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Abstract

Electrochemical treatment (EChT) of tumours o�ers considerable promise as a safe, simple and relatively
noninvasive antitumour therapy. When platinum is used as electrode material, the major electrochemical reactions
at the anode are chlorine and oxygen evolution. Con¯icting opinions can be found in the literature over the role of
chlorine in the underlying destruction mechanism behind EChT. In this present study, the impact of chlorine in
EChT treatments is investigated by means of mathematical modelling. The analysis focuses on the tissue
surrounding a spherical platinum anode when applying a constant current density. Tissue is modelled as an aqueous
solution of sodium chloride containing a bicarbonate bu�er system and organic constituents susceptible to reactions
with chlorine. Except for the case of very low anode current densities, the simulations clearly show that it is the
spreading of hydrogen ions ± and not chlorine molecules ± that determines the extent of tissue destruction around
the anode. Moreover, it is found that the reactions of chlorine with tissue play important roles as generators of
hydrogen ions. The contribution of these reactions to the acidi®cation of tissue, surrounding the anode, is strongly
dependent on the applied current density and increases with decreasing current density.

1. Introduction

Electrochemical treatment (EChT) has shown promise
as a safe, simple and relatively noninvasive antitumour
therapy for treatment of localized malignant as well as
benign tumours. Direct current is passed through two or
more electrodes placed inside the tumour, or close to its
vicinity, and lesions are produced in distinct regions
centred on each of the electrodes. Several contributory
factors are involved in the tissue destruction, although
their respective roles in producing the antitumour e�ect
are not yet fully understood [1±5]. However, the primary
destruction of the tissue surrounding the electrodes is
most probably caused by toxic species produced in the
electrochemical reactions [1, 3, 6].
Platinum is the most widely used electrode material in

EChT treatments. When used is biological tissue, the
main reactions at the anode are oxygen and chlorine
evolution:

2H2O� O2 � 4H� � 4 eÿ �1�

2Clÿ � Cl2 � 2 eÿ �2�

The major electrochemical reaction at the cathode is
hydrogen evolution:

2H2O� 2 eÿ � H2 � 2OHÿ �3�

Consequently, the dominating reaction products, which
are locally destructive at the anode, are hydrogen ions
and various species containing oxygen and chlorine.
Hydroxyl ions and molecular hydrogen are the destruc-
tive reaction products at the cathode.
EChT has not yet been universally accepted despite

the fact that more than ten thousand tumour patients
have been treated in China during the past ten years
[7±9]. The reason for this is the lack of basic preclinical
studies and reliable clinical trials. Uncertainties regard-
ing the destruction mechanism of EChT also hinder the
development of an optimized dose planning methodol-
ogy. Therefore, a useful tool in investigating the
underlying destruction mechanisms behind EChT, as
well as in developing a dose planning strategy, is
mathematical modelling. A mathematical model of the
electrolysis process can be used to simulate concentra-
tion pro®les, of substances dissolved in tissue, and the
potential pro®le within the tissue, both as a function of
time. Moreover, if a correlation between the simulated
pro®les and destructive e�ect, obtained in experiments,
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can be found the model can be used to predict the size of
lesions produced through EChT.
Two simpli®ed mathematical models of the electro-

chemical processes, occurring during EChT, have been
formulated and visualized [10, 11]. The models focused
on the tissue surrounding a spherical platinum anode
when applying a constant direct current. The models
were based on transport equations of ionic species in
dilute solutions. kinetic expressions for the electrochem-
ical reactions were introduced at the anode surface. In
the ®rst model [11], tissue was treated as an aqueous
solution of sodium chloride. The considered electro-
chemical reactions were the chlorine and oxygen evolu-
tion reactions while the considered homogeneous
chemical reaction was the water protolysis reaction. In
a second paper [10], the model was extended to take into
account the limiting e�ect that the bicarbonate bu�er
system has on the spreading of hydrogen ions produced
at the anode. The validity of the model was investigated
by comparing simulated pH pro®les with pH pro®les
reported from in vivo experiments [6]. The model was
shown to give a very good qualitative and a fairly good
quantitative description of the pH pro®le obtained in
tissue surrounding the anode after EChT treatment. The
discrepancy between simulations and experiments, in
these earlier studies, could be attributed to other sources
producing hydrogen ions, apart from the reaction of
oxygen evolution. Such sources of hydrogen ions could
originate from the reactions of chlorine with water and
organic tissue constituents. Hence, a natural step in the
re®nement of the model is to implement to it the
transport and reaction processes of chlorine.
Con¯icting opinions can be found in the literature

over the role of chlorine in the destruction of tissue
around the anode. Samuelsson et al. stated that chlo-
rine, through its oxidative properties, is the main agent
responsible for the tissue destruction obtained in EChT
treatments [4, 12]. NordenstroÈ m stressed that chlorine
has no e�ect on the devitalisation of tissue surrounding
the anode and instead, the spreading of hydrogen ions,
stemming from the oxygen evolution reaction, is the
primary destructive agent [1]. Li et al. suggested that the
reaction of chlorine with water is the main source of
hydrogen ions in tissue surrounding the anode [3].
Berendson et al. presented several primary estimations
of the spreading of chlorine and hydrogen ions, in tissue
surrounding a platinum electrode, during EChT [13, 14].

Their results are in line with NordenstroÈ m's opinion and
indicate that the spreading of hydrogen ions, originating
from the oxygen evolution reaction, determines the
extent of the destruction zone around the anode.
The aim of this study is to elucidate the role of

chlorine in the underlying destruction mechanisms
behind EChT. This is done by further developing our
mathematical model, presented in previous studies [10,
11], to also take into account the transport and reaction
process of chlorine. The analysis focuses on the relative
spreading of the chlorinated and acidic zones around the
anode, as well as the role of chlorine as a source for
production of hydrogen ions. To investigate the validity
of the model, simulated pH and chlorine pro®les are
compared with pH pro®les and lesion sizes reported
from in vivo experiments [6].

