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1 Introduction

This is the Supplementary Material for the paper appearing in FULL REFERENCE TO PA-
PER WHEN AVAILABLE.

In Sections 2-5 of this document, we derive the model equations used in the main text; this
represents an expansion of the presentation of the model equations appearing in Appendix A of
the paper to a full mathematical derivation from first principles. In Section 2, we present the
mathematical model equations in full. We then simplify the equations for the flow (Section 3)
and albumin transport (Section 4) accounting for the separation of lengthscales between the
thickness of the choroid (and that of the suprachoroidal space, SCS, if present) and the arc
length of the model from anterior to posterior. We summarize the resulting governing equations
in Section 5.

In Section 6, we derive the analogous equations using a more general condition at the inter-
face of the choroidal tissue and the SCS. Finally, in Section 7, we derive a suitable expression
for the thickness of the choroid, as a function of distance from the anterior.

2 Problem formulation

We develop a mathematical model of interstitial fluid (IF) flow and albumin transport in the
tissue of the choroid and the SCS in steady state (see Fig. 1 in the main text and Fig. S1). We
model the sclera as a rigid spherical shell of uniform thickness, hg, that is permeable to IF and
albumin, while we model the choroidal tissue as a perfused layer of tissue of variable thickness,
he. Between the choroid and sclera we allow for a suprachoroidal space (SCS) whose thickness,
hp, can change in response to changes in the IF pressure. The inner surface of the choroid is
bounded by the retinal pigment epithelium (RPE), across which IF is pumped at a constant
rate. We assume that capillaries in the choriocapillaris (CC) are homogeneously distributed
throughout the choroidal tissue, and fluid and albumin can exchange locally between the CC
and interstitium of the choroidal tissue.

In this model we account for the outer retina (denoted with subscript R), choroid (subscript
C), SCS (subscript P), sclera (subscript S) and orbit (subscript @). Throughout the choroid,
we assume that the capillaries of the CC are homogeneously distributed (subscript CC).

The inner surface of the sclera is assumed perfectly spherical with radius Ry, and the centre
of this sphere is used as the origin of a spherical coordinate system (r, 0, ¢); r denotes the radial
distance from the centre, 6 is the polar angle, with § = 0 pointing to the posterior pole, and
¢ is the azimuthal angle. We restrict attention to axisymmetric flow (ignoring variations with
respect to the azimuthal angle, ¢, as well as flows in this direction). The polar angle spans
from the posterior pole (6 = 0) to the anterior limit of the choroid at the iris root (6 = ). In
this coordinate system, the choroid occupies Ry — hp — he < r < Ry — hp, the SCS occupies
Ry — hp <1 < Ry and the sclera occupies Ry < r < Ry + hs, where he(0), hp(6), hs denote
the thickness of the choroid, SCS and sclera respectively.

We now outline the governing equations for our model, starting with those governing IF
flow (Section 2.1), followed by those for albumin concentration (Section 2.2).

2.1 IF flow

Within the choroidal tissue and the SCS, we model IF flow as Newtonian and incompressible.
We also incorporate the transport of albumin (as will be discussed in Section 2.2).

Overall, two mechanisms drive this flow of IF. Firstly, a pressure difference between the
inlet of the model (close to the intraocular pressure, IOP) and the orbit (denoted pp) drives
flow posteriorly in the choroid—SCS, as well as outflow from the choroidal tissue across the
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Figure S1: Schematic diagram of the eye highlighting the set up and parameters used in the
mathematical model. The anterior of the eye is at the top of the diagram and the model has
rotational symmetry about the vertical axis # = 0. The inset zooms into the region we focus
on in the model, which is the outer part of the posterior eye.

sclera. Secondly, mass transport between the choriocapillaris and the interstitium results in
local sources and sinks of IF, which drive IF flow along the choroidal tissue. To model fluid
and solute exchange with the vessels of the choroid, we focus particularly on the fenestrated
CC. We assume that the CC is uniformly distributed throughout the choroidal tissue, and that
it has uniform properties within the layer. We now discuss the mathematical model within the
choroidal tissue and the SCS in turn.

