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Psoriasis is a common skin disease, with a clinical appearance of red, scaly lesions,
known as plaques. Recent experimental research has shown that the ubiquitous cell-
signalling molecule nitric oxide (NO) is actively synthesized within these plaques
by the INOS enzyme. In contrast, NO production from normal, healthy skin is a by-
product of the reduction of nitrite in sweat. Measurement of NO release rates at the
skin surface are 100 times greater from psoriatic lesions than normal skin. We pro-
pose a mathematical model for the dynamics of NO within psoriatic plaques, that
incorporates diffusion, production in the basal epidermis, decay within the plaque,
and active scavenging by red blood cell haemoglobin; this last effect introduces a
key nonlinearity into the model. We present numerical simulations of the model in
two space dimensions, and then describe an approximation that reduces the model
to two coupled ordinary differential equations. This reduced system can be solved
exactly, giving an approximation for the NO release rate as an explicit function of
model parameters. We use this approximation to explain some recent, surprising
experimental results.
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1. INTRODUCTION

Psoriasis is a common skin disease, affecting about 2% of Caucasian popula-
tions. In the most common forms, raised, inflamed (red) lesions, known as plaques,
develop on the skin surface, covered by a silvery, white scale. The outer layer of
the skin (epidermis) is significantly thickened, with increased cell proliferation in
the basal layer and incomplete cell differentiation. The epidermis is also infiltrated
by large numbers of white blood cells, which cluster in small abscesses. In the
lower layer of skin (dermis) the capillary loops are tortuous and dilated leading to
increased blood flow and skin redness. The interface between the dermis and epi-
dermis also differs from normal skin. The thickened epidermis protrudes into the
dermis forming fingers called rete pegs and dermal papillae containing the capillary
loops.

Despite this detailed understanding of the psoriatic pathologies, relatively little is
known about the underlying molecular events that cause the disease, and this is the
focus of current psoriasis research. One recent line of investigation concerns the
signalling molecule nitric oxide (NO). Long known as an environmental pollutant,
it was shown in the late 1980s to be biologically active, and a huge volume of
subsequent research has established NO as an important regulator in most tissues
of the body (for review se®Moncada1999.

In particular, NO is produced at high rates within psoriatic plaques. Due to its
small size and solubility in phospholipid membranes, NO has a high diffusion
coefficient in tissue. Thus it can easily be detected at the skin surfaedier
et al. (1996 designed an experiment to do just that; they placed a sealed nitrogen-
filled vessel over the psoriatic plaque, allowed NO to diffuse into the vessel from
the skin for 20 min, then aspirated the accumulated NO into a chemiluminescence
analyser. They showed that in healthy human skin, NO is released at relatively
low levels, due mainly to chemical reactions occurring within the sweat layer that
covers the skin. By contrast, NO is released from psoriatic plaques at a rate about
100 times greateidremet al,, 1997 Weller and Ormerodl997 Ormerodet al.,

1998.

These results suggest that NO might play a causal role in psoriasis, a possibility
which would have exciting potential therapeutic implications, and for this reason,
NO activity in psoriasis is an ongoing research area. In this paper, we use a mathe-
matical model to study the dynamics of NO within a psoriatic plaque, investigating
the NO distribution, and how the release rate at the skin surface depends on model
parameters. More specifically, we attempt to explain recent results of \igeker
(manuscript in preparation), who investigated the relationship between the redness
(erythema) of psoriatic plaques, and NO release rates from their surface; their data
isillustrated in Figl. NO is a potent dilator of blood vessels: this was the first con-
text in which the biological activity of NO was recognizddrarroet al.,, 1987%).
Therefore, one expects intuitively that high NO release rates will correlate with
high plaque erythema. However, Welkgral. found that while there was a positive



Modelling Nitric Oxide in Psoriasis 625

o

= 5
g [ 0 ]
E L j
Cl\l L -
3_ —
531 g o _
O o 1
g L ]
& [ o ]
9 2 ) -
© r 8 T
< o o |
[+ o o
o | : . _
Z 118 g 8 -
L 8 g =] 4