2. Chlorine chemistry

Molecular chlorine, produced in the chlorine evolution
reaction at the anode during EChT, reacts rapidly with
water according to the following disproportionation
reaction:

Cl2�aq� �H2O� HClO�H� � Clÿ �4�

The equilibrium constant for this reaction is
6:3� 10ÿ4 M

2 at 37 �C [15]. Hypochlorous acid (HClO)
is a weak acid that dissociates with a dissociation
constant of 3:4� 10ÿ8 M at 37 �C [15]:

HClO� H� �OClÿ �5�

Hence, at a chloride concentration of 0.13 M and
pH < 2, Cl2(aq) is the dominant species. HClO is the
major species at 2 < pH < 7:2 and the hypochlorite ion
(ClOÿ) is dominant at pH > 7:2. In this study, the
concentration of ClOÿ in chlorinated tissue is consid-
ered to be negligible. This assumption is justi®ed by the
fact that pH is always <7.2 in tissues adjacent to the
anode during EChT treatment.
Cl2(aq) and HClO are highly reactive and are known

to have strong toxic e�ects [16]. A schematic list of the
principal chemical reactions of Cl2(aq) and HClO, with
organic constituents in aqueous solutions, is presented
in Table 1. The reactions may be divided into three

Table 1. Principal reactions of Cl2(aq) and HClO with organic compounds in aqueous solutions [16±20]

Type of reactions Molecular chlorine Hypochlorous acid

Addition RC = CR¢ + Cl2(aq) + H2O ! RC(Cl)C(OH)R¢ + H+ + Cl) RC = CR¢ + HClO ! RC(Cl)C(OH)R¢

Substitution RH + Cl2(aq) ! RCl + H+ + Cl) RH + HClO ! RCl + H2O

Oxidation Cl2(aq) + 2 e) ! 2Cl) H+ + HClO + 2 e)! H2O + Cl)

R(red) (+H2O)* ! R(ox) + 2H+ + 2e) R(red) (+H2O)* ! R(ox) + 2 H++2e)

overall reaction: overall reaction:

Cl2(aq) + R(red) (+H2O)* ! R(ox) + 2H+ + 2Cl) HClO + R(red) ! R(ox) + H+ + Cl) (+H2O)*

* Depending on its nature, the reaction may involve consumption or production of water
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general groups; addition, substitution and oxidation.
Addition reactions occur when Cl2(aq) and HClO add
across reactive organic double bonds. The major reac-
tion products from aqueated chlorine addition reactions
are chlorohydrin compounds [17, 18]. Substitution
reactions involve the replacement of one atom or
functional group with another. Cl2(aq) and HClO react
with aromatic and amino compounds to replace a
hydrogen substituent and form C-chlorinated and N-
chlorinated compounds [19]. In addition to acting as
chlorinating agents, Cl2(aq) and HClO also act as
oxidising agents. Oxidation of an organic compound
corresponds to increasing its oxygen content or to
decreasing its hydrogen content. Oxidation of the
organic compounds may take place with or without
degradation of the compounds and both chlorinated
and nonchlorinated compounds are subject to oxida-
tion. Depending on the nature of the reaction, oxidation
may involve either a consumption or production of
water. Carbohydrates and carbohydrate-related com-
pounds are examples of organics that are subject
principally to oxidative reactions [20]. Cl2(aq) and
HClO may also oxidize inorganic constituents in tissue,
such as iron and bicarbonate ions [15, 16]. However,
these reactions are considered to be of negligible
importance in comparison with the organic oxidation
reactions.
The reactions of Cl2(aq) and HClO with organic

constituents in tissue are very complex. To account for
the production of hydrogen and chloride ions from the
reactions of Cl2(aq) and HClO with organic matter, the
following groups of reactions were treated in our model:

Cl2�aq� �Org! OrgÐCl� Clÿ �H� �6�

HClO �Org! OrgÐCl�H2O �7�

Cl2�aq� �Org±red�H2O! Org±ox� 2Clÿ � 2H�

�8�

HClO �Org±red! Org±ox� Clÿ �H� �9�

In the above reactions, Org denotes an organic molecule
susceptible to chlorination while Org±ox and Org±red
denote an organic compound in its oxidised and reduced
state, respectively. Reactions 6 and 7 represent all
chlorinating reactions of Cl2(aq) and HClO. No distinc-
tion is made between chlorination due to addition or
substitution reactions. This simpli®cation is justi®ed by
the fact that the addition and substitution processes of
Cl2(aq), both generate one chloride and hydrogen ion,
while no ions are produced in the two processes involving
HClO, see Table 1. Reactions 8 and 9 represent the
oxidation reactions of Cl2(aq) and HClO. It is assumed
that all oxidation reactions involve an increase of the
oxygen content of the organic compound and that only
nonchlorinated organic compounds are subject to oxi-
dation.Moreover, the oxidation reactions are assumed to
proceed without degradation of the organic compound.

