacobian of the right-hand side of the discretized system of ordinary differential equations
with respect to the system parameters, since they have to apply Newtons method to solve
certain systems of nonlinear equations. The Jacobian is evaluated either numerically, by the
automatic differentiation features of PCOMP, or must be provided by the user in form of
Fortran statements. In all cases, it is possible that the Jacobian possesses a band struc-
ture depending on the discretization scheme. EASY-FITodelDesion allows to define the
bandwidth that is passed to the numerical integration routines to solve systems of internal
nonlinear equations more efficiently. The bandwidth is the maximum number of non-zero
entries below and above a diagonal entry of the Jacobian, and must be smaller than the total
number of discretized differential equations. When inserting a zero value it is assumed that
there is no band structure at all.

Break Points: Similar to ordinary differential equations, it is possible to define additional
constant break points, where the corresponding time values are to be defined in form of a
separate table. The integration is restarted with initial tolerances at these switching values.
The numerical values inserted, must vary between zero and the maximum experimental time

2Copyright (©2004, Ernst Hairer
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Figure 7.22: Break Points

value. Time values are ordered internally. If the table contains no entries at all, it is assumed
that there are no constant break points with respect to the time variable.

On the other hand, it is possible that the last n;, optimization variables to be estimated, are
used as break points in the code that defines the right-hand side and the initial conditions.
In this case, the number n, must be inserted. If n, > 0 and constant break points exist in
the corresponding table, then these values are ignored.

Consistency Parameters: To compute consistent initial values, the corresponding system
of discretized algebraic equations is solved by the general purpose nonlinear programming
method NLPQLP, see Schittkowski [127, 440]. For executing NLPQLP, a few parameters
must be set:

Print flag: indicates the desired information to be displayed on the screen:
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0 - no output at all

1 - only final summary of results

2 - one output line per iteration

3 - detailed output for each iteration

A value greater than 0 is only recommended in error cases to find out a possible reason for
non-successful termination.

Maximum Number of Iterations: For computing consistent initial values, NLPQLP requires
the maximum number of iterations to be defined here. A value of 50 is recommended.
Termination Accuracy: To compute consistent initial values by NLPQLP, one has to define
the final accuracy by which the subproblem is solved. In case of exact derivatives, a value
between 1.0E-8 and 1.0E-12 is recommended.

Consistency Parameters il

&
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. —sp A
Iteration Bound for Subprobler: 50 II

Final Accuracy for Subproblerm: I 1E-10 ill
B

Figure 7.23: Consistency

Constraints: Restrictions are allowed for models based on partial differential equations and
can be formulated in form of equality and inequality constraints with respect to the pa-
rameters to be optimized and the solution of the dynamical system at some of the given
experimental time and spatial parameter values.

Where the total number of constraints can be retrieved from the subsequent table, the
number of equality constraints must be supplied. Equality restrictions must be defined first
in the input file for model functions. The table allows to define time and spatial values, for
which solution values of the underlying dynamical system can be inserted:
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Order: Serial order number of constraints. Equality constraints must be
defined first.
Name: Arbitrary name for the constraint, to be printed in reports.
Time: Corresponding time value at which a constraint is to be evaluated.
Note that the time values are rounded to the nearest experimental
time value, to avoid a reset of the integration of the system. In
case of doubt, insert dummy experimental data with zero weights,
if constraints are to be defined at points for which an experimental
time value does not exist.
c/x-value: Corresponding spatial parameter value at which a constraint is to
be evaluated. The values are rounded to the nearest line number.
Note that equality restrictions must be defined first and that dummy values must be inserted
for each constraint not depending on the time or spatial parameter. The number of lines
in the table must coincide with the number of constraint functions defined on the model
function input file (either Fortran or PCOMP).
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Figure 7.24: Constraints
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Chapter 8

Menu Commands

The menu commands of EASY-FITMedelDesign ¢4 define or alter data and functions, to start
an optimization run or to get reports on numerical results, are described in this chapter.

8.1 File Command

By selecting either a name from the pick-list or by typing the name of an existing problem,
an available data fitting problem of the database can be loaded. The pick-list can be sorted
with respect to name, date, model type, or title either in ascending or descending order, to
facilitate the access to problem data, see also the Save As command. New problems can be
generated by the second option of the File command.

All problem data including the model function file can be copied from one problem to
another within the actual database. EASY-FITMedelDesion needs the name of a destination
problem for copying the actual problem to another one. If the desired problem exists in the
database, its name is either taken from the pick-list or typed by hand. The pick-list can
be sorted with respect to name, date, model type, or title either in ascending or descending
order, to facilitate the access to problem data. Otherwise, a new problem is generated
automatically, if the name defined is not found in the database. Note that all problem data
including the model functions are copied, and that existing data are overwritten.

Another option of the File command is to import data from text-files with extensions
DAT, FOR, and FUN, respectively. After defining the name of these files, a new problem with
an arbitrary, user-provided name is generated. The format of the data file with extension
DAT must coincide exactly with the format needed for the input of data for executing
MODFIT.EXE or PDEFIT.EXE, respectively. The model function file with extension FUN
or FOR, respectively, is the same edited by the user from the database directly.

Alternatively, it is possible to export problem data and to generate two text files in a
directory specified by the user. A file with extension DAT contains all data in precisely the
same input format as required by the numerical programs MODFIT.EXE and PDEFIT.EXE,
to be able to execute these programs independently from EASY-FITedelPesign — Another

1



EASY-FIT - [Main Form] =]
~J Ele Edit Stat Report Data Delete Make Utiies 7 Typeaquestionforhelp = - & X
w1 a7 e Model Desigh Piof. Klaus Schittkouski
LASY-FIT & Actual Problem: [S0IL e Ty @ | = Version: 5.0 {Jan 2009)
2V W B gl B8 1 8 g
Wodel Data | Experimental Datal
Madel: s Moclel Type:
Information: |Diffusi0n of water throuah soil, convection and dispersion explicit - explicit model functions with concentration valuss
Project Humber: |Dem0 Unit far #-alues: |t .
system - zystem of steady state equations
User Mame: |Schittk0wski )
- Unit for values: I Mames | Laplace | - Laplace formulation of model functions with con-
Measursment Set IExDenmenlaI cenfration values and internal backiransformation
Date: |1 4121938 Unit for Z-/alues: I“ ODE | - spstem of ordinary differential equations with initial
walues, concentration values, and switching points
Mema: van Genuchten M.T. Wierengs P.J. (1976); Mass transfer studies in sorbing porous ) . . .
media. 1. Analytical solutions, Soil Sei. Soc. Am. Journal, Val, 44, 832-593 DAE - system of differential algebraic equations up to
index 3 with initial values, concentration values,
Anderson F., Olzzon B, (eds.) (1935); Lake Gaadsj'on. An acid forest lake and its and switching pairits
catchment, Ecological Bulletins, Yol 37 I POE - system of one-dimensional, time-dependent partial
differential equations with initial and boundary values,
digjoint integration areas, coupled ODE's,
flux functions and switching points
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Model Parameters: Language:
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Diata Fitting | Naim: gum of shsolute Residual Values |
) kcaeletion s I Sum of Squared Residuals
Experimental
Design Maximum of Residual Yalues |
Record: 14] 4 || 1173 v | w1 [r#] of 1308
Model name {optional) v

file with extension FUN or FOR contains the model functions either in the PCOMP input
format or in form of a FORTRAN subroutine as specified by the user. Possible reasons
for exporting data are the execution of the numerical codes outside of the database or the
possibility to copy problem data to another system. Note that these text files can be imported

Figure 8.1: Main Form

again by as outlined

The File command also allows to define a filter for selecting a subset of parameter esti-

mation problems from the database. The search mask contains the following items:




EASY-FIT - [Main Form]
ﬂ File | Edit  Stark  Reportk  Data  Delete  Make  Uklities 2

e T ModelDesign

Find

Ac

Save as

Impart imental Data |

Export

[

|Diffuizion of water through soil, corvection and .

apply Filker

Exit
— |Demo Uriit Far 34,

ser Mame: |5 chittkowiski .
Liriit Fiar 'y,

Figure 8.2: File Command

Problem Identifier
Model Name
Information
Project Number
User Name
Measurement Set
Date
The first six strings may contain a "*’ for determining a group of problems. If a date
is defined, then all problems are selected with date less than or equal to the given one.
The corresponding database query assumes that at least some of the input fields contain
non-empty strings.

Finally, the filtered problems can be sorted subject to the same input fields either in
ascending or descending order.
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Sart by: I Name Date | hdodel | Title |

(#) ascending

Drirection:

{3 descending

Problem M ame:

SOIL =] Save As | EI

Figure 8.3: Save As Command




8.2 Edit Command

All data that define the dynamical model can be defined and changed by moving to the
corresponding input field directly or by pushing the corresponding button. Alternatively,
the Edit command allows to go directly to the corresponding area, i.e., an input field, a
subtable, a subform or a file to be edited.

EASY-FITModelDesign jg delivered with two editors, an internal form ([EASY-FIT]) and
an external executable file with syntax highlighting (EDITOR.EXE). Both allow direct pars-
ing of PCOMP code or compilation and link of Fortran code. In case of PCOMP input, the
corresponding parser can be started directly by an editor command. Otherwise, Fortran
code must be generated, but a direct compilation and link is also possible. The order by
which variables and functions are to be inserted, is predetermined by the underlying model
structure.

EASY-FIT - [Main Form]

ﬂ File | Edit | Start Report Data Delete  Make  Utlities 7

General problem information .
Desigh

Expetimental data Ac
Initial pararmeter values

Model Parameters

Maodel fFunckions

Maodel: IFLIE]

Infarmation: |Diiffusion of veater through soil, corvection and .

Praoject Mumber: |Demna Uit far 24,

Uzer Mame: |Schittk sk )
Uriit far ',

Figure 8.4: Edit Command



8.3 Start Command

Depending on the mathematical model type, EASY-FITMedelDesion starts one of the numer-
ical codes MODFIT or PDEFIT. The codes perform either a simulation at a given parameter
set or start an optimization cycle. EASY-FITModelDesion geperates a suitable input file with
all data and tolerances required by the numerical algorithm. After termination, the results
are read in and stored in the database.

In case of an initial analysis, a simulation is performed with respect to the given set
of parameters as provided by the user, or the data fitting iteration cycle is started from
these parameters. Otherwise, a restart is performed, i.e., the simulation or optimization run
started with parameters from the database that are calculated by a previous run. In this
case, the user is asked whether these values should replace the existing parameter values or
not.

Note that the numerical results are sent to the database only if the displayed window is
not closed before the numerical code terminated completely and an information message is
visible.

If a PCOMP input file for declaring model functions is chosen, then the statements can
be parsed directly from the corresponding form. If, on the other hand, an external editor is
preferred, then the input cannot be parsed directly and the last line of the Start menu offers
the corresponding command to execute the parser.

EASY-FIT - [Main Form]

ﬂ File Edit | Start | Report  Data  Delete  Make  Utilities 7
Drata Fikking
| — Bl
i, £ Restart of Data Fitting Code Ac
Parse

Model Data " Expenmmental Uata |

M odel Im
Infarmation: |Diffusion of vater through soil, convection and
Froject Murnber: |Demo Uit Fiar -4
szer Marme: |Schittk sk .

Urit For -4,

Figure 8.5: Start Command



8.4 Report Command

The report command serves to produce reports and function and data plot. A text report
is generated directly from the database, and is displayed on screen. Reports contain the
following information:

e General information about the parameter estimation problem, the data and the model,
as provided by the user.

e Some numerical problem data, for example number of differential equations, number
of measurement sets etc.

e User defined tolerances for the parameter estimation algorithm and the subproblem
solver.

e Numerical performance results, i.e., number of function evaluations and final residual.

e Optimization variables as computed by the algorithm, together with starting values
and bounds.

e Parameter estimation data, i.e., time, concentration, measurement, and model values,
also all weights, listed separately for each set of experimental data.

e Constraint values, if restrictions exist.

In addition, we display for each individual set of experimental data a summary of some
characterizing statistical parameters,

DOF - degrees of freedom

MV - mean value of experimental data

SOS - sum of squares

RSOS - relative sum of squares (square root of SOS divided by DOF)

MR mean value of residuals (absolute values)
GOF - goodness of fit (one minus SOS/sum of squared differences of MV
and model values)

Especially the goodness of fit value serves as a valuable scaling-invariant measure for com-
paring residuals. These data are only displayed if the number of experiments per data set is
higher than the number of variables.

If a simulation run was performed with a positive significance level, then statistical error
analysis data can be displayed on request. They contain the following information:

- Variance/covariance matrix

- Correlation matrix
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Figure 8.6: Report Command

- Estimated variance of residuals

- Confidence intervals for parameters

Confidence intervals of estimated parameters are computed for the significance levels 1%,
5% or 10%, respectively. These data may help to distinguish between relevant and redundant
parameters and to get an impression about the quality of the model and experimental data.

Moreover, graphical plots show the fitting functions together with the experimental data
given, the individual residuals and in addition three-dimensional plots. 3D-plots are gener-
ated only if concentration values are defined or in case of partial differential equations, where
the numerical solution functions of the system is displayed. In both cases, three-dimensional
surface plots are available.

Plots of model functions and experimental data are either generated by the internal
plot program of EASY-FITedelDesion o1 for the external graphics system GNUPLOT!.
The standard plot program is implemented in form of a separate Fortran program called
SP_PLOT.EXE. Plot data generated by MODFIT or PDEFIT are passed directly to SP_PLOT
and GNUPLOT on files and are not kept in the database. A user has the option to require
also an overlay of function and data plots. Three dimensional plots can be viewed from
different angles.

LCopyright ©1986-1993,1998,2004, Thomas Williams, Colin Kelley



Plots can be generated for the public domain software GNUPLOT, that must reside in a
directory. The corresponding command file to start the program, is called GNUPLOT.GNU.
Optionally, this file can be edited before starting GNUPLOT, to modify and adapt plot
commands. It is possible to change the display style or to start a printout. To get the
corresponding pop-up menu, one has to press the right mouse bottom. It is very important
to close the plot correctly by answering the GNUPLOT-request correctly. Otherwise, the
system may break down when trying to get the next plot. Plot data are read in directly
from a text file.

For problems with at most one concentration value or at most one time value, two-
dimensional plots are generated that show the experimental data and the model function
values within the interval determined by the first and last time or concentration value,
respectively. In the first case, measurement and model values are displayed over time, in the
second case over concentration.

If more than one time and more than one concentration value is given or if partial
differential equations are integrated, then a three-dimensional surface plot is generated where
the time variable corresponds to the first horizontal x-axis, the concentration or spatial
variable to the second horizontal z-axis and the function values to the vertical y-axis. Surface
plots show either the fitting function in case of concentrations, or the model function, i.e.,
the solution function of the partial differential equation in the other case.

In case of more than one measurement set, plots are repeated for each set and are
displayed in the order in which the data sets are defined. Overlays are admitted for the
internal graphics system and for GNUPLOT, where the number of overlays is determined
by the user.

Residual plots are introduced to detect visually systematic deviations of experimental
data from the model function. The plots show the individual deviations in form of two-
dimensional graphs. The horizontal axis displays the corresponding serial number, not the
actual time or concentration value, respectively. In case of several measurement sets, the
plots are repeated for each set and are displayed in the order in which the data sets are
defined.

The original output of the selected least squares algorithm is directed to a file depending
on the chosen print level. Subsequently the output can be displayed on request. However, one
has to be a bit familiar with the underlying mathematical theory to understand the data in
detail. For the meaning of the parameters displayed, it is necessary to read the corresponding
user guides. If the internal editor is used and if MODFIT or PDEFIT generate too much
output, it is possible that the size of the text size extends 32 K. To avoid an internal error
situation, please switch to another editor in this case, for example to EDITOR.EXE.



8.5 Data Command

The menu command offers a few flexible opportunities for im- and export of measurement
data.

EASY-FIT - [Main Form]

ﬂ File Edit Stark  Report | Data | Delete  Make  Ukilities 7

Read measurement daka
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Figure 8.7: Import of Experimental Data

Experimental data can be read from any text file in standard format, where the corre-
sponding time, concentration, measurement, and weight data must be organized in exactly
the same order in which they are used in the input table of EASY-FITMedelDesign  There
is no special format required for real numbers in the input file, but decimal or exponential
numbers are not to be separated by anything else than a blank or new line.

Alternatively, data may be organized in rows possessing identical structure, where the
initial column position and the length of an item to be read must be known in advance.
These data are to be inserted by the user. In case of different concentration values, then
each subset of rows belonging to one concentration, has the same structure, i.e., order and
column positions of the data to be read.

All existing experimental data are deleted before reading new ones. The data input stops
as soon as the end of file is reached.

Measurement data can be exported to an EXCEL file with extension XLS. Full path
must be selected, where the default file name can be changed. For each set of measurement
data, a corresponding EXCEL column is generated. In addition to time, concentration,
experimental, and weight values, also model function values, residuals, and relative errors
are exported together with column headings in the first row of the spreadsheet. These data
can be used for example to plot data and results. After exporting data, EXCEL can be
launched directly.
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Import of Measurement Data
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Figure 8.8: Import of Experimental Data

Experimental data can directly be imported from an EXCEL spreadsheet, i.e., a file with
extension XLS. For each set of measurement data, i.e., time, concentration, measurements,
and weights, a cell range must be defined. The range should not cover more than one
spreadsheet column. The order of concentration data must be the same as required by
EASY-FITModelDesign: Time values are required in any case, and all existing experimental
data are deleted before reading new ones.

Note that EXCEL Spreadsheet Version 97 is supported.

11




Export of Experimental Data to EXCEL x|
Directony: Im ... brovese |

Ewizting Files:

IS namme

File M arie: |CATEMPASOILALS

HIMT: To zelect a file name from the list, pleaze click on thiz name, then on the field.

Export to | * |
Excel El‘

Figure 8.9: Export of Experimental Data to EXCEL
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Import of EXCEL Data
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Figure 8.10: Import of Experimental Data from EXCEL
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8.6 Delete Command

The actual problem is deleted from the database. All corresponding problem files, especially
the model function file with extension <name>.FUN or <name>.FOR, are scratched from
the problem directory of EASY-FITModelDesign

Alternatively, a search mask may be defined by the user to delete a complete subset of
parameter estimation problems from the database. The search mask contains the following
items:

Problem Identifier
Model Name
Project Number
User Name

Measurement Set
Date

The first five strings may contain a '*’ for determining a group of problems. If a date
is defined, then all problems are deleted with date less than or equal to the given one.
Moreover, it is possible to require confirmation of deletion of each individual problem.

Ieport  Daka | Delete | Make  Utilities 7

Delete actual problem

Select subset of problems ko be deleted DIL

T

rimental Data |

|Diffuzion of water through soil, corvection and dispersion

|Demo Urit for 3 alues: |t
|Schittkowski

Unit for vWalues; | Marr

Figure 8.11: Delete Command
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8.7 Make Command

If model functions are implemented in form of a Fortran code, the command allows to
compile and generate executable code. The corresponding compiler and linker calls are
adapted through the Utilities command, and must be contained in two DOS batch files with
names COMPILE.BAT and LINKER.BAT.

Iepork Daka  Delete | Make | Uklities ¢

Compile
: Model L
AT Link Actual Problem: [SOIL

timental Data |

|FOE

|Diffusion of water through soil, convection and dispersion

|Demo Urit for =< alues: [t

ISchitkonsk Urit for - alues: | Marr

Figure 8.12: Make Command
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8.8 Utilities Command

Through a couple of menu items EASY-FITMedelDesion can be adapted to individual situa-
tions. The following subcommands are available:

Iepork Daka  Delete  Make | Utilikies | 7

. Compiler opkions
e ModelDesigt |
[t

Linker options

Dimensioning paramekers

rirmental Data | Swskemn configuration

Time values

[FOE

aeneration of measurements
|Diffusion of water through soil, Corvechon and disoersion

|Demo Urit for =< alues: [t
|5 chittk ovesk|

Unit for v-Walues: | Marr

Figure 8.13: Utilities Command

Compiler Options: A DOS batch file with name COMPILE.BAT must contain all necessary
compiler options. Default execution commands for various Fortran compilers are included,
and can be modified in the editor window displayed.

Linker Options: Similar to the compiler, also all linker options can be adapted and reset by
a user. The file to be edited, is called LINKER.BAT. The object codes required to link the
complete program, are set automatically by EASY-FITMedelDesign

Dimensioning Parameters: Parameter estimation problems can differ in their size dramat-
ically. In some cases, we have an extremely large number of experimental data, in some
others a large number of variables or system functions. It is not reasonable to compile and
link numerical codes with extraordinary large dimensioning parameters to serve all possible
extreme situations. Thus, the dimensioning parameters can be adapted. When activating
the menu item, an include file with all dimensioning parameters is opened for editing. The
meaning of the parameters is explained by initial comments, also the default values can be
retrieved from that file. The user has the option compile and link FORTRAN codes directly
from the corresponding form. The include file can be saved under a separate name or on a
separate directory.
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rem ... LAHEY F77386 and F90 Compiler; -]

rem

rem %3BINVTTLS %01, FOR /My E‘
rerm pause

rem

rern ... SALFORD FTN?7 Compiler| = .
rerm El—

rern %3FTNZY %1 /SILENT AVINDOWS /T /OPTIMIZE

rern %3FTHNTY %1 /SILENT AVINDOWYS /BINARY /DEBUG %1.0BJ
rerm pause

rerm
rem ... WATCOM F77 Compiler:

rem

rern %3BINWWFC386p /NOREF/FRIZTA/FO=%1.0BJ %1.FOR
rerm
rem
rerm ... M5 Fortran PowerStation Compiler:

rem

rern %3BINWFLI2 MW /G5 fo /Cuwp AVO /Fo%l %1 for
rern pause

rerm
rem ... Compag Yisual Fartran Compiler:

rem

rem df foptimize:5 fast ftraceback Awarn:uninitialized /c %1 for

rern pause

df ffast fcheck:nobounds /traceback /o % 1.for

rem df /lis Hast fcheck:bounds fraceback Awarn:uninitialized fwinapp /debug /pdbfile; %1 /o %1 .for
rem df /traceback /debug /pdbfile; %1 /o %1 for

rem
rerm ... ABSOFT F77 Compiler:

rem Li

Figure 8.14: Compiler Options

System Configuration: EASY-FITedelPesion needs to know where to find some files. Thus,
a couple of directory names must be set according to the special needs of the user and
depending on the special environment. Also an alternative Windows editor may be defined
to be used for the input of model functions. It is recommended to check the available strings
immediately during the first installation of EASY-FITedelDesion — The actual version of
EASY-FITModelDesign hogsesses interfaces for the Watcom F77/386, the Salford FTN77,
the Lahey F77L-EM/32, the Compaq Visual Fortran, Absoft Pro Fortran, the Microsoft
Fortran PowerStation, and the Intel Visual Fortran compilers. The corresponding compiler
name, some path names and the execution commands for compiler and linker are set in a
configuration form.

Moreover, the graphics system may be changed, see the description of the Report com-
mand for more information. In addition, the form contains flags for editing GNUPLOT
commands before executing the plot program and for allowing overlay of plots in case of us-
ing the standard graphics. A default path may be set that is inserted into the corresponding
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form when looking for files for importing or exporting numerical data and model functions.

Generation of Time Values: The generation of equidistant or exponential time values might
be the first step to generate a data fitting problem. Also for investigating stability or
identifiability of a certain model before inserting experimental data, it might be desirable to
perform some preliminary tests with artificial measurement values. The user has to provide
the desired type of distribution, the final time, and the number of time values to be generated.
Note that the zero time is always generated and not counted. If n is the number of time
points until 7', equidistant time values are t; = T% and exponential time value with shift s
are given by the formula

g o pOP(sy) = 1
exp(s) — 1

fori=1,...,n.

Generating of Measurements: When investigating stability or identifiability of a certain model
before inserting experimental data, it might be desirable to perform some preliminary tests
with artificial measurement values. Proceeding from a previously performed simulation run,
it is possible to let the simulation results be inserted in the table containing the parameter
estimation data. Subsequently, the given starting values for parameters to be estimated, can
be disturbed and a parameter estimation run can be started from this initial point.

Note that random errors should be added to the generated measurements to simulate
experimental real-life situations. To generate simulated measurement data, one has to define
time values and, if necessary, also concentration values, furthermore zero entries in the
column that has to get the simulated measurement values, and corresponding weights.

In many cases, it might be desirable to add some randomly generated errors to available
measurement values. A typical situation arises when testing the identifiability of parame-
ters. In this case, one would generate some artificial measurements by a simulation run at
predetermined parameter values. A subsequent random perturbation and a data fitting test
run from some other starting values indicates whether parameters can be identified or not.
There are two possibilities:

a) Uniform distribution: The user is asked to specify the percentage of a relative error that
is to be added to the experimental value. More precisely, if an error of t% is to be generated,
then each value, say y;, is replaced by

yi(1 4+ t(2r; — 1)/100) .

r; is a uniformly distributed random number between 0 and 1.
b) Normal distribution: The user has to provide desired percentage of standard deviation
(variance) t from which a normally distributed error is computed in the form

yi(1 + tr;/100)

where r; is generated by the uniform normal distribution with mean 0 and variance 1.
Since the original data are lost, it is recommended to save the corresponding columns in the
measurement table by the usual drag and drop action with respect to any other free column.
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Edit "LINKER.BAT" _H

icrecho off

echo.

echo EASY-FIT: Data Fitting in Dynamical Systems

echa.

echao Copyright (C) 1995-2008 Klaus Schittkowski. All rights reserved.
echo.

echo.

colar FO

rem
rem ... LAHEY F77386 and F90 Linker:

rem

remn BINVISELINK -EXE %1 %1 @LINK®2Z ALK
rem pause

rern
rern
rem ... SALFORD FTM?Y Linker:

rem

rern SLINK. %1.0BJ /FILE: %1 @LINK%2 ALK
rerm pause

rem
rem
rem ... WATCOM F77 Linker:

rern

rem SET WATCOM=C\FORTRANWATCOM

rem BINBWWFL3EE %1. 08 /FI=LINKY2 ALK /FE=%1 /L=WIMN3GE
rern BINEMWYEIND %1 -n -5 binwiWYINIEE EXT

rern DEL %1.REX

rem
rem
rem ... MS Fortran PowerStation Linker:

rern SET LIB=LIB; %LIB%

rern BIRALINK /MODEFALULTLIE: QWIN; LIBF /NOLOGO /OUT: %1 EXE %1.0B) @LIMK%2 ALK
rem
rem ... Compag Yisual Fortran Linker:

rern

call "ci\program files‘\microsoft visual studic'df@3\bintdfears. bat”

df flink fout:%1.exe %1.0BJ @LINKY%2 ALK lapackidv_lapack.lib
rerm pause

rern
rem ... ABSOFT Fortran Linker:

P

Figure 8.15: Linker Options
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Edit "PDEFIT.INC'

OOOO0O0OOO00OnnOO00O000000

e Euly]

LAl : LENGTH OF FIRST REEAL WORKING ARRAY FOR
OPTIMIZATION ROUTINES, MUST BE SUFFICIENTLY BIG.

Lz . LENGTH OF SECOND REAL WORKING ARRAY FOR
OPTIMIZATION ROUTINES, MUST BE SUFFICIENTLY BIG.

LWA3Z : LENGTH OF THIRD EEAL WORKING ARRAY USED COHLY FOR
EXECUTING ODE-SOLVERS. SIZE DEPENDS OH ODE-METHOD.
BANDWIDTH ANWD DISCRETIZATION ACCURACY.

LEWA . LENGTH OF IWNTEGER WORKING ARRAY FCOR OPTIMIZATION
ROUTINES, HUST BE SUFFICIENTLY BIG.

LWLOG : LENGTH OF LOGICAL WORKING ARRAY FOR OFTIMIZATION
ROUTINES, MWUST EE SUFFICIENTLY BIG.

LFLUXF : LENGTH OF WORKIHG ARRAY FLUXPD FOR STORIHG
DERIVATIVES OF FLUX FUNCTIONS, MUST BE NHOT
SMATLER THAN 33HPDE*2*HDIS+HPDE*HDIS.

IF THE SIZE OF THE LAST 4 FARAMETERS IS TOO SHALL. FDEFIT
WILL EEPCRT AN ERROR HESSAGE .

IHPORTANT : DO HEVER CHANGE THE COMMON STATEMENTS OR THE
CONTENT OF COMMON VARTABLES UNLESS ¥OU ENOW
PRECISELY WHERE THE VARIABLES ARE USED!