- o o -

o o
g g : _
38 ° -
0_| 1 1 1 1 | 1 1 1 1 | 1 1 1 1 1 —
1 3 4
Erythema

Figure 1. Experimental data showing the relationship between the erythema of psoriatic
plaques and NO release rates from their surface. Full details of these experiments will
be published separately (Wellet al, in preparation). Briefly, erythema was scored by a
single observer (RW) on the scale 1 (mild), 2 (moderate), 3 (severe) and 4 (very severe).
NO released from the plague was collected in a nitrogen filled container over a 20 min
period, and the concentration was then measured using a chemiluminescence meter.

correlation between the two measurements, NO release was actually highest in
plagues with moderate erythema, with lower average NO release in plagues with
either high or low erythema. One of our objectives is to explain this observation
using mathematical modelling.

In Section2 we develop a mathematical model for NO dynamics in psoriasis.
The model equation can be solved numerically, but not analytically in its full form,
and in SectiorB we discuss an approximate model for the equilibrium dynamics of
NO. The approximate model is not derived systematically, but rather via a series of
ad hog but biologically reasonable, approximation steps. The approximate model
can be solved exactly, and this is done in SectlonFinally, in Section5, we
discuss the implications of our results.

2. MATHEMATICAL MODEL

We develop a mathematical model for NO dynamics within a psoriatic plague,
consisting of a single reaction—diffusion equation for the NO concentratiart).
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The kinetics of NO within a plaque involve three main processes. Firstly, synthesis
of NO, which occurs in cells in the basal layer of the epidermis; this has been estab-
lished by staining tissue samples for the enzyme iINOS that causes the production
(Kolb-Bachofenet al,, 1994 Ormerodet al, 1998. This is not the only source
of NO within a psoriatic plaque: NO is also produced in the dermal papillae and
in some cases in the suprabasal epider®is¢h-Gerharzt al, 1996. However,
we assume that the NO production in the basal epidermis is dominant, and occurs
at a constant rate. There is no experimentally determined value for this param-
eter; hence, we will estimate it by matching the observed average release rate of
NO from psoriatic plaques with that predicted by the model. Secondly, NO decays
within tissues, due mainly to reaction with superoxidg. his gives a half life
of about 4 s llancaster1994), approximately the same in different parts of the
plaque; we model this with the termn, with the constant = 0.17 s*.

Thirdly, NO is actively removed by red blood cell haemoglobin within the der-
mal capillaries. This occurs in addition to the.n decay term. Crucially, though,
this is a nonlinear process: NO dilates blood vessels causing increased blood flow
(and increased redness) and hence greater NO scavenging by haemoglobin. Thus,
the removal rate of NO within the dermal papillae has the ferom[1 + g(n)],
whereg(n) is the increase in the cross-sectional area of blood vessels in response
to NO. In vitro experiments on blood vessels, where NO levels can be externally
controlled, show that an appropriate functional forrg(s) = gon/(g:+n), where
01 ~ 20 nM (Ku, 1996 andgy is the maximal change in cross-sectional area of the
capillaries. The value ady is unknown and will vary between individuals, but esti-
mates suggest that the blood flow in psoriatic plaques is two to five times greater
than in normal skinlemp and Staberdl983 Krogstadet al,, 1995. Assuming
Poiseuille flow in the capillaries implies that# g(n) varies between about 1.4
and 2.2(v/2—/5). Like the production rate, g, can be found by matching obser-
vation with simulation. The parameteiis the product of haemoglobin concentra-
tion in the blood (typically 2 mMThibodeau and Pattod997), the proportion of
the dermal papillae composed of blood vessels (about 2aféx et al, 1994, and
the rate constant of NO binding to haemoglobin in flowing blood (& M~ts™%;
Liao et al,, 1999; this givesy = 10571,

Putting these various terms together gives the following equation for NO dynam-
ics in a plaque:

an —An in suprabasal epidermis
Fri DVn+{ —An+a in basal epidermis Q)
—xn —vn[1l+ go/(g1+Nn)] indermis.

