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Abstract. We present a matched asymptotic analysis of the fluid flow and solute transport in a small aspect
ratio hollow fibre membrane bioreactor. A two-dimensional domain is assumed for simplicity, enabling greater
understanding of the typical behaviours of the system in a setup which is analytically tractable. The model permits
analysis related to Taylor dispersion problems, and allows us to predict the dependence of the mean solute uptake
and solute exposure time on key parameters such as the inlet fluid fluxes, porous membrane porosity and cell
layer porosity and width, which could be controlled or measured experimentally.
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1. Introduction

Tissue engineering has great potential to provide clinical replacements for damaged or diseased
tissue, as an alternative to existing therapies such as artificial implants and donor organs.
It could help to overcome the significant current limitations such as the chronic shortage of
donor tissue, and limited lifespan and lack of biocompatibility of synthetic joints [1]. Additional
advantages over present approaches include reduced risk of infection or rejection by the patient’s
body [2]. However, progress to date has been hindered by the immense cost associated with the
technique, preventing scale up for clinical use. Furthermore, the sensitivity of cells to their
surrounding environment, and the vast range of cell types under consideration, mean that no
one method will work for every application. Instead, optimal bioreactor design and operating
conditions must be determined separately for each tissue type [3,4].

One of the key elements of any dynamic bioreactor setup is the flow of culture media through
the system, ensuring, for instance, sufficient nutrient delivery to the seeded cell population.
Although the solute concentrations entering and leaving the bioreactor can be carefully con-
trolled and measured, determining the exact solute distribution within the system is not possible
experimentally. Mathematically modelling the flow and concentration profiles can therefore be
extremely beneficial in determining experimental conditions under which cells will be most
likely to thrive. Such models can provide detailed spatial and temporal information, for example
highlighting regions of cells which are more likely to be nutrient-deprived.

The system considered in this paper is a hollow fibre membrane bioreactor (HFMB) shown
in Figure 1. This consists of a cylindrical glass module with an open port at each end of the
extracapillary space (ECS). A porous hollow fibre is inserted through the centre and fixed at
both ends, and cells are seeded within the ECS between the fibre and module wall; various
seeding configurations are used experimentally. In the flow regime which we consider here, fluid
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Figure 1. Photograph of a single HFMB module (ruler scale in ¢cm). The ECS ports can be seen, along with the
hollow fibre which runs through the centre of the module. Cells are seeded in a natural scaffold on the outside of
the fibre which partially fills the ECS.

is pumped in via both the lumen inlet and the upstream ECS port. It then either continues
to flow down the lumen/ECS respectively, or permeates through the porous membrane, before
eventually leaving through the lumen outlet or downstream ECS port. This system was modelled
in [5], when the entire ECS was assumed to be filled with a scaffold seeded with cells. In this work
we are concerned with an alternative experimental setup in which the cell-scaffold construct only
fills part of the ECS, so that there is an additional exterior layer of free-flowing fluid around
the construct. This provides further control over the mechanical and chemical stimulation of
the cell population. It is unknown, however, whether there is sufficient delivery of nutrient to
the cell population for a given experimental scenario, a question which we seek to address via
mathematical modelling [6].

In [5], the flow rates used were sufficiently slow that it was appropriate to include cell
proliferation, motility and death in the mathematical model. Here we consider flow rates such
that the timescale of fluid transport in the lumen is on the order of minutes, and therefore much
shorter than those of any cell kinetics (which are typically days). It is therefore appropriate to
neglect these effects and model the cell-scaffold construct as a rigid, porous medium similarly
to the fibre membrane. The only role of the cells in this scenario is to contribute to the solid
fraction of the porous medium, and to take up a solute which is supplied to the system at the
upstream ends of the lumen and exterior fluid. Previous models which have taken this approach
include work by Shipley and co-authors [7,8]. In [7], transport of oxygen through a HFMB
was modelled in an axisymmetric geometry. Taking into account the small aspect ratio of the
lumen, the relevant reduced Péclet number was assumed to be of order unity, so that mass
transport occurred by both advection and diffusion in the lumen. The ECS ports were closed,
and diffusion assumed to be the sole transport mechanism in the porous membrane and cell-
filled ECS. Uptake of oxygen was modelled using Michaelis-Menten kinetics, and the system
investigated using analytical methods in the high oxygen concentration limit, and numerical
methods otherwise. This analysis provided a strategy to determine optimal values for the lumen
velocity, lumen length or ECS depth which ensured sufficient oxygen throughout the system, for
cell types with either a high or low oxygen requirement. An axisymmetric configuration was also
considered in [8], who again assumed the relevant reduced Péclet number to be of order unity.
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However, in this work flow through both the porous membrane and cell-packed ECS was included
and modelled using Darcy’s law. Concentrations of both oxygen and lactate were tracked, with
a constant rate of uptake and production respectively. Two experimental configurations were
considered, with the ECS ports either open or closed, and operating conditions were found in
each case to ensure required bounds on the solute concentrations were satisfied.

In this paper we build on the work of [5] by considering the as yet unexplored, and physically
relevant, regime in which the reduced Péclet number is comparable in size to the small lumen
aspect ratio. In this limit it is still appropriate to consider the cell population as fixed as
discussed above, and the effect of advection on the solute concentration is more apparent than
in our previous work (in which the relevant reduced Péclet number was much smaller). In fact
it will be shown that the dispersion of solute is enhanced by the increased flow, in a manner
analogous to classical Taylor dispersion [9-11]. This adds to the findings of Griffiths et al. [12],
who determined a generalised dispersion coefficient for flow in a long, thin porous-walled tube.
We note that other models have also considered the effect on Taylor dispersion of porous media,
or porous boundaries (see, for example, [13-15]), and solute absorption [16-18], but are rarely
motivated by questions relevant to tissue engineering scenarios.

1.1. PAPER OUTLINE

The HFMB setup as described above involves a non-trivial, three-dimensional geometry with
multiple compartments. In the central region, away from the ECS ports, we would expect a fully
developed, axisymmetric flow assuming a uniformly seeded cell layer. However, analysis of the
system in this central region would yield highly complicated algebra even in an axisymmetric
geometry, inhibiting clear exposition of the underlying asymptotics. We instead consider a two-
dimensional Cartesian domain, given that the asymptotic analysis in this setup is analogous
to that in the axisymmetric case. This permits a clearer presentation of results, demonstrating
typical behaviours of the system. In practice the same analysis could be carried over to the full
three-dimensional case.

We begin in §2 by describing the model setup in a two-dimensional geometry, along with
governing equations and boundary conditions. In §3 we show that to make analytical progress a
simplified geometry may be considered, which allows the dynamics of the bulk of the bioreactor
region to be studied through solution of an outer problem. We discuss relevant parameter
values in §3.3, which motivate our choice of non-dimensionalisation in §3.4. In §§3.5, 3.6 we
solve for the flow velocities and solute concentrations in each section at leading- and first-order
in the lumen aspect ratio. This includes specifying the axial boundary conditions which must
be applied in order to match with the inner problems in the regions near the bioreactor inlet
and outlet, details of which are given in Appendix A. In §3.7, in the special case of constant
inlet concentration, we are able to determine explicit expressions for the solute concentration at
leading- and first-order which can be used to verify subsequent numerical solutions. In §3.8
we sum the depth-averaged version of the leading- and first-order equations governing the
solute concentration to obtain a single reaction-advection-diffusion equation suitable for efficient
numerical simulations. This equation also allows us to put our matched asymptotic analysis in
the context of Taylor dispersion, and in the limit of an impermeable membrane and cell layer
the classical Taylor dispersion equations for flow in a two-dimensional pipe can be recovered.
Results for the constant inlet concentration system are presented in §4.1, investigating the
dependence of the first-order concentration in each section on key dimensionless parameters that
are controllable experimentally. In §4.2.1, we investigate the dependence of the effective diffusion
coefficient on these key parameters. Finally, in §4.2.2 we consider the effect these parameters
have on the mean solute uptake and solute exposure time throughout the bioreactor, before
concluding our findings in §5.



2. Model setup

We consider the two-dimensional simplified HFMB shown schematically in Figure 2, in which
(z,y) are Cartesian coordinates. The sections ; (i = 1,2, 3,4) respectively denote the lumen,
porous membrane, cell layer and upper fluid layer, and 0€%; (i,j = 1,2,3,4, ¢ # j) denote
the (permeable) interfaces between sections. The remaining (impermeable) section boundaries
are denoted by 0€Q; (i = 2,3,4). Finally A, B, C and D represent line segments across the
inlet /outlet pipes a finite distance away from the lumen inlet, upstream ECS port, lumen outlet
and downstream ECS port respectively. Upon moving into two dimensions, in order to mimic
the full three-dimensional setup in which the ECS ports are connected to the entire ECS (as
depicted in Figure 1), we have included two up- and two down-stream ECS ports in our two-
dimensional geometry. In anticipation of the asymptotic analysis which is to follow, we have
labelled the central ‘Outer’ region in which we will solve for the outer solution. This will need to
be matched with the inner solutions in the up- and down-stream ‘Inner’ regions of O(1) aspect
ratio which include the complicated geometry of the ECS ports. For the purposes of this analysis
we take the width of these inner regions to be comparable to their height, both of which are
much smaller than the bioreactor length.