3. Problem de®nition and basic assumptions

The analysis is focused on the tissue around a spherical
platinum anode when a direct current is applied. The
spherical geometry of the model and the symbols used to
denote its geometrical dimensions are illustrated in
Figure 1. The electrolyte domain, X, is bounded by an
inner and outer spherical surface. The inner boundary
surface, @Xa, represents the spherical anode with a
radius ra. The outer boundary, @Xr, represents a
spherical surface with a radius rr, at a distance large
enough from the anode to assure constant concentra-
tions. The cathode is assumed to be placed at a distance
far enough from the anode to ensure that the anodic and
cathodic reaction zones do not interact.
Tissue is treated as a homogeneous aqueous solution

of sodium chloride containing a bicarbonate bu�er
system. In addition it is considered to contain two types
of organic constituents, Org and Org±red, which are
susceptible to chlorination and oxidation, respectively.
It should be emphasized that real tissue is a hetero-

geneous medium containing a discontinuous cellular
phase and a continuous extracellular phase. When
current is applied to tissue, it is mainly transported
through the channels of extracellular ¯uid. This is
con®rmed by the electroosmotic e�ects, which have
shown to arise during EChT [1]. In this work, the
transport of current is assumed to occur solely through
the extracellular ¯uid. The cells serve as obstacles for the
transport of species in the extracellular ¯uid and, in
order to take into account the structure of tissue,
e�ective mobilities, which include porosity and turtuos-
ity as parameters, should be introduced. However, the
e�ective transport properties in tissue are not known
and it is out of the scope of this paper to determine these
entities. The di�usion coe�cients, of the involved
species, have therefore been estimated to being those
that occur in aqueous solutions.
There are a number of charged species present in low

concentrations in extracellular ¯uids, that are not taken
into account in the model (e.g., potassium). These

Fig. 1. Spherical geometry of the model and symbols used to denote

its dimensions.
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species, which in many cases have mobilities in the order
of magnitude as sodium, should not have any larger
in¯uence on the simulation results. The bu�er capacity
of proteins is not considered in this work but will be
introduced in a later study.
The model is based on the transport equations of ionic

species, in dilute solutions, and the equations of elec-
trode kinetics. A detailed derivation of the basic
transport and electrode Kinetics equations is presented
in an earlier article [11]. Inputs to the model are the
current density, applied at the anode, and the sizes of the
anode and electrolyte domain. Outputs from the model
are concentration pro®les of substances dissolved in
tissue and the potential pro®le, as a function of time. In
addition, current yields from the anode reactions are
obtained from the model.
The considered electrochemical reactions are oxygen

(1) and chlorine (2) evolution. In addition, eight
homogenous chemical reactions are considered in the
analysis. Cl2(aq), produced in the chlorine evolution
reaction, hydrolyses according to Reaction 4. The
substitution and addition reactions of Cl2(aq) and
HClO, with organic constituents in tissue, are modelled
using the simpli®ed Reactions 6 and 7, while the
oxidative reactions are modelled according to Reactions
8 and 9. Reactions 6, 7 and 9 are assumed to follow
second-order rate laws, while Reaction 8 is assumed to
be a pseudo-second order reaction. The four families of
reactions of Cl2(aq) and HClO with organic species are
assumed to be irreversible. Org and Org±red are
immobile and both contain one reaction site each. The
concentration of Cl2(aq) is limited by its saturation
concentration at 1 atm. When the saturation concen-
tration is exceeded, small chlorine bubbles, with an
internal pressure of 1 atm, are assumed to be in
equilibrium with Cl2(aq):

Cl2(aq)� Cl2(g) �10�

Acidi®cation of tissue surrounding the anode is coun-
teracted by the bicarbonate bu�er system in accordance
to the following reaction:

H� �HCOÿ3 � CO2�aq� �H2O �11�

The concentration of CO2�aq� is assumed to be constant
throughout the solution domain, and the validity of this
assumption is discussed in [10]. Finally, hydrogen and
hydroxyl ions react through the water protolysis reac-
tion:

H� �OHÿ � H2O �12�

A number of further assumptions, in addition to those
mentioned above, are made in order to facilitate the
problem's solution. These assumptions are:
(i) Two mechanisms, di�usion and migration, are as-

sumed to contribute to the transport of the solute
species in the tissue. The ¯ux of species due to con-
vection is neglected.

(ii) The solution near the electrode is assumed to be
saturated with respect to oxygen. Small oxygen gas
bubbles, with an internal pressure of 1 atm, are
assumed to be in equilibrium with the platinum
electrode surface.

(iii) The bubbles of chlorine and oxygen do not in¯uence
the conductivity of the electrolyte.

(iv) Drying e�ects caused by electroosmosis are ne-
glected.

4. Model equations

The model includes ten unknowns; namely, nine con-
centrations (cNa� , cH� , cClÿ , cOHÿ , cHCOÿ3 , cCl2�aq�, cHClO,
cOrg, cOrg±red) and the potential ®eld �U�. Consequently,
ten model equations are, respectively, required in the
electrolyte domain and each of the boundaries.

4.1. Domain equations

Di�erential material balances are formulated for all nine
species in the electrolyte domain, X:

@ci

@t
� Dir2ci � zi

jzij uir � �cirU� � Ri �13�

where t denotes time, Di the di�usion coe�cient, ui the
ionic mobility and zi the electrical charge of species i. Ri

represents the production of a species through homog-
enous chemical reactions and is given by the following
expressions.