HereD is the diffusion coefficient of NO in tissue, which has been measured exper-
imentally as 330Qum? s (Malinski et al, 1993. We have solved these equations
numerically in the two-dimensional (2D) spatial domain illustrated in Eigvhich
corresponds roughly to the geometry of a psoriatic plaque. We dendftetbgnd
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Figure 2. A schematic illustration of the spatial domain on which we solve the full
model ().

L the thickness of epidermis above a dermal papilla, the thickness of the basal
epidermis, and the half-width of a rete ridge/dermal papilla, respectively. Typical
values for a psoriatic plaque ak& = 150 um, h = 12 um andL = 50 pum.
Symmetry boundary conditions applyat= 0 andx = 2L, which are the middle
of an epidermal ridge and a dermal papilla, respectivelyy At 0, which is the
skin surface, we take = 0. This is appropriate since the diffusion coefficient of
NO in air is about 1000 times greater than in tissue, so that the NO released into
the air diffuses away rapidly. Note that it is the NO flux at the skin surface, rather
than concentration, that is measured experimentally. The boundary condition at
Y = —VYend IS included for computational necessity; we take= 0, but it is not
significant provided thayenqis sufficiently large.

The solution of 1) rapidly evolves to an equilibrium, independent of initial data.
A typical example of this equilibrium is illustrated in Fig, the NO concentration
is highest in the basal layer of the epidermis, where it is produced, moderate in
the suprabasal epidermis, and lowest in the dermis, where it is actively removed
into the blood stream. We have good estimates for all parameters exeeayut
0o- These two parameters can be determined by comparing the results of model
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Figure 3. A typical solution of the full model}, showing the equilibrium distribution of
NO within a psoriatic plaque. This equilibrium is reached very rapidly (typically within a
few seconds); the scale bar gives the NO concentration in nM. The skin syrfackis at

the top of the picture. The model equatidi) was solved numerically using an alternating

direction implicit Crank—Nicolson scheme. Parameter valuesbDare 3300 Mmz s,

A=017st a=170nMs1 v = 1051 gy = 9 (dimensionless)g; = 20 nM,
Y =150um,h =12 um,L = 50 um.

solutions with two experimental measurements on psoriatic plaques: the rate of
NO release from the plaque surface (meghgdmol cnt? min~?; calculated from

the data in Figl) and the increase in blood flow in the plaque compared to normal
skin (factor of 1.8;Klemp and Stabergl983 Krogstadet al, 1999. This data
relates directly to model solutions: the model prediction of NO flux at the skin
surface is the average overof —D dn/dy|y—o, and the prediction of erythema is

the average over the dermal papilla of-1g(n). Comparison of these predictions
with the data implies mean valuesaf= 170 nM s ! andgy = 9 (dimensionless);
however, these parameters will vary between individuals.

There is wide variation in the NO flux and erythema between patients. Deter-
mining how these two aspects of the disease depend on model parameters using
the full model @) is very cumbersome—since analytical solution is not possible,
it would require large numbers of numerical simulations in two space dimensions.
Therefore, a simpler, analytically solvable model would be preferred. In the next
section we develop such a model.
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3. APPROXIMATE MODEL

One of our objectives in this paper is to study the variation of NO release rates
from psoriatic plagues with plaque erythema. This can be done most effectively
by obtaining analytical formulae for the flux and erythema, as a function of model
parameters. In this section, we discuss an approximate versid) af équilib-
rium, in which such analytical solution is possible. Having developed this model
we will go on, in Sectior, to derive expressions for NO flux and erythema for this
approximate model, which will enable us to investigate their relationship.

Our approximate model is based onaahhocreduction of the full system, which
replaces 1) at equilibrium with two coupled ordinary differential equations. The
approximate model therefore has no formal relationship with the full model, but
does provide an effective qualitative and semi-quantitative representation of the
behaviour of the full model, with sufficient simplicity to be solved exactly. The
approximation involves three basic steps.

Step 1. We replace the functiog(n) = gon/(g: + n) with the linear expression
Oon/g:. This is reasonable since the NO concentratias relatively low in
the dermis, compared th = 20 nM.