2.1. GOVERNING EQUATIONS

In the lumen and upper fluid layer (©; and €4), the reduced Reynolds number is much smaller
than the lumen aspect ratio (this is confirmed a posteriori, see §3.3). For the work presented here,
this means that inertial effects will only appear at higher orders than we consider (specifically,
at second order in the lumen aspect ratio in §3, and first order in the lumen aspect ratio in
Appendix A.1). We thus neglect these effects from the start for simplicity, so that the appropriate
governing equations for the fluid flow in these sections are:

where u; = (u;,v;) and o; (i = 1, f) respectively denote the fluid velocity and fluid stress tensor
in the lumen/upper fluid layer. In addition, p; (i =1,f) represents the reduced fluid pressure in
each section, defined in terms of the absolute fluid pressure p; by p; = p; + pwgy (i =1,f) as the
effect of gravity cannot be neglected at the low flow rates we will consider (see §3.3). The fluid
viscosity uy is assumed to be constant, and equal to that of water.

The porous membrane €2y is assumed to have constant permeability k;, and porosity ¢,.
As mentioned above, we consider the cell layer to be a porous medium consisting of the cells
and a scaffold; on the timescale of interest for our analysis, the cells do not move, proliferate
or die, and therefore purely contribute volume to the porous domain. Therefore we also assume
constant permeability ky and porosity ¢y of the cell layer (£23). Hence in the membrane and
cell layer, the governing equations are those for Darcy flow in a porous medium:

k‘
v'uizoa ui:—_zvi% i:m,w, (2)
where u; = (u;,v;) and p; (i = m,w) are respectively the fluid velocity and reduced fluid

pressure in the membrane/cell layer (with the reduced pressures defined as above).

Mass transport is described by the conservation of mass advection-diffusion equation in each
section. Additionally, in the cell layer we use a reaction term R to represent solute uptake per
unit volume of mixture by the cells, and assume that solute transport only occurs in the water.
We will assume constant uptake provided the solute concentration is non-zero, i.e. we set R = 0
if ¢y = 0. We note that this constant uptake can be derived from the high concentration limit
of Michaelis-Menten kinetics; although it is not clear if the concentration is always sufficiently
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Figure 2. Simplified modelling domain in a two-dimensional Cartesian geometry, with the up- and down-stream
inner regions near the ECS ports enlarged (not to scale). The solid black arrows denote the direction of fluid flow.
The lumen, porous membrane, cell layer and upper fluid layer respectively occupy ; (i = 1,2, 3,4). Dashed lines
represent permeable boundaries 0€2;; between sections §2; and €25, and solid lines denote impermeable section
boundaries 9€2; where applicable. The dash-dotted lines A, B, C and D respectively denote line segments across
the width of the pipes a finite distance away from the lumen inlet, upstream ECS ports, lumen outlet and
downstream ECS ports respectively. Here H and L, H < L, are typical vertical and horizontal length scales
respectively, and will be specified during the asymptotic analysis in §3.

high here, we retain this form for simplicity. Thus we have

% + V- (cw) = DVZCZ', 1 =11, % +V: (dmCmum) = (meVQcm,
(3)

ot
O(Pwe
% +V- (¢chuw) = ¢WDVZCW - R,
where ¢; (for i =1, m, w, f) is the concentration per unit volume of fluid in each section and D is
the (constant) diffusion coefficient of the solute in water, assumed to be of equal value in each
section.



2.2. BOUNDARY CONDITIONS

We now impose boundary conditions to couple the sections and close the problem. On each of
the interfaces between sections, we impose continuity of fluid flux, of normal stress, of solute
concentration and of solute flux. In addition, the lumen/membrane and cell/upper fluid layer
interfaces are at the boundary between free fluid flow and porous media flow and hence need
an extra condition; in both cases this is given by no slip of fluid in the free flowing section.

In the following, t;; is the unit tangent to 0€2;;, n; is the outward unit normal to 9€2; and n;;
is the unit normal pointing into section €2;. We begin with the lumen/membrane interface 92,
where we impose no slip of fluid, continuity of fluid flux and of normal stress, and continuity of
concentration and of solute flux:

u; - t12 =0, u) - N2 = Gy - N2, N2 -0 N2 =012 " Oy - N2, (4)
€l = Cnm, Ve nig = ¢mVen - npo on {29,
where o, = —pwl and we have assumed that all the stress is taken up by the water in the

membrane. The no slip condition is motivated by the results from [19], in which the authors
found that the effect of slip is insignificant for the porous membranes used experimentally in
tissue engineering scenarios. On the membrane/cell layer and cell/upper fluid interfaces 093,
0234, we impose continuity of fluid flux, of normal stress, of concentration and of solute flux:

GmUm - N23 = Pwly - N2, Ng3 - O - N23 = No3 - Oy - N23, (5)
Cm = Cy, PmVem - N3 = owVew -ng3 on 0s,
$wly - N34 = Uf - N34, N34 - Oy - N34 = N34 - Of - N34, (6)
Cw = Cf, dwVew -n3g =Vep-n3g  on 08y,
where o, = —pyw 1, and again we have assumed that the water takes up all the stress. In addition,

we also prescribe no slip of fluid on the cell/upper fluid interface:
urs - t34 =0 on 8934. (7)

On the edges of the bioreactor 9€; (i = 2,3,4) we impose no flux of fluid and, on 9y, no slip
of fluid and no flux of solute:

Uy, -y = 0, Ven -ng =0 on 0, (8)
uy -ng =0, Vey -n3 =0 on 093, (9)
urf = O, VCf 1y = 0 on 894. (10)

It now remains to prescribe boundary conditions at the lumen inlet and outlet, and the ECS
ports. In the pipes entering the lumen inlet and upstream ECS port, we assume that the flow is of
Poiseuille form with prescribed volume fluxes in per unit length in the z-direction (perpendicular
to both  and y) Q1 in and Qs in respectively. We also prescribe the solute concentration at these
points, so that

a=oa(t)  at A, (11)
cf = ctin(t) at B, (12)
for some ¢ i, and ¢t which (for now) are assumed to be functions of time. Experimentally, the
lumen outlet pressure is controlled by a clamp, and the pipe connected to the downstream ECS

port is left open to the atmosphere. We prescribe continuity of normal stress and an axial flow
at these positions, and thus the appropriate conditions are

nc - o) -ng = Py, u-tc =0 at C, (13)
np - o¢ - Np = Patm, us-tp=20 at D, (14)



where Py is a given constant downstream pressure, p,¢m 1S atmospheric pressure, nc/tc, np/tp
are the outward pointing normals/tangents at C' and D respectively, and o; (i = 1,f) respec-
tively are the fluid stress tensors in the lumen and upper fluid layer. Finally, we must impose
a condition on the solute concentration at positions C' and D. There is no constraint here
experimentally, and so we prescribe no diffusive flux of solute. This is the condition that will
have the least effect on the theoretical results, and is motivated by the expectation that the
solute concentration is constant in space as it leaves the bioreactor due to the effect of diffusion;
this is borne out by our subsequent boundary layer analysis in Appendix B. Hence we have

Ve oy =0 at C, (15)
Ve -ng =0 at D, (16)

where ng,t and ng respectively are the unit normals in the direction of fluid flow at the lumen
outlet and downstream ECS port.

3. Outer solution

The geometry of the modelling domain as illustrated in Figure 2 is complicated by the ECS
ports both up- and down-stream. Numerical approaches would be needed in order to make any
progress in solving this system, and this would be computationally expensive. As mentioned in
§2 above, we will instead concentrate on determining the solution in the outer region, excluding
the ECS ports, as it greatly simplifies the geometry yet still incorporates the majority of the
bioreactor. This will be sufficient to obtain a general understanding of the fluid flow and solute
distribution in this system, and their dependence on certain key experimental parameters. The
up- and down-stream boundary conditions to be applied on this outer problem are determined
by matching with the inner solutions in the regions near the bioreactor inlet and outlet, details
of which are given in Appendix A.

3.1. GEOMETRY FOR THE OUTER SOLUTION

The modelling domain for the outer solution is depicted in Figure 3. Given the symmetry of
the two-dimensional system depicted in Figure 2, we consider the upper half of the bioreactor
only. The coordinate system is fixed from the full setup in Figure 2: the origin (z,y) = (0,0)
is taken to be at the far left of the full domain, on the lumen centreline. Thus (in the limit
e — 0, where ¢ is the small lumen aspect ratio) the bottom left-hand corner of the outer
region corresponds to (z,y) = (01,0), with the axial dimension of the bioreactor defined by
0" < z < L~. The lumen then occupies 0 < y < h; in the transverse direction and the
membrane hy < y < hy + ho. We take the cell layer to be of comparable thickness to the
membrane, defined by hy + ha <y < hy + ho + hs = H — hy, and the upper fluid layer occupies
the remaining section H — hy <y < H.

3.2. GOVERNING EQUATIONS AND BOUNDARY CONDITIONS FOR THE OUTER SOLUTION

The governing equations in each section are unchanged from §2.1, as are the boundary conditions
on the interfaces between sections and on the outer bioreactor boundary 9€24. Only the boundary
conditions at the up- and down-stream ends of this central outer region are altered. These can be
determined from matching with the corresponding inner solutions at each end, details of which
are given in Appendix A. In the following the resulting matching conditions will be introduced
as required. In addition, as we now consider the upper-half of the outer region only, we require
the following symmetry conditions on the lumen centreline y = 0:

6u1 _ Ocl _

— =0, v =0, — =0 on y=0. 17
a9 oy (17)
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Figure 3. Upper-central bioreactor region representing the modelling domain for the outer problem in a two-di-
mensional Cartesian geometry (not to scale). The star denotes the point (x,y) = (0%, 0) and solid black arrows
denote the direction and location of the fluid flow into this region.