RNa� � 0 �14�

RH� � k4;fcCl2�aq� ÿ k4;bcHClOcH�cClÿ

� k6;fcCl2�aq�cOrg � 2k8;fcCl2�aq�cOrg±red

� k9;fcHClOcOrg±red ÿ k11;fcH�cHCOÿ3

� k11;bcCO2�aq�cH2O ÿ k12;fcH�cOHÿ � k12;bcH2O

�15�

RClÿ � k4;fcCl2�aq� ÿ k4;bcHClOcH�cClÿ � k6;fcCl2�aq�cOrg

� 2k8;fcCl2�aq�cOrg±red � k9;fcHClOcOrg±red �16�

ROHÿ � ÿk12;fcH�cOHÿ � k12;bcH2O �17�

RHCOÿ3 � ÿk11;fcH�cHCOÿ3 � k11;bcCO2�aq�cH2O �18�

RCl2�aq� � ÿk4;fcCl2�aq� � k4;bcHClOcH�cClÿ

ÿ k6;fcCl2�aq�cOrg ÿ k8;fcCl2�aq�cOrg±red

ÿ k10;f
ÿ
cCl2�aq� ÿ csCl2�aq�

� �19�

RHClO � k4;fcCl2�aq� ÿ k4;bcHClOcH�cClÿ

ÿ k7;fcHClOcOrg ÿ k9;fcHClOcOrg±red �20�
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ROrg � ÿk6;fcCl2�aq�cOrg ÿ k7;fcHClOcOrg �21�

ROrg±red� ÿk8;fcCl2�aq�cOrg±red ÿ k9;fcHClOcOrg±red �22�

Here, kj;f and kj;b denote the forward and backward rate
constants of the homogeneous reaction j. The last term
in Equation 19 represents the production of Cl2�g�,
which commences as soon as cCl2�aq� exceeds its satura-
tion concentration, cSCl2�aq�. Thus, k10;f can be considered
as a `switching function' of cCl2�aq�:

k10;f � exp
cCl2�aq� ÿ cSCl2�aq�

acSCl2�aq�

( )
�23�

The constant a is chosen so that k10;f ! 0 when
cCl2�aq� < cSCl2�aq� and k10;f !1 when cCl2�aq� > cSCl2�aq�.
The ®nal equation within the domain is that of
electroneutrality:X

i

zici � 0 �24�

4.2. Boundary and initial conditions

Mass transport of species i across the anode surface,
@Xa, is either nonexistent or equal to the charge transfer,
present through virtue of the electrochemical reactions.
Thus,

ÿDi rci á n� � ÿ zi

jzij uici rU á n� � � vijij

njF
�25�

where n is the outward unit normal vector, nj the
number of electrons transferred in the electrochemical
reaction j, vij the stoichiometric coe�cient and F is the
faradaic constant. ij denotes the current density con-
tributed by the electrochemical reaction j and are given
by:

i1 � i0;1 exp ÿ F �U� Eref
eq;1�

2RT

" #
ÿ PO2
� �1=4CH�

(

exp
F �U� Eref

eq;1�
2RT

" #)
�26�

i2 � i0;2 CClÿ� � exp ÿ F �U� Eref
eq;2�

2RT

" #
ÿ CCl2�aq�
ÿ �1=2(

exp
F �U� Eref

eq;2�
2RT

" #)
�27�

where Pi � pi=pref
i and Ci � ci=crefi , with pi denoting the

partial pressure and `ref ' a reference state. We have
chosen the reference state to be equal to the system's
initial conditions with one exception; the reference state
of chlorine is set to be its saturation concentration at

1 atm. i0 is the exchange current density, T the
absolute temperature and R the universal gas constant
Eref
eq;j is the potential di�erence between the solid and

liquid phases at the reference state and at equilibrium
conditions. Equation 25 and the condition of electro-
neutrality, Equation 24, provide the anode boundary
conditions.
The following model equations are applied at the

outer boundary surface, @Xr:

rci á n � 0 �28�

1

F
�i á n� �

X
i

jzijuici�rU á n� � 0 �29�

where i is the total current density.
The initial concentrations are given by:

ci�r; 0� � c0i �30�

The initial potential at the anode surface, U0
a, is solved

by Equation 26 with i1 � i0 á n. The chlorine evolution
reaction has no in¯uence on U0

a since no chlorine is
present at the start of electrolysis. The initial potential
pro®le, throughout the solution domain, is obtained by
integrating Equation 29 using the boundary condition
U�ra; 0� � U0

a.

5. Input data

All input parameters are valid at 37 �C. Initial concen-
trations of the nine species treated in this model are
shown in Table 2. The physicochemical properties
applied in the model are listed in Table 3. Standard
electrode potentials are given as being relative to SHE.
The geometrical dimensions of the anode and the
electrolyte domain, used in all of the simulations, are
ra � 0:5 mm and rr � 6 cm. The value, rr, was found to
be large enough so as not to a�ect the solution of the
problem.

5.1. Initial concentrations

The total ionic concentration of the aqueous solution is
set to 0.16 M, and pH is set to 7.4. The bicarbonate

Table 2. Initial concentrations used in the model

Species c0i /M

Na� 0.16

H+ 1 ´ 10)7.4

Cl) 0.133

OH) 1 ´ 10)6.2

HCOÿ3 0.027

Cl2(aq) 0

HClO 0

Org 0.28

Org±red 0.28
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concentration in the model is set to 27 mM. These
choices of concentration are justi®ed by the fact that
they are close to the actual concentrations found in
plasma and interstitial ¯uid [21]. The initial hydroxyl
ion concentration is calculated using the relation
c0OHÿ � Kw=c0

H� . To ful®l the electroneutrality condition,
the exact initial sodium ion concentration is calculated
by c0

Na� � 0:16ÿ �c0OHÿ ÿ c0
H��.