Step 2. The most fundamental step of our approximation is that we consider the
epidermal peg and dermal papilla separately from the remainder of the epi-
dermis (illustrated in Fig4). In the lower layerl (epidermal peg/dermal
papilla), we neglect variation perpendicular to the skin surface, giving an
oDE for n as a function ok only. As in the full model {), this ODE has dif-
ferent kinetics in the three regions: the suprabasal epidefq)s the basal
epidermis £,) and the dermis/s). In the upper layet/ (remainder of the
epidermis), we similarly neglect variation parallel to the skin surface, giving
anoDE for n as a function ofy. Again, the kinetics are different in the basal
(U1) and suprabasalf) regions; iri4;, we take the NO production rate to be
a/2, representing an average of the basal layer above the dermal papilla, and
the suprabasal epidermis above the rete peg (se@)igVe link the solu-
tions in the two layerg andi/ by requiring that the value af aty = —Y
in U is equal to the average valuermbver the region€,, £, andLs.

Step 3. Finally, we remove the boundary conditionat 2L in regionL3, which
greatly complicates the analytical solution. Instead we solve the equation
that applies in3 on the domainL < X < oo, with boundary condition
n — 0asx — oo.

For notational ease, we write = /(A +v)/D and8 = gov/(g:D); then our
approximate model is given by

Dnyy—an=0 inLq, thatisO<x <L —nh (2)

Dnyy—An+a=>0 inL,, thatisL —h<x <L 3)
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Figure 4. A schematic illustration of our approximation to the full model, which should be
compared with Fig2. We divide the domain into two layers: the lower lay&rconsisting

of the dermal papilla and epidermal peg; and the upper layeonsisting of the remainder

of the epidermis. InC, we solve forn as a function of only, while in regionl/, n is a
function ofy. The equations of the approximate model &)e-(6).

Nyx —a’n — N2 =0 in L3, thatisL < x < 2L (4)
(but solved orx > L subject to
n— 0asx — o)
Dnyy—An=20 inly, thatis—Y+h<y<0 (5)
Dnyy—An+4+a/2=0 inly, thatis—Y <y < —-Y +h. (6)
As in (1), we taken = 0 aty = 0, the skin surface, angy, = 0 atx = 0, the
centre of the epidermal peg. The solution must satisfy continuity and smoothness

atx =L — h,x =L, andy = =Y + h. Finally, the solutions of3)—(4) and 6),
(6) are linked by the condition

1 x=2L
nly =0) = Z/ . n(x) dx.
X=

Numerical solution of the approximate model is of course straightforward. The
qualitative solution form is the same as for the full model: highest NO concentra-
tion in the basal epidermis, with moderate NO levels in the epidermal peg, and low
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Figure 5. Comparisons of the solutions of the full modBl (——) and approximate
model @)—(6) (- - - -) for NO distribution within a psoriatic plaque. In (a), we show the
NO concentration averaged overand plotted as a function f the distance from the skin
surface. The approximate solution is constant in the regich —Y because the model
equations ar®DEs for n as a function ofk here. In (b), we show the NO concentration

as a function ok in the epidermal peg and dermal papillae. For the approximate model,
this is just one solution, and for the full model, we plot the solution at 160, 200, 250,
300, and 35Qum below the skin surface; the solution decreases with increasing depth.
Note that the full model solution decreases rapidly at depths above aboun@3fecause

this is below the rete peg (see FR). In both (a) and (b), the dotted lines indicate the
position of the basal epidermal layer. The figure shows that the solutions of the two models
are qualitatively very similar, but that the approximate solution underestimates the NO
concentration in the full solution. The parameter values are as ir8Fig.

concentrations in the dermis. A quantitative comparison of the solutions of the full
and approximate model (illustrated in Fig). shows that the approximate model
predicts NO concentrations that are too low, by a factor of as much as two. This
is because the approximate model neglects the NO that diffuses into the dermal
papillae from the basal epidermis above it. Similarly, within the upper refgion
there is diffusion of NO parallel to the skin surface, which redistributes the NO
produced above the dermal papilla. These effects are appreciable because of the
high diffusion coefficient of NO, and mean that the approximate model predicts NO
levels that are too low throughout the upper ladfeand the top of layeL. Fur-

ther down into the epidermal peg/dermal papilla, the full model solution becomes
increasingly independent of distance below the skin surface, and thus approaches
the solution of the approximate model. These comparisons imply that the approx-
imate model underestimates both NO flux at the skin surface and the degree of
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erythema. However, we expect the qualitative variation in flux and erythema with
model parameters to be the same in the two models.