3.3. PARAMETER VALUES

Dimensional and dimensionless parameter values for the model are given in Tables I and II,
respectively. Where possible, values have been taken from the literature, or estimated based on
discussions with experimentalists [6]. The lumen aspect ratio is given by ¢ = h;/L < 1. The
two-dimensional fluxes into the lumen and upper fluid layer have been determined from the
corresponding three-dimensional values by first calculating the corresponding velocity and then
multiplying by the length scale in the y-direction, e L. These three-dimensional values have also
been used to calculate the porous membrane/cell layer velocity scaling U*. The fluxes have been
chosen within an experimentally relevant range (which can vary greatly [6]) and such that the
asymptotic bounds on the reduced Reynolds number e?Re = epy LU* /1y, and reduced Péclet
number £?Pe = ¢LU*/D for this distinguished limit are satisfied. The concentration scaling
C* is taken to be a typical inlet concentration for oxygen used in culturing a variety of cell
types [8]. The dimensionless inlet concentrations ¢, and cf i, are thus assumed to be of O(1).
Finally, the reaction term R can also vary in size significantly; here a representative value is
taken which corresponds to the rate of oxygen uptake in bovine chondrocytes [8].

In some cases either we have not been able to obtain experimental values, or a wide range
of possible values exists. In such situations we make choices which retain the greatest number
of features at leading order in our model. Specifically, the values of the cell layer permeability
kw and porosity ¢y, will vary greatly depending on the type of scaffold and cell used, and the
seeding regime employed. We have therefore taken ky, such that its dimensionless equivalent ky
is of O(1) in order to keep the model as general as possible. The porosity ¢y, must take values
between 0 and 1, and in what follows we will examine its influence on the results of the model.
When its value must be fixed, we take ¢y, = 0.54 based on calculations by Shipley and Waters
in [8].

3.4. NON-DIMENSIONALISATION

We use the same scalings in the upper fluid layer as in the lumen, since both are supplied
with a prescribed flux of fluid at the upstream end. Given that inertial effects are negligible
compared with viscosity (see §3.3), we employ a viscous pressure scaling throughout. We assume
a horizontal velocity scale of U* in the membrane and cell layer, and of U* /e in the lumen and
upper fluid layer, where € = hy/L < 1 is the lumen aspect ratio. As well as allowing the same
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Table I. Dimensional parameters.

Parameter Dimensional value and units

hi 200 pm*

ha 200 pm?®

hs + ha 600 ,uma

L 0.1 m?

Pw lgem™32

I 1073 Pa s*

km 6.73 x 10716 m? P

Patm 14.69 psia®

Qlin, Qfin 5x107° =5 x 1072 ml min~* ©
D 3x107 %9 m?g7t?

R 48 x107° molm~2 s~ 14
U* 1.33x 10 %mst¢

Cc* 0.22mol m=32

#values taken from [19]

Pexperimentally obtained values

“values based on estimations by our experimental collaborators

dvalues taken from [8]

Table II. Dimensionless parameters, along with any bounds imposed either

physically or by the asymptotic analysis.

Parameter Definition Value Restriction (if any)
hoy hs/(eL) 1 hy >0

hs + ha (hs + ha)/(eL) 3 hs, ha > 0

€ hi/L 2x1073 0<ex1

e2Pe eLU*/D 0.0884 2 €« e?Pex 1
e?Re epw LU / 1ty 2.66 x 1074 ?Re < €

bm - 0.77% 0< ¢m <1

bw - 0.54 0< ¢y <1

Km km/(e5L%) 2.1 €< km < 1/e
Fow kw/(e°L?) 1 £ hyw L 1/e
Qiin, i=Lf XQiwm/(LU*)  0.01- 10 £ < Qiin < 1/e
R eL*R/(DC*)  1.454 <R K 1/e
Clin CL,in/C” 1 €< bin K 1/e
Ctin ¢t,in/C* 1 e érin K 1/

values taken from ® [21] and ® [§]

pressure scales to be applied in each section, this scaling is motivated by the fact that the flow in
the membrane and cell layer will be much smaller than in the outer layers due to the resistance
to flow within these porous sections. We set the timescale of interest to be that for advection in
the lumen (= 2.5 mins given the choice of velocity scale in Table I). We also expect to see the
effects of solute uptake on this timescale and scale the reaction term R accordingly; the exact
value corresponds to the rate of oxygen uptake by bovine chondrocytes [8]. Hence the relevant
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non-dimensionalisation is as follows:

. A L.
w=Li, y=cLj,  hi=cLh (i=2,3,4), H=cLH  t= %t,
U*
U; = —ﬁi, V; = U*’[}i (2 = 1,f), U; = U*’lli, vV = EU*’LA)Z' (2 = m,w), (18)
€
ur. L DC* 4
Di = Patm + %pi, ¢ =C% (i=1m,w,f), R = 12 R.

Dropping hats on dimensionless variables and substituting in for p,, and py, in place of uy,, Vm,
uy and vy where relevant, the governing equations are, in the lumen

du fow o O 0w OPw_ o Op 4Du G000
ox Oy Ox ox?  Oy? Oy Ox? Oy? (19)
£2Pe %—i—v () —52%—1—&'
ot PV )75 922 7 9y2”
in the porous membrane
2 2
Up = —EZIim% Um = —/ﬁ;m% 528 P, 9P =0
oz’ oy’ Ox? Oy? ’
dc 0%c 0%c (20)
2P RN v/ (cmum) — g2 m Y tm,
ot 0x? oy?’
in the cell layer
2 2
Uy = _EQHW% Vw = _KJW% 528 Pw a Pw = 0
ox’ oy’ Ox? oy? ’ (21)
£?Pe 8&+8V'(C uy) | = 2 0%y | Doy R
ot R T Da2 o2 dw’
and in the upper fluid layer
Qur [ Oue_ o _Opr  oOPur DPu_ o _Opr 4w 0% _
or Oy Ox oxr?  Oy? Oy Ox? 0y? (22)

dcg e 0%c

62P6 <E + V- (Cfllf)) = 62W + a_yQ

Here ki = km/(e°L?) and ky = ky/(e9L?) are the dimensionless permeabilities of the mem-

brane and cell layer respectively, which we assume to be of O(1) so that the leading-order flow

in both porous sections is in the transverse direction. The Péclet number for axial flow in the

lumen and upper fluid layer is Pe = LU*/(¢D), which we take to be of O(1/¢) so that advection

dominates axial diffusion in these sections. This is consistent with the range of flow rates used
experimentally.

The dimensionless boundary conditions are as follows (again substituting in for p,, and py):

— =0 =0 — =0 =0; 23
Y ; U] ) oy on y ; (23)
0 2e2 [ Ou ov
uy = 07 U] = 5’im¢m&a 1 o —1 - 2—1 = Pm>

oy 3 \ 0 oy (24)

Jq 5 Ocm .

C C = E— on = 1:

1 m> ay m B} Yy 5



apm apw
(z)mﬁm = ¢)W Rw 5 Pm = Pw,
y (25)
Cm = Cy, ¢m —gbw—w ony =1+ hg;
Opw 22 (0 0
uf—O E(bwﬁwp — Uf, Pw Pf‘i‘i ﬂ_ ﬂ )
oy 3 \ Oz oy (26)
c c ¢ dew _ % on H-h
w — Cf, W 8y - ay Yy = 4y
0
up = v =0, 5'_(;:0 ony=H. (27)

Next we analytically solve for the fluid velocities and pressures at O(1) and O(e), before
using these expressions to derive equations for the solute concentrations at equivalent orders.

3.5. FLOW SOLUTION

To find the leading- and first-order fluid velocities and pressures, we expand all variables in
powers of ¢, for instance setting uj ~ uy, + euy, + €2uy, + ..., and similarly for the remaining
velocities and pressures. At leading order (dropping the subscript 0), this yields the following
governing equations in the lumen (0 < y < 1)

du N o 0w Op opy

Aoy, 2 28
or Oy ’ oy Oz’ oy ’ (28)
in the porous membrane (1 <y < 1+ hyg)
Opm 0?pm
um =0, Um = —HKm 8py ) 852 =0; (29)
in the cell layer (14 he <y < H — hy)
Opw 0?py
Uy = 0, Vy = _KwaLiy7 3—52 =0; (30)
and in the upper fluid layer (H — hy <y < H)
2
Ous %:07 0"uy “f:%’ Ot _ . (31)
ox Oy Oy? Ox oy
At leading order the boundary conditions are given by
0
81;1 0, =0 ony =0, (32)
u = =0, p=pm ony=1, (33)
8pm Opw
¢mm = Qwhw—— y’ Pm = Pw on y =1+ hy, (34)
Uf—Uf—Ov Pw = Pt ony=H — hy, (35)
uf =vg =0 ony=H. (36)

Finally, we impose the up- and down-stream boundary conditions found from matching with the
inner solutions in Appendix A.1. Analysis of the fluid equations in the upstream inner region
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shows that fluid flux is conserved in both the lumen and upper fluid layer at O(1), and so the
inlet flux conditions are unchanged (having non-dimensionalised appropriately):

1

Quin = /0 wdy at =0, (37)
H

Qtin = /H . ug dy at x =07. (38)
—n4

Similarly, analysis of the fluid equations in the downstream inner region shows that the
pressure in the lumen and upper fluid layer is constant at O(1), and so the outlet pressure
conditions on the outer solution are unchanged at leading order,

P = Pd, P = 0 atx =1". (39)

We are able to solve for the leading-order velocities and pressures analytically, to find in the
lumen

3
u = —§Q1,in(92 - 1), v =0, P =3Quin(1 — ) + Py; (40)
in the porous membrane
Um = 0, Um = —Km P (), Pm = Fm(z)(y — 1) +3Q1in(1 — z) + Py; (41)
in the cell layer
_Mpm(x)7

o (42)
(y — (1 + hg)) Fm(l‘) + hQFm(l‘) + 3Ql,in(1 — x) + Py;

Uy = 0, Vyw =

_ OmFm
Owhiw

Pw

and in the upper fluid layer
- 6Qf,in

uf = n3 (y - H) (y - (H - h4)) ) vr =0, Y23 h3 (1 - $), (43)
4 4
where for algebraic convenience we have set
Fu(z) := Anx + B,
Owhw < 12Q¢ in )
Am = — -3 i )
dmbEmhs + Pwhwhs hi QL " (44)