The capacity of tissue to chemically bond chlorine is
estimated from a study made by Samuelsson and
JoÈ nsson, where the content of organically bound chlo-
rine, in anodic lesions, was measured [22]. In their study,
direct current was applied to normal lung tissue using two
bullet-shaped platinum electrodes. After treatment, the
content of organically bond chlorine in the grey±white
centre of the anodic lesion was determined. The treated
tissue contained, in the dried state, about 6% (w/w)
covalently bond chlorine, while normal lung tissue
contained approximately 1% (w/w). This elevation in
chlorine content re¯ected the capacity of tissue to
chemically bond chlorine and is recalculated into a molar
concentration, c0Org (mole Org per dmÿ3 tissue), through
the following equation:

c0Org �
�xCl;lesion ÿ xCl;normal�xsolid q

MCl
�31�

where xCl;lesion (w/w) is the dried chlorine content in the
anodic lesions, xCl;normal (w/w) the dried chlorine content
in normal tissue and xsolid (w/w) the solid content in lung
tissue. q denotes the density of tissue and MCl is the
molar weight of elementary chlorine. The solid content
in lung tissue is estimated to be 20% [21]. The density of
tissue is approximated with the density of water, which
is 0.99 g cmÿ3 at 37 �C [23].
The capacity of tissue to react with Cl2�aq� and HClO

through oxidation, or in other words the concentration
of oxidizable organic substances c0Org±red, is not known.

However, by making an analogy to a traditional
application ®eld of chlorine chemistry, namely pulp
bleaching, it should be possible to make a fair estimation
of tissue's reaction ability. This analogy is supported by
the fact that in pulp bleaching, the speci®c chlorine
consumption (g Cl2 per g pulp) due to addition and
substitution reactions is of the same order of magnitude
as that obtained in EChT [22, 24]. Moreover, the
bleaching process is run under similar time, temperature
and pH conditions as EChT [24]. In pulp bleaching, the
ratio of chlorination to oxidation is about 1:1 [18, 24],
and this ratio has been used to estimate c0Org±red.

5.2. Physicochemical properties

Values for the di�usion coe�cients at 37 �C were
recalculated from values in water, at 25 �C, by using
the following relationship [25]:

D25l25

T25
� D37l37

T37
�32�

The viscosities are estimated to be l25 � 0:890
mN s mÿ2 and l37 � 0:692 mN s mÿ2 [23]. Org and
Org±red are assumed to be immobile and therefore their
di�usion coe�cients are set to be close to zero. The ionic
mobilities are related to the di�usion coe�cients
through the Nernst±Einstein equation [25].
The solubility of chlorine in tissue is estimated by

Henry's law constant in pure water, and the constant a,
in Equation 23, is set to 0.001. The forward rate
constants of the reaction of chlorine with water and
the water protolysis reaction are taken from literature,
while the backward rate constants are obtained from
k4;b � k4;f=K4 and k12;b � Kwk12;f=cH2O, where K4 is the
equilibrium constant of Reaction 4. The forward rate
constant of the bu�er reaction is found in the literature
and the product k11;bcCO2�aq� is calculated from the
equilibrium expression of bu�er Reaction 11 at initial
conditions. Reactions 6±9 are generalizations of a
myriad reactions, each with a speci®c rate constant
from minimal size up to the order of 1� 109 Mÿ1 sÿ1

[19]. For simplicity, we assume in this work that the rate
constants of Reactions 6±9, here denoted as k6;7;8;9;f, are
the same and equal to 1� 103 Mÿ1 sÿ1. The exchange
current densities are estimated from experiments run in
aqueous chloride solutions, while the equilibrium
potentials are found through Nernst's equation.

6. Numerical implementation

The operator r is written in spherical coordinates and,
by assuming rotational symmetry, the model is reduced
to a one-dimensional problem with the space coordi-
nate r. The space derivatives are approximated by using
the ®nite di�erence method. To avoid numerical
problems, a new dimensionless space coordinate, x, is
introduced.

Table 3. Physicochemical input values to the model

Parameter Value Reference

DNa� /cm
2 s)1 1.78 ´ 10)5 25

DH� /cm
2 s)1 12.5 ´ 10)5 25

DClÿ /cm
2 s)1 2.72 ´ 10)5 25

DOHÿ /cm
2 s)1 7.05 ´ 10)5 25

DHCOÿ3 /cm
2 s)1 1.49 ´ 10)5 25

DCl2�aq�/cm
2 s)1 1.98 ´ 10)5 26

DHClO/cm
2 s)1 2.06 ´ 10)5 27

k4;f/s
)1 37 15

K4/M
2 6.3 ´ 10)4 15

k6;7;8;9;f/M
)1 s)1 1 ´ 103

k11;f/M
)1 s)1 3.1 ´ 105 28

k12;f/M
)1 s)1 1.5 ´ 1011 29

Kw/M
2 1 ´ 10)13.6 30

cH2O/M 55.5 29

cSCl2�aq�/M 0.040 31

i0;1/A cm)2 1.0 ´ 10)10 32

i0;2/A cm)2 1.0 ´ 10)3 33

Eref
eq;1/V 0.77 25

Eref
eq;2/V 1.41 25

1326



x � rr

r
; 1 � x � rr

ra
�33�

The transformation leads to shorter steps lengths close
to the anode and longer step lengths further out in the
electrolyte domain. By this procedure, the ®nite di�er-
ence approximation is able to describe the large gradi-
ents at the anode surface. The mesh is uniform in the
space coordinate x, and chosen so that no grid points
appear on the boundaries. Two imaginary grid points
are introduced at one half step lengths, Dx=2, outside the
boundaries.
The time derivative is approximated by the trapezoi-

dal rule. The obtained nonlinear equation system is
solved by Newton's method [34], using sparse matrix
routines included in MatlabÒ. The total number of grid
points and the maximum time step were decided
through ensuring convergence of the numerical solu-
tion, that is, when the re®nement of the mesh and
decrease of the time step did not a�ect the solution
signi®cantly.