4. SOLUTION OF THE APPROXIMATE MODEL

We now derive a solution of the approximate model outlined earlier, beginning
with the dermal layer. The basic objective of this work is to obtain formulae for
the NO flux at the skin surface, given byDaon/dy|y—o, and for the degree of
erythema, defined within the approximate model as the average valdegghlg;
within the dermal papillae (that is, the regitn< x < 2L); these formulae are
derived once the solution has been found.

4.1. Solution in the lower layer£. Our approximate model divides the lower
layer £ into three region&;, £, and Lz, corresponding, respectively, to the supra-
basal and basal portions of the epidermal peg, and the dermal papilla. EquaYions (
and @), applying in£;, andL,, respectively, are solved easily, giving

n = ky sinh(y/A/DXx) + k, cosh(y/A/DXx) in regionL, (7)
and n=a/A + kszsinh(,/1/Dx) + ks coshi(y/A/Dx) in regionL,. (8)

Here and in the following, thig s are constants of integration; the conditign= 0

atx = 0 implies immediately thalt; = 0. In L3, the solution satisfiest], con-
taining the nonlinearity that is key to NO dynamics. Nevertheless, exact solu-
tion is possible. Multiplying both sides off( by ny and integrating givegs? =

a?n? 4+ £8n?; the conditiom — 0 asx — oo implies that the constant of integra-
tion is zero. This can then be solved by direct integration, giving

602  kge*X

"= T ke

©)

The solutions Z)—(4) must satisfy continuity and smoothnessat L — h and
x = L. In formulating these conditions it is convenient to wrgte= /A/DL,
£ =./A/D(L —h) ands = kse*-. Then, continuity and smoothnessxat L —h
imply

ka — kg = (a/1) coshé (10)
ks = (a/A) sinhé&. (12)

At x = L the corresponding conditions are more complex because of the nonlin-
earity:

2
1)
a/A + kssinh¢ + k4 coshe = %

B (1-6)? (12)
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: 6a? 5(6+1

k ht =——/1 A .

3 cosht + kg sinh¢ 5 + v/ 613

Conditions (0)—(13) determine the constants of integrationks, k4 ands; recall

thaté corresponds t&s. It is straightforward to solve fdk,, ks andk, in terms of
8, and eliminatingks andk, between 11), (12) and (L3) gives

¥
6021

= {sinh¢ + /1 + v/Arcosh;}82 + {\/1+ v/acosh; — sinhz}s.  (14)

(13)

(sinh¢ — sinhé) (8 — 1)®

The algebraic complexity of the exact solutions of this cubic makes them of little
practical use. However, it is easy to see that there is exactly one positive solution.
Since the coefficients @f ands? on the right-hand side ofLé) are both positive,
this right-hand side is zero &= 0, and is increasing o > 0. The left-hand
side of (L4) is also increasing o > 0, with a negative value @t= 0; moreover,
the left-hand side is larger than the right-hand side at largelence there is at
least one positive root; note thiatust be positive in order that the NO concentra-
tion implied by Q) is positive. Rewriting {4) as a cubic in(§ — 1) and applying
Descarte’s rule of signs implies that this root is unique.

Before proceeding to the calculation of the solution in the upper layeare must
calculateng, the average NO concentration in regiahs-L3, which is required as
an end condition id/. This is given by

no=(l1+ 12+ 13)/(2L)

where

L—h
I1=/ ko cosh(v/A/Dx) dx = kp4/D/A sinh&
=0

L
IZ:/ a/A + ks sinh(,/A/DXx) + k4 cosh(y/A/Dx) dx
x=L—h

=ah/x + /D/A[kscosh; + ks sinhg — ks coshé — kg sinhé&]

2L 60(2 kseotx
I3 = _——
s fx:L B (1—kse™)?