Qbmﬁth + ¢wﬂwh2 '

To determine equations for the solute concentrations up to O(g), we also require the O(¢)
velocities in the lumen and upper fluid layer. In the lumen, the governing equations at this order
are (temporarily returning to subscript 0, 1 notation for clarity)

Ouy, ~ Ovy opy, a2“11 Ipy,
subject to

0

uh :0, ,Ull:() Ony:O,
Ay

(46)
OPm
uy = 0, vy = —Km®m ay ’ p, = Pmy ony =1,

12



and
1
/ u, dy =0 onx=0", (47)
0

where the zero flux condition again follows from the inner region analysis in Appendix A, which
shows that fluid flux in the lumen is also conserved at O(g). These can be solved to find

A 3
‘3%5% (7%2*3“””) -1, v, = 2ml

uy =

(Amz + B) <%3 - y> . (48)

Similarly in the upper fluid layer, the O(e) governing equations are

Oug, ~ Ovy, Opy, 8ZUf1 Opr,
Ox * oy ’ oy ’ oy? Ox (49)
with
Opw
ufl = 07 vfl = _ﬂw(ﬁw p 07 pW1 = pfl ony= H - h47
oy (50)
ug, = 0, vy, =0 ony=H,
and
H
/ ug, dy =0 onz=0". (51)
H—hy
Solving these yields
6¢m’<'m Am
ug, = hi <7x2+Bmx> (y—H)(y— (H — hyg)),
(52)
6 mFm 31 H h
vp, = — ¢h3“ (Amz + Buy) <% - 5(2H - hy)y? + H(H — hy)y — H? (? - f)) :
4

3.6. MASS TRANSPORT

Now we return to the governing equations for the solute in (19)—(22), expanding the concentra-
tion in each section in powers of ¢ as in §3.5. At leading order (dropping the subscript 0) we
find that diffusion in the y-direction dominates throughout, so that

8;—;:(), i=1Lm,w,f, (53)
with the corresponding boundary conditions
2—3 =0 ony =0, (54)
€] = Cm, Z_Zl = (ﬁm%c—; ony=1, (55)
Cm = Cw, qﬁmaac—; :qbw% ony =1+ hg, (56)
Cw = ¢f, qbw% = (?9—(;{ ony=H — hy, (57)
Z—cyf =0 ony=H. (58)
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Solving this system implies that (as in the lower Pe regime of [5]) at leading order the concentra-
tion is independent of y and hence common to all regions, that is, ¢; = co(z,t) (i = L, m, w,f).
Hence the solute concentration must be independent of y at leading order as it leaves the
upstream inner region in order to match with this outer solution. We denote this limit of the
inner concentration by ciy(t) and, given the conservation of fluid flux across this inner region,

we have
Ql,inCLin (t) + Qf,incﬂin (t)
Ql,in + Qf,in

Downstream, we find that the concentration in the inner region is a function of ¢ only (see
Appendix A.1), and will be determined by the value of ¢y as z — 1.

To determine the leading-order concentration ¢y we must consider the O(g) system. In doing
so we will also be able to find the next order correction to the solute concentration in each
section up to an unknown function of x and ¢, which would need to be determined by considering
the O(g?) set of equations. In the flow regime considered, these correction terms could become
significant for high values of Pe as advection plays a larger role in the leading-order concentration
field. In the following, we again return to subscript 0, 1 notation for clarity.

Equating coefficients of € in each section, with ePe = O(1) as € — 0, yields

c0(0,t) = cin(t) = at x =07, (59)

Odco Jdco ? c, dcy 0?cm,
cPe <8t + Ql ln( )a$> ayz ) ePe 8t = 8y2 ) (60)
dcy 0?cy, R Jdco dco\ ey,
e T o o Pe (8t Qfm( - )<H_h4_y)ax>_ a2

where we have also substituted in the known forms for uj, and ug, from (40) and (43), respec-
tively. The boundary conditions at this order are

800;/1 =0 ony =0, (61)
€y = Cmy, 8011 = ¢m aczll ony =1, (62)
Cm; = Cwy;, qu acr;/ll = ¢W aCW1 on vy = 1 + h27 (63)
8CW aCf
Cwy = Cfy, ¢W L= Gyl ony= H— h4, (64)
% =0 ony=H (65)
oy y=H
Beginning in the lumen, the system (60)—(65) can be solved to find
_po (V20 Quin a4y O
c, = cPe ( 5 ot + == 3 (6y y ) o +g(z,t) ), (66)
2
Y 1 Jdcg y—1 5\ Jc
Cm; = P — -1 -1 A, in\ — Y a_ 9 )
e (G (o1 =) G (L4 ) G2 ate (67
B Jdcy (1 + hQ) ho 5\ Ocg
Cwy = ePe (AW( ) Ql in ( st + qu + 3 O
K (14 ha —y)* + g(z, 1) (68)
2ePedy, 27y A ’
ac0 Qf in h2 h3 800 h%R
=cPel A —2= B in — 4+ = 0,
cfy ee( f()at+ h3 ()8 + Qi <¢m+¢w 25Pe¢w+g(x)

(69)
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for some unknown function g(z,t) to be determined from the O(g?) solvability condition, where

Al =Y = (bt (U a4 252200 ) (o= 1), (7o)
2
As(y) == %—Hy+%(H2—hi+h§+(1+h2)2) +M+h <¢im—1> (71)
4 4 4

H h
By (y) = —% + (2H — hy)y® — 3H(H — hy)y* — H* (3hy — 2H) y — -5+ hyH? — 74 (72)

Furthermore, in applying the continuity of flux condition from (64) on y = H — hy, we also
obtain the following solvability condition for cg:

Oco Jco h3R
h— in in = T 5 73
ot + (Quin + @ ) ox ePe (73)
subject to
€0 = Cin at x =0T, (74)
and where
h =14 hadm + hsodw + ha. (75)

To find g(z,t), we consider the solute equations from (19)—(22) at O(e?) in each section,
which are

ePe <85;1 + %(couh + e uy) + 88 (cov11)> — % 882_;2’ (76)
sPeagr;l _ %2;0 322227 -
EPeag"t"l _ %2;20 8;;;,2’ -
ePe <68;1 + a%c(com1 + e ugy) + %(Covﬁ)) — a;;o 882;;2. 79)

Integrating equations (76) and (79) with respect to y across the lumen and upper fluid layer
respectively, and substituting in the known forms for the leading- and first-order variables from

oc 0?%co 0?%co 0?%c dg 89 0%cy  Oq
Pe)2 [ 4L 9% 0 _ 2
(=) <€Pe ot 00t T T Mo Yo T One, ) T o T oy, B
and
9 61 800 0? O 8200 8 co Og 89
3 Co 8Cf2
—— 1
4 81’2 8y y:H—h4, (8 )
where
A 13 1
Q] = Km®Pm <71‘2 + Bm$> s Qg = EQl,in, a3 = 67 Q4 = 280@1 in» (82)
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and

51 = —01,
1+ h2 + h2 h h hohsotn — Th2 h h 5
B2 = Qtin (%—Ff—kgb_g—i_ 2¢3¢ —1—04> + Quinha <¢2 +¢—3+—>
14+ h2+h3 hy hy h3  hohsdm (83)

—h (22 T2 B8 T4
B3 4( 5 + oo + o 3 + o ;

B hy | hy 5 13h4Qt in
54 = Qf,ln (Ql in (¢m ¢W + 8) 35 .

In order to eliminate dc,/0y|y—1 and Oct,/0y|y—r—p,, We can use equations (77) and (78) for
the evolution of ¢y, and cy,, respectively, and the following O(¢?) boundary conditions

0612 b 8cm2 ony—1 "
¢m80m2 B ¢W66W2 ony =1+ ho, (85)
™y 6% - 88622 ony=H-ha, (86)
to find that
aac; -~ = (ePe)? (’yz g2cat +73 88;0 (hoom + h3¢w)g§>
+ (hatm + h@@% + 35; o &7
where
—Qin <§(h2¢m ¥ had) + h3 ;‘ h3 n hzgi¢w> 7
= — ((1 +h3 + h§)(12+h2¢m + hadw) % hibm ;r Ko h223¢w> | (88)

Hence, by adding together (80) and (81) we can obtain the following solvability condition for
g(x,t):

0
_g + (Ql,in + Qf,in)_g =

9%cy

fL 8260
Dot 8752 ((5Pe)2 =5 4) (89)

However, the physical interpretation of g(x,t) is not immediately clear. To formulate this sys-
tem in a more physically relevant way, we may rewrite equation (89) in terms of the globally
averaged concentration at O(e), which we denote by ¢;. To determine ¢;, we average the O(¢)
concentrations in each section in turn, and then add them together, with appropriate weighting
in the membrane and cell layer:

El - 511 + h2¢m5m1 + h’3¢WEW1 + h46f17 (90)

1 1 1+he
a, = / c, dy, Cm, = h_/ Cm, dy,
0 2 J1

1 14+ho+h3 1 H
Cw, = h_/ Cwy dy7 cr = h_/ Cfy dy-
3 J14+ho 4 JH—hy

+ (73 53)

(2 — a2 — 2) =

where

(91)
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Using the expressions for the O(e) concentrations from equations (66)—(69), we find