7. Results and discussion

7.1. General description of the simulated
concentration pro®les

A simulation has been run in order to visualize the
general behaviour of the simulated concentration
pro®les (Figures 2±4). The anode current density was,
in this simulation, linearly raised from zero to
100 mA cmÿ2 in 2 min, and was subsequently kept
constant during 30 min.
Figure 2 shows the simulated concentration pro®les of

sodium, hydrogen, chloride and bicarbonate ions at the
end of this electrolysis. Hydrogen ions, produced in the
oxygen evolution reaction and in the reactions of
chlorine with tissue, form an acidic zone around the
anode. The spreading of hydrogen ions is counteracted
by these ions' reaction with bicarbonate. Chloride is
consumed in the chlorine evolution reaction, which
results in depletion of chloride ions adjacent the anode.
The sodium ions are transported away from the anode
by means of migration. The concentration pro®les of all
ions are closely related through the electroneutrality
condition.
Simulated concentration pro®les of chlorine, hypo-

chlorous acid and reactive organic sites, after di�erent
times of this electrolysis, are shown in Figure 3. Chlo-
rine, produced in the chlorine evolution reaction,
di�uses away from the anode. and its pro®le reaches a
maximum plateau due to saturation. Some of the
chlorine hydrolyses into hypochlorous acid, which also
di�uses away from the anode. The fact that the
concentration pro®les of chlorine, hypochlorous acid
and the organic constituents all meet in a very narrow
reaction zone implies that Reactions 6±9 are di�usion-
controlled.

Figure 4 shows the simulated pH pro®le around the
anode after di�erent times of electrolysis. Throughout
the electrolysis, the pro®les shifts sharply from acidic to
neutral while the local minimum, in pH, basically
remains constant. As can be seen by comparing Fig-
ures 3 and 4, the acidic zone surrounding the anode is
much larger than the chlorinated zone. Consequently at
these speci®c treatment conditions, the simulation clear-
ly indicates that it is the spreading of hydrogen ions ±
and not chlorine ± that determines the extent and size of
the destruction zone around the anode.

7.2. In¯uence of current density on chlorination
and acidi®cation

Calculations have been done using a broad range of
anode current densities ranging from 5 to 150 mA cmÿ2

(Figures 5±8). In all simulations, the current density was
linearly raised from zero to operating current density in

Fig. 2. Simulated concentration pro®les of sodium, hydrogen, chloride

and bicarbonate ions. Anode current density, in this simulation,

linearly raised from zero to 100 mA cmÿ2 in 2 min, and subsequently

kept constant during 30 min.

Fig. 3. Simulated concentration pro®les of chlorine, hypochlorous

acid and reactive organic sites, after di�erent times of electrolysis: (a)

2 + 10 min, (b) 2 + 20 min and (c) 2 + 30 min. Anode current

density, in this simulation, linearly raised from zero to 100 mA cmÿ2

in 2 min, and subsequently kept constant during 30 min.
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2 min, and was subsequently kept constant during
30 min.
Figure 5 shows the extension of the chlorinated and

acidic zones, in tissue surrounding the anode, as func-
tions of current density. The extension of the acidic zone
is plotted for pH values of 2, 3 and 7. The radii
corresponding to these pH values are obtained from
individual pH pro®les at di�erent current densities. The
simulations show that the size of the acidic zone increases
signi®cantly with increasing current density. On the
other hand, the chlorinated zone increases only slightly
with increasing current density. In fact, at current
densities higher than 75 mA cmÿ2, the radius of the
chlorinated zone is almost constant. The explanation for
this behaviour is that tissue already becomes saturated
with chlorine at low current densities, so that subsequent
produced chlorine is lost to the gas phase as current
density increases. Figure 6 shows the normalized part of

the total amount of chlorine produced at the anode, that
is released to the gas phase, as a function of time at
di�erent total current densities. At the two lowest current
densities of 5 and 10 mA cmÿ2, the rate of production of
chlorine is low enough to avoid saturation.
Generally, it can be stated that the outer boundary of

the acidic zone is always ahead of the boundary of the
chlorinated zone. This does not necessarily mean that it
is always the hydrogen ion that plays the role as
principal destructive agent. It most probably takes a pH
of between 2 and 3 to cause irreversible tissue destruc-
tion [10, 35, 36]. Moreover, the pH needed to cause
irreversibly cell damage may also be dependent on the
time of exposure [8, 37]. Figure 5 shows that the
hydrogen ion is the principal destructive agent at current
densities higher than 25 mA cmÿ2, assuming that
pH < 2 causes lesions. At lower current densities, the
spreading of chlorine and hypochlorous acid determines
the size of the destruction zone. If, instead, pH < 3 is
used as the destruction condition, then the simulations
indicate that it is the acidi®cation that causes tissue
destruction, irrespective of the applied current density.
Secondary reactions, arising from the chlorine produc-

tion at the anode, play important roles as generators of
hydrogen ions. Figure 7 shows the normalized contribu-
tion to the total production of hydrogen ions from the
reactions of chlorine with tissue (i.e., Reactions 4, 6, 8 and
9) as a function of time at di�erent current densities.
Chlorine is responsible for as much as 97% of the
acidi®cation surrounding the anode, at the two lowest
current densities of 5 and 10 mA cmÿ2. The impact that
chlorine has on acidi®cation around the anode is consid-
erably decreased with increasing current density. The
reason for this is that the current yield of chlorine varies
with applied current density. The normalised part of the
total current density, contributed by the chlorine evolu-
tion reaction, is plotted inFigure 8 as a function of time at

Fig. 5. Simulated extensions of chlorinated and acidic zones around

the anode, as functions of current density. Extension of acidic zone is

plotted for pH values of 2, 3 and 7. Anode current density, in this

simulation, linearly raised from zero to operating current in 2 min, and

subsequently kept constant during 30 min.