IHPLICIT HONE

INTEGER MAKCPL MAXPAR HAXFDE HMAXODE, K MAXHMEA MAXDIS MAXTIM.
MAXOBS, MAXRES K MAXCPE, MAXPOI  MAEPLT MAXDDE, MAKEPS,
LAl IWA2 IWAZ, LEUWA LWLOG, DEMO, MAXDAE, LELUXP  LMAKLS

RN

DIMEHSICONS:

PARAMETER (MAXCPL=100 K MAXPAR=51. MAXPDE=50, MAXODE=2000,
MAXMEA=30, MAXDIS=1001, MAXTIM=500, MAXKOBS=2000,
MAXRES=200, HAXCFE=50, MAXPOI=10, MAXPLT=200,
MAXBPS=100, LWA1=3500000,LWAZ=1000000, LWA3=10000000,
LEWA=50000, LWLOG=100000, MAXDDP=1000000, HAXDAE=500,
LFLUXF=100000, LMAXLS=500)

R i P

LOGICAL PLTEVL

INTEGER HMEA NODE, K NTIME, K NBAND NOBS. NPAR, HFARO.NRES, NEQU, NELOT,
HCPL.NCPLO, HCPLA NFDE.NDIS, NCPE. HCEEZ . HBOUND . ITIME.
INUGRA, IPRINT, HOFUNC, HOGRAD, NOMODF , HOMODG, IERR, ICOUNT,
DOUMET (MAXPDE, 2, MAXCEFE-2 ), DQUPOI , OPTHET, IOFTF1 .
I0OFTF2 . IOFTF3, IODEF1 . IODEFZ . IODEF3, TNTEG,
ICOMP (MAXCPE-2 ), LBOUND{MAXFDE, MAECFE~2) |
REOUND(MAXFPDE, MAXCFB~2) . IBND(MAXCFE) . IXBND(MAKCER).

R T S S W

Save As
Compile

Link

)

Figure 8.16: Dimensioning Parameters
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System Configuration Data

Syztem Direchony: C:ME azyfithE azy_fit. mdh
Path

Editor: |EDITEIF|.E><E | |
Graphics Syster: |[EASY-FIT] =1 |
Fortran Compiler: IIN TEL | |
Default Export-Amport Path: IE: STEMPY
User Mame: |Schittknwski
Flat Configuration;

Edit GMUPLOT-Commands: r Dverlaps for Standard Plots: II]_ ﬂ

[arid Lines far Standard 30-Platkz: r

Initial ¥-Angle for 30-Plots: |1 0 Huorizontal Increment of 30-Plots: |1 0
Initial Z-Angle for 30-Plots: |1 L Yertical Increment of 30-Plots: |1 0

Figure 8.17: Configuration Form
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Generated Time Yalues |

Diigtribution of Time Yalues:

& Equidistant Final Tirne: [1

. E xponential Murnber af Time W alues: |1 1]

Shift; |1

Generate Time
“Walues

e

Figure 8.18: Generation of Time Values

Randomly Generated Errors

Errar Digtribution [Standard Deviation):

« Uniformly Distributed Relative Ermars (%), |5

. Mormally Digtributed Errors [%):

|5
Zenerate . |
Measurements EL

£

Figure 8.19: Random Errors
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Chapter 9

External Usage of Numerical Codes

It is possible to execute the numerical codes MODFIT and PDEFIT also outside of the
interactive user interface of EASY-FITModelDesign — A yeason could be to solve of a large
number of parameter estimation problems controlled by a separate code of the user. In
this case, a data input file is requested that contains all information to start the numerical
algorithm. The format of the file is documented in this chapter in detail. Test cases illustrate
the usage of the codes and their numerical performance.

9.1 MODFIT: Parameter Estimation in Explicit Model
Functions, Steady State Systems, Ordinary Dif-
ferential Equations and Differential Algebraic Sys-
tems

Basically MODFIT is a double precision Fortran subroutine and fully documented by initial
comments. Since most applications will probably execute the corresponding main program,
we describe only the format of the input data and the usage of the subroutine required for
model evaluation. More technical information can be retrieved from the initial comments of
the main program, for example about linking, parameters, common blocks etc.

An input file named MODFIT.DAT must contain the parameter estimation data, some
problem information and optimization data in formatted form. The first 6 columns may
contain an arbitrary string to identify the corresponding input row, if allowed by the format.



Line | Format Name Description

1 a80 FILE Name of output files generated by MODFIT. The string
may begin with a path name, but must not contain an
extension. Suitable extensions are selected by MOD-
FIT.

2 a6,4x,i5 | MODEL Problem name passed to subroutine SYSFUN for iden-
tifying data fitting models. The subsequent integer de-
fines the general model structure:

1 - explicit model function

2 - Laplace formulation of model function

3 - steady-state system of equations

4 - system of ordinary differential equations
5 - system of differential algebraic equations

3 a70 INFO Long information string for plot output.

4 a20 PROJECT | Plot output (first line of information block, e.g., project
number).

5 a20 TEST Plot output (second line of information block, e.g., mea-
surement characterization).

6 | a20 DATE Plot output (third line of information block, e.g., date).

7 | a20 USER Plot output (fourth line of information block, e.g., user
name).

8 | al0 C-AXIS Name for c-axis (concentration).

9 |al0 T-AXIS Name for t-axis (time).

10 | a6,4x,2i5 | NPAR Number of parameters to be optimized, must be at least
one.

NBPV Number of variable break points, i.e., the last NBPV
variables are treated as break points where integration
is restarted.

11 | a6,4x,i5 | NRES Total number of constraints without bounds.




Line

Format

Name

Description

12

a6,4x,iH

NEQU

Number of equality constraints.

13

a6,4x,2¢20.4

RT,RC

Formatted input of NRES rows each containing two real
numbers identifying the experimental time and concen-
tration parameters for which a constraint is to be sup-
plied. The order is arbitrary, but first the equality and
subsequently the inequality constraints are to be de-
fined. The data are rounded to the nearest actual time
and concentration value.

14

a6,4x,i5

NODE

Number of differential equations. NODE can be zero if
no differential equation is defined.

15

a6,4x,iH

NCONC

Number of concentration values. NCONC must be -1
or higher.

16

a6,4x,2i5

NTIME,

MPLOT

Number of time points, must be greater than 0.

Logarithmic scaling of x-axis (MPLOT=1) or not
(MPLOT=0).

17

a6,4x,i5

NMEAS

Number of measurement sets, i.e., of model func-
tions with respect to which measurements are supplied.
NMEAS is the dimension of the fitting function.

18

a6,4x,i5

NPLOT

Number of plot points to be computed by additional
model function evaluations. Plots are generated by in-
terpolation (linear or polynomial depending on graph-
ics system). NPLOT may be zero if no plot data are
required.

19

a6,4x,i5

NOUT

Output flag for MODFIT:
NOUT=0 - No output generated on files "*.PRT’,

* TEX’. and "*.RPL’
NOUT=1 - Output generated on files "*.PRT",

. TEX'. and "*.RPL’




Line

Format

Name

Description

20

a6,4x,4i5

METHOD,

ISHT,
NORM,

NUMGRA

Choice of simulation or optimization algorithm:

METHOD=0 - Simulation
METHOD=1 - Call of DFNLP (Schittkowski [129])

METHOD=2 - dummy

ISHT is the shooting index to identify number and posi-
tion of shooting points. If ISHT >0, only METHOD=0,
1, or 2 are allowed.

ISHT=0 - no shooting at all

ISHT=1 - shooting at every measurement time
ISHT=2 - shooting at every second time
ISHT=3 - shooting at every third time

etc.

NORM determines the data fitting norm.

NORM=1 = L7 norm, sum of absolute residuals
NORM=2 = Ly norm, sum of squared residuals
NORM=3 = L., norm, maximum of absolute residuals
NUMGRA must be set for gradient evaluation.
NUMGRA=-1 - analytical derivatives available
NUMGRA=0/1 - forward differences

NUMGRA=2 - two-sided differences
NUMGRA=3 - 5-point difference formula

21

a6,4x,i5

OPTP1

Parameter for chosen optimization algorithm:

METHOD=0 - significance level (0/1/5/10)




Line

Format

Name

Description

METHOD=1 - maximum number of iterations

22

a6,4x,i5

OPTP2

Parameter for chosen optimization algorithm:

METHOD=1 - maximum number of line search steps

23

a6,4x,ib

OPTP3

Output level for chosen optimization algorithm, usage
defined in documentation of optimization algorithm ex-
ecuted. The output is directed to a file with extension
HIS. Only the residuals are displayed on screen.

24

a6,4x,210.4

OPTE1

Tolerance for chosen optimization algorithm:

METHOD=0 - tolerance for rank determination

METHOD=1 - final termination tolerance

25

a6,4x,210.4

OPTE2

Tolerance for chosen optimization algorithm:

METHOD=1 - expected size of residual

26

a6,4x,210.4

OPTE3

Tolerance for chosen optimization algorithm:

METHOD=1 - internal scaling bound

27

a6,4x,ib

ODEP1

Parameter for selection of differential equation solver:
ODEP1=1 - dummy

ODEP1=2 - dummy

ODEP1=3 - dummy

ODEP1=4 - RADAUS5 (implicit Runge-Kutta, order 5)
ODEP1=5 - dummy

ODEP1=6 - dummy

ODEP1=11- IND-DIR (Runge-Kutta 5-th order with
internal sensitivity analysis)

28

a6,4x,5i5

ODEP2

Order of ODE-method or gradient evaluation, respec-
tively:




Line | Format Name Description
0 - no derivatives
1 - derivatives of right hand side supplied
NDAE Number of algebraic equations (in case of DAE)
IND1 Number of index-1-variables (in case of DAE)
IND2 Number of index-2-variables (in case of DAE)
IND3 Number of index-3-variables (in case of DAE)
If NDAE=NODE, it is assumed that a steady state sys-
tem is to be solved.
29 | a6,4x,i5 ODEP3 Approximate number of correct digits when gradients
must be evaluated numerically by forward differences.
If set to zero, a suitable tolerance is internally computed
30 | a6,4x,5iH ODEP4 Bandwidth of Jacobian of right-hand side (only for im-
plicit solver), must be smaller than NODE. In case of
ODEP4=0, usage of full matrix is assumed.
31 | a6,4x,g10.4 | ODEE1 Final termination accuracy for ODE-solver with respect
to the relative global error.
32 | a6,4x,g10.4 | ODEE2 Final termination accuracy for ODE-solver with respect
to the absolute global error.
33 | a6,4x,g10.4 | ODEE3 Tolerance for solving differential equation: initial step-
size
34 | a6,4x,3g20.8 | XL, X,XU | Formatted input of NPAR rows each containing three

real numbers for

- lower bound for estimated parameter
- starting value for estimated parameter
- upper bound for estimated parameter

If the file "*.RES’ contains the results of a previous run,
then the corresponding parameter values are read and
replace the given ones, i.e., the X-values.




Line | Format | Name Description

35 | a6,4x,i5 | SCALE | Scale for weight factors:
0 - no additional scaling
1 - division by square root of sum of squared measure-

ments

-1 - division by absolute measurement value
-2 - division by squared measurement value

36 | * In case of NCONC>0, unformatted input of
NTIME*NCONC rows for 5 = 1 to NCONC and
i = 1 to NTIME (in this order) with the following
data:
t; - i-th measurement time, not smaller than zero
¢;j - j-th concentration value
yfj, wfj - measured data, i.e., experimental output, and
individual weight factor for measurement with number
k,k=1,...NMEAS
Otherwise these lines contain the following data in un-
formatted form for i = 1 to NTIME :
t; - i-th measurement time, not smaller than zero
yf, wf - measured data, i.e., experimental output, and
individual weight factor for measurement with number
k,k=1,...NMEAS
Note that the time values must increase. In case of
NCONC > 0, the concentration values must increase
as well and the set of time values must be repeated for
each concentration.

37 | a6,4x,i5 | NLPIP | Output flag for NLPQLP when computing consistent

initial values in case of a DAE or solving system of
nonlinear equations in case of steady state system:




Line | Format Name Description

NLPIP=0 - no output at all
NLPIP=1 - only final summary
NLPIP=2 - one line per iteration

NLPIP=3 - detailed output per iteration

38 | a6,4x,ib NLPMI | Maximum number of iterations for NLPQLP when
computing consistent initial values in case of DAE.

39 | a6,4x,210.4 | NLPAC | Final termination accuracy for for NLPQLP when com-
puting consistent initial values in case of DAE.

40 | a6,4x,ib NBPC | Number of constant break points where integration is
restarted with initial tolerances. Constant break points
are permitted only if NBPV=0 and ODEP1<7.

41 | * Unformatted input of NBPC rows each containing one
time value in increasing order that represents a break
point of the right-hand side of an ODE/DAE.

Among the data generated by MODFIT, are result, report and plot files, that can be
used for external programs evaluating these data. The format is described in detail among
the initial comments of the Fortran code of MODFIT. Numerical results are stored on a file
with extension .RES, and are read by EASY-FITedclPesion 55 500n as numerical execution
is terminated. In case of a simulation run with a positive significance level, statistical data
are written to a file with extension .STA in abbreviated form.

The code distributed together with EASY-FITMedelPesisn - allows the input of model
functions on a user provided file with name <MODEL>.FUN in a directory specified in the
first line of MODFIT.DAT. In this case, the input format is the PCOMP language must be
used as outlined in the previous chapters. A specific advantage is the automatic evaluation
of derivatives. There is no further compilation or link necessary and MODFIT can be started
immediately, as soon as both input files are created.

On the other hand a user has the option to implement all model functions in form of
Fortran code, and to link his own module to the object file of MODFIT. Information about
the remaining files to be linked in this case, is found among the initial comments of the
file MODFIT.FOR that contains the main program. The model data, i.e., fitting criterion,
system equations, bounds and initial values, must be provided by a user-defined subroutine
called SYSFUN:

SUBROUTINE SYSFUN (NP,MAXP,NO,MAXO,NF,MAXF NR,MAXR,X,Y,
T,C,YP,Y0,FIT,G,DYP,DY0,DFIT,DG,IFLAG)
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The meaning of the arguments is as follows:

NP
MAXP
NO
MAXO
NF

MAXF
NR
MAXR
X(MAXP)

Y(MAXO)

T
C
YP(MAXO)

YO(MAXO)
FIT(MAXF)
G(MAXR)

DYP(MAXO,M1)

DY0(MAXO,NP)

DFIT(MAXF,M1)

Number of parameters in array X.

Dimensioning parameter, must be greater or equal to NP.
Number of equations of dynamical system.

Dimensioning parameter, must be greater or equal to NO.

Number of fitting functions in the parameter estimation problem
that corresponds to the number of measurement sets.
Dimensioning parameter, must be greater or equal to NF.
Number of constraints of the parameter estimation problem.
Dimensioning parameter, must be greater or equal to NR.

When calling SYSFUN, X contains the NP coefficients of the ac-
tual variables to be estimated. X is not allowed to be altered
within the subroutine.

When calling SYSFUN, Y contains the NO coefficients of the dif-
ferential equation on the right-hand side. Y is not allowed to be
altered within the subroutine.

Time variable.

Concentration variable.

Function values to be evaluated in case of 'IFLAG=1" for right-
hand side of a dynamical system.

Function values to be evaluated in case of 'IFLAG=2’ for initial
values of the dynamical system.

Function values to be evaluated in case of IFLAG=3’ for the NFIT
fitting conditions in a parameter estimation problem.

Function values to be evaluated in case of 'IFLAG=4" for con-
straints in the parameter estimation problem.

Gradient values to be evaluated in case of 'IFLAG=5’ for the right-
hand side of the dynamical system for variables X and Y, and for
Y only in case of TFLAG=9’, where M1=MAXP+NO.

Gradient values to be evaluated in case of 'IFLAG=6’ for initial
values with respect to variable X.

Gradient values to be evaluated in case of IFLAG=T7’ for the fit-

ting criteria of the parameter estimation problem, with respect to
X and Y, where M1=MAXP+NO.



DG(MAXR,NP) : Gradient values to be evaluated in case of 'IFLAG=8’ for the con-
straints of the parameter estimation problem, with respect to X.

IFLAG :  Flag defining the desired type of calculation.

IFLAG=0:

IFLAG=1:

IFLAG=2:

IFLAG=3:

IFLAG=4:

IFLAG=5:

IFLAG=6:

IFLAG=T:

IFLAG=S:

IFLAG=09:

Subroutine SYSFUN is called with IFLAG=5 only if an ODE-solver with internal nu-
merical differentiation is used, i.e., IND-DIR. On the other hand, derivatives are needed only

Execution of SYSFUN before requiring function or
gradient values, e.g., for preparing common’s.
Evaluate right-hand side of dynamical system and

store results in YP.
Evaluate initial values of dynamical system and

store results in YO.
Evaluate fitting criteria and store results in FIT.

Evaluate constraints and store results in G.
Evaluate gradients of the right-hand side with

respect to X and Y, and store results in DYP.
Evaluate gradients of initial values with respect

to X, and store results in DYO.

Evaluate gradients of fitting criteria with respect to X
and Y, and store results in DFIT.

Evaluate gradients of constraints with respect to X,

and store results in DG.
Evaluate gradients of the right-hand side with

respect to Y only, and store results in DYP.

if an implicit ODE-solver is executed in case of IFLAG=9.

There are some files with names MODFUN_E.FOR and MODFUN_O.FOR distributed
together with EASY-FITodelDesign that contain source codes for very simple examples to
illustrate the usage of user-provided Fortran code. The input of data and model functions

is to be outlined in addition by some examples.

Example 9.1 (DFE1) The first one consists of an explicit model function given in the

form

h(p,t) = a(exp(—/pt) + 0.1) exp(—aqt) + bexp(—bit) + cexp(—cyt) sin(dt) .

The input file must contain then the following information:

C:\EASYFIT\PROBLEMS\DFE1

DFE1 1
Test Problem DFE1
Demo

Artificial Data
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10.2.1994

Schittkowski
X
t
NPAR 8 0
NRES 0
NEQU 0
NODE 0
NCONC 0
NTIME 10 0
NMEAS 1
NPLOT 50
NOUT 1
METHOD 1
OPTP1 100
OPTP2 8
OPTP3 2
OPTE1 1.0E-10
OPTE2 1.0
OPTE3 0.0
ODEP1 0 0 0 0 0
ODEP2 0
ODEP3 0
ODEP4 0
ODEE1 0.0
ODEE2 0.0
ODEE3 0.0
a 0.0 1.0 1000.
bt 1.0E-5 0.1 1000.
al 0.0001 0.001 1000.
b 0.001 5.0 10000.
bl 1.0E-5 100.0 10000.
c 0.0 0.0 1000.
cl 1.0E-5 0.1 1000.
d 0.0 0.00001 10000.
SCALE 1
0.0 25.00 1.0
3.0 15.51 1.0
6.0 16.08 1.0
9.0 16.11 1.0
12.0 15.48 1.0
15.0 14.24 1.0
18.0 12.50 1.0
21.0 10.41 1.0
22.5 9.299 1.0
24.0 8.162 1.0
NLPIP = 0
NLPMI = 0
NLPAC = 0.0

11
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NBPC 0

The code DFNLP computed a solution in 24 iterations, and the optimal fit is shown in
Figure 9.1. The corresponding Fortran subroutine SYSFUN can be implemented as follows:

SUBROUTINE SYSFUN(NP,MAXP,NO,MAXO,NF,MAXF,NR,MAXR,X,Y,T,
/ CONC,YP,YO,FIT,G,DYP,DYO,DFIT,DG,IFLAG)
IMPLICIT DOUBLE PRECISION (A-H,0-Z)

DIMENSION X(MAXP),Y(MAX0),YO(MAX0),YP(MAX0),G(MAXR),

/ FIT(MAXF) ,DYO(MAXO,MAXP),
/ DYP (MAXO,MAXP+MAX0) ,DG (MAXR,MAXP) ,
/ DFIT (MAXF,MAXP+MAXQ)
C
C BRANCH W.R.T. IFLAG
C
IF (IFLAG.EQ.O) RETURN
C
A = X(1)
BT = X(2)
A1 = X(3)
B = X4
B1 = X(5)
C = X(6)
c1 = X(7)
D = X(8)
C
GOTO (100,200,300,400,500,600,700,800,900), IFLAG
C
C RIGHT-HAND SIDE OF ODE
C
100 CONTINUE
RETURN
C
C INITIAL VALUES FOR ODE
200 CONTINUE
RETURN
C
C FITTING CRITERIA
C

300 CONTINUE
FIT(1) = A*(DEXP(-BT*T) + 0.1)*DEXP(-A1%*T) + B*DEXP(-B1%T)

/ + C*DEXP (-C1%T) *DSIN(D*T)
RETURN

C

C  CONSTRAINTS

C

400 CONTINUE

RETURN

C
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Q

GRADIENTS OF RIGHT-HAND SIDE OF ODE W.R.T. X AND Y

C
500 CONTINUE
RETURN
C
C  GRADIENTS OF INITIAL VALUES OF ODE W.R.T. X
C
600 CONTINUE
RETURN
C
C  GRADIENTS OF FITTING CRITERIA W.R.T. X
C
700 CONTINUE
DFIT(1,1) = (DEXP(-BT*T) + 0.1)*DEXP(-A1%T)
DFIT(1,2) =-T*AxDEXP(-BT*T)*DEXP (-A1*T)
DFIT(1,3) =-T*A*(DEXP(-BT*T) + 0.1)*DEXP(-A1%T)
DFIT(1,4) = DEXP(-B1xT)
DFIT(1,5) =-T*B*DEXP(-B1%T)
DFIT(1,6) = DEXP(-C1*T)*DSIN(D*T)
DFIT(1,7) =-T*C*DEXP(-C1*T)*DSIN(D*T)
DFIT(1,8) = D*C*DEXP(-C1*T)=*DCOS (D*T)
RETURN
C
C  GRADIENTS OF CONSTRAINTS
C
800 CONTINUE
RETURN
C
C  GRADIENTS OF RIGHT-HAND SIDE OF ODE W.R.T. Y
C
900 CONTINUE
RETURN
END

Example 9.2 (SE) The second example describes a single differential equation with three
concentration values,

y=hki(r—y)lc—y) —ky . (9-2)
Here the coefficients kq, ko, and r are to be estimated. The input file is the following one:

C:\EASYFIT\PROBLEMS\SE
SE 4

Test Problem SE

Demo

Artificial Data
10.2.1994

Schittkowski

c
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t

NPAR 3 0
NRES 0
NEQU 0
NODE 1
NCONC 3
NTIME 14 0
NMEAS 1
NPLOT 50
NOUT 1
METHOD 1
OPTP1 100
0PTP2 8
OPTP3 2
OPTE1 1.0E-9
OPTE2 1.0
OPTE3 0.0
ODEP1 11
ODEP2 1 0 0 0 0
ODEP3 6
ODEP4 0
ODEE1 1.0E-9
ODEE2 1.0E-9
ODEE3 1.0E-6
Kp 1.0E-4 1.0E-4 10.0
Km 1.0E-6 1.0E-5 0.01
RO 100.0 150.0 400.0
SCALE 1
1.0 100.0 1.39 1.0
3.0 100.0 4.06 1.0
5.0 100.0 5.24 1.0
10.0 100.0 11.6 1.0
15.0 100.0 11.2 1.0
20.0 100.0 17.4 1.0
25.0 100.0 0.0 0.0
30.0 100.0 20.6 1.0
35.0 100.0 25.1 1.0
40.0 100.0 25.3 1.0
50.0 100.0 26.9 1.0
60.0 100.0 0.0 0.0
90.0 100.0 34.1 1.0
105.0 100.0 0.0 0.0
1.0 1000.0 16.5 1.0
3.0 1000.0 39.1 1.0
5.0 1000.0 57.4 1.0
10.0 1000.0 97.3 1.0
15.0 1000.0 118.5 1.0
20.0 1000.0 139.6 1.0
25.0 1000.0 159.8 1.0
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30.0 1000.0 173.2 1.0
35.0 1000.0 180.3 1.0
40.0 1000.0 189.9 1.0
50.0 1000.0 200.4 1.0
60.0 1000.0 209.3 1.0
90.0 1000.0 202.4 1.0
105.0 1000.0 213.1 1.0
1.0 5000.0 72.9 1.0
3.0 5000.0 153.8 1.0
5.0 5000.0 189.4 1.0
10.0 5000.0 239.7 1.0
15.0 5000.0 250.6 1.0
20.0 5000.0 234.1 1.0
25.0 5000.0 2565.1 1.0
30.0 5000.0 254.7 1.0
35.0 5000.0 266.2 1.0
40.0 5000.0 270.3 1.0
50.0 5000.0 0.0 0.0
60.0 5000.0 0.0 0.0
90.0 5000.0 237.7 1.0
105.0 5000.0 250.8 1.0
NLPIP = 0
NLPMI = 0
NLPAC = 0.0
NBPC 0

A solution is obtained by DFNLP in 19 iterations, see Figure 9.2. The Fortran code for the
function and gradient evaluation is defined as follows:

SUBROUTINE SYSFUN(NP,MAXP,NO,MAX0,NF,MAXF,NR,MAXR,
/ X,Y,T,C,YP,Y0,FIT,G,DYP,DYO,DFIT,DG,IFLAG)
IMPLICIT DOUBLE PRECISION (A-H,0-Z)

DOUBLE PRECISION K1,K2

DIMENSION X(MAXP),Y(MAXQ),YO(MAXO),YP(MAXQ),G(MAXR),

/ FIT(MAXF) ,DYO(MAXO,MAXP),
/ DYP (MAXO,MAXP+MAX0) ,DG (MAXR, MAXP) ,
/ DFIT (MAXF,MAXP+MAX0)
C
C  BRANCH W.R.T. IFLAG
C
IF (IFLAG.EQ.0) RETURN
K1 = X(1)
K2 = X(2)
R = X(3)
GOTO (100,200,300,400,500,600,700,800,900), IFLAG
C
C  RIGHT-HAND SIDE OF ODE
C

100 CONTINUE
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Q

Q

Q

YP(1) = K1*(R - Y(1))*(C - Y(1)) - K2*Y(1)
RETURN

INITIAL VALUES FOR ODE

200 CONTINUE
Y0(1) = 0.0
RETURN

FITTING CRITERIA

300 CONTINUE
FIT(1) = Y(1)
RETURN

CONSTRAINTS

400 CONTINUE
RETURN

GRADIENTS OF RIGHT-HAND SIDE OF ODE W.R.T. X AND Y

500 CONTINUE
DYP(1,1) = (R - Y(1))*(C - Y(1))
DYP(1,2) =-Y(1)
DYP(1,3) = K1*(C - Y(1))
DYP(1,4) =-K1*(C - Y(1)) - K1*(R - Y(1)) - K2
RETURN

GRADIENTS OF INITIAL VALUES OF ODE W.R.T. X

600 CONTINUE

DYO(1,2) = 0.0
DY0(1,3) = 0.0
RETURN

GRADIENTS OF FITTING CRITERIA W.R.T. X

700 CONTINUE
DFIT(1,1)
DFIT(1,2) =
DFIT(1,3)
DFIT(1,4)
RETURN

|
= O O O
O O O O

GRADIENTS OF CONSTRAINTS

800 CONTINUE
RETURN
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Figure 9.1: Final Trajectory for Problem DFE1

C
C GRADIENTS OF RIGHT-HAND SIDE OF ODE W.R.T. Y
C

900 CONTINUE
DYP(1,1) =-K1*(C - Y(1)) - K1*x(R - Y(1)) - K2
RETURN

END
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Example 9.3 (VDPOL) The input of data and model functions in case of a differential
algebraic system, is to be outlined by an example, the van der Pol’s equation, see also Section
5.5. The model function is

y=z2, 2=y—al—yHz . (9.3)
We choose the consistent initial values
yW=a, 2"=0b/(a(l-1%)

and consider a and b as parameters to be estimated. The fitting criteria are the solutions y
and z. The data input file MODFIT.DAT has the following structure:

C:\EASYFIT\PROBLEMS\VDPOL

VDPOL 5

van der Pol’s equation, electrical circuit
Demo

Schittkowski

Simulation

t
NPAR
NRES
NEQU
NODE
NCONC
NTIME
NMEAS
NPLOT 50

NOUT 0
METHOD 1
OPTP1 40
0PTP2 8
OPTP3 2
OPTE1 1.0E-07
OPTE2 1.0E-01
OPTE3 1.0E+02
ODEP1
ODEP2
ODEP3
ODEP4
ODEE1 1.0E-09

ODEE2 1.0E-06

ODEE3 1.0E-04

a 5.0E-01 1.001 10.0
b 1.5 2.001 5.0
SCALE -1

N O ON O ON

O O = Ul
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0.0 2.000 1.0 -6.667E-1 1.0
2.0E-1 1.858 1.0 -7.575E-1 1.0
4.0E-1 1.693 1.0 -9.069E-1 1.0
6.0E-1 1.485 1.0 -1.233 1.0
8.0E-1 1.084 1.0 -6.200 1.0
NLPIP 0
NLPMI 50
NLPAC 1.0E-10
NBPC 0

The code DFNLP computed a solution in 4 iterations. The optimal fit is shown in Figure 9.5.
The corresponding Fortran subroutine SYSFUN needs gradients only for IFLAG=9, i.e., for
gradients of the right-hand side of the DAE subject to the state variables y and z, since
internal numerical differentiation is not allowed.