_ 8 800 h%(hﬁﬁbw + 3h4)R -
=eP + Ao— h, t 2
1 € e( 8t 8$ 6€Pe§bw + g(l‘, ) ’ (9 )
where
1 1+ h3dm + h3gw + hi
M= (1+h3+h3)h— + had E 30w +
ha h3) hohsopw  hahghidm
+h < + -2 )+ + : 93
\om ' ow O D (88)
1
>\2 = Ql,in (§(h§ + hg) + g(h%bm + h3¢w + h4)
hahspw hy | hs 9 ThiQt in
——— 4 hy | —+— — | - ——. 94
T om +4<¢m+¢w)+ > 20 o
We can therefore rewrite equation (89) for g(z,t) in terms of ¢;, which yields
oey ocy 8200
Pe [ R 2L — k2%
€ e<h ot +(Q11H+Qf1n) $> Ox2’ (95)

where we have used the fact that differentiating equation (73) with respect to = yields the
relationship
d%cy __ Quin + Qrin d%co
Oxot h 02’

in order to eliminate §%cy/0xdt. We also note that the coefficients of 9%cy/dt? cancel, so that
this term does not appear in the final equation. The constant K can be expressed in terms of
previous constants as

(96)

K =1 <1 + (ePe)? f() , (97)
where the O(1) constant K is given by

~ 1

, 2
K== <(Q1,in + Qtin) (2 + 2 — 72) — (Quin + Qrin)” A

h

= L~ oy + 54)) . (98)

We now again consider the upstream inner region, and through the analysis in Appendix A.1
find that there is an O(g) contribution to the outer inlet concentration, due to uptake of solute
in the inner region. This will affect the outer solution in the form of a boundary condition on ¢
at x = 0" and is an unknown function of ¢ which would need to be determined by numerically
solving the full inner problem. This would be extremely computationally expensive due to the
complex geometry of the ECS ports and lies beyond the scope of this paper. Instead, we denote
this degree of freedom by hé,(t) (we have introduced h for algebraic convenience later on) and
so the appropriate upstream boundary condition to apply on ¢; is

e1(07,t) = heu(t). (99)
This then fully determines the solute concentrations at this order and hence again no condition

needs to be applied downstream, with the outer solution instead influencing the O(e) inner
solution.
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Through equations (73) and (95), and boundary conditions (74) and (99), we therefore have
the following system to solve for ¢y and ¢;:

8CO 800 N th
ha + (Ql in + Qf 1n) O = “Po ,
o o) = ) L (100)
ePe < (Ql in + Qf m) > =h <1 + (6Pe) K) W’
co=cn(t), @ =heu(t) atz=0T,

given an appropriate form for ¢ (t).

3.7. CONSTANT INLET CONCENTRATION

We first consider the simplest case in which ¢, is constant in time, i.e. the lumen inlet is
maintained at constant concentration throughout the experiment. In this case we can use the
method of characteristics to solve (73) and (95) subject to boundary conditions (74) and (99),
and the initial conditions cy(x,0) = ¢1(x,0) = 0. Analysis of the inner solution (see Appendix
A.1) shows that ¢, (and so, in steady-state, ¢1) is a constant, independent of time. This yields

ha®e + for 0<az<¢
— T+ ¢ or T ,
co = ePe(Qrin + Qrin) " - (101)
0 otherwise,
héy for 0<x<E¢,
c1 = - 102
“ { 0 otherwise, (102)
where Quin + Qtin, <Pe(Quin + Qrin)
. Lin + &tin, €Pe(@1in + &fin)Cin
= ——t ’ ’ 1. 103
¢ = min (St Joany el Jemen ) (103

The first term in the definition of £ denotes the x coordinate that the wave of solute has reached
by time ¢, whilst the second term represents the x value at which the concentration reaches 0
due to uptake. Thus, as expected, constant uptake of solute in the cell layer results in a linear
concentration profile at leading order.

3.8. AVERAGED FORMULATION

To investigate numerically unsteady results arising from situations in which ¢;y, is not constant,
and motivated by similar problems in the literature (as discussed in §1), we return to equations
(73) and (95) along with boundary conditions

co = Cin(t), c1 = (1 + ¢pmho + dwhs + h4)éu(t) at x = 0+, (104)
and initial conditions
co =0, c1 =0 at t =0. (105)
By setting B
co = hcg, (106)
we can combine equations (73) and (95) to yield
Ql in + Qf in OC 0%c th
_— = 107
8t + h or  T9z2 " cPe’ (107)
where
¢=2¢p+ec (108)
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and
1 ) ~
Dt = 5 (1 + (cPe) K) , (109)

where K is defined in equation (98). Equation (107) describes the transport of the weighted,
averaged solute concentration ¢ throughout the bioreactor, accurate up to and including terms
of O(e). If we consider the form of Deg we recognise it as an effective diffusion coefficient (of
O(1/Pe) = O(e)) of a similar form to that found in classical Taylor dispersion [9-11], illustrating
the fact that the diffusion of the (averaged) solute throughout the bioreactor is enhanced by
the flow field. In §4.2.1 we will investigate the dependence of this enhanced diffusion on relevant
dimensionless parameters in our model.

We note that in combining the O(1) and O(e) equations we have, through the addition of a
diffusion term at leading order, moved from a coupled system of two hyperbolic PDEs with the
necessary two upstream boundary conditions to a single, parabolic PDE with a single boundary
condition:

¢ = h(cin(t) +ecu(t)) at x=0". (110)
The parabolic nature of the system will be advantageous for solving the problem numerically;
however, in order to do so we must impose a boundary condition at z = 1. The exact choice of
boundary condition is unimportant, as long as we are not introducing significant error through
this averaged formulation. Any such error will become apparent in a boundary layer near x = 1
in which the diffusion term is no longer smaller than the remaining terms in equation (107)
and instead there is a dominant balance between advection and diffusion. From analysis of this
boundary layer (see Appendix B), we find that choosing the condition

% =0 at r=1 (111)
results in an error of O(?) away from this boundary layer, and of O(g) within the boundary
layer. Hence, except for in a region of width O(g) near z = 1 the errors introduced only come
in at orders greater than the accuracy of the system, and thus this is an appropriate choice for
the second boundary condition to impose on (107).

In the limit of an impermeable membrane and cell layer (¢m,¢w — 0), we confirm that
we recover from our asymptotic analysis the equations of classical Taylor dispersion in a pipe.
Upon averaging the resulting equations in the lumen and upper fluid layer at O(1) and O(e),
combining orders and redimensionalising (details of which we omit for brevity), we find

oa ~_ 0q . 1 (2h1)2612 0%¢
de;  _ Oce _ 1 (h4)2ﬂ% 825f
T (1 o0 D2 ) o (113)

We note that the mean velocity in the lumen is the same whether or not we consider the half-
lumen 0 < y < hy or the full lumen —h; < y < h;. Hence the result for the half-lumen problem
considered here is equivalent to that for the full lumen, only valid for a different range of y
values. The classical Taylor dispersion result corresponds to Poiseuille flow in a full channel of
width 2h1, and hence here we must consider the full lumen for the purposes of comparison. The
classical Taylor dispersion result for flow in a two-dimensional channel of width d and mean
velocity U is [10,23]

2 12 2
Oc Oc ( Ud)@c (114)

’c o p(1ee =2 V2%
ot " Vas * 21002 ) 82

and thus equation (112) agrees with the classical result for the (full) lumen (width 2h;, mean
velocity Q1in/h1) and equation (113) with the classical result for the upper fluid layer (width
ha, mean velocity Qfin/ha).
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4. Results

In the following we investigate the behaviour of the solutions obtained in §§3.7, 3.8, focussing on
how variations in key parameter values affect the distribution and uptake of solute throughout
the outer region.

4.1. CONSTANT INLET CONCENTRATION

We first consider the solutions to the outer problem derived in §3.6 at both O(1) and O(e) and
investigate the qualitative trends arising from varying certain key parameters. We now focus on
the steady-state solutions (i.e. once the initial wave of solute has passed through the bioreactor)
and recall from (101)—(103) that we have

B hsR
co = ePe(Q1in + Qtin)
0 otherwise.

ePe(Q1in + Qf in)Cin 1)
hsR )7 (115)

T ~+ Cin for O§J:§min<

Thus at leading order, the nutrient concentration decreases linearly in z, and provided

s hsR
"7 ePe(Quin + Qfin)

we have a non-zero solute concentration throughout the bioreactor. At O(e) we found that, in
steady-state, ¢; is constant in time and space. We therefore note from equations (66)—(69) that,
given the solution for ¢y, g is also a constant and hence the first-order outer solute concentrations
¢i, (i =1,m,w,f) are independent of both z and ¢. We thus investigate how the y-dependence
of these solutions varies for different values of the inlet fluxes Qi and Qfn, the cell-scaffold
porosity ¢y and the cell layer width hs.

In Figure 4.1, we plot the first-order outer solute concentrations, ¢;; (i =1, m,w,f), across the
entire bioreactor 0 < y < H. The boundaries between each of the four sections are represented
by horizontal dotted lines. Given that the constant ¢; (and so g) could depend on any of our
constant parameters (including those being varied), we focus on the qualitative differences which
arise as a result of varying the above parameters, noting that the exact value of ¢; (and so g)
only affects the translation of each ¢;; curve in y-space, and not its shape. In order to compare
the relative changes, firstly the whole plot is normalised so that the curve corresponding to the
middle parameter value (the dashed line in each plot) lies between 0 and 1. This middle line
uses the same parameter values for each of Figure 4.1(a)—(d), so that a direct comparison can be
made between these plots. In addition, the other two curves are then translated so that all three
curves take the same value at a particular fixed point. The choice of fixed point depends on
the parameter being varied, and is chosen in order to make the differences between the relative
shape of the curves as clear as possible. We note that this transformation results in ‘negative’
concentration values being plotted for some parameter choices, but that these values should be
used simply to compare the magnitude in variation that arises as a result of these choices.