To model IF flow within the choroid, we assume Darcy flow modeling flow in a porous
medium with Darcy velocity vector ue = (ucy, ucg, ucg) (volume flow rate per unit area) in
spherical coordinates

V.-uc=¢q, uc=-——Vp, (1)

where k¢ is the Darcy permeability of the choroidal tissue, p is the dynamic viscosity of the
IF and pc(#) is the IF pressure in the choroid. Within the choroidal tissue, the volume of fluid
entering from the CC per unit time per unit volume of tissue, ¢¢, depends on the difference in
albumin concentration between the blood and choroidal tissue, cce —ce. According to Starling’s
law, these flows have both pressure-driven and osmotically-driven components due to albumin



concentrations:

gc =Lec (pec — pe — occRyT (cee — ¢¢)) (2)

where L¢e is the hydraulic conductance of the vessels, o¢e is the corresponding reflection coef-
ficient, R, is the ideal gas constant and 7" is the absolute temperature.

The purpose of this study is in part to assess the role of the SCS in the dynamics of the
unconventional flow. Hence, in what follows we either assume the SCS is absent (which we
term Case (i)), or that it is present and can be modelled as either a porous medium (which we
term Case (ii)) or an open space filled with IF (which we term Case (iii)); note that we mainly
assume Case (iii) in this paper.

In Case (i), where the SCS is absent (and hp = 0), the sclera and choroid share a common
interface, while in Cases (ii) and (iii), the thickness of the SCS lying between the choroid and
sclera depends on the local difference between the SCS pressure and that in the surroundings.

Since the sclera is assumed rigid, expansion or collapse of the SCS requires deformation of
the internal compartments of the eye. As a first step, we assume that the choroid is entirely
rigid and that the retina and vitreous can be lumped into one deformable component with
pressure pr. The thickness of the SCS is then assumed to be determined by the pressure
difference between the pressure in the SCS, pp, and the pressure in the retina, pr.

In this study we assume a constitutive law in the form

hp hp \ 7"
— e = A\ — 3
e br P ( hP,nat ( hP,nat ) > ’ ( )

where n > 0 is an exponent, hp nat (@) is the (nonuniform) thickness that the SCS would adopt if
pp and pr are equal and Ap is an elastic stiffness (which could be made a function of 6 to reflect
increased tethering towards the inlet). For n = 0 this law mimics a linearly elastic potential
space. However, this assumption alone would mean that the height of the SCS could reach zero
for some finite negative value of the transmural pressure difference. It is mathematically very
challenging to have a collapsible channel that can transiently become completely occluded —
the height of the space approaching zero is a singularity in the governing equations — and there
is no clear way to allow the space to reopen again some time later. To prevent complete closure
of the space we modify the linear constitutive law to include a penalty term with exponent
—n, where n > 0; see plot in Figure S2. As the value of n decreases, the influence of this
penalty term becomes increasingly localised to small channel widths; we use n = 1. With this
model, the SCS can still become very close to zero height as the transmural pressure decreases,
and by choosing a (small) threshold value one could still delineate between open and closed
regions. Note that similar penalty terms are used in preventing complete collapse of veins in
cardiovascular models. 3% As a further simplification, we assume that the tissue pressure in
the retinal compartment pg is fixed as the SCS thickness hp changes.

In Case (ii), IF flow within the choroid is modelled as an incompressible Darcy flow with
velocity vector up = (uc,, ey, ucey) (low rate per unit area) in spherical coordinates:

k
V-oup =0, up= —fvpp. (4)

In Case (iii), IF flow within the choroid is modelled as an incompressible Stokes flow with
velocity vector up = (uc, ucg, Uce) in spherical coordinates

V-up=0, Vpp=uVup. (5)

We now specify boundary conditions between each layer. We will use n;; to indicate the
unit normal vector pointing from region j to region .

4
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Figure S2: Sketch of the relationship between SCS pressure and thickness given by Equation (3)
for the cases n = 0.5 (green), n = 1 (blue), n = 2 (red). The asymptotes at the left (dashed)
and right (solid) of the graphs are shown in black.