SUBROUTINE SYSFUN(NP,MAXP,NO,MAX0,NF,MAXF,NR,MAXR,
/ X,Y,T,C,YP,Y0,FIT,G,DYP,DYO,DFIT,DG,IFLAG)
IMPLICIT DOUBLE PRECISION (A-H,0-Z)

DIMENSION X(MAXP),Y(MAXQ),YO(MAXO),YP(MAXQ),G(MAXR),

/ FIT(MAXF) ,DYO(MAXO,MAXP),

/ DYP (MAXO,MAXP+MAX0) ,DG (MAXR,MAXP) ,
/ DFIT (MAXF ,MAXP+MAX0)
C
C BRANCH W.R.T. IFLAG
C
IF (IFLAG.EQ.O0) RETURN
A =X(1)
B = X(2)
GOTO (100,200,300,400,500,600,700,800,900), IFLAG
C
C  RIGHT-HAND SIDE OF ODE
C
100 CONTINUE
YP(1) = Y(2)
YP(2) = A*(1.0 - Y(1)**x2)xY(2) - Y(1)
RETURN
C
C INITIAL VALUES FOR ODE
C
200 CONTINUE
YO(1) = B
Y0(2) = B/(Ax(1-B*B))
RETURN
C
C  FITTING CRITERIA
C

300 CONTINUE
FIT(1) = Y(1)

20



Q

Q

FIT(2) = Y(2)

RETURN
CONSTRAINTS

400 CONTINUE
RETURN

GRADIENTS OF

500 CONTINUE
RETURN

GRADIENTS OF

600 CONTINUE
RETURN

GRADIENTS OF

700 CONTINUE
RETURN

GRADIENTS OF

800 CONTINUE
RETURN

GRADIENTS OF

900 CONTINUE
DYP(1,1)
DYP(1,2)
DYP(2,1) =
DYP(2,2)
RETURN

END

RIGHT-HAND SIDE OF ODE W.R.T. X AND Y

INITIAL VALUES OF ODE W.R.T. X

FITTING CRITERIA W.R.T. X AND Y

CONSTRAINTS

RIGHT-HAND SIDE OF ODE W.R.T. Y

0.0

1.0
-2.0%A*Y(1)*Y(2) - 1.0
A%x(1.0 - Y(1)*%x2)
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Figure 9.3: Final Trajectories for Problem VDPOL
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Example 9.4 (RECLIG10) To illustrate the implementation of a steady state system, we
consider the following example that is similar to a receptor-ligand binding study with one
receptor and two ligands,

21 (14 prze +pazg) —p3s = 0,
20(1+p121) — pa 0, (9.4)
23(1 +p221)—t = 0.

The system parameters are zy, zo and z3, and the parameters to be estimated, are py, ps, p3,

and py. t is the independent model or time variable to be replaced by experimental data. The

fitting criterion is h(p, z,t) = ps — z and we use the starting values 29 = ps, 29 = py and

29 =t for solving the system of nonlinear equations.

The subsequent input file shows the parameters, tolerances and measurement values used.
The data fitting code DFNLP needed 20 iterations to satisfy the stopping conditions subject
to the tolerance given. The corresponding data and function plot is found in Figure 9.4.

C:\EASYFIT\problems\DYN_EQ

RECLIG10 2

Steady state system, receptor-ligand binding study
Demo

Schittkowski

Simulation

nMol

Null

log nMol

NPAR
NRES
NEQU
NODE
NCONC
NTIME
NMEAS
NPLOT
NOUT
METHOD
OPTP1
OPTP2
OPTP3
OPTE1
OPTE2
OPTE3
ODEP1
ODEP2
ODEP3
ODEP4
ODEE1
ODEE2

1

B WO Wwo O

50 0
0

01 0

200

20

02
1.0E-09
1.0E+00
1.0E+02

3 0 0 0

ww nonon
O O = O

o O
o O
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ODEE3 = 0.0

pl 0.0 1.0 10000.0
p2 0.0 1.0 10000.0
p3 0.0 100.0 10000.0
p4 0.0 2.0 10000.0
SCALE = 1

1.0 0.332 1.0

5.0 0.331 1.0

1.0E+1 0.331 1.0

5.0E+1  0.327 1.0

1.0E+2 0.321 1.0

5.0E+2  0.289 1.0

1.0E+3  0.250 1.0

5.0E+3 0.125 1.0

1.0E+4 0.077 1.0

5.0E+4 0.019 1.0

1.0E+5 0.010 1.0

5.0E+5 0.002 1.0

1.0E+6 0.001 1.0

NLPIP 0

NLPMI 100

NLPAC 1.0E-11

NDISCO= 0

The corresponding system functions must be programmed in the following way:

SUBROUTINE SYSFUN(NP,MAXP,NO,MAXO,NF,MAXF,NR,MAXR,

/ X,Y,T,C,YP,Y0,FIT,G,DYP,DYO,DFIT,DG, IFLAG)
IMPLICIT DOUBLE PRECISION (A-H,0-Z)

DIMENSION X(MAXP),Y(MAXQ),YO(MAXO),YP(MAXQ),G(MAXR),

/ FIT(MAXF) ,DYO(MAXO,MAXP),
/ DYP (MAXO,MAXP+MAX0) ,DG (MAXR,MAXP+MAXO0) ,
/ DFIT (MAXF,MAXP+MAX0)
C
C  BRANCH W.R.T. IFLAG
C
IF (IFLAG.EQ.O) RETURN
GOTO (100,200,300,400,500,600,700,800,900), IFLAG
C
C  RIGHT-HAND SIDE OF ODE
C

100 CONTINUE
YP(1) = Y(1)*(1.0 + X(1)*Y(2) + X(2)*Y(3)) - X(3)

YP(2) = Y(2)*(1.0 + X(1)*Y(1)) - X(4)
YP(3) = Y(3)*(1.0 + X(2)*Y(1)) - T
RETURN

C

C  STARTING VALUES

24



200 CONTINUE

Yo(1) = X(3)
Y0(2) = X(4)
Y0(3) =T
RETURN

C

C  FITTING CRITERIA

C

300 CONTINUE
FIT(1) = X(4) - Y(2)

RETURN
C
C  CONSTRAINTS
C
400 CONTINUE
RETURN
C
C  GRADIENTS OF RIGHT-HAND SIDE OF EQUATIONS W.R.T. X AND Y
C
500 CONTINUE
DYP(1,1) = Y(1)*Y(2)
DYP(1,2) = Y(1)*Y(3)
DYP(1,3) =-1.0
DYP(1,4) = 0.0
DYP(1,5) = 1.0 + X(1)*Y(2) + X(2)*Y(3)
DYP(1,6) = Y(1)*X(1)
DYP(1,7) = Y(1)*X(2)
DYP(2,1) = Y(2)*Y(1)
DYP(2,2) = 0.0
DYP(2,3) = 0.0
DYP(2,4) =-1.0
DYP(2,5) = Y(2)*X(1)
DYP(2,6) = 1.0 + X(1)*Y(1)
DYP(2,7) = 0.0
DYP(3,1) = 0.0
DYP(3,2) = Y(3)*Y(1)
DYP(3,3) = 0.0
DYP(3,4) = 0.0
DYP(3,5) = Y(3)*X(2)
DYP(3,6) = 0.0
DYP(3,7) = 1.0 + X(2)*Y(1)
RETURN
C
C  DUMMY
C
600 CONTINUE
RETURN
C
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C  GRADIENTS OF FITTING CRITERIA W.R.T. X AND Y
C
700 CONTINUE

DFIT(1,1) = 0.0
DFIT(1,2) = 0.0
DFIT(1,3) = 0.0
DFIT(1,4) = 1.0
DFIT(1,5) = 0.0
DFIT(1,6) =-1.0
DFIT(1,7) = 0.0
RETURN

C

C  GRADIENTS OF CONSTRAINTS

C

800 CONTINUE

RETURN

C

C  GRADIENTS OF RIGHT-HAND SIDE OF EQUATIONS W.R.T. Y

C

900 CONTINUE
DYP(1,1) = 1.0 + X(1)*Y(2) + X(2)*Y(3)
DYP(1,2) = Y(1)*X(1)

DYP(1,3) = Y(1)*X(2)
DYP(2,1) = Y(2)*X(1)
DYP(2,2) = 1.0 + X(1)*Y(1)
DYP(2,3) = 0.0

DYP(3,1) = Y(3)*X(2)
DYP(3,2) = 0.0

DYP(3,3) = 1.0 + X(2)*Y(1)
RETURN

END
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9.2 PDEFIT: Parameter Estimation in Partial Differ-
ential Equations

Basically, PDEFIT is a double precision Fortran subroutine and fully documented by initial
comments. Since most applications will probably execute the corresponding main program,
we describe only the format of the input data and the usage of the subroutine required for
model evaluation. More technical information can be retrieved from the initial comments
of the main program, for example link files, parameters, common blocks etc., and from
Dobmann and Schittkowski[l17].

Among the data generated by PDEFIT, are result, report and plot files, that can be used
for external programs evaluating these data. The format is described in detail among the
initial comments of the Fortran code of PDEFIT. Numerical results are stored on a file with
extension .RES, and are read by EASY-FITModelDesign a9 soon as numerical execution is
terminated. In case of a simulation run with a positive significance level, statistical data are
written to a file with extension .STA in abbreviated form.

The code distributed together with EASY-FITMedelPesion - allows the input of model
functions on a user provided file with name <MODEL>.FUN in a directory specified in the
first line of PDEFIT.DAT. In this case, the input format is the PCOMP language must be
used as outlined in the previous chapters. A specific advantage is the automatic evaluation
of derivatives. There is no further compilation or link necessary and PDEFIT can be started
immediately, as soon as both input files are created.

An input file named PDEFIT.DAT must contain the parameter estimation data, some
problem information and optimization data in formatted form. The first 6 columns may
contain an arbitrary string to identify the corresponding input row, if allowed by the format.

Line | Format Name Description

1 a80 FILE Name of output files generated by PDEFIT. The string
may begin with a path name, but must not contain an
extension. Suitable extensions are selected by PDEFIT.

2 a6,4x,i5 MODEL | Problem name passed to subroutine SYSFUN for iden-
tifying data fitting models. The subsequent integer de-
fines the general model structure:

28



Line | Format Name Description
1 - system of partial differential equations
2 - system of partial differential algebraic equations

3 | a70 INFO Long information string for plot output.

4 a20 PROJECT Plot output (first line of information block, e.g., project
number).

5 a20 TEST Plot output (second line of information block, e.g., mea-
surement characterization).

6 | a20 DATE Plot output (third line of information block, e.g., date).

7 | al0 Z-AXIS Name for z-axis (spatial variable).

8 | all Y-AXIS Name for y-axis (value).

9 |al0 T-AXIS Name for t-axis (time).

10 | a6,4x,2ib NPAR Number of parameters to be optimized, must be at least
one.

NBPV Number of variable break points, i.e., the last NBPV
variables are treated as break points where integration
is restarted.

11 | a6,4x,i5 NPDE Number of PDE’s, must be at least one.

12 | a6,4x,i5 NPAE Number of algebraic equations.

13 | a6,4x,ib NCPLO,NCPLA | Numbers of coupled ordinary differential and algebraic
equations.

14 | a6,4x,i5 ICPLO Formatted input of NCPLO lines where each line con-
tains the line number, i.e., the discretization point,
where the ODE is coupled to the PDE. The line with
number 1 denotes the left boundary of the integration
area.

15 | a6,4x,ib ICPLA Formatted input of NCPLA lines where each line con-

tains the line number, i.e., the discretization point,
where the algebraic equation is coupled to the PDE.
The line with number 1 denotes the left boundary of
the integration area.
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Line

Format

Name

Description

16

a6,4x,iH

NCPB

Number of area boundaries, must be an even number
(since every area has a left and a right boundary).

17

a6,4x,iH

NRES

Number of constraints without bounds.

18

a6,4x,i5

NEQU

Number of equality constraints.

19

a6,4x,
2g20.4, i5

RT,RX,IX

Formatted input of NRES rows each containing two real
numbers identifying the experimental time and spatial
parameter values for which a constraint is to be sup-
plied, and the corresponding line number. The order
is arbitrary, but first the equality and subsequently the
inequality constraints are to be defined. The data are
rounded to the nearest actual time value.

20

a6,4x,2i5

NTIME,

MPLOT

Number of time points, must be greater than 0.

Logarithmic scaling of x-axis (MPLOT=1) or not
(MPLOT=0).

21

a6,4x,i5

NFIT

Number of fitting criteria.

22

a6,4x,i5

IFIT

Formatted input of NFIT lines where each line contains
the line number, i.e., the discretization point, where a
fit criterion is defined. The line with number 1 denotes
the left boundary of the integration area.

23

a6,4x,iH

NPLOT

Number of plot points to be computed by additional
model function evaluations. Plots are generated by in-
terpolation (linear or polynomial depending on graph-
ics system). NPLOT may be zero if no plot data are
required.

24

a6,4x,iH

NOUT

Output flag for PDEFIT.
NOUT=0 - no generation of output files

NOUT=1 - generation of output files

25

a6,4x,i5

DQUPOI

Number of points used to approximate the spatial
derivatives for method of lines by polynomials of de-
gree DQUPOI-1. DQUPOI must be odd and at least
three for polynomial interpolation.
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Line

Format

Name

Description

26

a6,4x,iH

APRMET

Determines how to approximate spatial derivatives:
APRMET=0: Polynomial approximation for w,,

in case of FLFLAG=1
For FLFLAG > 1:

APRMET=1: central differences for u, and recursive
application for u,, (DQUPOI>2)

APRMET=2: 5-point differences for u, and recursive
application for u,, (DQUPOI>4)

APRMET=3: 5-point differences for u, and separately
for ug,

APRMET=4: Forward differences for u,

APRMET=5: Backward differences for u,

APRMET=6: Individual selection of discretization

formula for u,, can be different for each

state variable

27

a6,4x,i5

FLFLAG

Indicates existence and type of flux function:

FLFLAG=0: No flux function defined

FLFLAG=1: Flux function exists and is differentiated
by chain-rule

FLFLAG=2: Flux function exists and is discretized
by the method defined below

28

a6,4x,iH

APFLUX

Parameter for choosing high resolution scheme. If
—1 < APFLUX < 1, the one-parameter family of
TVD schemes of Chakravarthy and Osher is used:
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Line

Format

Name

Description

APFLUX=-1.0 : upwind scheme

APFLUX=-1/3 : no name

APFLUX= 0.0 : Fromm scheme

APFLUX= 1/3 : third-order upwind-biased scheme
APFLUX= 1/2 : second-order scheme

APFLUX= 1.0 : central difference scheme

Alternatively, the user can choose between the following
two high-resolution schemes:

APFLUX= 2.0: first-order upwind scheme

APFLUX= 3.0: second-order central differences

If 11.0 < 99.1, the system of PDE’s is supposed to
consist of advection equations of the form Ou/0t =

Of(p,u)/0x plus inhomogeneous part to be discretized
by the ENO method with APFLUX= 1J:

I : Approximating polynomial order for state variable
u at cell wall by Marquina’s rule

J : Approximating polynomial order for numerical flux
by ENO-Roe rule

29

a6,4x,3i5

METHOD,

NORM,
NUMGRA

Choice of analysis or optimization algorithm:

METHOD=0 - Simulation
METHOD=1 - Call of DFNLP (Schittkowski [129])

METHOD=2 - dummy
NORM determines the data fitting norm.
NORM=1 = L; norm, sum of absolute residuals

NORM=2 = L5 norm, sum of squared residuals
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Line

Format

Name

Description

NORM=3 = L, norm, maximum of absolute residuals

L1- and maximum-norm are applicable only for a sim-
ulation run or a data fitting run with DENLP.

NUMGRA must be set for gradient evaluation.
NUMGRA=-1 - analytical derivatives available
NUMGRA=0/1 - forward differences

NUMGRA=2 - two-sided differences
NUMGRA=3 - 5-point difference formula

30

a6,4x,i5

OPTP1

Maximum number of iterations for the chosen optimiza-
tion algorithm. In case of a simulation, run, the desired
significance level 1, 5 or 10 is to be inserted.

31

a6,4x,i5

OPTP2

Additional parameter for chosen optimization algo-
rithm:

METHOD=1 - maximum number of line search steps

32

a6,4x,i5

OPTP3

Output level of optimization algorithm chosen. The
output is directed to a file with extension HIS. Only
the residuals are displayed on screen.

33

a6,4x,10.4

OPTE1

Tolerance for chosen optimization algorithm:

METHOD=0 - tolerance for rank determination

METHOD=1 - final termination tolerance

34

a6,4x,10.4

OPTE2

Tolerance for chosen optimization algorithm:

METHOD=1 - expected size of residual

35

a6,4x,210.4

OPTE3

Tolerance for chosen optimization algorithm:

dummy

36

a6,4x,i5

ODEP1

Parameter for selection of differential equation solver:
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Line

Format

Name

Description

ODEP1=1 - dummy

ODEP1=2 - dummy

ODEP1=3 - dummy

ODEP1=4 - RADAUS5 (implicit Runge-Kutta, order 5)
ODEP1=5 - dummy

ODEP1=6 - dummy

ODEP1=7 - TVDRK (explicit Runge-Kutta, order 5,

for systems of advection equations

without inhomogeneous term)

37

a6,4x,i5

ODEP2

Order of used method (only for implicit methods):

ODEP2=0 - no derivatives
ODEP2=1 - derivatives of right hand side supplied

38

a6,4x,i5

ODEP3

Approximate number of correct digits when gradients
are evaluated numerically by forward differences. If set
to 0, the tolerance in internally computed.

39

a6,4x,5i5

ODEP4

Bandwidth of Jacobian of right-hand side (only for im-
plicit solver), must be smaller than number of ODE’s
of discretized system. In case of ODEP4=0, usage of
full matrix is assumed.

40

a6,4x,10.4

ODEE1

Final termination accuracy for ODE-solver with respect
to the relative global error.

41

a6,4x,210.4

ODEE2

Final termination accuracy for ODE-solver with respect
to the absolute global error. In case of TVDRK, the pa-
rameter is used to pass a factor for reducing the stepsize
if the CFL condition is not satisfied (>1 in this case!).

42

a6,4x,210.4

ODEE3

Tolerance for solving differential equation: initial step-
size.
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Line | Format Name Description
43 | a6,4x,210.4 | XSTART | Value of the spatial component at the leftmost bound-
ary
44 | a6,4x,g10.4, Formatted input of NCPB/2...(NPDE + 1) lines.
5ib
Each headline contains
- the name of the area,
- the spatial size of the area,
- the number of discretization points in the area,
10x,3i5 whereas the following NPDE lines contain for each PDE

- status of left boundary condition,

- status of right boundary condition,

- spatial derivative approximation (APRMET=6).
The boundary status is:

0 - no boundary condition

1 - Dirichlet boundary condition

2 - Neumann boundary condition

Possible spatial derivative approximations are

0 - order taken from APRMET

1 - central differences for u, and recursive
application for u,, (DQUPOI>2)

2 - 5-point differences for u, and recursive
application for u,, (DQUPOI>4)

4 - Forward differences for u,
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Line

Format

Name

Description

5 - Backward differences for u,,

45

a6,4x,3220.9

Formatted input of NPAR lines each containing three
real numbers for

- lower bound for estimated parameter
- starting value for estimated parameter
- upper bound for estimated parameter

If the file "* RES’ contains the results of a previous
run, then the corresponding parameter values are read
in and replace the given ones, i.e., the PAR~values.

46

a6,4x,ib

SCALE

Scale for weight factors:

0 - no additional scaling of weights

1 - divide each weight factor by square root of
sum of squared measurement values

-1 - divide each weight factor by absolute

measurement value

-2 - divide each weight factor by squared

measurement value.

47

Unformatted input of NTIME lines for ¢ =
1... NTIME with the following data:

t; - i-th measurement time, not smaller than zero

k

yf, w; - measured data, i.e., experimental output, and

individual weight factor for measurement number £,

k=1,..., NMEAS.

48

a6,4x,ib

INTEG

Flag for evaluation of integrals with respect to spatial
variable X (=1) or not (=0).
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Line

Format

Name

Description

49

a6,4x,iH

ORDER

Order of partial differential equation variable X.
ORDER = 1: Only first derivatives (hyperbolic)

ORDER = 2: First and second derivatives (parabolic)

20

a6,4x,i5

NLPIP

Print flag for inner nonlinear equation solver NLPQLP
executed to get consistent initial values in case of addi-
tional algebraic equations:

NLPIP = 0 : no output
NLPIP = 1 : only final output
NLPIP = 2 : one line per iteration

NLPIP = 3 : extended output every iteration

o1

a6,4x,i5

NLPMI

Maximum number of iterations for NLPQLP (e.g. 50)

52

a6,4x,210.4

NLPAC

Convergence tolerance for NLPQLP (e.g. 1.d-12)

93

a6,4x,i5

NBPC

Number of constant break points where integration is
restarted with initial tolerances. Constant break points
are permitted only if NBPV=0.

o4

Unformatted input of NBPC rows each containing one
time value in increasing order that represents a break
point of the right-hand side of a PDE.

A user has the alternative option to implement all model functions in form of Fortran
code, and to link his own module to the object file of PDEFIT. Information about the
remaining files to be linked in this case, is found among the initial comments of the file
PDEFIT.FOR that contains the main program. The model data, i.e., fitting criterion,
system equations, bounds and initial values, must be provided by a user-defined subroutine

called SYSFUN:

SUBROUTINE SYSFUN(NPAR,MAXPAR,NPDE,MAXPDE,NCPL,MAXCPL,NMEA,
MAXMEA,NRES,MAXRES,PAR,U,U0,UX,UXX,UP,V,VO,
vpP,C,CX,FIT,G,DG,X,T,IAREA,LEFT,RIGHT, IFLAG,
FLUX,FLUXX,FLUXU, FLUXUX , FLUXPX)

/
/
/

The meaning of the arguments is as follows:
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NPAR
MAXPAR
NPDE

MAXPDE
NCPL
MAXCPL

NMEA
MAXMEA

NRES

MAXRES
PAR(MAXPAR)

U(MAXPDE)

UO(MAXPDE)

UX(MAXPDE)

UXX(MAXPDE)

UP(MAXPDE)

V(MAXCPL)

VO(MAXCPL)

VP(MAXCPL)

Number of parameters in array PAR.
Dimensioning parameter, must be greater or equal to NPAR.

Number of functions on right-hand side of partial differential equa-
tions.
Dimensioning parameter, must be greater or equal to NPDE.

Number of coupled differential algebraic equations.
Dimensioning parameter, must be greater or equal to NCPL.

Number of measurement sets.
Dimensioning parameter, must be greater or equal to NMEA.

Number of constraint functions in the parameter estimation prob-
lem.
Dimensioning parameter, must be greater or equal to NRES.

When calling ’SYSFUN’, PAR contains the NPAR coefficients of
the actual variables to be estimated. PAR is not allowed to be
altered within the subroutine.

When calling ’'SYSFUN’, U contains the coefficients of the partial
differential equations on the right-hand side for the spatial dis-
cretization point X, as described subsequently. U is not allowed
to be altered within the subroutine.

Function values to be evaluated in the case of TFLAG=3’ for initial
values of PDE’s.

When calling 'SYSFUN’, UX contains the coefficients of the first
derivatives of the solution of the partial differential equations for
the spatial discretization point X and the transition conditions.
UX is not allowed to be altered within the subroutine.

When calling ’'SYSFUN’, UXX contains the coefficients of the sec-
ond derivatives of the solution of the partial differential equations
for the spatial discretization point X and the transition conditions.
UXX is not allowed to be altered within the subroutine.
Function values to be evaluated in the case of TFLAG=2" for right-
hand side of PDE’s.

When calling ’SYSFUN’, V contains the coefficients of the coupled
differential algebraic equations on the right-hand side. V is not
allowed to be altered within the subroutine.

Function values to be evaluated in the case of IFLAG=5’ for initial
values of the coupled differential algebraic equations.

Function values to be evaluated in the case of TFLAG=4’ for right-
hand side of the coupled ODE’S.
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C(MAXPDE)

CX(MAXPDE)

FIT(MAXMEA)
G(MAXRES)

DG(MAXRES,
MAXPAR)

X

T
TAREA

LEFT

RIGHT

IFLAG

Array with boundary or transition values in case 'TFLAG=6" or
'TFLAG=7’. The vector has to contain the computed values of the
partial differential equations at an internal transition point X or
at an external boundary point, when leaving the subroutine.

Array with boundary or transition values in case of 'TFLAG=T7".
The vector must contain the computed values of the derivatives of
the differential equations for the spatial variable X at an internal
transition point X or at an external boundary point, when leaving
the subroutine.

Function values to be evaluated in the case of 'TFLAG=8’ for the
NMEA fitting conditions of the parameter estimation problem.

Function values to be evaluated in case of 'IFLAG=9’ for con-
straints in the parameter estimation problem.

Gradients of constraints with respect to parameters to be esti-
mated, dummy parameter.

Value of the spatial component X at an actual discretization point.

Time variable T.
Integer variable to inform the user about the actual area.

Logical to inform the user about the boundary location. The vari-
able is TRUE if and only if the actual X-value defines the left
boundary.

Logical to inform the user about the boundary location. The vari-
able TRUE if and only if the actual X-value defines the right
boundary.

Flag defining the desired type of calculation.
0 - Execution of SYSFUN before requiring function or gradient
values, e.g., for preparing common’s.

1 -Evaluate flux functions of PDE’s and store results in FLUX.
2 - Evaluate right-hand side of PDE’s and store results in UP.

3 - Evaluate initial values of PDE’s and store results in UO.
4 - Evaluate right-hand side of coupled ODE’s followed by coupled

algebraic equations and store results in VP.
5 - Evaluate initial values of coupled ODE’s followed by initial
values for algebraic equations and store results in V0.

6 - Evaluate transition functions for PDE’s.
7 - Evaluate transition derivatives for PDE’s.
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8 - Evaluate fitting criteria and store results in FIT.
9 - Evaluate constraints and store values in G.
11 - Evaluate the partial derivatives of flux functions subject to
U, UX and X and store results in FLUXU, FLUXUX,
and FLUXPX.
FLUX(MAXPDE) When calling SYSFUN, FLUX contains the cofficients of the flux
functions of the partial differential equations.

FLUXX(MAXPDE) When calling SYSFUN, FLUXX contains the coefficients of the
first derivatives of the flux functions.
FLUXUMAXPDE, Has to get the derivatives of the flux functions for U when calling
MAXPDE) the subroutine with ITFLAG=11".

FLUXUX(MAXPDE, Has to get the derivatives of the flux functions for UX when calling
MAXPDE) the subroutine with ITFLAG=11".

FLUXP(MAXPDE) Has to get the derivatives of the flux functions for PAR when
calling the subroutine with 'TFLAG=11".

If INTEG is set to 1, PDEFIT computes the integral

a

/ ’ u'(p, x,t)dx
m?_l

where j =1, ..., ny and ¢ = 1, ..., n,. The integral is evaluated by Simpson’s rule and
denoted by
SIMPSN(I,J)

in the PCOMP language. In case of a Fortran implementation of the model functions, the
same value can be retrieved from a public common block kept in the include file PDE-
FIT.INC, under the name AINTEG(I,J). Note that also access to the complete solution
array u'(p, ry,t) at the discretization points z;, is also possible. The corresponding array is
denoted by USOL(L,K). The time value is either a measurement value or an intermediate
value needed for generating plot data.