Fig. 6. Simulated release of chlorine into the gas phase, as a function

of time at di�erent anode current densities: 5, 10, 25, 50, 75, 100, 125

and 150 mA cmÿ2. Chlorine loss is de®ned as the normalized part of

total amount of chlorine produced at anode that is lost to gas phase.

Anode current density, in this simulation, linearly raised from zero to

operating current in 2 min, and subsequently kept constant during

30 min.

Fig. 4. Simulated pH pro®les around the anode after di�erent times of

electrolysis: (a) 2 + 1 min, (b) 2 + 5 min, (c) 2 + 10 min, (d)

2 + 20 min and (e) 2 + 30 min. Anode current density, in this

simulation, linearly raised from zero to 100 mA cmÿ2 in 2 min, and

subsequently kept constant during 30 min.
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di�erent total current densities. At low current densities,
in the absence of mass transport limitations, the chlorine
evolution reaction is kinetically favoured by its high
exchange current density. When the current density is
increased, the chlorine evolution reaction becomes di�u-
sion-limited and its current yield decreases signi®cantly.
There is a large di�erence between our simulated

current yields and the current yields reported in an
experimental study made by Samuelsson and JoÈ nsson
[22]. They investigated the chlorine current yield at a
platinum foil anode, immersed in physiological saline
solution. The experiments were run in a gas-tight cell
and the released chlorine was determined by iodometric
titration. A broad range of current densities, ranging
from 5 to 130 mA cmÿ2, was investigated. The chlorine
yield was found to vary in between 37% and 50%, with

a maximum yield occurring at 40 mA cmÿ2. The poor
agreement between the simulated and the experimentally
measured current yields is caused by two serious
shortcomings in their experimental design. First, no
consideration was taken to the fact that a large part of
the produced chlorine shows up as hypochlorous acid
and, hence, the measured current yields does not re¯ect
the actual current yield obtained in the experiments.
Secondly, convection was allowed to enhance mass
transport around the anode. In real EChT treatments,
the principal transport mechanisms are di�usion and
migration as convection is strongly obstructed by the
dense structure of tissue.
It is important to note that, except for the two lowest

current densities, the yield of hydrogen ions originating
from the reactions of chlorine with tissue is signi®cantly
less than the corresponding current yield of chlorine, see
Figures 7 and 8. This can partly be explained by
comparing the number of hydrogen ions produced, per
transferred electron in the chlorine and oxygen evolu-
tion reactions, respectively. One hydrogen ion is pro-
duced per transferred electron in the oxygen evolution
reaction. The chlorinating reactions (6) give rise to a net
production of half a hydrogen ion per transferred
electron, from the chlorine evolution reaction, while
the oxidation reactions (8) and (9) correspond to a net
production of one hydrogen ion. In addition, the
production of hypochlorous acid (4) alone, without
subsequent reactions with organic constituents, gener-
ates a half hydrogen ion per transferred electron in the
chlorine evolution reaction. This comparison, together
with the fact that a large part of the chlorine is lost to
the gas phase, clearly shows that the acidifying power of
the chlorine evolution reaction is, although not negligi-
ble, considerably less than that of oxygen evolution.

7.3. Sensitivity analysis

The estimations contained in the capacity of the tissue to
react with chlorine and hypochlorous acid, through
oxidation, c0Org±red, and the rate constant of Reactions
6±9, k6;7;8;9;f, are both impaired with large uncertainties.
Accordingly, calculations have been run using a wide
spectrum of c0Org±red and k6;7;8;9;f, so that their in¯uence
on the simulation results can be thoroughly investigated
(Figures 9±11). In all of the simulations, current density
was linearly raised from zero to an operating current
density in 2 min, and was subsequently kept constant
during 30 min.
Figure 9 shows the simulated concentration pro®les of

chlorine and hydrogen ions, when using di�erent values
of c0Org±red. The anode current density in these simula-
tions was set of 100 mA cmÿ2. The oxidation reactions
provide an important source of hydrogen ions, which
results in a maximum hydrogen ion concentration,
localized at the reaction front of chlorine, that increases
with increasing c0Org±red. However, the extension of the
acidic zone is only slightly a�ected by c0Org±red. The
consumption of chlorine by Org±red increases with

Fig. 8. Simulated normalized contributions from the chlorine evolu-

tion reaction, to the total anode current density, as a function of time

at di�erent total current densities: 5, 10, 25, 50, 75, 100, 125 and

150 mA cmÿ2. Anode current density, in this simulation, linearly

raised from zero to operating current in 2 min, and subsequently kept

constant during 30 min.

Fig. 7. Simulated normalized contributions from the reactions of

chlorine with tissue (i.e., Reactions 4, 6, 8 and 9) to total production of

hydrogen ions, as a function of time at di�erent anode current

densities: 5, 10, 25, 50, 75, 100, 125 and 150 mA cmÿ2. Anode current

density, in this simulation, linearly raised from zero to operating

current in 2 min, and subsequently kept constant during 30 min.
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increasing c0Org±red and, consequently, the spreading of
chlorine is impeded.
The in¯uence of c0Org±red on the simulated pH pro®le

becomes more prominent at lower current densities, see
Figure 10. At 10 mA cmÿ2, oxidation reactions are the
main source of acidi®cation surrounding the anode and
both the acidity and the extension of the acidi®ed zone
are a�ected by c0Org±red.
The concentration pro®les of chlorine, hypochlorous

acid and reactive organic sites, using di�erent values on
the rate constant of Reactions 6±9, k6;7;8;9;f, are shown in
Figure 11. The anode current density in this simulation
was set to 100 mA cmÿ2. The simulations clearly show
that the spreading of chlorine and hypochlorous acid is
controlled by di�usion. Although k6;7;8;9;f is varied within
four orders of magnitude, the concentration pro®les of
chlorine and hypochlorous acid remain unchanged.