6or s(e*t —1)

dx

=— . 1
B (6 —1(ert —1) (15)
Summing these integrals and usird@), (11) and @3) gives
noo Lfah G ¢ et—1 r4v §+1 (16)
o7 oL A T g s—1lset—1 A (5-12]]"
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At this point, we can also calculate our measure of erythema, the redness of the
psoriatic plaque. This is one of the two key measures of our solution that we wish
to calculate, the other being the NO flux at the skin surface. As discussed above,
our definition of erythema is the average valug@i) in a dermal papilla. Within
the context of our approximatiag(n) ~ 1 + gon/gs, erythema is thus given by

|
=14 23

0 L
N 6/ (A +v)D [ s(e*t —1) ]

—1
L (6 — 1)(sesl — 1)

(17)

4.2. Solution in the upper layet/. Having found the expressiot§) for ng, we

can calculate the solution of our approximate problem in the upper layetere
equations$) and @) apply in regiong{; andis,, respectively; the solution is now a
function ofy (< 0), the distance below the skin surface. Both equations are linear
and can be solved immediately, to give

n = kg coshi(y/A/Dy) + kz sinh(,/A/Dy) inregionl, (18)
and n=a/(2\) + kgcoshy/1/Dy)
+kg sinh(y/1/Dy) in regioniAs. (19)

The constanks = 0 in order thah = 0 aty = 0, andky, kg andkg are determined
by the conditionn = ng aty = —Y, and the requirements of continuity and
smoothness at = —Y + h; this is straightforward, and we omit the details.

All that we require from these solutions is the flux of NO at the skin surface
y = 0, which we denote by, and which is given by-k;+/AD. The formula for
k7 implies

_ V/AD
~ sinh(y/A/DY)
_ VD
~ Lsinh(y/A/DY)

L
where 7;= 27 [h/L + coshiv/A/Dh) — 1

o+ 2 oo 3780) 1)

{1+ T2} (20a)

D (sinh¢ — sinhé)
VL2 coshe } (200)
af § et-1 8
and T, = F [m T +v14+v/A 617 tanh;] . (20c)

Here we have simplified usind4) and (L6).
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4.3. Variation in erythema and flux. Equations 17) and 0) are expressions for

the degree of plaque erythema and the NO flux at the skin surface, within the con-
text of our approximation)—(6) to the full mathematical model]). Since NO is

a potent vasodilator, one expects intuitively that there will be a correlation between
how red a psoriatic plaque is, and the rate of NO release from its surface. However,
experimental data indicates that although there is an overall positive correlation
between NO release and erythema, NO release is highest in plaques with only a
moderate degree of erythema; lower for paler plaques, but also lower for very red
plagues. We will now use the formulan) and Q0) to provide an explanation for
these results.

Many of the parameters in our model for NO dynamics within a psoriatic plaque
will be the same from one individual to the next. In particular, kinetic rate param-
eters and the NO diffusion coefficient are biochemical constants, and the spacing
2L of dermal papillae is relatively constant between individuals. The epidermal
thicknessY will vary, but this has a simple, monotonic effect on NO release, and
no effect on erythema (in our approximate system—the effect is also negligible
in numerical solutions of the full model). Therefore we anticipate that variations
between individuals will be due to differences in NO production in the basal epi-
dermis,a, and in the degree of blood vessel dilation in response to d4@nd
g:. In fact, more variation is to be expectedgs, but the parameters enter our
approximate model together, through

Therefore, we need to investigate how erythethand NO fluxF vary with
the parametera and 8. As a first step, we study the dependencé ain these
parameters; recall thatis a positive constant of integration, determined uniquely
by (14). The right-hand side ofld) is independent a& and g, while the left-hand
side is proportional to their product. Since the left-hand side is steeper than the
right, as a function o8, when they cross, it follows thatis a decreasing function
of botha andg.