Example 9.5 (HEAT) We consider now Example 6.6 again, a simple heat conduction
model found in Schiesser [/20], where Fourier’s first law for heat conduction leads to the
equation

defined for 0 <t < 0.5 and 0 < x < 1. Boundary conditions are

u(0,t) = u(l,t) =0 (9.6)
for 0 <t < 0.5 and the initial values are

u(z,0) = sin (W—;) (9.7)
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for0 <z <1and0 < L <1. In addition, we are interested in the total amount of heat at
the surface x =0

ez (9.8)

with initial heat

Function v serves also as our fitting criterion. Then the corresponding Fortran code is to be
implemented as follows:

SUBROUTINE SYSFUN (NPAR,MAXPAR,NPDE,MAXPDE,NCPL,MAXCPL,
NMEA ,MAXMEA , NRES,MAXRES,PAR,U, U0, UX,
UXX,up,V,Vo0,VP,C,CX,FIT,G,DG,X,T,IAREA,
LEFT,RIGHT, IFLAG,FLUX,FLUXX,FLUXU,
FLUXUX, FLUXPX)
IMPLICIT DOUBLE PRECISION (A-H,0-Z)
DIMENSION PAR(MAXPAR) ,U(MAXPDE),UO(MAXPDE) ,UX(MAXPDE) ,
UXX (MAXPDE) , UP (MAXPDE) , V (MAXCPL) , VO (MAXCPL) ,
VP (MAXCPL) ,C(MAXPDE) ,CX (MAXPDE) ,FIT (MAXMEA) ,
G(MAXRES) ,DG (MAXRES,MAXPAR) ,
FLUX (MAXPDE) , FLUXX (MAXPDE) ,
FLUXU (MAXPDE,MAXPDE) , FLUXUX (MAXPDE ,MAXPDE) ,
FLUXPX (MAXPDE)

LOGICAL LEFT,RIGHT

DOUBLE PRECISION K,L

~N N NN N

NN N N N N

C
IF (IFLAG.EQ.O) RETURN
C
C  SET PARAMETERS
C
L = PAR(1)
K = PAR(2)
PI = 3.1415926535
C
C BRANCH W.R.T. IFLAG
C
GOTO (100,200,300,400,500,600,700,800,900,1000,1100) IFLAG
RETURN
C
C  EVALUATION OF FLUX FUNCTION
C
100 CONTINUE
RETURN
C
C RIGHT-HAND SIDE OF PDE’S
C

200 CONTINUE
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Q

Q

aQQ

Q

Q Q

Q Q

Q

C

C
C

UP(1) = UXX(1)
RETURN

INITIAL VALUES OF PDE’S

300 CONTINUE
U0(1) = DSIN(PI*X/L)

RIGHT-HAND SIDE OF ODE’S
400 CONTINUE
VP(1) = -K*xPI/L*DEXP(-(PI/L)**2x*T)
RETURN
INITIAL VALUES OF ODE’S
500 CONTINUE
VO(1) = KxL/PI
RETURN
BOUNDARY FUNCTIONS
600 CONTINUE
IF (LEFT) C(1)=0.0
IF (RIGHT) C(1)=0.0
RETURN
BOUNDARY GRADIENTS

700 CONTINUE
RETURN

FITTING CRITERIA
800 CONTINUE
FIT(1) = V(1)
RETURN

CONSTRAINTS

900 CONTINUE
RETURN

GRADIENTS OF CONSTRAINTS

1000 CONTINUE
RETURN

GRADIENTS OF FLUX FUNCTIONS

42



C
1100 CONTINUE
RETURN

END

Parameters to be estimated, are L and K. Measurements are simulated subject to L = 1,
K = 2 at the spatial coordinates 0, 0.1, 0.2, 0.3, 0.4, and 0.5. The corresponding input
file is the following one, where DFNLP is called for parameter estimation and RADAUS for
solving the discretized system of ordinary equations. Starting values for DFNLP are L = 2
and K = 3.

C:\EASYFIT\PROBLEMS\HEAT
HEAT 6

Heat conduction

One compartment

Test
18.01.1995
deg

mm

min

NPAR =
NPDE =
NPAE =
NCPL =
ICPL =
NCPB =
NRES =
NEQU =
NTIME
NFIT
IFIT
NPLOT
NOUT
DQUPOI
APRMET=
FLUX =
APRFLX= 0.0
OPTMET=
OPTP1 = 100
OPTP2 =
OPTP3 =
OPTE1 =
OPTE2 =
OPTE3 =
ODEP1 =
ODEP2 =
ODEP3 =

= OO0 ONF P, O RN

o
N
o

O O W+~

e

.OE-7
.0E-1
.0E+2

OO DR, P, N O
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ODEP4 = 0

ODEE1 = 1.0E-5

ODEE2 = 1.0E-5

ODEE3 = 1.0E-5

XSTART= 0.0

COMP1 1.0 11
1 1 0

L 0.0 2.0 10.0

K 0.0 3.0 10.0

SCALE = 0

0.0 0.636619 100.0

0.1 0.237273 100.0

0.2 8.84335E-2 100.0

0.3 3.29598E-2 100.0

0.4 1.22844E-2 100.0

0.5 4.57849E-3 100.0

INTEG = 0

ORDER = 2

NLPIP = 0

NLPMI = 0

NLPAC = 0.0

NBPC = 0

DENLP terminates after 22 steps with a residual of 0.22 - 1079, see Figure 9.6, which was
evaluated for a finer grid with 25 discretization points.

More examples how to formulate model functions and boundary conditions are found in
Dobmann and Schittkowski [117].
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data

0.7

0.6

0.5

0.4

0.3

0.2

0.1

0.1 015 02 025 03 035 04 045 0.5

0.05

Figure 9.5: Final Trajectory for Heat Conduction Problem

model function

Figure 9.6: Surface Plot for Heat Conduction Problem
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Chapter 10

Test Examples

The reason for attaching a comprehensive collection of test problems is to offer the possi-
bility to try out different discretization procedures, differential equation solvers, and data
fitting algorithms. The problems can be used for selecting a reference problem when trying
to implement own dynamical models, or to test the accuracy and efficiency of numerical
algorithms, for example for comparisons with other methods.

In many cases, parameter estimation problems are found in the literature or are based on
cooperation with people from other academic or industrial institutions. In many other cases,
however, differential equations are taken from research articles about numerical simulation
algorithms, and are adapted to construct a suitable data fitting test problem. Thus, some
model equations do not coincide exactly with those given in the corresponding references
and the numerical solution is sometimes different from the one found in the reference.

We summarize a few characteristic data and the application background of the test
problems that are available on the CD-ROM, from where further details can be retrieved.
Besides of problem name and some figures characterizing problem size, we present also
information how measurement data are obtained,

E - Experimental data from literature or private communication,
SO - simulation without error,

S05 - simulation with uniformly distributed error of 0.5 %,

S1 - simulation with uniformly distributed error of 1 %,

S5 - simulation with uniformly distributed error of 5 %,

S10 - simulation with uniformly distributed error of 10 %,

S50 - simulation with uniformly distributed error of 50 %,

N1 - simulation with normally distributed error, o = 1,

N5 - simulation with normally distributed error, o = 5,

X - comparison with exact solution,

ED - experimental design,

none - no experimental data set, for example least squares test problem.

The difference between simulated and experimental data is that exact parameter values are
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known in the first case. Besides of a large collection of problems with practical experimental
date, there are also a few others where the data are constructed, for instance in case of some
optimal control problems, or are determined more or less by hand. In many other situations,
the exact solution of the differential equation is known and used to simulate experimental
data. These test examples can be used to check the accuracy of discretization formulae or
ODE solvers.

Moreover, we show some references in the column headed by ref, from where further
details can be retrieved. Either the data fitting problem is described in detail, or at least the
mathematical background of the model is outlined. In case of an empty entry, the model is
provided by private communication and not published somewhere else, or a related reference
is unknown to the author.

To summarize, we offer test problems for the following model classes:

explicit model functions : 243
Laplace transforms : 10
steady state equations : 41
ordinary differential equations : 575
differential algebraic equations : 62
partial differential equations : 325
partial differential algebraic equations : 44
sum : 1,300




10.1 Explicit Model Functions

We proceed from r measurement sets of the form
(tivcyyl) i=1,. 0, j=1,.. e, k=1,....r

with [, time values, [. concentration values, and [ = [;[.r corresponding measured exper-
imental data. Moreover, we assume that [ weights wfj are given. However, weights can
become zero in cases when the corresponding measurement value is missing, if artificial data
are needed, or if plots are to be generated for functions for which experimental data do not
exist. Thus, the subsequent table contains the actual number [ < [ of terms taken into
account in the final least squares formulation.

Usually, we proceed from the Lo- or Euclidean norm to formulate a parameter estimation
problem of the form (2.16),

min Sy Yy Sy (wh(hu(p,tic;) — k)2
g;(p)=0, j=1,..,m,

pe€IR": _
g](p) Z 07 J :me_'_la“'amr )
PSP DPu s
where we assume that fitting criteria hy(p,¢,¢), k =1, ..., r, and constraints g;(p), j = 1, .. .,

m,., are continuously differentiable functions subject to p. The model function h(p,t,c) =
(hi(p,t,c), ..., h.(p,t,c))T does not depend on the solution of an additional dynamical sys-
tem and can be evaluated directly from a given parameter vector p that is to be estimated at
given time and concentration values t and c. All explicit test problems are listed in Table B.1.
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10.2 Laplace Transforms

Now we assume that the data fitting function is given in form of a vector-valued Laplace
transform H(p,s,c) € IR" depending on the parameter vector p to be fitted, the Laplace
variable s, and an optional so-called concentration parameter c. Let function h(p,t,c) be a
numerical approximation of the inverse Laplace transform of H(p, s, ¢), for instance computed

by the formula of Stehfest [190], separately for each component.

Proceeding now from [ = [,[.r E data (¢;, ¢;, yfj) and weights w

k
R

le,and k=1, ..., r, we get the parameter estimation problem

p e R":

General nonlinear constraints are not permitted in this case. Test problems defined by their

PSP <Py

Laplace transforms are listed in Table B.2.

Table B.2. Laplace Transforms

min Sy Yy Sy (W (hi(p, ti c;) — yk))?

i=1,..,0,7i=1,...,

name n I background ref data
CONCS 2 7  Test problem, only concentration values S5
DIFFUS_L 1 99 Linear diffusion with constant parameters S1
ELECNET 6 30 Electrical net S5
LKIN_L 3 26 Simple linear compartment model, Laplace formula- E
tion
LKIN_L3 2 78 Simple linear compartment model, three initial doses S5
PLASTER1 7 7 Pharmaceutic transdermal diffusion (plaster) [552], [194] E
PLASTER2 4 7 Pharmaceutic transdermal diffusion (plaster) [552], [194] E
PLASTER3 5 12 Plaster diffusion [552], [194] E
PLASTER4 2 12 Plaster diffusion [552], [194] E
TRAY 3 26 Marking tray hits E
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10.3 Steady State Equations

Again, it is supposed that r measurement sets of the form
(tivcpyyl) =10, j=1,.. e, k=1,....r

are given with [; time values, [. concentration values, and [ = [;/.r corresponding measured
E data. Moreover, we have weights wfj Weights can become zero in cases when the cor-
responding measurement value is missing, if artificial data are needed, or if plots are to be
generated for state variables for which E data do not exist. Thus, the subsequent table
contains the actual number [ < [ of terms taken into account in the final least squares
formulation.

Together with an arbitrary fitting criterion h(p, z,t, ¢), we get the parameter estimation

problem

min 22:1 Z?Zl Zéczl (wf](hk(p,Z(p,tz,cj),tz,cj) - y;c]))Q
9i(p) =0, j=1,..me,

pe€IR": .
gi(lp) >0, j=me+1,....,m, ,
PSP S Ppu -
We assume that fitting criteria hx(p, 2,t,¢), k = 1, ..., r, state variable z(p,t, ¢), and con-
straints ¢;(p), j =1, ..., m,, are continuously differentiable functions subject to p.

The state variable z(p, t,c) € IR™ is implicitly defined by the solution z of a system
s1(p,z,t,c) = 0,

Sm(p,z,t,c) = 0

of nonlinear equations. All steady state test problems are listed in Table B.3. Since none of
them possesses additional constraints, the corresponding figures m, and m, are omitted.

15



(penurjuoo)

€l Spuedi[ om) pue s103deddr omy Im Ppow wnuqimbe ssely 9T L STOI'TOHY
el oroxrdumb jo oamod quoweoedsiyq ¥ . FIOIIOHAY
c! AL UoyeInyes € G6 ¥ EIOI'TOHY
el spuesI] om) ‘103deodl dUO HIM 9AIND Juowede[dsy] ¢ 07 ¥ CIOTIOHAY
o pueSI[ ouo0 ‘109dedaI SUO0 M SAIND JUOWIR[dSI(] ¢  F& ¢ TIOITOHAY
as Apnys Surpuiq pueS-103dedanyy ¢ 0T ¥ 0TDITOHY
puesy
i ouo pue 103dedal ouo ‘OuelquoOW 103dedal U0 punodwod-fI¢ 9AIND UOIRINIRS ¢ €€ & IOTTOAY
1S Apnys Surpuiq pueSi-109desdy ¢ €1 ¥ 6TDITIDAY
1S Awouoxyse jo werqord Iesmg g 0¢ G VIgAad
GS (28] ‘[ezc] (pozireurion ‘oge)s-Apeajs) 101001 JUR) POLIIS MOJ-SNONUNIUO) g ¢ MISO VN
gs [rec] oje)s-Apea)s ut A1v)yeq YIS oSeys Moy 8 0% ¥ LSO TTININ
¢S [gog] ‘[161] UOSAXO 1M OURYIOW JO UOIIRPIXO [RIMIR] ¢  CI e ANVHILAN
¢S [£97] WNLIQIIMbo IoweI)o)-IoWIP-IOWOUoN | 9 C 1NOA LAN
¢s [c97] wWnIqmbe WUIP-OWOMO T 9 1 INOT AN
qs [€92] SOWIAZUD DAIJRIDOSSIP JO UOMIqIUU] [ (0€ & ZNHSSId
1S [80¢] ‘[co7] QINIXTUL J9JRM PUR [OURINGOST 10 sanjeroduro) jutod mso( ¢ 1% T INIOdMAJ
q [BLISYRUL DI}S9[9-00SIA JO UORRWLIO)S( (0 LET € INHOAHA
CI suomnios suture snoonbe ur LHIqnios gOY 10y Ppow JTA 0T ¥I ¢ I'10S 20D
Gs [821] YeISOWAYD © Jo oW} ooudpIsal feunyd ¢ 0T ¢ LVISINHHD
CI wa)sds wmuqmbs eorwey) o 07 ¢ NOT INAHD
1S Hd jo uorjouny se [eryuejod-oroz ‘[opouwl UOIYR[N[AI d3IeY) | 6 i% TOUVHD
I UOT)RUIULIO)OP JSIoM IR[NIS[OUIL 10] dSNJLINUIRIN ) T 11 ¢ THINAD
cl [¢dq UOHRIPUOOUOD [OURYID POO[T T Z€ € sTaoord
o uorjexordwod aoeyms yym uonpdiospy L QT 1 J90S9V
IDP Jou punosbyonq w ] U 2UDU

suorjenbyy oyerg Apearg g g 2)qnL

16



H A AEMAERBRA

HAAMAERBRA

soouR)S
-qNS O0M} JO UOIIRUIULIOIOP JYSIoM IR[NOD[OUL I0] SISA[RUR BIRP omiﬁéwofﬁw
QouR)S

-(NS 9UO I0J UOIJRUTULINIOP JYSIOM IR[NOS[OW I0J SISATRUR RJep 9FNJLIFUSIRII )
QUITIR[A}9OUTWRIAYAYJOWIP-N ‘N JO UOIIRIIT) OLIJOWOTIUS)O]

pxorry mydyns o) opixorp Inydms Jo Uoreprx()

UOI}0RAI 998)S APeIIG

uorjyenbo o[suIg

107do091 U0 PUuRSI] P[Od YIM OAIND Juomde[dsI(]

puegijorpel auo pue s103doddol om) ‘DAIND UOIRINRS

101dooo1 wogy punoduwod-H ¢ JO 9AIND Juauede[dsi(]

oAIMD JuoweoR[dsI(]

spue3I] om) pue 103doodl 9UO IIM [opow WNLIqImbe ssepy

spuesi|

pue s103dooor omg) ‘eourisqns ' YIm punodwod-HE ' JO 9AIND juowade[dsI(]
puesijorpel auo pue s103dodol om) ‘DAIND UOIRINRS

spuesI| om) ‘103dedal auo woly punodwod-H¢ JO 9AIMD JuetedR[dsI(]

spueS3i] om} ‘103dedaI ouo M [opOoul WNLII[INDbd sse

puesI ouo pur 103dodoI dUO YIHM [OPOUW WNLIGIINDS SSRI\

puesI ouo pue s103doddr 0M) YIM [OPOUW WNLIQIINDd SSe

;MmN MO M H o~ O Mo

14
06
0€

4é
0T
v
¢l
1T

G
0T
Lc
Vi

0¢

< N AN F 0™

cvdrIN

Ivarin
OILLVY.IILL
YNHJTNS
OVHY ™SS
NOAOHNIS
6DITOHY
8OITOHY
LOITOHAY
9OITOHY
¢OITOHY

POI'IDHY
EOI'TOHY
¢OI'TOHY
STOI'TOHY
LTDI'TOHY
9IOITOHY

punoubyonq

SO’DNO’DMM?I“

Sl Nt o < ©

2UWDU

17



10.4 Ordinary Differential Equations
As before, we proceed from r data sets of the form
(tivcjyl) i=1,. 0, j=1,.. e, k=1,...,1,

where [; time values, [. concentration values and [ = [;[.r corresponding measurement values
are given. Furthermore, we assume that [ weights wfj are defined. However, some of the
weights wfj can become zero in cases when the corresponding measurement value is missing,
if artificial data are needed, or if plots are to be generated for state variables for which E
data do not exist. Thus, the subsequent table contains the actual number [ <1 of terms
taken into account in the final least squares formulation.

The data fitting function h(p, y(p,t,c),t, c) depends on a concentration parameter ¢ and
in addition on the solution y(p, ¢, c) of a system of m coupled ordinary differential equations

with initial values ‘ 0

= Fl(p7y7tac) ) 3/1(0) :y1(PaC) )

Jm = Fulp.y.t.0) ., yn(0) = yp(p,c) .
Without loss of generality, we assume that, as in many real life situations, the initial time
is zero. The initial values of the differential equation system y?(p,c), ..., y%(p,c) may
depend on one or more of the system parameters to be estimated, and on the concentration
parameter c.

The resulting parameter estimation problem can be written in the form

min Zz:l Zitzl Zé’czl (wf](hk(pay(pa tiacj)atiacj) — yZ))Q
pERn‘ g](p):07 jzla“'ame )
gi(p) >0, j=m.+1,....,m, ,

PL<pP<Dpy .

Again we have to assume that model functions hy(p, y, ¢, c) and g;(p) are continuously differ-
entiable functions of p, k =1, ..., rand j =1, ..., m,, and that the solution y(p, t, ¢) is also
a smooth function of p. All test problems based on ordinary differential equations are listed
in Table B.4. We do not list additional information about switching points or boundary
values, for example.
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10.5 Differential Algebraic Equations

As before, we have r data sets (¢;, cj,yfj) with [ = [;l.r, and [ weights wfj Again, weights
can become zero in cases when the corresponding measurement value is missing, if artificial
data are needed, or if plots are to be generated for state variables for which E data do not
exist. The subsequent table contains the actual number [ < [ of terms taken into account in
the final least squares formulation.

The data fitting function h(p, y(p, t,c), z(p, t, c),t, c) depends on a concentration parame-
ter ¢ and in addition on the solution y(p, t, ¢) and z(p,t, c) of a system of my differential and
m, algebraic equations

Fl(payvz7tac) 9 yl(o) :y?(p7 C) )

ymd = Fmd(p,y,z,t,c) ’ ymd(o) = ygzd(pa C) )
0= Gilp,y,zt,c) , 2(0)=z

{1

—=o

O: Gma(p7y7z7t7c> ) Zma(O)IZSna(p,C) :

Without loss of generality, we assume that the initial time is zero. Now y(z,t, ¢) and z(x, t, ¢)
are solution vectors of a joint system of my +m, differential and algebraic equations (DAE).
The initial values of the differential equation system ¢{(p,c), ..., ypy, (p,¢) and 2{(p,c), ...,
z,(;a (p, ¢) may depend on one or more of the system parameters to be estimated, and on the
concentration parameter c.

The system of differential equations is called an index-1-problem or an index-1-DAE, if
the algebraic equations can be solved with respect to z, i.e., if the matrix

V.G(p,y, 2t c)

possesses full rank. In this case, consistent initial values are can be computed internally.
The resulting parameter estimation problems is
min Y-, S, 2?:1 (wh; (he(p,y(p, tis ¢5), 2(p, i ¢5) tic5) — yi))?
9i(p) =0, j=1..me,
9;(p) =0, j=m.+1,...,m, ,
PSP DPu -

p e R":

We assume that the model functions hy(p,y, 2, t, ¢) and g;(p) are continuously differentiable
functions of p, k=1, ..., rand j =1, ..., m,, and that the state variables y(p, ;, ¢;) and
z(p, t;, ¢;) are smooth solutions subject to p. All test problems based on differential algebraic
equations are listed in Table B.5, where constraint counts are omitted.
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10.6 Partial Differential Equations

Now we proceed from r data sets
(t’l?yzk) ’ izl)"'alta ]{3:1"“774 s

where [; time values and [ = [;r corresponding measurement values are defined. Moreover,
we assume that [ weights w? are given, which can become zero in cases when the corre-
sponding measurement value is missing, if artificial data are needed, or if plots are to be
generated for state variables for which E data do not exist. The subsequent table contains
the actual number [ < [ of terms taken into account in the final least squares formulation.
The additional independent model variable ¢ called concentration in the previous models, is
not taken into account for simplicity.

The system of partial differential equations under consideration is

ul = Fl(pauauxauxxavaxat) )
unp = an(pauauxauxmvaxat)
with state variable u = (ui, ..., u,,)". We denote the solution of the system of partial

differential equations by u(p, x,t) and v(p,t), since it depends on the time value ¢, the space
value x, and the actual parameter value p. v denotes the additional coupled differential
variable. To simplify the notation, flux functions are omitted.

Initial and boundary conditions may depend on the parameter vector to be estimated.
Since the starting time is assumed to be zero initial values, have the form

u(p, Z, 0) = U()(p, £L‘)

and are defined for all z € (z,xg). For both end points z;, and zr we allow Dirichlet or
Neumann boundary conditions

U(p, xL7t> = UL(p,’U,t> 9
U(p, $R7t) = uR(pavvt) )
uw(pa :L‘Int) = aL(pvvvt) )

Uz(p, TR, t) = aR(pa v, t)

for 0 <t < T, where T is the final integration time, for example the last E time value ¢;,. We
do not require the evaluation of all boundary functions. Instead, a user may omit some of
them depending upon the structure of the PDE model, for example whether second partial
derivatives exist in the right-hand side or not.

In addition, the partial differential equation may depend on the solution of a system of
ordinary differential equations v € IR" given in the form

bj = Gj(pa U(p, xja t)a u:v(pa xja t)a uzz(pa xja t)a v, t)
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for j = 1,...,n. where u(p,x,t) is the solution vector of the partial differential equation.
Here x; are any x-coordinate values where the corresponding ordinary differential equation
is coupled to the partial one. Some of these values may coincide. When discretizing the
system by the method of lines, they are rounded to the nearest neighboring grid point. The
corresponding initial values

v(p; 0) = vo(p)

may depend on the parameters to be estimated.

Each set of E data is assigned a spatial variable value x € (zp,zg), k=1, ..., 7, where r
denotes the total number of measurement sets. Some or all of the z;-values may coincide, if
different measurement sets are available at the same local position. Since partial differential
equations are discretized by the method of lines, the fitting points x; are rounded to the
nearest spatial grid point or line, respectively.

The resulting parameter estimation problems is

min 22:1 Zitzl (wf(hk(pau(pa xkati)auz(pa xkati)a
uzz(paxkati)av(pati)ati) - yf))2

peR": g;(p) =0, j=1,..,me ,
gi(p) >0, j=m.+1,..,m, ,
P <P <Py

It must be assumed that all model functions hy(p, u, ty, uys, v, t) and g;(p) are continuously
differentiable subject to p for k = 1,...,r and j = 1,...,m,, also the state variables and
their spatial derivatives u(p, z,t), u.(p, x,t), uz(p, x,t), and v(p,t).

All test problems of our collection based on time-dependent, one-dimensional partial
differential equations are listed in Table B.6. Not listed are the number of integration areas,
switching times, and structure of the boundary conditions. Equality constraints do not exist
in this case, and m, is therefore omitted.
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10.7 Partial Differential Algebraic Equations

Again we proceed from r data sets
(t’l?yzk) ) izl)"'alta ]{3:1"“774 s

where [; time values and [ = [;r corresponding measurement values are defined together
with [ weights w?. Some of the weights can become zero in cases when the corresponding
measurement value is missing, if artificial data are needed, or if plots are to be generated
for state variables for which E data do not exist. The subsequent table contains the actual
number < [ of terms taken into account in the final least squares formulation.

The system of partial differential algebraic equations under consideration is

= Fi(p,u, ty, Uy, v, x,t)
Uny, = Fo,(p,u, g, gy, v, 2,1)
0 = Fo+1(p,u, ug, gy, v,2,t)
0 = Foin(Dw, Uy, gy, v,2,1)
where ug = (u1, ..., up,)" and ug = (Upy41, - - -, Uny4n,)! are the differential and algebraic

state variables, u = (ug,u,)’. v € IR™ denotes the state variables belonging to the cou-
pled system of ordinary differential and algebraic equations. To simplify the notation, flux
functions are omitted.

Initial and boundary conditions may depend on the parameter vector to be estimated.
Since the starting time is assumed to be zero initial values have the form

u(p,x,()) = uO(pv l’) )

where u = (ug,u,)? is the combined vector of all differential and algebraic state variables.
For both end points x; and xr we allow Dirichlet or Neumann boundary conditions

u(p,zp,t) = ul(p,v,t) ,
u(p,zr,t) = ufi(p,v,t) ,
ug(p,xp,t) = al(p,v,t) ,
uy(p,rr,t) = af(p,v,t)

for 0 <t < T, where T' is the final integration time, for example the last E time value ¢,.
They may depend on the coupled ordinary differential and algebraic state variables. We do
not require the evaluation of all boundary functions. Instead, we omit some of them depend-
ing on the structure of the PDAE model, for example, whether second partial derivatives
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exist in the right-hand side or not. Moreover, arbitrary implicit boundary conditions can be
formulated in form of coupled algebraic equations.

However, we must treat initial and boundary conditions with more care. We have to
guarantee that at least the boundary and transition conditions satisfy the algebraic equations

0 = Fa(p,u(p,:cL,t),uz(p,:cL,t),um(p,xL,t),'U,xL,t) )
0 = Fa(pau(paxRat)au:v(paxRat)au:):x(paxRat>7UaxRat> .

If initial conditions for discretized algebraic equations are violated, that is if equation

O - Fd(p’ u(p?'T? O))“m(p? l’, 0)’U$Z(p7$7 O)7v(p7 0)"1‘7 0)

is inconsistent after inserting Dirichlet or Neumann boundary values and corresponding
approximations for spatial derivatives, the corresponding system of nonlinear equations is
solved internally proceeding from initial values given.

Each set of E data is assigned a spatial variable value zy € [z, xg], k=1, ..., 7, where r
denotes the total number of measurement sets. Some or all of the z;-values may coincide, if
different measurement sets are available at the same local position. Since partial differential
equations are discretized by the method of lines, the fitting points x; are rounded to the
nearest line.

The resulting parameter estimation problems is

min 22:1 Zitzl (wf(hk(pau(pa xkati)auz(pa xkati)a
uzz(paxkati)av(pati)ati) - yf))2

pEanI g](p):07 jzla“'amea
g](p)zoa j:me_'_la“'amra
PSP pu s

where v(p, t) is the solution vector of an optional system of n. coupled ordinary differential
and algebraic equations similar to the previous section. It is assumed that all model functions
hi(p, w, Uy, Uyy, v, t) and g;(p) are continuously differentiable subject to p for k =1, ..., r and
j=1,...,m,, and also the state variables and their spatial derivatives u(p,x,t), u,(p, z,t),
Uge(p, 7, 1), and v(p, ).