Firstly, at the RPE (boundary between choroid and the retina, r = Ry — hp — he), we
assume that IF flows at a prescribed rate

ﬁR,C : uC|r=R07hpfhc = —qR, (6)

where ¢r is the volume flow rate per unit surface area. The inward pointing unit normal ng ¢
is given by

(Ro — hp — he)é, + (hp + hi)eq )
VBo—hp —he)? + (hp + HeP

Secondly, at the interface between the choroid and SCS, r = Ry — hp, we impose continuity of
normal stress. We assume the normal stresses of both the IF in the SCS and the fluid—porous
medium complex are dominated by the IF pressures (which can be verifed a posteriori), giving
the balance

ngpc = —

pC’T’:R07hP = ppl?”ZRofhp : (8)
Additionally, we require continuity of fluid flux normal to the surface
Nep - Uel,_p 5, =TNep-Upl_p 4 (9)
where the inward pointing normal n¢ p is given by
(Ro — hp)e, + hpép
v (Ro — hp)? + h33

At the scleral interface, in Case (i) we apply continuity of flux with the choroidal tissue so
that

nep = — (10)

fics - ucl,_p = —gs; (11)

in Cases (ii) and (iii) we apply continuity of flux with the SCS so that

flp’s : uP|r:R0 = —(s. (12)
The IF flow across the sclera is modelled by the Starling equation:

k
5 =~ (pplyn, ~ o — 05 Ry Tleplor, — cs)). (13)
s



where kg is the hydraulic conductivity of the sclera and o is the reflection coefficient of albumin
(equivalently, this is modeled as unidirectional Darcy flow in the scleral tissue).

When we model the SCS as open (Case (iii)), we require additional boundary conditions.
We denote the tangential vector ’Eij between region ¢ and j directed from the pole towards the
iris root. The equations for no slip at the two boundaries of the SCS are given by

tps - UP‘T:RO =0, tep- UP‘T:RO_hP =0, (14)
where the tangent vectors are given by

18, + (Ro — hp)és
V/(Ro — hp)? + hp

We also consider the more general Beavers—Joseph condition at these two interfaces in Section 6

Finally, we set boundary conditions on all layers at the pole and iris root. We assume the
tissue between the anterior chamber and iris root has resistance R;.,,, leading to the boundary
condition

(15)

tps=¢€p, tep=

1I0P — p|9=90 = Ricm Q’e:ao ) (16)

where () is the volume flow rate through the tissue. Symmetry at the posterior pole § = 0
requires two conditions
Uc - €glg—o = up - €ylg—o = 0. (17)

2.2 Albumin transport

We now determine the governing equations for the albumin that is dissolved in the IF. These
equations complement those found in the previous section for IF flow. Assuming a dilute
solution, we model transport in the choroidal tissue and SCS using steady diffusion-convection
equations in the form

V e = sc, je =ucce — DeVee, (18)

V.jp =0, Jp =upcp — DpVep, (19)
where ¢z is albumin concentration, jz is flux in region Z, and D7 is the diffusion coefficient.
For simplicity, we assume the diffusion coefficients are equal in the choroidal tissue and SCS,
so that D¢ = Dp = D (although the analysis can be made to work if these are not equal). The
choroidal system is supplied by a continuous source of IF from the choroidal vasculature, given
by s¢ moles of albumin entering the choroidal tissues per unit volume.

On the outer boundary of the SCS (r = Ry, or in Case (i) this is the outer boundary of the
choroid), we assume a flux sg of albumin passes through the sclera in the form

hps - jpl,_g, = Ss- (20)
We also assume that the RPE is impermeable to albumin, so that
ngc -jc|T:R07hP7hC =0. (21)

At the interface between the choroid and SCS (r = Ry — hp), we assume continuity of concen-
tration and normal flux, so that

CC|T:R0—h7> = CP|r:Ro—hp7 n¢p 'jC|r:R0—h7> = N¢p 'j7’|r=R0—hp : (22)



Albumin flux across the blood vessel wall is modeled using the Kedem—Katchalsky equation
(scaled per unit volume) for solute transport: %7

Ccc + cce

5 (1 = oce)qee, (23)

scc = PBec(ceec — cc) +
where ¢ is the permeation coefficient of the CC per unit volume multiplied by R,T" (also
referred to as albumin conductance), and occ is the reflection coefficient of the CC walls. The
IF flux gee is given by (2). In this equation, the first term accounts for transcytosis plus
any other diffusive processes present, while the second term accounts for the advective flow of
albumin (expected to be directed into the CC).

Albumin flux across the sclera is modelled using the Patlak equation:®

P
co — cplr=p,e

1 — ePes ’

ss =qs(l —os) (24)
with Pes = qs(1 — 0s)/Bs. Here s is the permeation coefficient per unit area of the sclera
multiplied by R,T, which we term the albumin conductance, os is the reflection coefficient
and cp is the orbital concentration. Moreover, gs is the IF velocity across the sclera, given
by Equation (13). We note that for small Peg, the Patlak equation reduces to the Kedem—
Katchalsky equation, and the expression for the flux would be similar to that for the CC.