From (17), it is immediately clear thaf is a decreasing function @éf Thus,
within our approximate model at least, the degree of plaque erythema increases
with both a and 8. Turning to the NO release rat€, we have separated for-
mula 0) into two terms, labelled; and7;. The first of these is proportional &9
while the second is independentayfimplying thatF increases witla. However,
the dependence ¢f on 8, which lies entirely in7,, requires more careful investi-
gation, and is complicated by the lack of an explicit formula&of; involves the
two expressions

b el —1 and b
B —1) sert —1 B —1)2°

(21)

In the Appendix, we show that both of these expressions are decreasing functions
of 8, implying thatF decreases wit/s.
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Figure 6. The variations in NO flux at the skin surface and in plaque erythema with param-
etersa anddgp, in the full (®) and approximate (——) models. The paramejgrepresents

the dilation response of blood vessels to NO, whilis the production rate of NO within

the basal epidermis. The quantitative difference between the release rate and erythema
predicted by the two models is expected from the difference in the solutions (se€®).Fig.
Crucially, however, the qualitative variation in the solutions with these key parameters is
very similar in the two models. The parameter values (other ghangg) are as in Fig3.

4.4. Comparison with the full model. As we have discussed in Secti8nthere

are significant quantitative differences between the solution of the approximate
model studied in this section, and the original full model. Our expectation, how-
ever, is that the qualitative solution trends that we have derived for the approximate
model will be reflected in the full model, and this is borne out by numerical solu-
tions. In Fig.6, we show the variations of flux and erythema with the parameters
0o anda in the two models; the qualitative form of the variation is very similar in
the two cases.

4.5. NO flux vs erythema. The variation in parameteesandgp (<> B) between
patients implies variations in NO flux and erythema. We have shown that the
erythema is maximal when bothandg, are greatest, that is, in patients with the
largest NO production within the plaque, and the strongest vasodilation response
to NO. In contrast, NO flux is maximal whemis greatest, bug is smallest. As
observed experimentally, this corresponds to a moderate level of erythema. The
predicted flux—erythema relationship is illustrated in FigHere we have chosen
many values o& andgo randomly from normal distributions, and the figure shows
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Figure 7. A prediction of the variation of NO flux at the skin surface with the erythema of a
psoriatic plaque, determined using the approximate model. The figure shows that although
there is positive correlation between NO flux and erythema, the maximum flux occurs in
plaques with only moderate levels of erythema. In this figure, parameter values are as in
Fig. 3, except fora and gg, which we expect to vary between patients. We chose pairs

of values ofa andgg from independent normal distributions, with means of 170 n¥ s

and 9, respectively, based on experimental data (as discussed in Zclibere is insuf-

ficient data to estimate the standard deviations, and we take these arbitrarily as 76nMs
and 4—thus the figure is intended to be illustrative, rather than a quantitative prediction.
In the figure, 10 000 pairs of parameter values are chosen, and the corresponding flux and
erythema are calculated usirpf and (L7). The flux—erythema plane illustrated is divided

into a 25x 25 grid, and each parameter pair gives a flux—erythema pair in one of these grid
squares. (A small number fall outside the plot region and are ignored). We then shade each
grid square using greyscale according to the number of parameter pairs giving values in this
square (darker corresponds to more ‘hits’). The units of NO flux are pmﬁ?cmin_l.

a density plot of the corresponding predictions for NO release rate and plaque
erythema.

5. DISCUSSION

We have derived an analytical solution of our approximat®)r(g) to the model
(1) for NO dynamics within a psoriatic plaque. We have shown that this solu-
tion predicts that the degree of erythema and the rate of NO release at the skin
surface will both increase as the rate of NO production in the basal epidermis
increases. This is exactly as one would expect intuitively: higher production rates
will increase NO levels throughout the plaque, causing a greater degree of blood
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vessel dilation, and higher release rates at the skin surface. This is clearly an impor-
tant component of the variation between different psoriasis patients. However, the
dilation response of blood vessels to NO will also differ from person to person,
and the effects of this are less clear. A greater dilation response means that at a
given NO concentration, there is faster removal by blood haemoglobin, leading to
a balance between NO removal and the dilation caused by NO. Our analysis pre-
dicts that as the dilation response increases, the degree of erythema does in fact
increase, while the NO flux at the skin surface goes down.