Test problems with one-dimensional partial differential algebraic equations are listed in
Table B.7. Not listed are the number of integration areas, switching times, and structure of
the boundary conditions. There are no equality constraints.

61



(penurjuoo)

uotsiod
X [107] -s1p pue Suruadea)s reauruou )im eIpew ul uolyesedord @.\6\5 0 0 1 C QF C TAVAM M
¢s [0¢] suorpenbe orexqase yim uoreoridde orweudpordoly 0 0 ¢ ¥ 0z € VNAQIA
(uoryenbo s103mg-soLIp
X [17c] op-Fomenioy]) oqny onse[d pa[[y-pmbiy e ur Sunededoxd soaepry 0 0 T & 0F € HINLVII
gs [6cC] oydornsejen dsno yym osindurt 9ADU-PIOYSIIY, () € 0 € 0y ¢ dSnoO
[rem o[qeaurIad-TuIas M aIny
18 [6ee] -t pmbrp Areulq JO SMOJ JULLIND-IOJUNOD d[(IssoIdwoout omJ, () 0 ¢ ¥ o0y 1 MOTALO
S [¢z] (otr)aduouonepfxo 0D 0 ¢ 0 & 89 € dAXO 0D
wmuqmbe oseyd
¢S [62¢]  yym suorperyueouod oserd pmy jo uorperedos JUOLIMO-IOIUNOY) () 0 I ¢ 08 ¥ 2YNDIND
¢S sugrsoa orydeISojewoIeyd I0] $199p j10dsuel], () 0 ¢ 6 e0¢ 8  NOHISHYHD
gS 98Ier OI1Y09[0 Topun Ijem [IIm Pafy refide) () 0 T ! €1 4 TIdVO
X [122] uonN[os AW )M wo[qold anfea Arepunog () 0 T 1 0T T ATdL dAY9
PLIS UOI}BAISSCO dSUDP
1S (6] ‘(uoryenbs nepue-smqzury) g UOSUSWIPOD YA WOMEdIYL (0 ¢ 0 ¢ 008 @ gouNAId
1S [6]  (uoryenbe nepue]-mqzury)) g UOISULUIIPOD YIM WOMEdIYL (0 ¢ 0 ¢ 081 € 1D4YNdAId
¢S [Lod] * [ozg] swesq pNWT 0 0 ¢ ¢ 06 € CINVAd
gs L0¢] ‘[ozg] ureaq poaIny - Q 0 ¢ (4 66 € TINVHA
18 [77] uoryernuiIo} juopuadop-ooeds ‘1010801 SUI[AYR0e Ie[NqN], 6 0 I 0T 02 ¢ 7 TALADV
0S [77] UOT}R[NULIO} Juapuadop-owr) ‘10308aI dUI[AY90€ Ie[qn], () 0 6 0T 08T ¢ I TALADV
gs [18¢] SYSIP UORIDOE URIID[ADI] UL SOAIND WNLIGIMDY [ewWIoY ], () 0 T € ¢t 1T A LHYODV
qs [18¢] SYSIP UOIDIDOE URLID[ADI] UL SOAIND WNLIGIMDS [ewLdy], () 0 7 9 0 T V ILHYOOV
gs 8] wd(0Id JIIILI( SNOIUIFOWOYUL IPIO PUOIDS () 0 T ! 0c ¢ ¢dId dN¢
as [¢87] woqOId JO[IPLI(J PIO PUodeg () 0 T ! 0c € THIA"ANCS
IDP Jou punoubyonq  ‘w  Cu Pu Pu ) U 2UWDU

suoryenbs] o1RIQES[Y [RIIULIOPL( [R1IIR] L g 219D

62



o wrea © JO SUOIYRIGIA JSI9ASURIY JO [0I3U0D AIepunog () 0 1 ¢ 9 9 INVAG GIA
gs WRaq Po.oAd[Ijues WLIojiun Wy, 0 0 € ¢ 0 ¢ INVHAINN
18 UOT}29s SUI[00D pUe JUIPed] [YIM 90RUWIN] [oUUN], () 0 I ¢ ¥T T TANNNL
gS UOOIIS Ut woIsngiq 0 0 I ¢ a0l 1T NODI'IIS
gS BIPOUW SNOIO0d UI MOJj UDAIIP-DINSSAI () 0 I € 9 € HYNSSHYd
GS SUO0I}09[0 PUR SUOL JO JUOWDAOW duil}-00edg () 0 ¢ ¥ 0z ¢ VINSV1d
X uonn[os 10exXe YNM Jy(dd PpIo ypmoy o[duig 0 I ¢ 9 4 ravad
X UILI9)-SUIS ST0dULFOWOYUT M HJ dToqered 0 0 I ¢ V8 T VNIS dvd
o 10Uy UURWINDN PO[[OIIUO0D PUR SUWIRIC 9IYF YIM JIOMIPN () Z 1 ¢ 00T OI ¢ LAN
1S 92 PRy DINDIN 0 6 ¢ 6T 0L ¢ 0"OINOIN
1S o2 PRy DADIN 0 0 ¢ 61 OIT € €OADIN
1S o2 PRy DADIN 0 0 ¢ 61 OIT € ¢OIOIN
ouou e P DAOIN 0 0 ¢ 6T 0¢ 0c¢ TOAON
gS UOTYR[SIP Juauodwod-my [ Vo€ 7 LSIA O
suojtjos aonpoid 03
0S [zzp] uorsiedsip pue SurtuodrIeys juolj SUDUR[RY ‘MO Iojem MO[[RUS () 0 I A 1 A
X 44l TOJI[OS dUO [[IIM UOIIN[OS J0eXd ‘UOIYRNDd SOLIA -0P-FomaI0y () 0 1 A A TAT
gS [LL1] UOTII9ATIOD POD.O) pue UOHRIPR.L M TOTONPUOD J8oH () 0 I ¢ 0T ¢ avyd LvdH
uon
GS -enbo oTeIqaS3[R PUR SUOIIOLIPSAI [ROTWRUAD UM UoIyenbs 1edf] 6 0 1 ¢ LT T M ILVAH
od A} uuewizyjog
auou [01G] -uejolg JOo WOIIPUOD AIRPUNO( IRSUIUOU M uoljenbo jeoy I T 0 T 0T ¢ 1IN ILVAH
od£) uwewizyjog
CI [01¢]  -wejelg Jo WONIPUOD ATRPUNO( TRIUIUOU )M Uolfenbo jedf () I 0 1 0or ¢ OIN LVHH
UOI)R[NULIOJ
GS XNy pue uoljenbo oreiqedre Yjm pojenurioj ‘uorpenbo jedfy () 0 1 ¢ LT T I ILVAH
GS uoryenbo orerqodre Yim pajenuLIoj ‘uoryenbo jeo () 0 1 A YA | V- ILVAH
<s [] uolsIyIp M wogsks Mo g 0 ¢ 0 ¢ 10T T JAJIAMOTI
q QUEBIQUIOW JR[J © IOAO I9AR] ATRPUNO( UOIJRIFUIIUO) () Z 0 T 02 T AN IVTA
DIDP Jou punoubyonq ‘w  Cu Pu Pu U WU

63



Bibliography

1]
2]

Abbott M.B., Minns A.W. (1998): Computational Hydraulics, Ashgate, Aldershot

Abel O., Helbig A., Marquardt W. (1997): Optimization approaches to control-integrated de-
sign of industrial batch reactors, Technical Report LPT-1997-20, Lehrstuhl fiir Prozesstech-
nik, RWTH Aachen

Adjerid S., Flaherty J.E. (1986): A moving finite element method with error estimation and
refinement for one-dimensional time dependent partial differential equations, STAM Journal
on Numerical Analysis, Vol. 23, 778-796

Ahmed N.U., Teo K.L. (1981): Optimal Control of Distributed Parameter Systems, Elsevier,
Amsterdam

Alonso A.A., Banga J.R., Balsa-Canto J.R. (2002): Model reduction of complex food pro-
cesses with applications in control and optimization, in: Computational Techniques in Food
Engineering, Editorial CIMNE-UPC, Universidad Politecnica de Cataluna, Barcelona, ISBN
84-95999-13-7, 155-169

Anderson D.H. (1983): Compartmental Modeling and Tracer Kinetics, Lecture Notes in
Biomathematics, Vol. 50, Springer, Berlin

Anderson E., Bai Z., Bischof C., Blackford S., Demmel J., Dongarra J., Du Croz J., Green-
baum A., Hammarling S., McKenney A., Sorensen D. (1999): LAPACK Users’ Guide, Third
Edition, STAM, Philadelphia

Andersson F., Olsson B. eds. (1985): Lake Gadsjon. An Acid Forest Lake and its Catchment,
Ecological Bulletins, Vol. 37, Stockholm

Argentine M., Coullet P. (1997): Chaotic nucleation of metastable domains, Physical Reviews
E, Vol. 56, 2359-2362

Ascher U.M., Mattheij R., Russel R. (1995): Numerical Solution of Boundary Value Problems,
SIAM, Philadelphia

Ascher U.M., Petzold L.R. (1998): Computer Methods for Ordinary Differential Equations
and Differential-Algebraic Equations, SIAM, Philadelphia



[12]

[13]

[20]

[21]

[22]

[23]

Ascher U., Ruuth S., Wettin B. (1995): Implicit-explicit methods for time-dependent partial
differential equations, SIAM Journal on Numerical Analysis, Vol. 32, 797-823

Atkinson A.C., Bogacka B. (2002): Compound and other optimum designs for systems of
non-linear differential equations arising in chemical kinetics, Chemometrics and Intelligent
Laboratory Systems, Vol. 61,17 - 33

Baake E., Schloeder J.P. (1992): Modelling the fast fluorescence rate of photosynthesis, Bul-
letin of Mathematical Biology, Vol. 54, 999-1021

Baily J.E. , Ollis D.F. (1986): Biochemical Engineering Fundamentals, McGraw Hill, New
York

Balsa-Canto E., Alonso A.A., Banga J.R. (2002): A novel, efficient and reliable method for
thermal process design and optimization. Part I: Theory, Journal of Food Engineering, Vol.
52, 227-234

Balsa-Canto E., Banga J.R., Alonso A.A., Vassiliadis V.S. (1998): Optimal control of dis-
tributed processes using restricted second order information, Report, Chemical Engineering
Lab., CSIC, University of Vigo, Spain

Balsa-Canto E., Banga J.R., Alonso A.A., Vassiliadis V.S. (2001): Dynamic optimization of
chemical and biochemical processes using restricted second-order information, Computers and
Chemical Engineering, Vol. 25, 539-546

Baltes M., Schneider R., Sturm C., Reuss M. (1994): Optimal experimental design for para-
meter estimation in unstructured growth models, Biotechnical Progress, Vol. 10, 480-488

Banga J.R., Singh R.P. (1994): Optimisation of air drying of foods, Journal of Food Engi-
neering, Vol. 23, 189-221

Banga J.R., Alonso A.A., Singh R.P. (1997): Stochastic dynamic optimization of batch and
semicontinuous bioprocesses, Biotechnology Progress, Vol. 13, 326-335

Banga J.R., Versyck K.J., Van Impe J.F. (2002): Computation of optimal identification
experiments for nonlinear dynamic process models: a stochastic global optimization apporoach,
Journal of Industrial Engineering and Chemical Research, Vol. 41, 2425-2430

Banks H.T., Crowley J.M., Kunisch K. (1983): Cubic spline approzimation techniques for
parameter estimation in distributed systems, IEEE Transactions on Automatic Control, Vol.

AC-28, No. 7, 773-786

Banks H.T, Kunisch K. (1989): Estimation Techniques for Distributed Parameter Systems,
Birkh&auser, Boston, Basel, Berlin

Bar M., Hegger R., Kantz H (1999): Fitting partial differential equations to space-time-
dynamics, Physical Reviews E, Vol. 59, 337-342



[26]

[27]
[28]

[29]

Bard Y. (1970): Conparison of gradient methods for the solution of nonlinear parameter
estimation problems, SIAM Journal on Numerical Analysis, Vol. 7, 157-186

Bard Y. (1974): Nonlinear Parameter Estimation, Academic Press, New York, London

Bartholomew-Biggs M.C. (1995): Implementing and using a FORTRAN 90 version of a
subroutine for non-linear least squares calculations, Report, NOC, Hatfield

Bauer 1., Bock H.G., Kérkel S., Schléder J. (2000): Numerical methods for optimum exper-
imental design in DAFE systems, Journal of Computational and Applied Mathematics, Vol.
120, 1-25

Baumeister J. (1987): Stable Solution of Inverse Problems, Vieweg, Braunschweig

Bazeze A., Bruch J.C., Sloss J.M. (1999): Numerical solution of the optimal boundary control
of transverse vibrations of a beam, Numerical Methods for Partial Differential Equations, Vol.
15, No. 5, 558-568

Beck J.V., Arnold K.J. (1977): Parameter Estimation in Engineering and Science, John
Wiley, New York

Bellman R.E., Kalaba R.E., Lockett J. (1966): Numerical Inversion of the Laplace Transform,
American Elsevier, New York

Belohlav Z., Zamostny P., Kluson P., Volf J. (1997): Application of a random-search al-
gorithm for regression analysis of catalytic hydrogenizations, Canadian Journal of Chemical
Engineering, Vol. 75, 735-742

Beltrami E. (1987): Mathematics for Dynamic Modeling, Academic Press, Orlando

Benecke C. (1993): Interne numerische Differentiation von gewdhnlichen Differentialgle-
ichungen, Diploma Thesis, Dept. of Mathematics, University of Bayreuth, Germany

Berzins M., Dew P.M. (1991): Algorithm 690: Chebyshev polynomial software for elliptic-
parabolic systems of PDEs, ACM Transacions on Mathematical Software, Vol. 17, No. 2,
178-206

Bethe H.A., Salpeter E.E. (1977): Quantum Mechanics of One- and Two-FElectron Atoms,
Plenum Press, New York

Bettenhausen D. (1996): Automatische Struktursuche fir Regler und Strecke, Fortschrit-
tberichte VDI, Reihe 8, Nr. 474, VDI, Diisseldorf

Betts J.T. (1997): Experience with a sparse nonlinear programming algorithm, in: Large
Scale Optimization with Applications, Part II: Optimal Design and Control, L.T. Biegler,
T.F. Coleman, A.R. Conn, F.N. Santos eds., Springer, Berlin

Biegler L.T., Damiano J.J., Blau G.E. (1986): Nonlinear parameter estimation: a case study
comparison, AIChE Journal, Vol. 32, No. 1, 29-45



[42]

[43]

[44]

[45]

[46]

[47]

[48]

[49]

[50]

[51]

[52]

Bird H.A., Milliken G.A. (1976): Estimable functions in the nonlinear model, Communica-
tions of Statistical Theory and Methods, Vol. 15, 513-540

Bird, R.B., Stewart W.E., Lightfoot E.N. (1960): Transport Phenomena, John Wiley, New
York

Birk J., Liepelt M., Schittkowski K., Vogel F. (1999): Computation of optimal feed rates and
operation intervals for turbular reactors, Journal of Process Control, Vol. 9, 325-336

Bischof C., Carle A., Corliss G., Griewank A., Hovland P. (1992): ADIFOR: Generating
derivative codes from Fortran programs, Scientific Programming, Vol. 1, No. 1, 11-29

Bitterlich S., Knabner P. (2003): Ezperimental design for outflow experiments based on a
multi-level identification method for material laws, Inverse Problems, Vol. 19, 1011-1030

Bjorck A. (1990): Least Squares Methods, Elsevier, Amsterdam

Black F., Scholes M. (1973): The pricing of options and corporate liabilities, Journal of
Political Economics, Vol. 81, 637-659

Blatt M., Schittkowski K. (2000): Optimal control of one-dimensional partial differential
algebraic equations with applications, Annals of Operations Research, Vol. 98, 45-64

Blom J.G., Zegeling P.A. (1994): Algorithm 731: A moving grid interface for systems of
one-dimensional time-dependent partial differential equations, ACM Transactions on Mathe-
matical Software, Vol. 20, No. 2, 194-214

Bock H.G. (1978): Numerical solution of nonlinear multipoint boundary value problems with
applications to optimal control, Zeitschrift fiir Angewandte Mathematik und Mechanik, Vol.
58, 407

Bock H.G. (1983): Recent advantages in parameter identification techniques for ODE, Pro-
ceedings of the International Workshop on Numerical Treatment of Inverse Problems in Dif-
ferential and Integral Equations, Birkhauser, Boston, Basel, Berlin 95-121

Bock H.G., Eich E., Schléder J.P. (1987): Numerical solution of constrained least squares
problems in differential-algebraic equations, Proceedings of the Fourth Seminar NUMDIFF-
4, Halle, Numerical Treatment of Differential Equations, Teubner-Texte zur Mathematik, Vol.
104, Teubner, Stuttgart

Boderke P., Schittkowski K., Wolf M., Merkle H.P. (2000): A mathematical model for diffusion
and concurrent metabolism in metabolically active tissue, Journal on Theoretical Biology, Vol.
204, No. 3, 393-407

Bojkov B., Hansel R., Luus R. (1993): Application of direct search optimization to optimal
control problems, Hungarian Journal of Industrial Chemistry, Vol. 21, 177-185

Borggaard J., Burns J. (1997): A PDE sensitivity method for optimal aerodynamic design,
Journal of Computational Physics, Vol. 136, No. 2, 366-384

4



[57]
[58]

[59]

[60]

[61]
[62]

[70]

[71]

[72]

Bossel H. (1992): Modellbildung und Simulation, Vieweg, Braunschweig

Box G.P., Hunter W.G., MacGregor J.F., Erjavec J. (1973): Some problems associated with
the analysis of multiresponse data, Technometrics, Vol. 15, 33-51

Box G.P., Hunter W.G., Hunter J.S. (1978): Statistics for Experimenters, John Wiley, New
York

Bryson A.E., Denham W.F., Dreyfus S.E. (1963): Optimal programming problems with in-
equality constraints, AIAA Journal, Vol. 1, No. 11, 2544-2550

Bryson A.E., Ho Y.C. (1975): Applied Optimal Control, Hemisphere, New York

Buchauer O., Hiltmann P., Kiehl M. (1992): Sensitivity analysis of initial-value problems with
applications to shooting techniques, DFG-SPP-Report No. 403, Mathematisches Institut, TU
Miinchen

Bulirsch R. (1971): Die Mehrzielmethode zur numerischen Ldésung von nichtlinearen
Randwertproblemen und Aufgaben der optimalen Steuerung, Technical Report, Carl-Cranz-
Gesellschaft, Oberpfaffenhofen

Bulirsch R., Kraft D. (1994): Computational Optimal Control, International Series of Nu-
merical Mathematics, Vol. 111, Birkhauser, Boston, Basel, Berlin

Butcher J.C. (1963): Coefficients for the Study of Runge-Kutta integration processes, Journal
of the Australian Mathematical Society, Vol. 3, 185-201

Butcher J.C. (1964): Integration processes based on Radau quadrature formulas, Mathematics
of Computations, Vol. 18, 233-244

Buwalda J.G., Ross G.J.S., Stribley D.B., Tinker P.B. (1982): The development of endomy-
corrhizal root systems, New Phytologist, Vol. 92, 391-399

Buzzi-Ferraris G., Facchi G., Forzetti P., Troncani E. (1984): Control optimization of tubular
catalytic decay, Industrial Engineering in Chemistry, Vol. 23, 126-131

Buzzi-Ferraris G., Morbidelli M., Forzetti P., Carra S. (1984): Deactivation of catalyst -
mathematical models for the control and optimization of reactors, International Chemical
Engineering, Vol. 24, 441-451

Bykov V., Yablonskii G., Kim V. (1978): On the simple model of kinetic self-oscillations in
catalitic reaction of CO oxidation, Doklady AN USSR, Vol. 242, 637-639

Byrne G.D., Hindmarsh A.C. (1987): Stiff ODE solvers: A review of current and coming
attractions, Journal of Computational Physics, Vol. 70, 1-62

Caassen N., Barber S.A. (1976): Simulation model for nutrient uptake from soil by a growing
plant root system, Agronomy Journal, Vol. 68, 961-964



[73]

[74]

[75]

[76]

[36]

[87]

[88]

Campbel J.H. (1976): Pyrolysis of subbituminous coal as it relates to in situ gasification,
Part 1: Gas evalution, Report UCRL-52035, Lawrence Livermore Lab., Livermore, USA

Campbell S.L., Marszalek W. (1996): The index of an infinite dimensional implicit system,
Mathematical Modelling of Systems, Vol. 1, No. 1, 1-25

Caracotsios M., Stewart W.E. (1985): Sensitivity analysis of initial value problems with mized
ODE’s and algebraic equations, Computers and Chemical Engineering, Vol. 9, 359-365

Caracotsios M., Stewart W.E. (1995): Sensitivity analysis of initial-boundary-value problems
with mized PDE’s and algebraic equations, Computers and Chemical Engineering, Vol. 19,
1019-1030

Carrasco E.F., Banga J.R. (1998): A hybrid method for the optimal control of chemical
processes, Report, Chemical Engineering Lab., CSIC, University of Vigo, Spain

Carasso C., Raviart P.-A., Serre D. eds. (1986): Nonlinear Hyperbolic Equations, Lecture
Notes in Mathematics, No. 1270, Springer, Berlin

Carasso C., Charrier P., Hanouzet B., Joly J.-L. (1989): Nonlinear Hyperbolic Equations,
Lecture Notes in Mathematics, No. 1402, Springer, Berlin

Carver M.B. (1978): Efficient integration over discontinuities in ordinary differential equation
stmulations, Mathematics of Computer Simulations, Vol. 20, 190-196

Cash J.R., Karp A.H. (1990): A variable order Runge-Kutta method for Initial values: prob-
lems with rapidly varying right-hand sides, ACM Transactions on Mathematical Software,
Vol. 16, No. 3, 201-222

Chakravarthy S.R., Osher S. (1984): High resolution schemes and the entropy condition,
SIAM Journal on Numerical Analysis, Vol. 21, No. 5, 955-984

Chakravarthy S.R., Osher S. (1984): Very high order accurate TVD schemes, ICASE Report
No. 84-44

Chakravarthy S.R., Osher S. (1985): Computing with high-resolution upwind schemes for
hyperbolic equations, Lectures in Applied Mathematics, Vol. 22, 57-86, Springer, Berlin

Chang K.S. (1978): Second-order computational methods for distributed parameter optimal
control problems, in: Distributed Parameter Systems, W.H. Ray, D.G. Lainiotis eds., Marcel
Dekker, New York, Basel, 47-134

Chartres B.A., Stepleman R.S. (1976): Convergence of linear multistep methods for differen-
tial equations with discontinuities, Numerische Mathematik, Vol. 27, 1-10

Chemburkar R.M., Morbidelli M., Varma A. (1986): Parametric sensitivity of a CSTR,
Chemical Engineering Science, Vol. 41, 1647

Chen J. (1991): Abkiihlungsvorginge von Stahlplatten mit Spritzwasserbeaufschlagung, Um-
formtechnische Schriften, Vol. 30



[97]
[98]

[99]

[100]

[101]

[102]

[103]

[104]

105

Chen G., Mills W.H. (1981): Finite elements and terminal penalization for quadratic cost op-
timal control problems governed by ordinary differential equations, STAM Journal on Control
and Optimization, Vol. 19, 744-764

Cherruault Y. (1986): Ezplicit and numerical methods for finding optimal therapeutics,
Mathematical Modelling, Vol. 7, 173-183

Chicone C. (1999): Ordinary Differential Equations with Applications, Springer, New York

Chudej K., Petzet V., Scherdel S., Pesch H.J., Schittkowski K., Heidebrecht P., Sundmacher
K. (2003): Numerical simulation of a 1D model of a molten carbonate fuel cell, PAMM-
Proceedings of Applied Mathematics and Mechanics, Vol. 3, 521-522

Clark C. (1976): Mathematical Bioeconomics, Wiley-Intersciences, New York
Collatz L. (1960): The Numerical Treatment of Differential Equations, Springer, Berlin
Collin R.E. (1991): Field Theory of Guided Waves, IEEE Press, New York

Colombeau J.F., Le Roux (1986): Numerical techniques in elastoplasticity, in: Nonlinear
Hyperbolic Problems, C. Carasso, P.-A. Raviart, D. Serre eds., Lecture Notes in Mathematics,
No. 1270, Springer, Berlin

Crank J. (1970): The Mathematics of Diffusion, Oxford at the Clarendon Press

Cunge J.A., Holly F.M. (1980): Practical Aspects of Computational River Hydraulics, Pitman,
Boston

Cuthrell J.E., Biegler L.T. (1989): Simultaneous optimization nad solution methods for batch
reactor control profiles, Computational Chemical Engineering, Vol. 13, 49-62

Dahlquist G., Edsberg L., Skdllermo G., Soderlind G. (1982): Are the numerical methods
and software satisfactory for chemical kinetics?, in: Numerical Integration of Differential
Equations and Large Linear Systems, J. Hinze ed., Springer, Berlin

Daniel C., Wood F.S. (1980): Fitting Equations to Data, John Wiley, New York

Davidian M., Giltinan D.M. (1995): Nonlinear Models for Repeated Measurement Data, Chap-
man and Hall, London

Davis H.T. (1962): Introduction to Nonlinear Differential and Integral Equations, Dover

de Saint-Venant, B. (1871): Théorie du movement non-permanent des eauz avec application
aux crues des riviéres et a l'introduction des marées dans leur lit, Comptes Rendus Academie
des Sciences, Vol. 73, 148-154

Denbigh K.G. (1958): Optimum temperature sequence in reactors, Chemical Engineering
Sciences, Vol. 8, 125-132



[106]

[107]

[108]

[109]

[110]

[111]

[112]

[113]

[114]

[115]

[116]

[117)

[118]

Dennis J.E.jr. (1973): Some computational technique for the nonlinear least squares problem,
in: Numerical Solution of Systems of Nonlinear Algebraic Equations, G.D. Byrne, C.A. Hall
eds., Academic Press, New York, London

Dennis J.E.jr. (1977): Nonlinear least squares, in: The State of the Art in Numerical Analysis,
D. Jacobs ed., Academic Press, New York, London

Dennis J.E.jr., Gay D.M., Welsch R.E. (1981): Algorithm 573: NL2SOL-An adaptive non-
linear least-squares algorithm, ACM Transactions on Mathematical Software, Vol. 7, No. 3,
348-368

Dennis J.E.jr., Gay D.M., Welsch R.E. (1981): Algorithm 573: NL2SOL-An adaptive non-
linear least-squares algorithm, ACM Transactions on Mathematical Software, Vol. 7, No. 3,
369-383

Dennis J.E.jr., Heinkenschloss M., Vicente L.N. (1998): Trust-region interior-point SQP al-
gorithm for a class of nonlinear programming problems, SIAM Journal on Control, Vol. 36,
No. 5, 1750-1794

Deuflhard P. (1979): A stepsize control for continuation methods with special applications to
multiple shooting techniques, Numerische Mathematik, Vol. 33, 115-146

Deuflhard P., Apostolescu V. (1977): An underrelazed Gaujf$-Newton method for equality con-
strained nonlinear least squares, Proceedings of the IFIP Conference on Optimization Tech-
niques, Part 2, A.V. Balakrishnan, Thoma M. eds., Lecture Notes in Control and Information
Sciences, Vol. 7, 22-32, Springer, Berlin

Diener 1. (1986): Trajectory nets connecting all critical points of a smooth function, Mathe-
matical Programming, Vol. 36, 340-352

Dietrich E.E., Eigenberger G. (1996): Compact finite difference methods for the solution
of chemical engineering problems, in: Scientific Computing in Chemical Engineering, Keil,
Mackens, Voss, Werther eds., Springer, Berlin

Dobmann M., Liepelt M., Schittkowski K. (1995): Algorithm 746: PCOMP: A Fortran code
for automatic differentiation, ACM Transactions on Mathematical Software, Vol. 21, No. 3,
233-266

Dobmann M., Liepelt M., Schittkowski K., Trafil C. (1995): PCOMP: A Fortran code for au-
tomatic differentiation, language description and user’s guide, Report, Dept. of Mathematics,
University of Bayreuth, Germany