Finally, we set boundary conditions at the edges of all the layers at the pole and iris root.
Under the assumption that albumin in the ciliary body region is well mixed, we prescribe
boundary conditions on the concentration at the iris root in the form

aCc

Oce|  _ Oep
00

- — 0. (25)
veos 00

0=06o

Finally, we impose symmetry conditions at the posterior pole for continuity of the diffusive flux
of albumin in the form:

dce
00

o 807)

= =2 =o. (26)
oy 00

0=0

3 Simplification of IF flow equations for small thickness
of the domain

In order to reduce the complexity of the governing equations systematically, we exploit the
observation that the choroidal and SCS domains are both long compared to their typical width,
assuming that e = heo/Ro < 1, ép = hpo/ Ry < 1, where heg and hpg are representative values
of he and hp, respectively.

In Section 3.1 we apply an appropriate scaling to the geometry of the choroidal tissue,
and find the leading-order solution; this analysis spans all three cases for modelling the SCS.
In Sections 3.2-3.4, we close the problem; in Section 3.2, we consider Case (i) and apply the
boundary condition at the inner scleral surface; in Sections 4.3 and 4.4, we consider Cases (ii)
and (iii), respectively, and solve for the flow in the SCS as well as applying the boundary
conditions at the inner scleral surface.

3.1 Flow in the choroidal tissue

In accordance with the assumpation € < 1, mass conservation in the choroidal tissue dictates
that flow velocities in the radial direction must be much less than velocities in the angular
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direction. Therefore, the continuity equation in the choroidal tissue (la) suggests that uc,
scales as ecUg, where Up is the azimuthal velocity scale for uecy and ec is small.
We therefore non-dimensionalise the flow variables in the choroidal tissue according to

r= Ry —heor*, he= hcth, Pc = POPE (27)

ue, = ecUcup,, ucy = Ucugy, qr = ecUcqr, qc = qoqe, (28)

where Ue = Qo/(2mRohco) and Qg is 10% of the total aqueous flow, Qg = 0.25 ul/min, with
10% being taken as a nominal scale for the physiological unconventional flow. Balancing the
f-component of the Darcy equation (1b) suggests the scale Py = uRoUc/ke = 1Qo/(2mheoke),
while balancing the continuity equation (1a) suggests qo = Uc/Ro = Qo/ (27 R2hcy).

In Section 2.1, to obtain Eq. (8), we assumed the normal stresses were dominated by IF
pressure and we will now check the scaling at the choroid—SCS interface. Within the choroidal
tissue the IF stress is given by

Oc = —pcI + ,U(VV + VVT), (29)

where v is the IF velocity vector and I is the identity matrix. Since v has magnitude of order
Uc/¢, where ¢ is the porosity of the choroidal tissue, the deviatoric stress has a magnitude of
order pUc/(phco) = ke Po/(¢Rohco). For the parameter values given in Table 1 in the main
paper, this is approximately 4-107 By/¢, which is much smaller than Py as long as ¢ > 4-107°
(which we assume to be the case). This means the normal stress is dominated by the IF pressure
over the whole surface, as already assumed.

Using the non-dimensionalisation, the governing equations (1) and boundary conditions (6)
become, respectively,

1 0 1 0

(1 — ecr*)? (97‘*< cer”) e, + (1 — ecr) sinﬁaﬁuca St de: (30)
1 Op; 1 ops

e ) P — 31

for = @ MO T T e 09 (31)

(1 — ec(hp + he))ug, + (hh + hé)ugy
V(L= ec(hp +72))? + ¢ (hp + he)?

= qx. (32)

r*=h+hg

Eq. (31) implies that 7*-dependent variations of p} occur at O(eZ). Neglecting corrections of
O(ec), we solve (30), using (31) and (32) to obtain

*

UCT = ﬂ% ((hp+hc -7 ) a@c Sln@) +qc<h73 +hc —-Tr )+q72,7 (33)

where we have assumed that ¢ is independent of r to leading order (to be shown a posteriori).
Redimensionalising, we derive

k 0 dpe .
Uecyr = ngn‘g% ((T +hp + he — RO)%SIHG) + %(7” +hp 4 he — RO) TR, (34)
and o O
_ _ e 9pc
Uce = MRO (99 . (35)

The remainder of the analysis of the flow depends on the particular case considered; Case (i)
is considered in Section 3.2, Case (ii) in Section 3.3 and Case (iii) in Section 3.4.