In each of the plots in Figure 4.1 we observe that, as expected, the concentration is greatest
in the lumen and upper fluid layer in each case, with a minimum in the cell layer. The point
Ye,min at which this minimum occurs can be found by setting dcy, /0y = 0 for ¢y given by
equation (115), which yields

(116)

h3Q\,in
Ql,in + Qf,in ’

Thus if Q) in = Qfin, the minimum occurs at 1 4 hg + h3/2, i.e. in the middle of the cell layer.
In the two limiting cases of no flow either in the lumen, @i, = 0, or in the upper fluid layer,

Ye,min = 1+ h2 + (117)
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Figure 4. Plots of the first-order solute concentration in each section for (a) varying lumen inlet flux Qin, fixed
point y = 5 (b) varying upper fluid inlet flux Qt in, fixed point y = 0 (c) varying cell layer porosity ¢, fixed
point y = 0 and (d) varying cell layer thickness hs, fixed point minimum of ¢;. In addition to translating to
obtain a fixed point common to all 3 lines, plots have been normalised so that the dashed line representing the
middle parameter value (which is the same for each plot) always lies between 0 and 1. Thin dashed lines denote
the boundaries between the four sections; in (d) the cell layer/upper fluid interfaces are denoted using the same
line style as the corresponding concentration. Fixed parameter values are as in Table II.

Qf,in = 0, the minimum occurs on the membrane/cell layer interface and cell layer/upper fluid
interface, respectively.

Figure 4.1(a) shows the trend resulting from varying @)n, where the fixed point is the
concentration on the top of the bioreactor (at y = 5). As @i, increases, we see that the
concentration in the lumen increases relative to that in the upper fluid layer as the solute is
being advected more strongly in the lumen. As would be expected, we then see the lumen
concentration decrease relative to that in the upper fluid layer if @Q;;, is decreased. In both of
the cases Q1 in > Qfin and Q1 in < Qfin, the minimum concentration moves away from the centre
of the cell layer, as expected from (117), towards the upper fluid and lumen, respectively. Figure
4.1(b) (where the fixed point is the concentration on the lumen centreline, y = 0) shows that
corresponding trends are observed if Q¢ is varied, with the upper fluid concentration either
increasing or decreasing relative to that in the lumen. We note that the concentration in the
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upper fluid layer is less than that in the lumen when the flow rates are equal. Although the cell
layer is in the ‘middle’ of our two-dimensional domain, the porous membrane acts as a barrier
between it and the lumen, so that the effect of the cell uptake on the lumen concentration is less
than on the upper fluid concentration. From (66) and (69) we can find the required flux ratio
in order for the O(e) concentrations on the lumen centreline and bioreactor top to be equal:

h
Ql,in _ qﬁ_v?:, + h4
Qtin 9 (% + g_i + %)

(118)

Figure 4.1(c) shows the trends arising from varying the cell layer porosity ¢y, again with
fixed point the lumen centreline y = 0. Here, the only qualitative change in concentration occurs
in the cell layer, where the concentration decreases relative to elsewhere as ¢y, decreases. This
is due to the fact that decreasing ¢y, is equivalent to increasing the cell population density,
resulting in more solute being taken up.

Finally, varying the thickness of the cell layer is investigated in Figure 4.1(d), where the fixed
point is the minimum concentration value. For lower values of h3 there is less overall variation
in concentration throughout the bioreactor. This is due to the fact that a thinner cell layer
implies less solute is being taken up by the cells. In addition, in agreement with our findings in
equation (117), we observe that the minimum concentration is always in the middle of the cell
layer.

4.2. AVERAGED FORMULATION

Next we consider features of the unsteady system derived in §3.8, beginning with the effective
diffusion coefficient Dqg and its sensitivity to certain experimentally controlled parameters. We
then solve the unsteady system in §4.2.2 in order to investigate variations in the mean solute
uptake and solute exposure time. The explicit expressions for the concentrations in the case
of constant inlet concentration from §4.1 were used to verify our numerical solutions in §4.2.2
(results not shown).

4.2.1. Effective diffusion coefficient

The form of Deg as given in (109) is complex algebraically and its dependence on the main
varying parameters ¢m, ¢w, Qlin, Qf,in and h3 is not transparent. In Figure 5, we have plotted
the effective diffusion coefficient for a range of each of these parameters, taking into account the
range of validity and any physical constraints in each case. We also plot D.g for a range of values
of the Péclet number Pe to demonstrate the amount of variation obtained for 1 < Pe < 2.
Figure 5(a) shows that D.g monotonically decreases with increasing membrane porosity for
0 < ¢m < 1. When the cell layer porosity ¢y is increased, however, we see that after an initial
decrease Deg reaches a minimum and then increases again as ¢y approaches 1 (see Figure 5(b)).
Figures 5(c),(d) show the dependence of Deg on the lumen and upper fluid layer inlet fluxes. For
Q1,in Or Qs in sufficiently large (2 0.63,1.23 respectively for the parameter values used here), Deg
increases with increasing flux as would be expected from the classical Taylor result. However,
below these minimum values, there is a slight increase in Deg as the flux decreases towards
0. This is a result of the interaction between the two fluxes, Dog having terms that depend
on @Q1inQrin as well as their respective squares. We note that if we set Q1in = Qfin then Deg
increases monotonically with inlet flux (results not shown). In Figure 5(e) we can see that there
is a gradual decrease in Dqg as the cell layer width hs increases to around 1. For values greater
than this, however, the effective diffusion coefficient increases more rapidly with hs. This is an
interesting observation, but it is not straightforward to determine from the form for Deg given
that increasing hj results in a corresponding decrease of the upper fluid layer hy. Finally, Figure
5(f) shows the expected combination of linear and inverse dependence of D.g on Pe. This is
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included for completeness and to show the magnitude of the variation in D.g which can be
obtained by varying Pe.

4.2.2. Pulse of solute

We now investigate the behaviour of the unsteady system (107) by considering what happens to
a pulse of solute introduced upstream. In order to make analysis of the results more transparent,
we will simplify the boundary condition at x = 0" by taking ¢,(¢) = 0 and setting

_ = 100 1002

é(t) = he(t) = ﬁe 10087, (119)
At leading order, this could be interpreted as setting the concentration into the upstream ECS
port to be zero, and sending a pulse of solute into the lumen inlet such that (see equation (59))

: n) 10
Cl,in(t) = —(QLIZQ—Fl Qf7ln) ﬁe_IOOtZ .
,in

We close the system with boundary condition (111) as discussed previously. The system (107),
(111), (119), (120) was solved in MATLAB using the method of lines and the inbuilt solver
ode15s. Given that the order of accuracy of this system is O(¢2), the reaction rate R was set to
be zero for ¢ < 2. Figure 6 shows a typical solution, demonstrating the evolution of the pulse
of solute throughout the bioreactor at fixed times. The effect of advection and diffusion on the
solute concentration can clearly be seen.

Next, we wish to use this averaged system to investigate how the mean solute uptake and
solute exposure time varies with certain parameter values. To do this, we take the ‘solute
exposure time’ T to be the time at which the concentration is less than €2 throughout the
bioreactor, i.e. the time it takes for the pulse of solute to leave the bioreactor, up to the order
of accuracy of the system. We then compute the uptake J(z,t) for 0 < z < 1, 0 <t < T where

(120)

hsR . B 9
—_ f

J(z,t) =< ePe ' €= (121)
0 otherwise.

We define the mean uptake i to be

1 —
= /0 () da, (122)

where

J(z) = /O ety dt, (123)

and we use the MATLAB function trapz to approximate the integrals using our numerical
solution for ¢. Figure 7 shows the dependence of p and T" on the parameter values ¢m, ¢w, Q1 in,
Qs in, h3 and Pe. With the exception of the dependence of 11 on hz and Pe, all graphs demonstrate
non-monotonic behaviour, which is likely to arise from the fact that the flow rates, porosities
and cell layer width all contribute to both the advection speed (Qin + Qf,in)/ h and diffusion
coefficient Dqg. We would expect an increased advection speed to reduce solute exposure time in
the bioreactor, and thereby mean uptake, as the cells have less time in which to take up nutrient.
On the contrary, we would expect an increased diffusion coefficient to increase the mean uptake,
as it results in a more ‘spread out’ pulse of solute, and thus the cells are exposed to a significant
concentration for longer. We also note that the graphs of p and 7' show identical trends for
dm, bw, Quin and Qf iy, indicating the fact that a longer solute exposure time correlates with
a greater mean uptake as would be expected. The same is not true for the dependence on hg
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Figure 5. Plots of Deg versus (a) the membrane porosity ¢m, (b) the cell layer porosity ¢w, (c) the lumen inlet
flux Q1,in, (d) the upper fluid layer inlet flux Q¢ in, (€) the cell layer width hs and (f) the Péclet number Pe. Fixed
parameter values are as in Table II.
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Figure 6. Plot of € versus x at fixed times between 0 and 1, with initial condition given by equation (119). Fixed
parameter values are as in Table II.

and Pe; this is due to the fact that these parameter values also affect the rate of solute uptake
and so their effect on the system is more complicated. Given a specific experimental setup, this
analysis could be used to determine operating parameters which guarantee a high degree of
targeted nutrient delivery, which is ideal for generating a viable cell population. It should be
noted that the results here are only qualitative in nature, and in order to predict the absolute
variation in p and 7T, values for the fixed parameters particular to an exact experimental setup
would need to be used as inputs for the model, along with generalisation of the two-dimensional
geometry presented here to a three-dimensional domain.