Dobmann M., Schittkowski K. (1995): PDEFIT: A Fortran code for constrained parameter
estimation in partial differential equations, - user’s guide -, Report, Dept. of Mathematics,
University of Bayreuth, Germany

Dolan E.D., Moré J. (2001): Benchmarking optimization software with COPS, Technical
Report ANL/MCS-246, Argonne National Laboratory, Mathematics and Computer Science
Division, Argonne, Illinois



[119]

[120]

[121]

[122]

[123]

[124]

[125]

[126]

[127]

[128]

[129]

[130]

[131]

[132]

[133]

Donaldson J.R., Schnabel R.B. (1987): Computational experience with confidence regions and
confidence intervals for nonlinear least squares, Technometrics, Vol. 29, 67-82

Donat R., Marquina A. (1996): Capturing shock reflections: An improved flux formula, Jour-
nal on Computational Physics, Vol. 25, 42-58

Donea J., Huerta A. (2003): Finite Element Methods for Flow Problems, Wiley

Dormand J.R., Prince P.J. (1981): High order embedded Runge-Kutta formulae, Journal on
Computational Applied Mathematics, Vol. 7, 67-75

Dorondicyn A.A. (1947): Asymptotic solution of the van der Pol equation, Prikl. Mat. i Meh.,
Vol. 11, 313-328, Translations AMS Ser. 1, Vol. 4, 1-23

Draper N.R., Smith H. (1981): Applied Regression Analysis, John Wiley, New York

DuChateau P. (1995): An introduction to inverse problems in partial differential equations
for engineers, physicists, and mathematicians, a tutorial, in: Proceedings of the Workshop
on Parameter Identification and Inverse Problems in Hydrology, Geology, and Ecology, J.
Gottlieb, P. DuChateau eds., Kluwer Academic Publishers, Dordrecht, Boston, London 3 -
50

Dunn I.J., Heinzle E., Ingham J., Prenosil J.E. (1992): Biological Reaction Engineering,
VCH, Weinheim

Dwyer H.A., Sanders B.R. (1978): Numerical modeling of unsteady flame propagation, Acta
Astronautica, Vol. 5, 1171-1184

Edgar T.F., Himmelblau D.M. (1988): Optimization of Chemical Processes, McGraw Hill,
New York

Edgar T.F., Lapidus L. (1972): The computation of optimal singular bang-bang control II.
Nonlinear systems, AIChE Journal, Vol. 18, 780-785

Edsberg L., Wedin P.A. (1995): Numerical tools for parameter estimation in ODE-systems,
Optimization Methods and Software, Vol. 6, 193-218

Ehrig R., Nowak U., Oeverdieck L., Deuflhard P. (1999): Advanced extrapolation methods for
large scale differential algebraic problems, in: High Performance Scientific and Engineering
Computing, H.-J. Bungartz, F. Durst, and Chr. Zenger (eds.), Lecture Notes in Computa-
tional Science and Engineering, Springer, Vol. 8, 233-244

Eich-Soellner E., Fiihrer C. (1998): Numerical Methods in Multibody Dynamics, Teubner,
Stuttgart

Eigenberger G., Butt J.B. (1976): A modified Crank-Nocolson technique with non-equidistant
space steps, Chemical Engineering Sciences, Vol. 31, 681-691



[134]

[135]

[136]

[137]

[138]
[139]

[140]

[141]

[142]

[143]

[144]

[145]

[146]

[147)

Ekeland K., Owren B., Oines E. (1998): Stiffness detection and estimation of dominant
spectra with explicit Runge-Kutta methods, ACM Transaction on Mathematical Software,
Vol. 24, No. 4, 368-382

Elezgaray J., Arneodo A. (1992): Crisis induced intermittent bursting in reaction-diffusion
chemical systems, Physical Reviews Letters, Vol. 68, 714-717

Ellison D. (1981): Efficient automatic integration of ODEs with discontinuities, Mathematics
of Computational Simulations, Vol. 23, 12-20

Elnagar G.N., Kazemi M.A. (1998): Pseudospectral Chebyshev optimal control of constrained
nonlinear dynamical systems, Computational Optimization and Applications, Vol. 11, No. 2,
195-213

Endrenyi, L. ed. (1981): Kinetic Data Analysis, Plenum Press, New York

Engleborghs K., Lust K., Roose D. (1999): Direct computation of periodic doubling bifurca-
tion points of large-scale systems of ODE’s using a Newton-Picard method, IMA Journal of
Numerical Analysis, Vol. 19, 525-547

Engquist, B. (1986): Computation of oscillatory solutions to partial differential equations, in:
C. Carasso, P.-A. Raviart, D. Serre eds., Nonlinear Hyperbolic Problems, Lecture Notes in
Mathematics, No. 1270, Springer, Berlin

Enright W.H., Hull T.E. (1976): Comparing numerical methods for the solution of stiff sys-
tems of ODFEs arising in chemistry, in: Numerical Methods for Differential Systems, L.
Lapidus, W.E. Schiesser eds., Academic Press, New York, 45-66

Farnia K. (1976): Computer-assisted experimental and analytical study of time/temperature-
dependent thermal properties of the aluminium alloy 2024-T351, Ph.D. Thesis, Dept. of Me-
chanical Engineering, Michigan State University

Fathi H., Schittkowski K., Hamielec A.E. (2004): Dynamic modelling of living anionic solu-
tion polymerization of styrene/butadiene/divinyl benzene in a continuous stirred tank reactor
train, Polymer-Plastics Technology and Engineering Vol. 43, No. 3, 571-613

Fedkiw R.P., Merriman B., Donat R., Osher S. (1996): The penultimate scheme for systems of
conservation laws: Finite difference ENO with marquina’s flux splitting, UCLA CAM Report
No. 96-18, Dept. of Mathematics, University of California at Los-Angeles

Feldman H.A. (1972): Mathematical theory of complex ligand-binding systems at equilibrium.:
Some methods for parameter fitting, Analytical Biochemistry, Vol. 48, 317-338

Fedorov V.V. (1972): Theory of Optimal Experiments, Academic Press, New York

Fermi E., Ulam S., Pasta J. (1974): Studies of nonlinear problems I, in: Nonlinear Wave
Motion, Lectures on Applied Mathematics, AMS, Vol. 15, 143-155

10



[148]

[149]

[150]

[151]

[152]

[153]

[154]

[155]

[156]

[157]

[158]
[159]

[160]

[161]

[162]

Findeisen R., Allgéwer F. (2000): A nonlinear model predictive control scheme for the sta-
bilization of setpoint families, Journal A, Benelux Quarterly Journal on Automatic Control,
Vol. 41, 187-192

Fischer H. (1991): Special problems in automatic differentiation, in: Automatic Differentia-
tion of Algorithms: Theory, Implementation and Application, A. Griewank, G. Corliss eds.,
SIAM, Philadelphia

Fischer P. (1996): Modellierung und Simulation der Ammonium- und Nitrat-Dynamik in
strukturierten Waldboden under besonderer Berucksichtigung eines dynamischen, hierarchis-
chen Wurzelsystems, Diploma Thesis, Dept. of Mathematics, University of Bayreuth, Ger-
many

Flaherty J.E., Moore P.K. (1995): Integrated space-time adaptive hp-refinement methods for
parabolic methods, Applied Numerical Mathematics, Vol. 16, 317-341

Fogler H.S. (1974): Elements of Chemical Kinetics and Reactor Calculations, Prentice Hall,
Englewood Cliffs, NJ

Fraley C. (1988): Software performance on nonlinear least-squares problems, Technical Report
SOL 88-17, Dept. of Operations Research, Stanford University, Stanford, CA 94305-4022,
USA

Frias J.M., Oliveira J.C, Schittkowski K. (2001): Modelling of maltodextrin DE12 drying
process in a convection oven, Applied Mathematical Modelling, Vol. 24, 449-462

Friedman A., McLead B. (1986): Blow-up of solutions of nonlinear degenerate parabolic
equations, Archive for Rational Mechanics and Analysis, Vol. 96, 55-80

Fu P.-C, Barford J.P. (1993): Non-singular optimal control for fed-batch fermentation pro-
cesses with a differential-algebraic system model, Journal on Process Control, Vol. 3, No. 4,
211-218

Fihrer C. (1988): Differential-algebraische — Gleichungssysteme in  mechanischen
Mehrkdrpersystemen:  Theorie, numerische Ansdtze und Anwendungen, Dissertation,
Technical University of Munich

Fiihrer C., Leimkuhler B. (1991): Numerical solution of differential-algebraic equations for
constrained mechanical motion, Numerische Mathematik, Vol. 59, 55-69

Fujita H. (1975): Foundations of Ultracentrifugical Analysis, John Wiley, New York

Galer A.M., Crout N.M.J., Beresford N.A., Howard B.J., Mayes R.W., Barnett C.L., Eayres
H., Lamb C.S. (1993): Dynamic radiocaesium distribution in sheep: measurement and mod-
elling, Journal of Environmental Radiology, Vol. 20, 35-48

Gallant A.R. (1975): Nonlinear Regression, American Statistics, Vol. 29, No. 2, 73-81

Gallant A.R. (1987): Nonlinear Statistical Models, John Wiley, New York

11



163]

[164]

[165]

[166]

167]

[168]

[169]

[170]

[171]

[172]

[173]

[174]

[175]

176

[177]

Ganzha V.G., Vorozhtsov E.V. (1996): Numerical Solutions for Partial Differential Equa-
tions, CRC Press, Boca Raton, New York, London, Tokyo

Gear C.W. (1990): Differential-algebraic equations, indices, and integral algebraic-equations,
SIAM Journal on Numerical Analysis, Vol. 27, 1527-1534

Gear C.W., Osterby O. (1984): Solving ordinary differential equations with discontinuities,
ACM Transactions on Mathematical Software, Vol. 10, 23-44

Geisler J.(1999): Dynamische Gebietszerlegung fir Optimalsteuerungsprobleme auf vernetzten
Gebieten unter Verwendung von Mehrgitterverfahren, Diploma Thesis, Dept. of Mathematics,
University of Bayreuth, Germany

Gelmi C., Perez-Correa R., Agosin E. (2003): Modelling gibberella fujikuroi growth and GA3
production in solid state fermentation, Report, Department of Chemical and Bioprocess En-
gineering, Pontificia Universidad Catolica de Chile, Casilla 306, Santiago 22, Chile

Gibaldi M., Perrier D. (1982): Phamacokinetics, Marcel Dekker, New York, Basel

Gill P.E., Murray W. (1978): Algorithms for the solution of the non-linear least-squares
problem, STAM Journal on Numerical Analysis, Vol. 15, 977-992

Gill P.E., Murray W., Wright M.H. (1981): Practical Optimization, Academic Press, New
York, London

Gill P.E., Murray W., Saunders M., Wright M.H. (1983): User’s Guide for SQL/NPSOL:
A Fortran package for nonlinear programming, Report SOL 83-12, Dept. of Operations Re-
search, Standford University, California

Gill P.E., Petzold L., Rosen J.B., Jay L.O., Park K. (1997): Numerical optimal control of
parabolic PDEs using DASOPT, in: L. T. Biegler, T. F. Coleman, A. R. Conn and F. N.
Santosa (eds.), Large Scale Optimization with Applications, Part II: Optimal Design and
Control, IMA Volumes in Mathematics and its Applications, Volume 93, 271-300, Springer
Verlag, Berlin, Heidelberg and New York

Godfrey K.R., DiStefano J.J. (1985): Identifiability of model parameters, in: IFAC Identifi-
cation and System Parameter Estimation, P. Joung ed., Pergamon Press, Oxford, 89-114

Goh C.J., Teo K.L. (1988): Control parametrization: A unified approach to optimal control
problems with general constraints, Automatica, Vol. 24, 3-18

Gonzales-Concepcion C., Pestano-Gabino C. (1999): Approzimated solutions in rational form
for systems of differential equations, Numerical Algorithms, Vol. 21, 185-203

Goodman M.R. (1974): Study Notes in System Dynamics, Wright-Allen Press, Cambridge
MA.

Goodson R.E., Polis M.P. (1978): Identification of parameters in distributed systems, in:
Distributed Parameter Systems, W.H. Ray, D.G. Lainiotis eds., Marcel Dekker, New York,
Basel, 47-134

12



178

[179]

[180]
[181]
[182]
[183]

[184]

[185]

[186]

[187]

[188]

[189]

[190]

[191]

[192]

193]

Goodwin G.C., Payne R .L. (1977) Dynamic System Identification: Experiment Design and
Data Analysis, Academic Press, New York

Gorfine M., Freedman L., Shahaf G., Mehr R. (2003): Mazimum likelihood ratio test in
complexr models: An application to B lymphocyte development, Bulletin of Mathematical
Biology, Vol. 65, 1131-1139

Gottwald B.A., Wanner G. (1981): A reliable Rosenbrock integrator for stiff differential equa-
tions, Computing, Vol. 26, No.2, 355-360

Graf W.H. (1998): Fluvial Hydraulics, John Wiley, Chichester

Granvilliers L., Cruz J., Barahona P. (2000): Parameter estimation using interval computa-
tions, Report, Laboratoire d’ Informatique, Universite de Nantes, B.P. 92208, F-44322 Nantes
Cedex 3, France

Gray P, Scott S.K. (1990): Chemical Oscillations and Instabilities, Clarenden Press

Griewank A., Corliss G. (eds.) (1991): Automatic Differentiation of Algorithms: Theory,
Implementation and Application, SIAM, Philadelphia

Griewank A., Juedes D., Srinivasan J. (1991): ADOL-C: A package for the automatic dif-
ferentiation of algorithms written in C/C++, Preprint MCS-P180-1190, Mathematics and
Computer Science Division, Argonne National Laboratory, Argonne, USA

Griewank A. (1989): On automatic differentiation, in: Mathematical Programming: Re-
cent Developments and Applications, M. Iri, K. Tanabe eds., Kluwer Academic Publishers,
Dordrecht, Boston, London, 83-107

Groch A.G. (1990): Autmatic control of laminar flow cooling in continuous and reversing hot
strip mills, Iron and Steel Engineer, 16-20

Gronwall T.H. (1919): Note on the derivatives with respect to a parameter of the solutions of
a system of differential equations, Annals of Mathematics, Vol. 20, 292-296

Guckenheimer J., Holmes P. (1986): Nonlinear Oscillations, Dynamical Systems, and Bifur-
cations of Vector Fields, Springer, New York

Gugat M., Leugering G., Schittkowski K., Schmidt E.J.P.G. (2001): Modelling, stabilization
and control of flow in networks of open channels, in: Online Optimization of Large Scale
Systems, M. Grotschel, S.O. Krumke, J. Rambau eds., Springer, Berlin, 251-270

Gupta Y.P. (1995): Bracketing method for on-line solution for low-dimensional nonlinear
algebraic equations, Industrial Engineering and Chemical Research, Vol. 34, 536-544

Guy R.H., Hadgraft J. (1988): Physicochemical aspects of percutaneous penetration and its
enhancement, Pharmaceutical Research, Vol. 5, No. 12, 753-758

Haase G. (1990): Dynamische Simulation einer Destillationskolonne und Entwurf einer
Regelung, Diploma Thesis, Berufsakademie Mannheim

13



[194]

[195]
[196]

[197]

[198]

[199]

200]

[201]

[202]

203]

[204]

[205]

206]

207]

208]

209

Hadgraft J. (1979): The epidermal reservoir, a theoretical approach, International Journal of
Pharmaceutics, Vol. 2, 265-274

Hahn H. (1921): Theorie der reellen Funktionen, Springer, Berlin

Hairer E., Lubich C., Roche M. (1989): The Numerical Solution of Differential-Algebraic
Systems by Runge-Kutta Methods, Lecture Notes in Mathematics, Vol. 1409, Springer, Berlin

Hairer E., Ngrsett S.P., Wanner G. (1993): Solving Ordinary Differential Equations I: Nonstiff
Problems, Springer Series Computational Mathematics, Vol. 8, Springer, Berlin

Hairer E., Stoffer D. (1997): Rerversible long term integration with variable step sizes, STAM
Journal on Scientific Computing, Vol. 10, 257-269

Hairer E., Wanner G. (1991): Solving Ordinary Differential Equations II. Stiff and
Differential-Algebraic Problems, Springer Series Computational Mathematics, Vol. 14,
Springer, Berlin

Hald J., Madsen K. (1981): Combined LP and quasi-Newton methods for minmax optimiza-
tion, Mathematical Programming, Vol. 20, 49-62

Hamdi S., Gottlieb J.J., Hanson J.S. (2001): Numerical solutions of the equal width wave
equation using an adaptive method of lines, in: Adaptive Methods of Lines, A. Vande Wouwer,
Ph. Saucec Ph., W. Schiesser eds., Chapman and Hall/CRC, Boca Raton

Han S.-P. (1976): Superlinearly convergent variable metric algorithms for general nonlinear
programming problems Mathematical Programming, Vol. 11, 263-282

Han S.-P. (1977): A globally convergent method for nonlinear programming Journal of Opti-
mization Theory and Applications, Vol. 22, 297-309

Hanson R.J., Frogh F.T. (1992): A quadratic-tensor model algorithm for nonlinear least-
squares problems with linear constraints, ACM Transactions on Mathematical Software, Vol.
18, No. 2, 115-133

Hao D.N., Reinhardt H.-J. (1998): Gradient methods for inverse heat conduction problems,
in: Inverse Problems in Engineering, Vol. 6, No. 3, 177-211

Harten A., Engquist B., Osher S., Chakravarthy S.R. (1987): Uniformly high order accurate
essentially non-oscillatory schemes, III, Journal on Computational Physics, Vol. 71, 231-303

Harten A. (1989): ENO schemes with subcell resolution, Journal on Computational Physics,
Vol. 83, 148-184

Hartwanger C. (1996): Optimierung von Antennenhérnern im Satellitenbau, Diploma Thesis,
Dept. of Mathematics, University of Bayreuth, Germany

Hartwanger C., Schittkowski K., Wolf H. (2000): Computer aided optimal design of horn
radiators for satellite communication, Engineering Optimization, Vol. 33, 221-244

14



[210]

[211]

[212]

[213]

[214]

[215]

[216]

[217)

[218]

[219]

[220]

[221]

[222]

[223]

[224]

[225]

Haug E.J. (1989): Computer-aided Kinematics and Dynamics of Mechanical Systems, Allyn
and Bacon

Hayashi H. (1989): Drying technologies of foods-their history and future, Drying Technology,
Vol. 7, 315-369

Hayes B.T., Lefloch P.G. (1998): Nonclassical shocks and kinetic relations: finite difference
schemes, SIAM Journal on Numerical Analysis, Vol. 35, No. 6, 2169-2194

Hearn A.C. (1978): Reduce user’s manual. Version 3.3, Rand Publication CP78, Santa Mon-
ica, USA

Hedrich C. (1996): Modellierung, Simulation und Parameterschatzung von Kihlprozessen in
Walzstrafsen, Diploma Thesis, Dept. of Mathematics, University of Bayreuth, Germany

Heidebrecht P., Sundmacher K. (2003): Molten carbonate fuel cell (MCFC) with internal
reforming: Model-based analysis of cell dynamics, Chemical Engineering Sciences, Vol. 58,
1029-1036

Heim A. (1998): Modellierung, Simulation und optimale Bahnplanung von Industrierobotern,
Dissertation, Dept. of Mathematics, Technical University of Munich

Heinzel G., Woloszczak R., Thomann P. (1993): TOPFIT 2.0: Pharmacokinetic and Phar-
macodynamic Data Analysis System, G. Fischer, Stuttgart, Jena, New York

Henninger R.J., Maudlin P.J., Rightly M.L. (1997): Accuracy of differential sensitivities for
one-dimensional shock problems, Report LA-UR-97-2740, Los Alamos National Laboratory,
Los Alamos, New Mexico 87545

Hilf K.-D. (1996):  Optimale Versuchsplanung zur dynamischen Roboterkalibrierung,
Fortschritt-Berichte VDI, Reihe 8, Nr. 590

Hines A.L., Maddox R.N. (1985): Mass Transfer, Prentice-Hall, Englewood-Cliffs

Hoch R. (1995): Modellierung von Flieffwegen und Verweilzeiten in einem Einzugsgebiet unter
stationdren Fliefsbedingungen, Diploma Thesis, Fakulty of Biology, Chemistry and Geology,
University of Bayreuth, Germany

Hock W., Schittkowski K. (1981): Test Examples for Nonlinear Programming Codes, Lecture
Notes in Economics and Mathematical Systems, Vol. 187, Springer, Berlin

Hohmann A. (1994): Multilevel Newton h-p collocation, ZIB Berlin, Preprint SC 94-25

Hooker P.F. (1965): Benjamin Gompertz, Journal of the Institute of Actuaries, Vol. 91,
203-212

Horbelt W., Timmer J., Melzer W. (1998): Estimating parameters in nonlinear differential
equations with application to physiological data, Report, FDM, University of Freiburg

15



[226]

[227)

[228]

[229]

230]

[231]

[232]

[233]

[234]

[235]

[236]

[237]

238

239

[240]
[241]

Horst R., Pardalos P.M. eds. (1995): Handbook of Global Optimization, Kluwe Academic
Publishers, Dordrecht, Boston, London

Hotchkiss S.A.M. (1992): Skin as a zenobiotic metabolizing organ, in: Process in Drug
Metabolism, G.G. Gibson ed., Taylor and Francis Ltd., London, 217-262

Houghton D.D., Kasahara A. (1968): Nonlinear shallow flow over an isolated ridge, Commu-
nications of Pure and Applied Mathematics, Vol. 21, 1-23

Hughes W.F., Brighton J.A. (1991): Theory and Problems of Fluid Dynamics, McGraw Hill,
New York

Hull T.E., Enright W.H., Fellen B.M., Sedgwick A.E. (1972): Comparing numerical methods
for ordinary differential equations, SIAM Journal on Numerical Analysis, Vol. 9, 603-637

Igler B., Knabner P. (1997): Structural identification of nonlinear coefficient functions in
transport processes through porous media, Preprint No. 221, Dept. of Applied Mathematics,
University of Erlangen, 1997

Igler B., Totsche K.U., Knabner P. (1997): Unbiased identification of nonlinear sorption
characteristics by soil column breakthrough experiments, Preprint no. 224, Dept. of Applied
Mathematics, University of Erlangen

Ihme F., Flaxa V. (1991): Intensivkiihlung von Fein- und Mittelstahl, Stahl und Eisen, Vol.
112, 75-81

Ingham J., Dunn I.J., Heinzle E., Prenosil J.E. (1994): Chemical Engineering Dynamics,
VCH, Weinheim

Jacobson D.H., Mayne D.Q. (1970): Differential Dynamic Programming, American Elsevier,
New York

Jennings L.S., Fisher M.E., Teo K.L., Goh C.J. (1990): MISERS3 Optimal Control Software:
Theory and User Manuel, National Library of Australia

Jiang G.-S., Levy D., Lin C.-T., Osher S., Tadmor E. (1997): High-resolution non-oscillatory
schemes with non-staggared grids for hyperbolic conservation laws, UCLA CAM Report 97-7,
Dept. of Mathematics, University of California at Los-Angeles

Jiang G.-S., Shu C.-W. (1995): Efficient implementation of weighted ENO-methods, UCLA
CAM Report 95-42, Dept. of Mathematics, University of California at Los-Angeles

Johnson C. (1998): Adaptive finite element methods for conservation laws, in: Advanced
Numerical Approximation of Nonlinear Hyperbolic Equations, B. Cockburn, C. Johnson,
C.-W. Shu, E. Tadmor eds., Lecture Notes in Mathematics, Vol. 1697, Springer, Berlin

Johnson R.C., Jasik H. (1984): Antenna Engineering, McGraw Hill, New York

Johnson R.S. (1970): A nonlinear equation incorporating damping and dispersion, Journal of
Fluid Dynamics, Vol. 42, 49-60

16



[242]

[243]

[244]

[245]

[246]

[247]

[248]

[249]

[250]
[251]

[252]

253

[254]

[255]

[256]

[257]

Jourdan, M. (1997): Simulation und Parameteridentifikation von Destillationskolonnen,
Diploma Thesis, Dept. of Mathematics, University of Bayreuth, Germany

Juedes D.W. (1991): A tazonomy of automatic differentiation tools, in: Automatic Differ-
entiation of Algorithms: Theory, Implementation and Application, A. Griewank, G. Corliss
eds., SIAM, Philadelphia, 315-330

Kahaner D., Moler C., Nash S. (1989): Numerical Methods and Software, Prentice Hall,
Englewood Cliffs

Kalaba R., Spingarn K. (1982): Control, Identification, and Input Optimization, Plenum
Press, New York, London

Kamke E. (1969): Differentialgleichungen I, Akademische Verlagsgesellschaft Geest und Por-
tig

Kaps P., Rentrop P. (1979): Generalized Runge-Kutta methods of order four with stepsize
control for stiff ordinary differential equations, Numerische Mathematik, Vol. 33, 55-68

Karlsen K.H., Lie K.-A. (1999): An unconditionally stable splitting scheme for a class of
nonlinear parabolic equations, IMA Journal of Numerical Analysis, Vol. 19, 609-635

Kaps P., Poon S.W.H., Bui T.D. (1985): Rosenbrock methods for stiff ODE’s: A comparison
of Richardson extrapolation and embedding techniques, Computing, Vol. 34, No. 1, 17-40

Kelley C.T. (1999): Iterative Methods for Optimization, STAM, Philadelphia

Kim I., Liebman M.J., Edgar T.F. (1990): Robust error-in-variables estimation using non-
linear programming techniques, AIChE Journal, Vol. 36, 985-996

Kim K.V. e.al. (1984): An efficient algorithm for computing derivatives and extremal prob-
lems, English translation, Ekonomika i matematicheskie metody, Vol. 20, No. 2, 309-318

Kletschkowski T., Schomburg U., Bertram A. (2001): Viskoplastische Materialmodellierung
am Beispiel des Dichtungswerkstoffs Polytetrafluorethylen, Technische Mechanik, Vol. 3, 227-
241

Knabner P., van Duijn C.J., Hengst S. (1995): Crystal dissolution fronts in flows through
porous media, Report, Institute of Applied Mathematics, University of Erlangen

KoD.Y.C., Stevens W.F. (1971): Study of singular solutions in dynamic optimization, AIChE
Journal, Vol. 17, 160-166

Kojouharov, Chen B.M. (1999): Nonstandard methods for the convective-dispersive transport
equation with nonlinear reactions, Numerical Methods for Partial Differential Equations, Vol.
16, No. 1, 107-132

Kopp R., Philipp F.D. (1992): Physical parameters and boundary conditions for the numerical
simulation of hot forming processes, Steel Research, Vol. 63, 392-398

17



[258]

259

260

[261]

[262]

263

[264]

265]

266

267]

268]
269]

[270]

[271]

[272]

[273]

Kowalik J. (1967): A note on nonlinear regression analysis, Australian Computational Jour-
nal, Vol. 1, 51-53

Kripfganz J., Perlt H. (1994): Arbeiten mit Mathematica, Carl Hanser, Oldenburg

Kuhn U., Schmidt G. (1987): Fresh look into the design and computation of optimal output
feedback controls for linear multivariable systems, International Journal on Control, Vol. 46,
No. 1, 75-95

Kiithn E., Hombach V. (1983): Computer-aided analysis of corrugated horns with azial or
ring-loaded radial slots, Report, Research Institute of the Deutsche Bundespost, Germany

Kung A.H.C., Baugham R.A., Larrick J.W. (1993): Therapeutic Proteins, W.H. Fremmen,
New York

Kuzmic P. (1998): Fized-point methods for computing the equilibrium composition of complex
biochemical mixtures, Biochemical Journal, Vol. 331, 571-575

Kuzmic P. (1999): General numerical treatment of competitive binding kinetics: Application
to thrombin-dehydrothrombin-hirudin, Analytical Biochemistry, Vol. 267, 17-23

Kuznetsov, V.A., Puri R.K. (1999): Kinetic analysis of high-affinity forms of interleukin-13
receptors, Biophysical Journal, Vol. 77, 154-172

Lafon F., Osher S. (1991): High order filtering methods for approximating hyperbolic systems
of conservation laws, Journal on Computational Physics, Vol. 96, 110-142

Lambert J.D. (1991): Numerical Methods for Ordinary Differential Systems: The Initial-
Value Problem, John Wiley, New York

Lanczos C. (1956): Applied Analysis, Prentice Hall, Englewood Cliffs

Lagugne-Labarthet F., Bruneel J.L., Sourisseau C., Huber M.R., Borger V., Menzel H.
(2002): A microspectrometric study of the azobenzene chromophore orientation in a holo-
graphic diffraction grating inscribed on a p(HEMA-co-MMA) functionalized copolymer film,
Journal of Raman Spectroscopy, Vol. 32, 665-675

Lang J. (1993): KARDOS: Kascade reaction diffusion one-dimensional system, Technical
Report TR 93-9, ZIB Berlin

Langtangen H.P. (1999): Computational Partial Differential Equations, Lecture Notes in
Computational Science and Engineering, Vol. 2, Springer, Berlin, Heidelberg

Lapidus, L., Luus, R. (1967): Optimal Control of Engineering Processes, Blaisdell, Waltham,
Mass.