These predictions provide a possible explanation for the observation that the
release rates of NO are highest in psoriatic plagues with moderate levels of ery-
thema. Maximal NO release rates require high levels of NO production in the
basal epidermis, and low dilation response of blood vessels to NO. Patients with
stronger dilation responses will have lower NO release rates, but higher erythema,
while for those with lower NO production in the basal epidermis of the plaque, the
NO release rate and erythema will both be lower. In a study comparing various
measures of psoriasi®rmerodet al. (1997 did not find reduced NO release rates
at high erythema; perhaps due to their particular patient group (of 12). Our model
predicts that the phenomenon will be found in any sufficiently large study.

Comparison between the model predictions (Fiyy.and experimental data
(Fig. 1) shows one clear qualitative difference, with a few measurements of particu-
larly high NO release rates that are not reflected by the model. We hypothesize that
these ‘outliers’ correspond to additional production of NO in suprabasal, as well
as basal, epidermis; suprabasal keratinocytes have been found to express iINOS
MRNA in a minority of psoriatic plaque8(uch-Gerharzt al, 1996. Aside from
this difference, there is good semi-quantitative comparison between the model and
experiments. Differences can be explained by variations in plaque structure not
reflected in the simulations, and by the approximate nature of the relationship
between model calculations of erythema and experimental scores.

NO levels are very high in psoriatic plagues: release rates are an order of mag-
nitude greater than in nonlesional skin, and two orders of magnitude greater than
healthy skin. This raises immediate and currently unanswered questions about the
possible role for NO in onset of psoriasis; our modelling does not address this at all,
considering only NO dynamics within a pre-existing plaque. The potential for NO
having a causal effect in plaque formation arises from the many aspects of skin biol-
ogy that are regulated by NO, including epidermal cell division and differentiation
(Krischelet al, 1998, endothelial cell growth and migratioZiche et al,, 1994,
and extracellular matrix turnove©kamotoet al., 1997 Maedaet al., 1998. In a
separate studySavill et al., 2002, we have used mathematical modelling to inves-
tigate this last effect, suggesting that the NO-dependence of matrix degradation
may help to explain the elongated rete pegs observed in psoriatic plaques.

The long-term motivation for mathematical modelling and experimental work
on NO in psoriasis is the possibility of new anti-psoriasis therapies, based on NO
activity. This paper contributes to the basic understanding of NO dynamics in pso-
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riatic plaques, which will underlie any such therapy. More specifically, our work
shows that the nonlinearity in the uptake of NO by blood vessels is fundamental
to NO dynamics, and provides a clear explanation for experimental results on NO
release rates from psoriatic plagues.

APPENDIX

In this Appendix, we show that the two expressionsah) @re decreasing func-
tions of 8. The complication in this is the dependencedprior which we have
no exact formula, only equatiori4). It is convenient to work with the recipro-
cals of the expressions i21); thus we aim to show that = B(§ — 1)2/8 and
¥ = B(8 — 1)(8e*- — 1)/8 are increasing functions @. We considep first.

Rewriting (L4) gives

[G;A (sinh¢ — sinhé)] ¢ = [sinhg + mcoshg]
+ [ZW cosh;] aTll (22)

Simple rearrangement of the definitiongoimplies thatg (s —1)>— ¢ (8 —1) —¢ =

0,
¢+ P + 4op
28 '

= (6-1)=

Here the positive root of the quadratic is required since the positive roG#pfq
necessarily greater than 1. Substituting this formulaferl into (22) gives

[z (sinh¢ —sinhé)| ¢ = [sinh¢ + 1+ v/ cosht |
+[4v/1+ v/ cosht |

p
¢+ Vo + 4o

This equation gives the relationship betweeandg. Consideringp as a variable
in this equation, the left-hand side has a linearly increasing dependence, while the
right-hand side is a decreasing functiongof Therefore, in order to show that

increases witlg, it is sufficient to show thag/(¢ + /$2 + 4B¢) is an increasing
function of 8, for each fixedp > 0. This follows easily from direct differentiation:

0 p
B |:¢+ \4 ¢2+4/3¢:| ¢ const

- i  [Vo* 466+ 9+ 25] = 0
V749 (¢ + V87 +4P9)
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Having established that increases witlg, it is straightforward to show that
does also. Rewriting the definition ¢f gives

v=g ets—1
B §—1 |’

and direct differentiation shows that the term inside square brackets is a decreasing

function of§, and thus an increasing function gf
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