5. Discussion

In summary, we have developed a two-dimensional model for a simplified HFMB in which the
ECS consists of a rigid, porous cell layer below a free-flowing upper layer of fluid. Our aim was
to determine the dependence of the solute concentration field on the underlying parameters of
the system: the flow rate, solute uptake rate, supplied fluid fluxes, membrane porosity, cell layer
porosity and width. By focussing on a timescale characterised by advection in the lumen, cell
motility, death and proliferation, all of which occur on longer timescales, can be neglected and
the cell layer is assumed to have constant porosity and permeability. A solute, for instance a
nutrient such as oxygen, is supplied at both the lumen and upper fluid inlets and is taken up by
the cells at a constant rate per unit volume of mixture. The governing equations and boundary
conditions have been non-dimensionalised, exploiting the small aspect ratio € of the lumen. The
flow regime in which the Péclet number Pe = O(1/¢) is considered, so that advection dominates
diffusion in the lumen and upper fluid layer. The system of equations for the fluid flow has been
solved analytically at leading- and first-order in this small parameter ¢, and these solutions have
been used to obtain equations to be solved for the solute concentration at leading- and first-
order. We have identified the appropriate up- and down-stream boundary conditions through
analysis of the corresponding inner problems which would need to be solved numerically in order
to obtain the exact solution in the inner regions near the up- and down-stream ECS ports. In
addition, we have formulated our problem in the context of Taylor dispersion and derived
the effective diffusion coefficient governing the dispersion of the averaged solute concentration
throughout the bioreactor. The resulting equations have also been shown to simplify to those of
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Figure 7. Plots of the mean solute uptake p (top) and solute exposure time 7' (bottom) versus (a) the membrane
porosity ¢m, (b) the cell layer porosity ¢w, (c) the lumen inlet flux Qiin, (d) the upper fluid layer inlet flux Qs in,
(e) the cell layer width hs and (f) the Péclet number Pe. Fixed parameter values are as in Table II.
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classical Taylor dispersion in a two-dimensional pipe in the case of an impermeable membrane
and cell layer.

We considered the results of the outer asymptotics problem, where it is possible to analytically
solve for the outer solute concentration at leading- and first-order in all four sections. From this
we determined a lower bound on the inlet concentration ¢;, which ensures non-zero concentration
throughout the bioreactor; the y-value at which the minimum concentration is obtained in terms
of the cell layer width and inlet fluxes; and the ratio required between the lumen and upper
fluid inlet fluxes in order to obtain equal concentrations at the top and bottom of our simplified
bioreactor domain, all with an accuracy of O (52). Furthermore, we plotted the qualitative
trends in the first-order solute concentrations which arise when a number of key dimensionless
parameters are varied. We note that to obtain more quantitative results it would be necessary
to numerically solve the full inner problem at this order, something which we do not pursue
here.

We also investigated the dependence of the effective diffusion coefficient D.g on these key
dimensionless parameters. This revealed complex non-monotonic behaviours in all cases except
the dependence on ¢p,. These results are due to the interaction of the many different processes
involved in the model, as Deg contains effects from all four sections making up the bioreactor.
Finally, we solved the unsteady, combined-order equation in order to investigate the behaviour
of a pulse of solute delivered at the inlet. Analysis of the dependence of the mean solute uptake
and solute exposure time on key parameter values showed how optimal operating parameters
could be determined for a specific experimental setup.

Returning to the question posed in §1, we have made some progress in determining whether
or not the cells receive sufficient nutrient in this setup. Equation (116) gives a minimum inlet
concentration required in order to achieve a non-zero nutrient concentration throughout the
bioreactor. If we take the nutrient to be oxygen (as in [5]) and wish to check that the concen-
tration is above the minimum required for cell viability (which is equivalent to a dimensionless
value of 0.36, see [5,8] for relevant parameter values), we obtain a more restrictive constraint
on the inlet concentration:

Cin > hsR
"7 ePe(Qrin + Qtin)

+0.36. (124)

Both equations (116) and (124) depend on parameters which can be determined from the
specific cell and experimental conditions in a particular setup. However, they are both only
accurate up to leading order, and may not hold in situations where the O(e) corrections become
significant. To find a more accurate constraint in these situations, it would be necessary to solve
the upstream inner problem numerically to determine ¢, as discussed previously. Although we
do not undertake this numerical analysis here, we have found an equation for the y-value at which
the minimum concentration will be attained, again dependent on experimentally obtainable
parameters (see (117)), and also qualitative trends to suggest how severe the depletion in the
cell layer will be compared with the other sections (see Figure 4.1).

The system considered here is clearly simplified, but nonetheless enables a great deal of
information to be obtained analytically regarding the fluid flow and solute concentration in a
setup where the Péclet number is large (to be precise, of O(1/¢)). If we compare the nutrient
concentration distributions obtained to those for the nutrient-driven proliferation case study
in [5], we see that in both cases we have a leading-order concentration which is independent
of y. However, here we can find an analytical expression for this concentration, making the
dependence on key parameters more transparent. The distribution obtained numerically in the
multiphase system in [5] is approximately linear for flow rates at the higher end of the range
considered, and hence qualitatively matches the analytical linear distribution found here. In
addition, here we can obtain a great deal of information about the next-order correction to the
solute distribution which was not possible in the multiphase context; this is important as in
this setup (where the flow rates are of O(1/e) greater than in [5]) this correction term could
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become significant for certain parameter values. Finally, we note that a similar analysis to that
presented here can be performed in the three-dimensional case (details of which are omitted),
revealing that the flow in the outer region is axisymmetric, at least at leading- and first-order
in €.

Appendix
A. Inner regions

In §2 we introduced a two-dimensional model of a HFMB which included the regions near the
up- and down-stream ECS ports. We then discussed the existence of inner regions near these
ports in §3, and focussed on finding the solution valid in the outer region. In §A.1, we analyse
the up- and down-stream inner regions and determine the matching conditions needed to close
the outer problem. Furthermore, in Appendix B we consider the boundary layer required in
order to close the averaged formulation system from §3.8.

A.1. GOVERNING EQUATIONS

We return to the dimensionless equations (19)—(22) and rescale in order to move into the left-
hand inner region in which x = O(g). We choose this scaling as it promotes the z-derivatives
that were neglected in the outer region due to the lubrication scaling, and since we would
expect both z- and y-derivatives to contribute to the leading-order behaviour in the inner

region. Hence we set x = ¢X and v; = V;/e (for ¢ = 1,m,w,f). For clarity we also set ,
pi(z,y,t) = Fi(X,y.1), ci(z,y,t) = Ci(X,y,1), ui(z,y,t) = Us(X,y,t) (i = L,m,w,f) and
Vx = 6%, 8% , Vi = 8‘3?2 + 68—;2. We again use subscripts on dependent variables to indicate
their domain of applicability from Figure 2. The flow equations are now
ou; oV, 0F; 0P, .
axf 8; =0, _@XZ +eViU; =0,  — ayl +eViVi=0, i=1f  (125ac)
oP, oP,
Un = —smma—;, Vi = —emma—;, V%P =0, (126a—c)
OP, 0P,
Uy = _EKW(’?—)}V’ Vo = —Enwa—yw, V%P, =0, (127a—c)
while the boundary conditions become
oU
8—;:0’ =0 on y=0, (128)
0P,
U, =0, = _52Hm¢ma—ma
)
129a-
P—i—2—E %—2% =P on =1 200e)
1 3 X ay — I'm y=41
0P, 0Py,
Ombm—— = Gyl —, Py =Py on y =1+ hy, (130)
oy oy
0Py,
Ur = 0, _€2¢WK‘W— = vav
dy

(131a-c)

PW:Pf—f—?

2e (OU; B 2%
0X oy

) on y=H — hy,
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U=V =0 on y=H, (132)

and, as in §2.2, we assume that there is a prescribed two-dimensional flux Q;, at the lumen
inlet, and Q¢ at each of the upstream ECS ports. We note that the equations in (125) for
the lumen and upper fluid layer are only valid at O(1) here, since the inertial terms would
appear at O(e) (see discussion in §2.1). However, this does not affect this analysis since only
the leading-order inner velocities are required, as will be seen below.

Equations (125b,¢) tell us that the leading-order pressure in the lumen and upper fluid layer
is independent of both X and y. Hence, without needing to solve for the leading- and first-
order velocities in the lumen and upper fluid layer, we can further see from equations (126b),
(127b) that Vi, Viy = O(e?), and so there is no flux across either the lumen/membrane or cell
layer/upper fluid interfaces at O(1) or O(e).

We first determine the fluid flux conditions by considering how fluid transfers between layers.
From inspection of boundary conditions (129b) and (131b), we can see that there is no flux of
fluid across either the lumen/membrane or cell layer/upper fluid layer interfaces at O(1) or
O(e). Thus the flux out of the inner region in the lumen and upper fluid layer must equal the
flux into the outer region up to O(e) in these sections, and hence the correct inlet conditions
to impose on the outer flow solution at leading- and first-order in §3.5 are given by (37), (38),
(47) and (51).

The inner problem for the solute concentration is given by

ePe G% + Vx - (01U1)> = V%0, (133)
£2Pe (8% + Vx - > V% Ch, (134)
£2Pe <% + Vx - (CUy) ) = V%Cy — R, (135)
ePe (5% + Vx - (C¢Uy) > = V%G, (136)

for which the boundary conditions are
88—21 =0 on y =0, (137)
Ci=Cn, 88—21 = maa% ony=1, (138)
Cm = Cy, ¢maa% :¢Waa% ony =1+ hg, (139)
Cy = Cy, Qﬁwaa& = %—C; ony =1+ hy + hs, (140)
%—C;:O ony=H, (141)

together with the inlet conditions

Ci=cin at A, Cr =cpin  at B. (142)

As in the outer region, we expand all variables in powers of €, so that at leading order we
obtain (dropping the subscript 0)

ePeVy - (C1U)) = VX(C),  V%Cy =0,

2 9 (143)
VXCW = 0, €P6VX : (Cfo) = VXCf.
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We note that for ¢, # cfin this full inner problem must be solved in order to determine
C; (1 = I,m,w,f). However, as seen in §3.6, the leading-order inner concentration must be
independent of y as we leave the inner region and therefore can be determined by appealing to
global conservation of mass without knowing the solution of this leading-order inner problem.
In particular, a far-field analysis of the system (143) subject to (142) consistent with global
conservation of mass implies that, as X — oo,

Ql,incl,in + Qf,incf,in
Quin + Qtjin

Cio ~ Cin = 1= 1, m,w, f, (144)

and hence this gives the correct inlet condition (59) for the O(1) solute in the outer region.