7.4. Comparison between simulations
and experimental results

The validity of the model is evaluated by comparing
simulated results with results obtained after EChT
treatment of normal mammary tissue in rats [6]. In the
experiments, constant direct current was applied to the
tissue by means of two spherical Pt:Ir (9:1) electrodes,
with a radius of 0.5 mm. Three di�erent currents were
used in the experiment, corresponding to anode current
densities of 34, 85 and 171 mA cmÿ2. In the experi-
ments, current was linearly raised from zero to operating
current in 2 min, and was similarly decreased to zero at
the end of the treatment. The treatment times were
adjusted so that, in each of the experiments, a total
charge of 5 C was passed between the electrodes. The
diameter of the spherical dark brown lesion, produced
around the anode, was measured directly after treat-
ment. A di�use grey±white zone, caused by the reactions
of chlorine and hypochlorous acid with tissue, was
obtained within the dark brown lesion. Subsequently,
pH measurements were performed with a microcombi-
nation pH electrode. Measurements were made in the
centre of the lesion, and at every second mm from this
point, until well out into the region of healthy tissue.
The last pH measurement, in the tissue surrounding the
anode, was run about 10±15 min after current shut-
down.
Simulations were run using current densities and

treatment times identical to those used in the experi-
ments. Simulations, in which i1; i2 and rU were set to
zero after current shutdown, were also run. In this way,
the di�usion-reaction processes occurring between cur-
rent shutdown and pH measurement could also be
modelled.
The simulated pH pro®les, obtained immediately after

current shutdown and after 10 and 15 min of mass
transport, are presented in Figure 12. Also shown in

Fig. 9. Simulated concentration pro®les of chlorine and hydrogen ions

at di�erent values on c0Org±red: (a) 0, (b) 0.28 and (c) 2.8 M. Anode

current density, in this simulation, linearly raised from zero to

100 mA cmÿ2 in 2 min, and subsequently kept constant during

30 min.

Fig. 10. Simulated pH pro®les at di�erent current densities (10 and

100 mA cmÿ2) and di�erent values on c0Org±red: 0 (- - -) 0.28 (Ð±) and

2.8 (- � -) M. Anode current density, in this simulation, linearly raised

from zero to operating current in 2 min, and subsequently kept

constant during 30 min.

Fig. 11. Simulated concentration pro®les of chlorine, hypochlorous

acid and reactive organic sites, at di�erent values on k6;7;8;9;f: 10 (- - -)

1� 103 (Ð±) and 1� 105 (- � -) Mÿ1 sÿ1. Anode current density, in this

simulation, linearly raised from zero to operating current in 2 min, and

subsequently kept constant during 30 min.
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Figure 12 are the experimentally measured pH pro®les,
which agree well with the simulated pro®les. The slight
di�erence in shape between simulated and experimental
pro®les could possibly be explained by an underestima-
tion of tissue's bu�er capacity and/or an overestimation
of the bu�er reaction rate. The model's ability to predict
the pH pro®le in tissue surrounding the anode, within a

wide range of currents, strongly supports its general
validity.
The correlation between the experimentally measured

lesions and the simulated size of the chlorinated zone is
shown in Table 4. Also presented in the table is the
simulated pH obtained at a radius corresponding to the
border of the experimental lesions. These pH values

Fig. 12. Comparison between simulated and experimental pH pro®les [6] at di�erent treatment conditions: (a) 1, (b) 2.5 and (c) 5 mA. Treatment

times adjusted so that, in each of the experiments, a total charge of 5 C was passed between the electrodes. Experimental values (d) given as the

mean � 1 standard deviation. Simulated pH pro®les (Ð±) presented as a function of time: 0, 10 and 15 min following current shutdown.
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were found just before the current was decreased to zero
in the ®nal 2 min run. As can be seen in the table, the
experimental lesion radii are larger than the simulated
radii of the chlorinated zones, in all treatment groups.
Furthermore, the simulated pH at the border of the
experimental lesions correlates well to a value around 2.
These two ®ndings are both in line with the results
presented earlier in Section 7.2; namely that at this
present range of current densities, the size of the
destruction zone is determined by the spreading of
hydrogen ions.
It should be noted that boundaries in the simulated

pro®les, of organically bonded chlorine, are sharper
than the corresponding grey±white zone border, ob-
tained in the experiments. This can be explained by the
fact that the model only accounts for one rate
constant, in the reactions of chlorine and hypochlorous
acid with organic matter. In reality, a number of
reactions, with largely varying rate constants, are
present.

8. Conclusion

The mathematical model presented in this study in-
creases the understanding of the role of chlorine in the
underlying destruction mechanisms behind EChT treat-
ments. A considerable amount of the chlorine, produced
at the anode, reacts with water to form hypochlorous
acid. Chlorine and hypochlorous acid are potent chlo-
rinating and oxidising agents, with strongly toxic
properties. Their impact in the overall destruction
mechanism is, however, found to be very limited since
the acidic zone always reaches further out from the
anode than the chlorinated zone. Except for the case of
very low anode current densities, the simulations clearly
show that it is the spreading of the hydrogen ion that
determines the extent of tissue destruction around the
anode.
Although chlorine and hypochlorous acid themselves

are found to have limited roles in the destruction
mechanism of EChT, their secondary reactions with
tissue are shown to be important sources for production
of hydrogen ions. The contribution of these reactions to
the acidi®cation of tissue surrounding the anode is
strongly dependent on the applied current density and
increases with decreasing current density.
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