Lapidus L., Aiken R.C., Liu Y.A. (1973): The occurence and numerical solution of physical
and chemical systems having widely varying time constants, in: Stiff Differential Systems,
E.A. Willoughby ed., Plenum Press, New York, 187-200

18



[274]

[275)

[276]

277]

[278]

[279]

[280]

[281]

[282]

[283)
[284]

[285)

[286]

[287]

Lastman G.J., Wentzell R.A., Hindmarsh A.C. (1978): Numerical solution of a bubble cavi-
tation problem, Journal of Computational Physics, Vol. 28, 56-64

Lecar M. (1968): Comparison of eleven numerical integrations of the same gravitational 25-
body problem, Bulletin Astronomique, Vol. 3, 91

Lee J., Ramirez W.F. (1994): Optimal fed-batch control of induced foreign protein production
by recombinant bacteria, AIChE Journal, Vol. 40, 899-907

Lee T.T., Wang F.Y., Newell R.B. (1999): Dynamic modelling and simulation of a complex
biological process based on distributed parameter approach, AIChE Journal, Vol. 45, No. 10,
2245-2268

Lefever R., Nicolis G. (1971): Chemical instabilities and sustained oscillations, Journal of
Theoretical Biology, Vol. 30, 267-284

Leis J.E., Kramer M.A. (1988): The simultaneous solution and sensitivity analysis of systems
described by ordinary differential equations, ACM Transactions on Mathematical Software,
Vol. 14, No. 1, 45-60

Leis J.E., Kramer M.A. (1988): Algorithm 658: ODESSA - An ordinary differential equation
solver with explicit simultaneous sensitivity analysis, ACM Transactions on Mathematical
Software, Vol. 14, No. 2, 61-67

Levenberg K. (1944): A method for the solution of certain problems in least squares, Quarterly
Applied Mathematics, Vol. 2, 164-168

Lewis R.M., Patera A.T., Peraire J. (2000): A posteriori finite element bounds for sensitivity
derivatives of partial-differential-equation outputs, Finite Elements in Design, Vol. 34, 271-290

Lewis J.W. (1994): Modeling Engineeing Systems, LLH Technology Publishing, 1994

Liepelt M., Schittkowski K. (2000): Algorithm 7/6: New features of PCOMP, a FORTRAN
code for automatic differentiation, ACM Transactions on Mathematical Software, Vol. 26,
No. 3, 352-362

Liepelt M., Schittkowski K. (2000): Optimal Control of Distributed Systems with Break
Points, in: Online Optimization of Large Scale Systems, M. Groétschel, S.O. Krumke, J.
Rambau eds., Springer, Berlin, 271-294

Lindberg P.O., Wolf A. (1998): Optimization of the short term operation of a cascade of
hydro power stations, in: Optimal Contol: Theory, Algorithms, and Applications, W.W.
Hager, P.M. Padalos eds., Kluwer Academic Publishers, Dordrecht, Boston, London, 326-345

Lindstrom P. (1982): A stabilized Gauf-Newton algorithm for unconstrained least squares
problems, Report UMINF-102.82, Institute of Information Processing, University of Umea,
Umea, Sweden

19



[288]

[289)]

290]

[201]

[292]

293

294]

[295]

296]

[297]

298]

[299]

300]

301]

302]

Lindstrom P. (1983): A general purpose algorithm for nonlinear least squares problems with
nonlinear constraints, Report UMINF-103.83, Institute of Information Processing, University
of Umea, Umea, Sweden

Lioen W.M., de Swart J.J.B. (1999): Test set for initial value solvers, Release 2.1, CWI,
Amsterdam, The Netherlands

Liska R., Wendroff B. (1998): Composite schemes for conservation laws, STAM Journal on
Numerical Analysis, Vol. 35, No. 6, 2250-2271

Liu X.-D., Osher S. (1997): Convex ENO high order multi-dimensional schemes without field
by field decomposition or staggered grids, UCLA CAM Report 97-26, Dept. of Mathematics,
University of California at Los Angeles

Logan J.D. (1994): An Introduction to Nonlinear Partial Differential Equations, John Wiley,
New York

Logan J.M. (2001): Transport Modeling in Hydrochemical Systems, Interdisciplinary Applied
Mathematics, Springer, New York

Lohmann T. (1988): Parameteridentifizierung in Systemen nichtlinearer Differentialgleichun-
gen, Dissertation, Dept. of Mathematics, University of Bonn

Lohmann T.W. (1997): Modellierung und Identifizierung der Reaktionskinetik der Kohlepy-
rolyse, Fortschrittsberichte VDI, Reihe 3, No. 499, VDI, Diisseldorf

Lohmann T.W., Bock H.G., Schloder J.P. (1992): Numerical methods for parameter estima-
tion and optimal experiment design in chemical reaction systems, Industrial and Engineering
Chemistry Research, Vol. 31, 54-57

Lorenz, E.N. (1963): Deterministic nonperiodic flow, Journal of Atmospheric Sciences, Vol.
20, 130-141

Loth H., Schreiner T., Wolf M., Schittkowski K., Schéfer U. (2001): Fitting drug dissolution
measurements of immediate release solid dosage forms by numerical solution of differential
equations, submitted for publication

Lubich C. (1993): Integration of stiff mechanical systems by Runge-Kutta methods, ZAMP,
Vol. 44, 1022-1053

Lucht W., Debrabant K. (1996): Models of quasi-linear PDAEs with convection, Report,
Dept. of Mathematics and Computer Science, University of Halle, Germany

Lucht W., Strehmel K. (1998): Discretization based indices for semilinear partial differential
algebraic equations, Applied Numerical Mathematics, Vol. 28, 371-386

Luenberger D.G. (1979): Introduction to Dynamic Systems - Theory, Models, and Applica-
tions, John Wiley, New York

20



303

304]

305

306]

307]

308

309

310

311]

312]

313

314]

[315]

[316]

317]

318

Luksan L. (1985): An implementation of recursive quadratic programming variable metric
methods for linearly constrained nonlinear minmaz approrimations, Kybernetika, Vol 21, 22-

40

Luus R. (1974): Two-pass method for handling diffcult equality constraints in optimization,
AIChE Journal, Vol. 20, 608-610

Luus, R. (1993): Optimization of fed-batch fermentors by iterative dynamic programming,
Biotechnology and Bioengineering, Vol. 41, 599-602

Luus R. (1993): Optimal control of batch reactors by iterative dynamic programming, Journal
of Process Control, Vol. 4, No. 4, 218-226

Luus R. (1998): Iterative dynamic programming: From curiosity to a practical optimization
procedure, Control and Intelligent Systems, Vol. 26, No. 1, 1-8

Luus R. (2000): Iterative Dynamic Programming, Chapman and Hall/CRC, Boca Raton,
London, New York, Washington

Luus R. (2002): Global optimization of Yeos optimal control problem, Proceedings of the
IASTED Conference, Cancun, Mexico, 71-74

Luyben W.L. (1973): Process Modeling: Simulation and Control for Chemical Engineers,
McGraw Hill, New York

Luyben W.L. (1990): Process Modeling: Simulation and Control for Chemical Engineers,
McGraw Hill, New York

Machielsen K.C.P. (1987): Numerical solution of optimal control problems with state con-
straints by sequential quadratic programming in function space, CWI Tract, Amsterdam

Madsen N.K., Sincovec R.F. (1976): Software for partial differential equations, in: Numerical
Methos for Differential Systems, L. Lapidus, W.E. Schiesser eds., Acedemic Press, New York

Mahdavi-Amiri N. (1981): Generally constrained nonlinear least squares and generating non-
linear programming test problems: Algorithmic approach, Dissertation, The John Hopkins
University, Baltimore, Maryland, USA

Majer C. (1998): Parameterschitzung, Versuchsplanung und Trajektorienoptimierung fir
verfahrenstechnische Prozesse, Fortschrittberichte VDI, Reihe 3, Nr. 538, VDI, Diisseldorf

Majer C., Marquardt W., Gilles E.D. (1995): Reinitialization of DAE’s after discontinouities,
Proceedings of the Fifth European Symposium on Conputer-Aided Process Engineering, 507-
512

Mannshardt R. (1978): One-step methods of any order for ordinary differential equations
with discontinuous Tight hand sides, Numerische Mathematik, Vol. 31, 131-152

Maria G. (1989): An adaptive strategy for solving kinetic model concomitant estimation-
reduction problems, Canadian Journal of Chemical Engineering, Vol. 67, 825-837

21



319

320]

321]

[322]

323]

[324]

325

326]

327]

328

329]

330]

331]

Marion M., Mollard A. (1999): A multilevel characteristics method for periodic convection-
dominated diffusion problems, Numerical Methods for Partial Differential Equations, Vol. 16,
No. 1, 107-132

Marquardt D. (1963): An algorithm for least-squares estimation of nonlinear parameters,
SIAM Journal of Applied Mathematics, Vol. 11, 431-441

Marquina A., Donat R. (1993): Capturing shock reflections: A nonlinear local characteristic
approach, UCLA CAM Report No. 93-31, Dept. of Mathematics, University of California at
Los-Angeles

Marquina A, Osher S. (2000): Ezplicit algorithms for a new time-dependent model based on
level set motion for nonlinear deblurring and noise removal, Report, Dept. of Mathematics,
University of California, Los Angeles

Martinson W.S., Barton P.I. (1996): A differentiation index for partial differential equations,
SIAM Journal on Scientific Computing, Vol. 21, No. 6, 2295-2315

Mattheij R., Molnaar J. (1996): Ordinary Differential Equations in Theory and Practice,
John Wiley, Chichester, UK

Mattie H., Zhang L.-C., van Strijen E., Razab Sekh B., Douwes-Idema A.E.A. (1997): Phar-
macokinetic and pharmacodynamic models of the antistaphylococcal effects of Meropenem and

Clozacillin in vitro and in experimenatal infection, Antimicrobial Agents and Chemotherapy,
Vol. 41, No. 10, 2083-2088

Maurer H., Weigand M. (1992): Numerical solution of a drug displacement problem with
bounded state variables, Optimal Control Applications and Methods, Vol. 13, 43-55

Mayer U. (1993): Untersuchungen zur Anwendung eines Einschritt-Polynom-Verfahrens zur
Integration von Differentialgleichungen und DA-Systemen, Ph.D. Thesis, Dept. of Chemical
Engineering, University of Stuttgart

Mayr L.M., Odefey C., Schutkowski M., Schmid F.X. (1996): Kinetic analysis of the unfolding
and refolding of ribonuclease T'1 by a stopped-flow double-mixing technique, Biochemistry, Vol.
35, 5550-5561

Meadows D.H., Meadows D.L., Randers J. (1992): Beyond the Limits, Chelsea Green, Post
Mills

Meissner E. (2000): Messung von kurzen Konzentrationsprofilen mit Hilfe der analytischen
TEM-EDX am Beispiel der Bestimmung von Diffusionskoeffizienten fiir Mg-Fe Interdiffusion
in Olivin, Dissertation, Faculty of Biology, Chemistry, and Geological Sciences, University of
Bayreuth

Miele A., Wang T., Melvin W.W. (1987): Optimal abort landing trajectories in the presence
of windshear, Journal of Optimization Theory and Applications, Vol. 12, 815-821

22



332]

333]

334]

335

[336]

337]
338

339]

[340]

[341]

[342]

[343]

[344]

[345]

[346]

[347]

Mishkin M.A., Saguy I., Karel M. (1982): Applications of optimisation in food dehydration,
Food Technology, Vol. 36, 101-109

Mishkin M.A. (1983): Dynamic modeling, simulation and optimization of quality changes
in air-drying of foodstuffs, Ph.D. Thesis, Massachusetts Institute of Technology, Cambrigde,
MA, USA

Mishkin M.A. (1983): Dynamic optimization of dehydration processes: Minimizing browning
in dehydration of potatoes, Journal of Food Science, Vol. 48, 1617-1621

Missel P.J. (2000): Finite element modeling of diffusion and partioning in biological systems,
Report, Drug Delivery, Alcon Research Ltd., Fort Worth, USA

Mittelmann H.D. (2001): Sufficient optimality for discretized parabolic and elliptic control
problems, in: Fast Solution of Discretized Optimization Problems, K.-H. Hoffmann, R.H.W.
Hoppe, and V. Schulz (eds.), ISNM 138, Birkhauser, Basel

Mittra R. (1973): Computer Techniques for Electromagnetics, Pergamon Press, Oxford

Mohler R.R., Farooci Z., Heilig T. (1984): An immune lymphocyte circulation system, in:
System Modelling and Optimization, P. Thoft-Christensen ed., Lecture Notes in Control and
Information Sciences, Vol. 59, Springer, 694-702

Molander M. (1990): Computer aided modelling of distributed parameter process, Technical
Report No. 193, School of Electrical and Computer Engineering, Chalmers University of
Technology, Goéteborg, Sweden

Moré J.J. (1977): The Levenberg-Marquardt algorithm: implementation and theory, in: Nu-
merical Analysis, G. Watson ed., Lecture Notes in Mathematics, Vol. 630, Springer, Berlin

Moré J.J., Garbow B.S., Hillstrom K.E. (1981): Testing unconstrained optimization software,
ACM Transactions on Mathematical Software, Vol. 7, No. 1, 17-41

Morrison R.T., Boyd R.N. (1983): Organic Chemistry, Allyn and Bacon

Morton K.W., Mayers D.F. (1994): Numerical Solution of Partial Differential Equations,
Cambridge University Press

Munack A. (1995): Simulation bioverfahrenstechnischer Prozesse, in: Prozessimulation, H.
Schuler ed., VCH, Weinheim, 409-455

Munack A., Posten C. (1989): Design of optimal dynamical experiments for parameter esti-
mation, Proceedings of the Americal Control Conference, Vol. 4, 2010-2016

Miiller T.G., Noykova N., Gyllenberg M., Timmer J. (2002): Parameter identification in dy-
namical models of anaerobic wastewater treatment, Mathematical Biosciences, Vol. 177/178,
147-160

Murray, J.D. (1990): Mathematical Biology, Springer, New York

23



[348]

349

[350]
351]

352]

353]

[354]

[355]

[356]

357]

358

359]

360]

361]

362]

363

Naguma J., Arimoto S., Yoshizawa (1962): An active pulse transmission line simulating nerve
azon, Proceedings of the IRE, Vol. 50, 2061-2070

Nagurka M.L. (1990): Fourier-based optimal control of nonlinear dynamic systems, Journal
on Dynamical Systems, Measurements and Control, Vol. 112, 17-26

Nayfeh A. (1972): Perturbation Analysis, John Wiley, New York

Neittaanmaki P., Tiba D. (1994): Optimal Control of Nonlinear Parabolic Systems, Marcel
Dekker, New York, Basel

Nelder J.A., Mead R. (1965): A simplex method for function minimization, The Computer
Journal, Vol. 7, 308

Nelson K.A. (1993): Using the glass transition approach for understanding chemical reaction
rates in model food systems, Ph.D. Thesis, Minnesota University, USA

Nelson K.A., Labuza T.P. (1994): Water activity and food polymer science: implications of
state on Arrhenius and WLF models in predicting shelf life, Journal of Food Engineering,
Vol. 22, 271-289

Nelson W. (1981): Analysis of performance-degradation data, IEEE Transactions on Relia-
bility, Vol. 2, No. 2, 149-155

Newman P.A., Hou G.J.W., Taylor A.C. (1996): Observations regarding use of advanced
CFD analysis, sensitivity analysis, and design codes in MDO, ICASE Report No. 96-16,
NASA Langley Research Center, Hampton, Virginia 23681

Newell R.B., Lee P.L.. (1989): Applied Process Control - A Case Study, Prentice Hall, Engle-
wood Cliffs, New Jersey

Nickel B. (1995): Parameterschitzung basierend auf der Levenberg-Marquardt-Methode in
Kombination mit direkter Suche, Diploma Thesis, Dept. of Mathematics, University of
Bayreuth, Germany

Nishida N., Ichikawa A., Tazaki E. (1972), Optimal design and control in a class of distributed
parameter systems under uncertainty, AIChE Journal, Vol. 18, 561-568

Nocedal J., Wright J. (1999): Numerical Optimization, Springer Series in Operational Re-
search, Springer, New York

Nowak U. (1995): A fully adaptive MOL-treatment of parabolic 1D-problems with extrapola-
tion techniques, Preprint SC 95-25, ZIB Berlin

Noykova N., Miiller T.G., Gyllenberg M., Timmer J. (2001): Quantitative analysis of anaer-
obic wastewater treatment processes: Identifiability and parameter estimation, Biotechnology
and Bioengineeriung, Vol. 78, 89-103

Oberle H.J. (1987): Numerical Computation of Singular Control Functions for a Two-Link
Robot Arm, Lecture Notes in Control and Information Sciences, Vol. 95, Springer, Berlin

24



364]

[365]

366

367]

368]

369]

[370]

[371]

[372]

373]

374]

375

376

377]

378

379]

Odefey C., Mayr L.M., Schmid F.X. (1995): Non-prolyl cis-trans peptide bond isomerization
as a rate-determining step in protein unfolding and refolding, Journal of Molecular Biology,
Vol. 245, 69-78

Ogden R.W., Saccomandi G., Sgura 1. (2004): Fitting hyperelastic models to experimental
data, Computational Mechanics, Vol. 34, 484-502

Oh S.H., Luus R. (1975): Optimal feedback control of time-delay systems, AIChE Journal,
Vol. 22, 144-147

Olansky A.S., Deming S.N. (1976): Optimization and interpretation of absorbance response
in the determination of formaldehyde with chromotropic acid, Analytica Chimical Acta, Vol.
83, 241-249

Osborne M.R. (1972): Some aspects of nonlinear least squares calculations, in: Numerical
Methods for Nonlinear Optimization, F. Lootsma ed., Academic Press, New York

Otey G.R., Dwyer H.A. (1979): Numerical study of the interaction of fast chemistry and
diffusion, ATAA Journal, Vol. 17, 606-613

Otter M., Tiirk S. (1988): The DFVLR models 1 and 2 of the Manutec R3 robot, DFVLR-
Mitteilungen 88-3, DFVLR, Oberpfaffenhofen, Germany

Ou L.-T. (1985): 2.4-D degradation and 2.4-D degrading microorganisms in soils, Soil Sci-
ences, Vol. 137, 100-107

Pantelides C.C., Gritsis D., Morison K.R., Sargent R.W.H. (1988): The mathematical mod-
eling of transient systems using differential-algebraic equations, Computers and Chemical
Engineering, Vol. 12, 440-454

Papalambros P.Y., Wilde D.J. (1988): Principles of Optimal Design, Cambridge University
Press

Park S., Ramirez W.F. (1988): Optimal production of secreted protein in fed-batch reactors,
AIChE Journal, Vol. 34, No. 8, 1550-1558

Peano G. (1890): Démonstration de l'intégrabilité des équations differentielle ordinaires,
Mathematische Annalen, Vol. 37, 182-228

Pennington S.V., Berzins M. (1994): New NAG Library software for first-order partial dif-
ferential equations, ACM Transactions on Mathematical Software, Vol. 20, No. 1, 63-99

Peters N., Warnatz J. eds. (1982): Numerical Methods in Laminar Flame Propagation, Notes
on Numerical Fluid Dynamics, Vol. 6, Vieweg, Braunschweig

Petzold L.R. (1982): A description of DASSL: A differential/algebraic system solver, in:
Proceedings of the 10th IMACS World Congress, Montreal, Canada

Pfeiffer B.-M., Marquardt W. (1996): Symbolic semi-discretization of partial differential equa-
tion systems, Mathematics and Computers in Simulation, Vol. 42, 617-628

25



380

[381]

382

383

[384]

[385)

[386]

[387]

388

389
390]

391]

392]

393]

394]

Pfleiderer J., Reiter J. (1991): Biplicit numerical integration of partial differential equations
with the transversal method of lines, Report No. 279, DFG SPP Anwendungsbezogene Opti-
mierung und Steuerung, Technical University, Dept. of Mathematics, Munich

Pin-Gao Gu, E.T. Vishniac, J.K. Cannizo (2000): Thermal equilibrium curves and turbulent
mixing in Keplerian accretion disks, The Astrophysical Journal, Vol. 534, 380-397

Pinter J.D. (1995): Global Optimization in Action, Kluwer Academic Publishers, Dordrecht,
Boston, London

Plusquellec Y., Courbon F., Nogarede S., Houin G. (1998): Consequence of equal absorption,
distribution and/or elimination rate constants, Report, UFR de Mathematiques, Universite
Paul Sabatier, Toulouse

Poeppe C., Pelliciari C., Bachmann K. (1979): Computer analysis of Feulgen hydrolysis
kinetics, Histochemistry, Vol. 60, 53-60

Pohjanpalo H. (1978): System identifiability based on power series expansion of the solution,
Mathematical Bioscience, Vol. 41, 21-33

Posten C., Munack A. (1989): On-line application of parameter estimation accuracy to
biotechnical processes, Proceedings of the Americal Control Conference, Vol. 3, 2181-2186

Powell M.J.D. (1978): A fast algorithm for nonlinearly constraint optimization calculations,
in: Numerical Analysis, G.A. Watson ed., Lecture Notes in Mathematics, Vol. 630, Springer,
Berlin

Powell M.J.D. (1978): The convergence of variable metric methods for nonlinearly constrained
optimization calculations, in: Nonlinear Programming 3, O.L. Mangasarian, R.R. Meyer, S.M.
Robinson eds., Academic Press, New York, London

Pratt W.B., Taylor P. (1990): Principles of Drug Action, Churchill Livingstone, New York

Preston A.J., Berzins M. (1991): Algorithms for the location of discintinuities in dynamic
simulation problems, Computers and Chemical Engineering, Vol. 15, 701-713

Price H., Varga R., Warren J. (1966): Application of oscillation matrices to diffusion-
convection equations, Journal of Methematical Physics, 301-311

Réumschiissel S. (1998): Rechnerunterstitzte Vorverarbeitung und Codierung verfahrenstech-
nischer Modelle fir die Simulationsumgebung DIVA, Fortschrittberichte VDI, Reihe 20, Nr.
270, VDI, Diisseldorf

Radu F.A., Bause M., Knabner P., Lee G.W., Friess W.C. (2001): Drug release from collagen
matrices, Preprint IAM Erlangen Nr. 284, University of Erlangen, D- 91058 Erlangen

Ramsin H., Wedin P.A. (1977): A comparison of some algorithms for the nonlinear least
squares problem, Nordisk Tidstr. Informationsbehandlung (BIT), Vol. 17, 72-90

26



395]
396]

397]

398

399]

[400]

[401]

[402]

403

[404]

405]

[406]

407]

408

409

[410]

[411]

[412]

Ratkowsky D.A. (1988): Nonlinear Regression Modeling, Marcel Dekker, New York

Reich J.G.,. Zinke 1. (1974): Analysis of kinetic and binding measurements, IV Redundancy
of model parameters, Studia Biophysics, Vol. 43, 91-107

Rektorys K. (1982): The Method of Discretization in Time and Partial Differential Equations,
Reidel, Dordrecht

Renardy M., Rogers R.C. (1993): An Introduction to Partial Differential Equations, Texts in
Applied Mathematics, Vol. 13, Springer, Berlin

Rhee, K.I., Sohn H.Y. (1989): The selective carbochlorination of iron from titaniferous mag-
netite ore in a fluidized bed, Matallurgical Transactions B, Vol. 21B, 341-347

Richter O., Diekkrueger B., Noertersheuser P. (1996): Environmental Fate Modelling of Pes-
ticides, VCH, Weinheim

Richter O., Noertersheuser, Pestemer W. (1992): Non-linear parameter estimation in pesti-
cide degradation, The Science of the Total Environment, Vol. 123/124, 435-450

Richter O., Séndgerath D. (1990): Parameter Estimation in Ecology, VCH, Weinheim

Richter O., Spickermann U., Lenz F. (1991): A new model for plant growth, Gartenbauwis-
senschaft, Vol. 56, No. 3, 99-106

Ricker W. (1954): Stock and recruitment, Journal of Fishery Research Board Canada, Vol.
911, 559-663

Robertson H.H. (1966): The solution of a set of reaction rate equations, in: Numerical
Analysis, J. Walsh ed., Academic Press, London, New York, 178-182

Roberson R.E., Schwertassek R. (1988): Dynamics of Multibody Systems, Springer, Berlin

Rominger K.L., Albert H.J. (1985): Radioimmunological determination of Fenoterol. Part I:
Theoretical fundamentals, Arzneimittel-Forschung/Drug Research, Vol. 35, No. 1, 415-420

Roos Y.H. (1995): Phase Transition in Foods, Academic Press, San Diego

Rosenau P., Stroder A.C., Stirbet A.D., Strasser R.J. (1999): Recent advances in modelling
the photosynthesis, Report, IWR, University of Heidelberg

Rosenbrock H.H. (1969): An automatic method for finding the greatest and least value of a
function, Computer Journal, Vol. 3, 175-183

Ross G.J.S. (1990): Nonlinear Estimation, Springer, Berlin

Rudolph P.E., Herrendérfer G. (1995): Optimal experimental design and accuracy of para-
meter estimation for nonlinear regression models used in long-term selection, BNiomedical
Journal, Vol. 37, 183-190

27



[413]

[414]

[415]

[416]

[417]

[418]

[419]

[420]

[421]

[422]

[423]

[424]

[425]

[426]

[427]

[428]

Runge C. (1895): Uber die numerische Auflésung totaler Differetialgleichungen, Mathema-
tische Annalen, Vol. 46, 167-178

Ryan T.P. (2007):Modern Ezperimental Design, Wiley Series in Probability and Statistics

Saad M.F., Anderson R.L., Laws A., Watanabe R.M., Kades W.W., Chen Y.-D.I. , Sands
R.E., Pei D., Bergmann R.N. (1994): A comparison between the minimal model and the
glucose clamp in the assessment of insulin sensitivity across the spectrum of glucose tolerance,
Diabetes, Vol. 43, 1114-1121

Sakawa Y., Shindo Y. (1982): Optimal control of container cranes, Automatica, Vol. 18,
257-266

Sanz-Serna J.M., Calvo M.P. (1994): Numerical Hamiltonian Processes, Chapman and Hall,
London

Saravacos G.D., Charm S.E. (1962): A study of the mechanism of fruit and vegetable dehy-
dration, Food Technology, 78-81

Schenk J.L., Staudinger G. (1989): Computer model of pyrolysis for large coal particles, in:
Proceedings of the International Conference of Coal Science, Tokyo

Schiesser W.E. (1991): The Numerical Method of Lines, Academic Press, New York, London

Schiesser W.E. (1994): Computational Mathematics in Engineering and Applied Science,
CRC Press, Boca Raton

Schiesser W.E. (1994): Method of lines solution of the Korteweg-de Vries equation, Computers
in Mathematics and Applications, Vol. 28, No. 10-12, 147-154

Schiesser W.E., Silebi C.A. (1997): Computational Transport Phenomena, Cambridge Uni-
versity Press

Schittkowski K. (1979): Numerical solution of a time-optimal parabolic boundary-value control
problem, Journal of Optimization Theory and Applications, Vol. 27, 271-290

Schittkowski K. (1980): Nonlinear Programming Codes, Lecture Notes in Economics and
Mathematical Systems, Vol. 183 Springer, Berlin

Schittkowski K. (1983): On the convergence of a sequential quadratic programming method
with an augmented Lagrangian search direction, Mathematische Operationsforschung und
Statistik, Ser. Optimization, Vol. 14, 197-216

Schittkowski K. (1985/86): NLPQL: A Fortran subroutine solving constrained nonlinear pro-
gramming problems, Annals of Operations Research, Vol. 5, 485-500