We now move on to the O(e) problem for the concentration, and note that we do not state the
equations for the fluid velocities at this order as we only require the incompressibility condition
on Uj, and Uy, for our reductions. The O(e) governing equations for the solute concentration
are (reintroducing the subscript 0, 1 for clarity)

ePeVy - (C, Uy, + C,Uy,) = V&Y, V%Ch, =0,

145
ViCy, = R (145)

# , ePeVx - (CfOUfl + CflUfO) = V%Cfl.

In general, (145) will need to be solved numerically in order to determine the correct matching
condition for the outer solution, something which we do not pursue here. We note, however,
that solution of this system would be further complicated by the appearance of U;, and Uy,
since inertia is not negligible at O(g) in the inner region. However, progress can be made by
again considering the far-field limit as X — oc.

We begin by making the assumption that the leading-order fluid flow in both the lumen and
upper fluid layer is of Poiseuille form as it leaves the inner region. That is, as X — oo,

U10~<§Ql,m<1—y2>,o), Uf0~(%Qf,m<y—ﬂ><ﬂ—h4—y>,o>. (146)
4

Substituting these expressions into the far-field limits of the O(1) lumen and upper fluid layer
equations for the solute concentration in (143), we find that the O(1) far-field concentration is
constant in space, and so the terms involving Uj,, Uy, disappear as they satisfy the continuity
equation. Substituting in the far field forms for Uj, and Uy,, analysis of (145) subject to the
O(e) boundary conditions from (137)—(141) then implies that

~ nolt) — X + fily), (147)

le ~ Coo(t) — aX + fi(y), (148)
Cuwy ~ coo(T) — aX + fu(y), (149)
Ch, ~ caolt) — aX + fily). (150)
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where

frm i 12ty 4 S + ), (151)
Jm = —ePeQina < > + ePeC{(t) [1/22 (1 - %) (y — 1)} + oo (), (152)
Jw =—8P6Q11Ha< (L+hs) +£—i+5>+%(1+h2— y)?

+ ePeCh(1) { — (gt (P 9 (S = (4 )
ho <1 - d)i)} +enlt), (153)
fr= _gpeff%nan(y) — ePeQqina <:;i + z—i =+ 5)
2
+ 6P606(t) |:% — Hy+ (1 + h2)2 + (H — h4)(h3 + h4)
2
+h2fvm <h2+¢im) —h2< qjm)] +%+cw() (154)
4

Bi(y) := —% + (2H — ha)y® — 3H(H — ha)y® — H2(3hs — 2H)y
R} (155)
alt) = hsR + ePehC)(t) (156)

EPe(Ql,in + Qf,in) ’

and ¢ (t) is a degree of freedom which, through matching with the outer solution, will determine
the correct form for ¢,. We note that the leading-order term in each of C;, (i =1, m,w,f) as
X — oo corresponds to a linear decay in concentration as a result of uniform uptake across all
four sections. This reflects the fact that in the far field of the inner region as X — oo, transverse
diffusion is sufficiently strong that the dominant contribution to the solute concentration is
independent of y, as in the outer solution. In order to determine c(t) (and hence ¢y(t)) it
would be necessary to solve the full inner problem numerically at O(1) and O(e). The exact
form of ¢, will not affect the shape of the first-order solute concentrations in the outer region,
but will determine their magnitude, and hence whether or not these correction terms make a
significant contribution to the leading-order concentration in the outer region.

In the downstream inner region near x = 1, the same scalings apply and we set t =1 —eX.
This gives the same system as the upstream inner region, with sign changes in front of single
X-derivatives and the downstream boundary conditions

P=P atC, P=0 atD. (157)

We once again find that the leading-order pressure in the lumen and upper fluid layer is a
function of time only, and by the above boundary conditions we can deduce that, at leading
order, P, = Py and P; = 0. By matching with the outer solution as X — oo, this gives the
correct downstream boundary conditions to apply on the leading-order outer system in §3.5 as

= Py, pr=0 at x=1". (158)

This analysis is sufficient for our purposes, however we note that the inner problem here would
also need to be solved numerically if the full solution was required; for instance if it was necessary
to know the fluid flux and solute concentration leaving the lumen outlet and downstream ECS
port in order to match with experimental measurements.
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B. Boundary layer analysis of the combined-order equation

In this appendix we revisit the combined-order solute concentration equation from §3.8. We
analyse more closely our choice for the additional boundary condition (111),

% =0 at z=1", (159)

which is required to close the averaged system (107) and (110):

00 QuutQuie _, Pe MR
ot _h or T ox2  ePe’ (160)
¢ = h(cip + ecy) at x=0T.

To investigate the error that arises from our choice (159), here we solve the combined-order
equation in both the outer region and the boundary layer near x = 1 up to and including O(¢)
and compare the resulting composite solution with the globally averaged asymptotic solutions
at O(1) and O(e), namely ¢y and ¢;. We assume throughout our analysis that, at the orders
considered, the concentration is non-zero throughout the domain (i.e. large enough ¢ and appro-
priate operating conditions). Otherwise, if the concentration is zero for some 0" < £ < x < 1~
we note that the boundary condition (159) is trivially satisfied.

We first solve the asymptotic equations and boundary conditions at O(1) and O(e) from
(100) and write in terms of averaged concentrations. This yields

hhsR _ ( h )
= — X + hCin t— x|, 161
ePe(Q1in + Qtin) Q1in + Qfin (161)

‘ BDGH < B ) 3 g < h ) he ( B >
c1 = ze (|t — =————2a | +hey |t — —————2 |, 162
! € Ql,in + Qf,in Ql,in + Qf,in Ql,in + Qf,in ( )

where ¢y = hcp and / denotes differentiation with respect to the argument of a function. We
define the combined, averaged asymptotic solution up to and including O(e) by a5 := ¢o + £¢1,
which will be compared to the composite solution to the combined-order equation later.

We now consider the equation for the combined averaged formulation

8_5 QLin + Qﬂin @ - D 826 . hSR

= — 163
ot h Ox 922~ cPe’ (163)
and the corresponding conditions
S . o )
c=h(cn+cy) atxz=0", 8_20 atx=1". (164)
x

Firstly, we note that if we expand the combined-order concentration ¢ in powers of € and solve
(163) at O(1) and O(e) subject to the inlet boundary condition at z = 0% only, this yields
‘outer’ solutions which are identical to ¢y and ¢; in (161) and (162). For clarity of notation
when we form the composite solution later, we will denote this combined-order outer solution
by Cout-
We now wish to find the inner solution in the boundary layer near z = 1 at O(1) and O(e).
To do so, we rescale
r=1-¢eX (X <0), é(x,t) = C(X, 1), (165)

and (163) then becomes

@ . Ql,in + Qf,in @ - Deff 620 - h3R
“ot h 09X e 0XZ Do’

(166)
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subject to ~
oc
3%
and matching with ¢ as X — oo. Recalling that Deg = O(g) and Pe = O(1/¢), and expanding
C' in powers of € with the usual subscript notation, we find at O(1)

0 at X =0, (167)

~ Quin + Qjin 0Cy  Deg 9*Cy

0Cy
_— = X = U.
X 0 at 0

Solving (168) implies that B
Co = a(t), (169)

for some function «(t), which can be determined through matching with ¢y as * — 1 and
X — o0. Using Van Dyke’s rule (n t. 0.)(m t. i.) = (m t. i.)(n t. 0.) and setting m =n =1
gives

_ hhsR _ ( h )
Co=oat) = — +hegp [t ——7+1—. 170
0 () ePe(Q1in + Qtin) Qrin + Qt)in (170)

At O(e) the system to solve is

Co ~ Quin + @fin OC1  Deg 0*°C1 hsR

9% o at X =0
ax & -
which has solution
Cl _ h |: Deffh exp (_g(Ql,i_n + Qf,in)X>
Quin + Qtin [ (Quin + Qf,in) hDeg
D.gh } {— , < h ) th]
+X — ———| |hc, [t — + + B(1), 172
E(Ql,in + Qf,in) Ql,in + Qf,in ePe B( ) ( )

for some function B(t). Matching is automatically satisfied for m =2,n =1 and m = 1,n = 2,
and for m =n = 2 we find

- 2 —
Deff h T h h3R
®) e \Quin + Qfin Qrin + Qtin ePe

P (t - L)] the <t - L) (173)
Ql,in + Qf,in o Ql,in + Qf,in " Ql,in + Qf,in '

From (170) and (172) we can thus obtain the combined-order inner solution, Ci, := Cy + eCy
and then also construct the composite solution to the combined-order equation,

Ccomp ‘= Cout + Ciin — Cover, (174)

where Cover is the ‘overlap’ between the outer and inner solutions, found from the (2 t. i.)(2
t. 0.) terms. We can now compare the composite solution €eomp to the combined-order equation
(163) to the combined, averaged asymptotic solution, ¢,s. Given the analysis presented here,
we expect the two solutions to match up to O(g?), except in the boundary layer of width O(e)
near x = 1 within which we expect an error of O(e). Plots comparing the two solutions confirm
that this is the case (results not shown), and hence (159) is an appropriate choice of boundary
condition for the combined-order system in §3.8.
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