Schittkowski K. (1987): More Test Examples for Nonlinear Programming, Lecture Notes in
Economics and Mathematical Systems, Vol. 182, Springer, Berlin

28



[429]

[430]

[431]

[432]

433

[434]

[435]

436

437]

[438]

[439)]

[440]

[441]

[442]

Schittkowski K. (1988): Solving nonlinear least squares problems by a general purpose SQP-
method, in: Trends in Mathematical Optimization, K.-H. Hoffmann, J.-B. Hiriart-Urruty, C.
Lemarechal, J. Zowe eds., International Series of Numerical Mathematics, Vol. 84, Birkh&user,
Boston, Basel, Berlin, 295-309

Schittkowski K. (1992): Solving nonlinear programming problems with very many constraints,
Optimization, Vol. 25, 179-196

Schittkowski K. (1993): DFDISC: A direct search Fortran subroutine for nonlinear program-
ming, User’s Guide, Dept. of Mathematics, University of Bayreuth, Germany

Schittkowski K. (1994): Parameter estimation in systems of nonlinear equations, Numerische
Mathematik, Vol. 68, 129-142

Schittkowski K. (1997): Parameter estimation in one-dimensional time dependent partial
differential equations, Optimization Methods and Software, Vol. 7, No. 3-4, 165-210

Schittkowski K. (1998): Parameter estimation in a mathematical model for substrate diffusion
in a metabolically active cutaneous tissue, Progress in Optimization II, 183 - 204, Proceedings
of the Optimization Day, Perth, Australia, June 29-30

Schittkowski K. (1998): Parameter estimation and model verification in systems of partial
differential equations applied to transdermal drug delivery, Report, Dept. of Mathematics,
University of Bayreuth, Germany

Schittkowski K. (1999): PDEFIT: A FORTRAN code for parameter estimation in partial
differential equations, Optimization Methods and Software, Vol. 10, 539-582

Schittkowski K. (2002): FASY-FIT: A software system for data fitting in dynamic systems,
Structural and Multidisciplinary Optimization, Vol. 23, No. 2, 153-169

Schittkowski K. (2002): Numerical Data Fitting in Dynamical Systems - A Practical Intro-
duction with Applications and Software, Kluwer Academic Publishers, Dordrecht, Boston,
London

Schittkowski K. (2004): PCOMP: A modeling language for nonlinear programs with auto-
matic differentiation, in: Modeling Languages in Mathematical Optimization, J. Kallrath ed.,
Kluwer, Norwell, MA, 349-367

Schittkowski K. (2006): NLPQLP: A Fortran implementation of a sequential quadratic pro-
gramming algorithm with distributed and mon-monotone line search - user’s guide, version
2.2, Report, Department of Computer Science, University of Bayreuth

Schittkowski K. (2007): FEzperimental design tools for ordinary and algebraic differential
equations, Industrial and Engineering Chemistry Research, Vol. 46, 9137-9147

Schittkowski K. (2007): NLPQLB: A Fortran implementation of an SQP algorithm with with
active set strategy for solving optimization problems with a very large number of constraints -
user’s guide, version 2.0, Report, Department of Computer Science, University of Bayreuth

29



[443]

[444]

[445]

[446]

[447]

[448]

[449]

[450]

[451]

[452]

453

[454]

[455)

[456]

Schittkowski K. (2007): An active set strategy for solving optimization problems with up to
60,000,000 nonlinear constraints, submitted for publication

Schittkowski K. (2007): Parameter identification in one-dimensional partial differential alge-
braic equations, GAMM-Mitteilungen, Vol. 30, No. 2, 352-375

Schittkowski K. (2007): NLPMMX: A Fortran implementation of an SQP algorithm for
min-maz optimization - user’s guide, version 1.0, Report, Department of Computer Science,
University of Bayreuth

Schittkowski K. (2007): NLPLSQ: A Fortran implementation of an SQP-Gauss-Newton al-
gorithm for least squares optimization - user’s guide, version 1.0, Report, Department of
Computer Science, University of Bayreuth

Schittkowski K. (2008): Parameter identification and model verification in systems of par-
tial differential equations applied to transdermal drug delivery, to appear: Mathematics and
Computers in Simulation

Schittkowski K. (2008): NLPINF: A Fortran implementation of an SQP algorithm for
maximum-norm optimization problems - user’s guide, version 2.0, Report, Department of
Computer Science, University of Bayreuth

Dai Y.-H., Schittkowski K. (2008): A sequential quadratic programming algorithm with non-
monotone line search, Pacific Journal of Optimization, Vol. 4, 335-351

Schittkowski T., Briiggemann, Mewes B. (2002): LII and Raman measurements in sooting
methane and ethylene flames, Report, LT'TT, Dept. of Applied Natural Sciences, University
of Bayreuth

Schneider R., Posten C., Munack A. (1992): Application of linear balance equations in an
online observation system for fermentation processes, Proceedings of the IFAC Modelling and
Control of Biotechnical Processes, Boulder, Colorado, 319-322

Schreiner T. (1995): Mechanistische und kinetische Parameter der Arzneistoffauflosung aus
festen Zubereitungen als Kriterien der galenischen Qualititssicherung, Dissertation, Dept. of
Pharmaceutics, University of Saarbriicken

Schumacher E. (1997): Chemische Reaktionskinetik, Script, Dept. of Chemistry, University
of Bern, Switzerland

Schwartz A.L. (1996): Theory and implementation of numerical methods based on Runge-
Kutta integration for solving optimal control problems, Ph.D. Thesis, Dept. of Electrical En-
gineering and Computer Sciences, University of California at Berkeley

Scott M.R., Watts H.A. (1976): Solution methods for stiff differential equations, in: Numerical
Methods for Differential Systems, L. Lapidus, W.E. Schiesser eds., Academic Press, New York,
London, 197-227

Seber G.A.F. (1977): Linear Regression Analysis, John Wiley, New York

30



[457]
[458]
[459]

[460]

[461]

[462]

463]

[464]

[465]

466

467

468

[469]

[470]

[471]

Seber G.A.F. (1984): Multivariate Observations, John Wiley, New York
Seber G.A.F., Wild C.J. (1989): Nonlinear Regression, John Wiley, New York

Seelig F.F. (1981): Unrestricted harmonic balance II. Application to stiff ODE’s in enzyme
catalysis, Journal of Mathematical Biology, Vol. 12, 187-198

Seifert P. (1990): A realization of the method of lines used for chemical problems, Colloquia
Mathematica Societatis Janos Bolyai, Numerical Methods, Vol. 59, 363-373

Sellers P.J., Dickinson R.E., Randall D.A., Betts A.K., Hall F.G., Berry J.A. ,Collatz G.J.,
Denning A.S., Mooney H.A., Nobre C.A., Sato N., Field C.B., Henderson-Sellers A. (1997):
Modeling the exchanges of energy, water, and carbon between continents and the atmosphere,
Science, Vol. 275, 502-509

Seredynski F. (1973): Prediction of plate cooling during rolling mill operation, Journal of the
Iron and Steel Institute, Vol. 211, 197-203

Severo A.M., Diaz-Romanach M.L.B., Rodriguez L.M.P.; Ginart J.B. (2004): Numerical expe-
rience in the solution of several kind estimation problems in dynamical systems, International
Conference on Modeling and Optimization, MODOPT 2003, Tmuco, Chile, 16.-22.1.2004

Seydel R. (1988): From Equilibrium to Chaos: Practical Bifurcation and Stability Analysis,
Elsevier, Amsterdam

Shacham M. (1985): Comparing software for the solution of systems of nonlinear algebraic
equations arising in chemical engineering, Computers and Chemical Engineering, Vol. 9,
103-112

Shakhno, S. (2001): Some numerical methods for nonlinear least squares problems, in: Sym-
bolic Algebraic Methods and Verification Methods, Alefeld, Gotz eds., Springer, Wien, 235-
249

Shampine L.F. (1980): Ewvaluation of a test set for stiff ODE solvers, ACM Transactions on
Mathematical Software, Vol. 7, No. 4, 409-420

Shampine L.F. (1994): Numerical Solution of Ordinary Differential Equations, Chapman and
Hall, New York, London

Shampine L.F., Watts H.A., Davenport S.M. (1976): Solving nonstiff ordinary differential
equations - The state of the art, SIAM Reviews, Vol. 18, 376-411

Shampine L.F., Watts H.A. (1979): The art of writing a Runge-Kutta code, Applied Mathe-
matics and Computations, Vol. 5, 93-121

Shampine L.F.,; Gordon M.K. (1975): Computer Solution of Ordinary Differential Equations:
The Initial- Value Problem, Freeman, San Francisco

31



[472]

[473]

[474]

[475)

[476]

[477)

[478)

479

[480)]

[481]

[482]

[483)]

[484]

[485]

[486)

Sheng Q., Khalic A.Q.M. (1999): A compound adaptive approach to degenerate nonlinear
quenching problems, Numerical Methods for Partial Differential Equations, Vol. 16, No. 1,
107-132

Shiriaev D., Griewank A., Utke J. (1997): A user guide to ADOL-F': Automatic differentiation
of Fortran codes, Preprint, Institute of Scientific Computing, Technical University Dresden,
Germany

Shu C.W. (1998): Essentially non-oscillatory and weighted essentially mnon-oscillatory
schemes for hyperbolic conservation laws, in: Advanced Numerical Approximation of Non-
linear Hyperbolic Equations, A. Quarteroni ed., Lecture Notes in Mathematics, Vol. 1697,
Springer, Berlin, 325-432

Shu C.W., Osher S. (1989): Efficient implementation of essentially non-oscillatory shock-
capturing schemes, II,, Journal on Computational Physics, Vol. 83, 32-78

Silver S. (1949): Microwave Antenna Theory and Design, McGraw Hill, New York

Simeon B. (1994): Numerische Integration mechanischer Mehrkorpersysteme: Projizierende
Deskriptorformen, Algorithmen und Rechenprogramme, Fortschrittberichte VDI, Reihe 20,
Nr. 130, VDI, Disseldorf

Simeon B., Rentrop P. (1993): An extended descriptor form for the simulation of constrained
mechanical systems, in: Advanced Multibody System Dynamics, W. Schiehlen ed., Kluwer
Academic Publishers, Dordrecht, Boston, London, 469-474

Simeon B., Grupp F., Fihrer C., Rentrop P. (1994): A nonlinear truck model and its treat-
ment as a multibody system, Journal of Computational and Applied Mathematics, Vol. 50,
523-532

Sincovec R.F., Madsen N.K. (1975): Software for nonlinear partial differential equations,
ACM Transactions on Mathematical Software, Vol. 1, No. 3, 232-260

Slider H.C. (1976): Practical Petroleum Reservoir Engineering Methods, The Petroleum Pub-
lishing Company, Tulsa, Oklahoma

Smith G.D. (1985): Numerical Solution of Partial Differential Equations: Finite Difference
Methods, Clarendon Press, Oxford Applied Mathematics and Computing Science Series

Smith M.G. (1966): Laplace Transform Theory, Van Nostrand

Smoller J. (1994): Shock Waves and Reaction-Diffusion Equations, Grundlehren der mathe-
matischen Wissenschaften, Vol. 258, Springer, Berlin

Spellucci P. (1993):  Numerische Verfahren der nichtlinearen Optimierung, Birkh&user,
Boston, Basel, Berlin

Spellucci P. (1998): A SQP method for general nonlinear programs using only equality con-
strained subproblems, Mathematical Programming, Vol. 82, 413-448

32



[487]

488

[489)]

[490]

[491]

[492]

[493]

[494]

495

[496]

[497]

498

[499]

500]

[501]

502]

Spicer P.T., Pratsinis S.E. (1996): Coagulation and fragmentation: universal steady-state
particle-size distribution, AICHE Journal, Vol. 42, No. 6, 1612-1620

Spiegel ML.R. (1965): Laplace Transforms, Schaum’s Outline Series, McGraw Hill, New York

Spoelstra J., van Wyk D.J. (1987): A method of solution for a non-linear diffusion model
and for computing the parameters in a model, Journal of Computational and Applied Math-
ematics, Vol. 20, 379-385

Stehfest H. (1970): Algorithm 368: Numerical inversion of Laplace transforms, Communica-
tions of the ACM, Vol. 13, 47-49

Steinebach G., Rentrop P. (2000): An adaptive method of lines approach for modelling flow
and transport in rivers, Preprint No. 00/09, IWRMM, University of Karlsruhe

Steinstrasser 1. (1994): The organized HaCaT cell culture sheet: A model approach to study
epidermal peptide drug metabolism, Dissertation, Pharmaceutical Institute, ETH Ziirich

Stenger F., Gustafson S.-A., Keyes B., O'Reilly M., Parker K. (1999): ODE-IVP-PACK via
Sinc indefinite integration and Newton’s method, Numerical Algorithms, Vol. 20, 241-268

Stirbet A.D., Strasser R.J. (1996): Numerical solution of the in vivo fluorescence in plants,
Mathematical Computations and Simulations, Vol. 42, 245-253

Stoer J. (1985): Foundations of recursive quadratic programming methods for solving nonlin-
ear programs, in: Computational Mathematical Programming, K. Schittkowski ed., NATO
ASI Series, Series F: Computer and Systems Sciences, Vol. 15, Springer, Berlin

Stoer J., Bulirsch R. (1980): Introduction to Numerical Analysis, Springer, New York

Stortelder W.J.H. (1998): Parameter estimation in nonlinear dynamical systems, Disser-
tation, National Research Institute for Mathematics and Computer Science, University of
Amsterdam

Strikwerda J.C. (1997): Finite Difference Schemes and Partial Differential Equations, Chap-
man and Hall, New York

Swameye 1., Miiller T.G., Timmer J., Sandra O., Klingmiller U. (2002): Identification of
nucleocytoplasmic cycling as a remote censor in cellular signaling by database modeling, Pro-
ceedings of the National Society of Sciences of the USA, Vol. 100, 1028-1033

Sweby P.K. (1984): High resolution schemes using flux limiters for hyperbolic conservation
laws, STAM Journal on Numerical Analysis, Vol. 21, No. 5, 995-1011

Tanaka Y., Fukushima M., Ibaraki T. (1988): A comparative study of several semi-infinite
nonlinear programming algorithms, European Journal of Operations Research, Vol. 36, 92-100

Teo K.L., Wong K.H. (1992): Nonlinearly constrained optimal control of nonlinear dynamic
systems, Journal of the Australian Mathematical Society, Ser. B, Vol. 33, 507-530

33



503

504]

505]

506

[507]

508

509

510

[511]

[512]

[513]

[514]

[515]

516

Thomas J.W. (1995): Numerical Partial Differential Equations, Texts in Applied Mathemat-
ics, Vol. 22, Springer, Berlin

Thomaseth K., Cobelli C. (1999): Generalized sensitivity functions in physiological system
identification, Annals of Biomedical Engineering, Vol. 27, 607-616

Thomopoulus S.C.A., Papadakis I.N.M. (1991): A single shot method for optimal step compu-
tation in gradient algorithms, Proceedings of the 1991 American Control Conference, Boston,
MA, American Control Counciol, IEEE Service Center, Piscataway, NJ, 2419-2422

Timmer J., Rust H., Horbelt W., Voss H.U. (2000): Parametric, nonparametric and para-
metric modelling of a chaotic circuit time series, Physics Letters A, Vol. 274, 123-134

Timoshenko S., Goodier J.N. (1970): Theory of Elasticity, McGraw Hill, New York

Tjoa I., Biegler L. (1991): Simultaneous solution and optimization strategies for parame-
ter estimation of differantial-algebraic equation systems, Industrial Engineering Chemistry
Research, Vol. 30, 376-385

Tjoa T.B., L.T. Biegler L.T. (1992): Reduced successive quadratic programming strategy for
errors-in-variables estimation, Computers and Chemical Engineering, Vol. 16, 523

Troeltzsch F. (1999): Some remarks on second order sufficient optimality conditions for non-
linear elliptic and parabolic control problems, in: Proceedings of the Workshop ’Stabilitét
und Sensitivitdt von Optimierungs- und Steuerungsproblemen’, Burg (Spreewald), Germany,
21.-23.4.99

Tveito A., Winther R. (1998): Introduction to Partial Differential Equations, Springer, New
York

Tzafrini A.R. (2000): Mathematical modelling of diffusion-mediated release from bulk degrad-
ing matrices, Journal of Controlled Release, Vol. 63, 69-79

Ulbrich S. (1995): Stabile Randbedingungen und implizite entropiedissipative numerische Ver-
fahren fiir Anfangs-Randwertprobleme mehrdimensionaler nichtlinearer Systeme von Erhal-
tungsgleichungen mit Entropie, Dissertation, TU Miinchen, Institut fiir Angewandte Mathe-
matik und Statistik

van den Bosch B.A.J. (1978): Identification of parameters in distributed chemical reactors, in:
Distributed Parameter Systems, W.H. Ray, D.G. Lainiotis eds., Marcel Dekker, New York,
Basel, 47-134

van den Bosch P.P.J.; van der Klauw A.C. (1994): Modeling, Identification and Simulation
of Dynamical Systems, CRC Press, Boca Raton, Ann Arbor, London, Tokyo

van Doesburg H., De Jong W.A. (1974): Dynamic behavior of an adiabatic fized-bed methana-
tor, in: Advances in Chemistry, Vol. 133, International Symposium on Reaction Engineering,
Evanston, 489-503

34



[517]

518

519]

[520]

[521]

[522]

523]

[524]

[525]

[526]

[527]

528

529

[530]

[531]

van Duijn C.J. (1989): Flow through porous media, DFG-SPP-Report No. 135, Dept. of
Mathematics, University of Augsburg

van Genuchten M.T. (1980): A closed-form equation for predicting the hydraulic conductivity
of unsaturated soils, Soil Science Society of America Journal, Vol. 44, 892-898

van Genuchten M.T., Wierenga P.J. (1976): Mass transfer studies in sorbing porous media.
1. Analytical solutions, Soil Sciences Society of America Journal, Vol. 44, 892-898

van Kan J.J.I.M., Segal A. (1995): Numerik partieller Differentialgleichungen fir Ingenieure,
Teubner

Vande Wouwer A., Saucec Ph., Schiesser W.E. (2001): Adaptive Methods of Lines, Chapman
and Hall/CRC, Boca Raton

Varah J.M. (1982): A spline least squares method for numerical parameter estimation in
differential equations, SIAM Journal on Scientific Statistical Computing, Vol. 3, 28-46

Varma A., Morbidelli M., Wu H. (1999): Parametric Sensitivity in Chemical Systems, Cam-
bridge University Press

Vasile M., Jehn R. (1999): Low thrust orbital transfer of a LISA spacecraft with constraints
on the solar aspect angle, MAS Working Paper 424, ESOC, Darmstadt

Vassiliadis V.S., Sargent R.W.H., Pantelides C.C. (1994): Solution of a class of multistage
dynamic optimization problems, 2. Problems with path constraints, Industrial Engineering
and Chemical Research, Vol. 33, No. 9, 2123-2133

Versyck K.J., Claes J., Van Impe J. (1997): Practical identification of unstructured growth
kinetics by application of optimal experimental design, Biotechnical Progress, Vol. 13, 524-531

Verwer J.G., Blom J.G., Furzeland R.M., Zegeling P.A. (1989): A moving grid method for
one-dimensional PDEs based on the method of lines, in: Adaptive Methods for Partial Dif-
ferential Equations, J.E. Flaherty, P.J. Paslow, M.S. Shephard, J.D. Vasilakis eds., STAM,
Philadelphia, Pa., 160-175

Verwer J.G., Blom J.G., Sanz-Serna J.M. (1989): An adaptive moving grid method for one-
dimensional systems of partial differential equations, Journal of Computational Physics, Vol.
82, 454-486

Vlassenbeck J., van Dooren R. (1983): Estimation of the mechanical parameters of the human
respiratory system, Mathematical Biosciences, Vol. 69, 31-55

von Stryck O. (1995): Numerische Losung optimaler Steuerungsprobleme, Fortschritts-
berichte VDI, Reihe 8, Nr. 441, VDI, Diisseldorf

Vossen G., Rehbock V., Siburian A. (2005): Numerical solution methods for singular control
with multiple state dependent forms, submitted for publication

35



[532]

533

[534]

[535]

536

[537]

538

539

[540]

[541]

[542]

[543

[544]

[545]

[546]

Vrar, C.K. (2000): The study of kinetics and mechanism of chlorination of copper(I)sulphide
by chlorine in the presence of oxygen, Canadian Metallurgical Quarterly, Vol. 39, 163-174

Vreugdenhil C.B., Koren B. eds. (1993): Numerical Methods for Advection-Diffusion Prob-
lems, Vieweg, Braunschweig

Walas S.M. (1991):  Modeling with Differential Equations in Chemical Engineering,
Butterworth-Heinemann, Boston

Waldron R.A. (1969): Theory of Guided Electromagnetic Waves, Van Nostand Reinhold
Company, London

Walsteijn F.H. (1993): FEssentially non-oscillatory (ENO) schemes , in: Numerical Methods
for Advection-Diffusion Problems, C.B. Vreugdenhil, B. Koren eds., Notes on Fluid Mechan-
ics, Vol. 45, Vieweg, Braunschweig

Walter E. (1982): Identifiability of State Space Models, Lecture Notes in Biomathematics,
Vol. 46, Springer, Berlin

Walter E., Pronzato L. (1997): Identification of Parametric Models, Springer, Paris, Milan,
Barcelone

Walter S., Lorimer G.H., Schmid F.X. (1996): A thermodynamic coupling mechanism for
GroEl-mediated unfolding, Biochemistry, Vol. 93, 9425-9430

Wang H., Al-Lawatia M., Sharpley R.C. (1999): A characteristic domain decomposition and
space-time local refinement method for first-order linear hyperbolic equations with interface,
Numerical Methods for Partial Differential Equations, Vol. 15, No. 1, 1-28

Wang Z., Richards B.E. (1991): High resolution schemes for steady flow computation, Journal
of Computational Physics, Vol. 97, 53-72

Wansbrough R.W. (1985): Modeling chemical reactors, Chemical Engineering, Vol. 5, 95-102

Watts D.G. (1981): An introduction to nonlinear least squares, in: Kinetic Data Analysis:
Design and Analysis of Enzyme and Pharmacokinetic Experiments, L. Endrenyi ed., Plenum
Press, New York, 1-24

Weinreb A., Bryson A.E.Jr. (1985): Optimal control of systems with hard control bounds,
IEEE Transactions on Automatic Control, Vol. AC-30, 1135-1138

Weizhong D., Nassar R. (1999): A finite difference scheme for solving the heat transport
equation at the microscale, Numerical Methods for Partial Differential Equations, Vol. 15,
No. 6, 697-708

Wen C.S., Yen T.F. (1977): Optimization of oil shale pyrolysis, Chemical Engineering Sci-
ences, Vol. 32, 346-349

36



[547]

[548]

[549]
[550]
[551]

[552]

[553]

[554]

[555]

[556]

Williams M.L., Landel R.F., Ferry J.D. (1955): The temperature dependence of relazation
mechanisms in amorphous polymers and other glass-forming liquids, Journal of the American

Chemical Society, Vol. 77, 3701-3706

Williams J., Kalogiratou Z. (1993): Least squares and Chebyshev fitting for parameter esti-
mation in ODE’s, Advances in Computational Mathematics, Vol. 1, 357-366

Willoughby, R.A. (1974): Stiff Differential Systems, Plenum Press, New York
Widder D.V. (1941): The Laplace Transform, Princeton University Press

Winer B.J., Brown D.R., Michels K.M. (1971): Statistical Principles In Experimental Design,
McGraw-Hill

Wolf M. (1994): Mathematisch-physikalische Berechnungs- und Simulationsmodelle zur
Beschreibung und Entwicklung transdermaler Systeme, Habilitationsschrift, Mathematisch-
Naturwissenschaftliche Fakultat, Universitdat Bonn

Wolf H., Sauerer B., Fasold D., Schlesinger V. (1994): Computer aided optimization of circular
corrugated horns, Proceedings of the Progress in Electromagnetics Research Symposium,
Noordwijk, The Netherlands

Wolmott P., Dewynne J.N., Howison S.D. (1993): Option Pricing: Mathematical Models and
Computation, Oxford Financial Press

Wouwer A.V. (1994): Simulation, parameter and state estimation techniques for distributed
parameter systems with real-time application to a multizone furnace, Dissertation, Faculte
Polytechnique de Mons, Belgium

Yang H.Q., Przekwas A.J. (1992): A comparative study of advanced shock-capturing schemes
applied to Burgers’ equation, Journal of Computational Physics, Vol. 102, 139-159

[557] Yee H.C. (1985): Construction of a class of symmetric TVD schemes, Lectures in Applied

[558]

559

[560]

[561]

Mathematics, Vol. 22, 381-395, Springer, Berlin

Zachmanoglou E.C., Thoe D.W. (1986): Introduction to Partial Differential Equations with
Applications, Dover

Zeeman E.C. (1972): Differential equations for the haertbeat and nerve impulse, in: Towards
a Theoretical Biology, C.H. Waddington ed., Edinburgh University Press, Vol. 4, 8-67

Zegeling P.A., Verwer J.G., van Eijkeren J.C.H. (1992): Application of a moving grid method
to a class of 1d brine transport problems in porous media, International Journal for Numerical
Methods in Fluids, Vol. 15, 175-191

Zhengfeng L., Osborne M.R., Prvan T. (2002): Parameter estimation of ordinary differential
equations, to appear: IMA Journal of Numerical Analysis

37



[562] Zschieschang, T. Dresig, H. (1998): Zur Zeit-Frequenz-Analyse von Schwingungen in
Antrieben von Verarbeitungsmaschinen, Fortschrittsberichte VDI, Nr. 1416, VDI, Diisseldorf,
489-506

38



	Installation
	Hardware and Software Requirements
	Packing List
	System Setup
	Starting EASY-FITredModelDesignblack 
	Dimensioning Parameters

	Introduction
	Data Fitting Models
	Introduction
	Explicit Model Functions
	Laplace Transforms
	Steady State Equations
	Ordinary Differential Equations
	Standard Formulation
	Differential Algebraic Equations
	Switching Points
	Constraints
	Shooting Method
	Boundary Value Problems
	Variable Initial Times

	Partial Differential Equations
	Standard Formulation
	Partial Differential Algebraic Equations
	Flux Functions
	Coupled Ordinary Differential Algebraic Equations
	Integration Areas and Transition Conditions
	Switching Points
	Constraints

	Optimal Control Problems

	Statistical Analysis and Experimental Design
	Confidence Intervals
	Significance Levels
	Experimental Design
	Experimental Design with Weights

	Numerical Algorithms
	Data Fitting Algorithms
	Steady State Systems
	Laplace Back-Transformation
	Ordinary Differential Equations
	Differential Algebraic Equations
	Partial Differential Equations
	Partial Differential Algebraic Equations
	Statistical Analysis

	The Modeling Language PCOMP
	Automatic Differentiation
	Input Format for PCOMP
	Error Messages of PCOMP

	Model Functions and Equations
	Explicit Model Functions
	Laplace Transformations
	Systems of Steady State Equations
	Ordinary Differential Equations
	Differential Algebraic Equations
	Time-Dependent Partial Differential Equations
	Partial Differential Algebraic Equations

	Problem Data and Solution Tolerances
	Model Independent Information
	Problem Name
	Documentation Text
	Parameters to be Estimated
	Input Type of Model Functions
	Numerical Analysis
	Optimization Tolerances
	Scaling
	Number of Plot Points
	Logarithmic Plot
	Experimental Data
	Data Fitting Norm

	Model Dependent Information
	Model Data for Explicit Functions
	Model Data for Steady State Equations
	Model Data for Laplace Transformations
	Model Data for Ordinary Differential Equations
	Model Data for Differential Algebraic Equations
	Model Data for Time-Dependent Partial Differential Equations
	Model Data for PDAE's


	Menu Commands
	File Command
	Edit Command
	Start Command
	Report Command
	Data Command
	Delete Command
	Make Command
	Utilities Command

	External Usage of Numerical Codes
	MODFIT: Explicit Model Functions, Dynamical Systems, ODE's and DAE's
	PDEFIT: Partial Differential Equations

	Test Examples
	Explicit Model Functions
	Laplace Transforms
	Steady State Equations
	Ordinary Differential Equations
	Differential Algebraic Equations
	Partial Differential Equations
	Partial Differential Algebraic Equations