3.2 Flow in Case (i)

We apply the boundary condition at the interface with the sclera (13) to derive the mass
conservation equation

k}c d dp .
€ = (heLsinf) +h =
[R2sin 6 df < c3g sin ) + Neqe + qr = 4s, (36)

where we have set pe = p. The total flow is a function of position around the eye given by

Ro 2rckch, d
Q= 27r sin @ ucy dr = — Mhelie Sine—p, (37)
Ro—he 1 do
with the unconventional flow given by Q(6y); rearranging Eq. (36) and Eq. (37) gives
dp pQ
L 38
do 27chhc sin 6 ’ ( )
dQ 9 .
W =2rR5sinf (hege + qr — qs) , (39)

with conditions Eq. (16) and Eq. (17) giving @ = 0 at § = 0 and IOP — p = R;.,,@Q at 0 = 0.

3.3 Analysis of flow in Case (ii)

In Cases (ii) and (iii), we additionally need to analyse the IF flow in the SCS. In Case (ii),
this is also treated as a porous medium, and we analyse this in Section 3.3.1 and apply the
boundary condition in Section 3.3.2.

3.3.1 Flow in SCS in Case (ii)

Scaling the flow variables in the choroidal tissue as in Section 3.1, we impose additional scalings
on the flow in the SCS such that

hp = heohp,  pp = Fypp,
up, = ecUctp,, upy= Uctpy, qs = ecUcqs. (40)

In this case the governing equations (4) and boundary conditions (13) become,

1 0 1 0
—_ (1 — )20k —Upysinf =0 41
(1 —ecr*)? 07"*( cer”) up, + (1 —€ecr*)sind GQUPG St ’ (41)
k3 Ops ky,  Opp
Upr €2 Or*’ “Po 1 —ecr* 00 (42)
u;’r =0 qg’ (43)
where k3, = kp/kc. To leading order in e, we derive
kxre 0 (Opp .
X — 0 p 44
YPr = T Sing 0 ( o *MY) Tas (44)
and, redimensionalising, we obtain
(r — Ro)kp 0 (9pp _ kp Opp
. = — 0 , = —— 45
Y T RZsing 90 \ og T0) TS UPe = TR 0 (45)



3.3.2 Matching conditions for flow in Case (ii)

The interstitial flud flows in the SCS (governed by (45)) and in the choroidal tissue (governed
by (34)) must be matched across the interface. The interface conditions are given by Egs. (8)
and (9). Eq. (8) implies pc = pp = p and so at leading order (9) becomes

1 1
Ucy + R—h;pucg = Up, + R—h;;Upe s (46)
0 r=Ro—hp 0 r=Ro—hp
which gives
1 d dp .
m@ (kphp + kChC)@ sinf | + thC +gr — Qs = O, (47)
0
which is to be solved together with conditions (16), (17).
The total flow is a function of the distance around the eye
Ro=hp Ro 2w dp
Q= 27 sin 0 ucy dr —i—/ 27rsin @ upg dr = —— (kche + kphp)— sinf, (48)
Ro—hp—h¢ Ro—hp 12 d9

with the unconventional flow given by (Q(6y), and hence

d__ HQ (49)
do 27 sin Q(kchc + k’php)7

d )

d_g :27TR(2) sin @ (heqe + qr — qs) , (50)

with boundary conditions (16), (17) giving @ =0 at § = 0 and IOP — p = R;.,,,Q at 0 = 6.

3.4 Analysis of flow in Case (iii)

In Case (ii), the SCS is open, and we analyse the flow in Section 3.4.1 and apply the boundary
condition in Section 3.4.2.

3.4.1 Flow in SCS in Case (iii)

We impose alternative scalings on the variables in the SCS (different from those in the choroid)
in the form

r=Ry—hpor', hp=hpohb, pp= Popb, (51)
up, = epUptb,,  upg = Upuby, qs = epUpql; (52)

note that the scale for the pressure in the SCS, F, is the same as that in the choroidal tissue,
as these two regions share an interface where the pressures are equal (and the primary pressure
drop in these regions is expected to be parallel to this interface). Balancing the viscous drag
in the f-component of Eq. (5b) in Case (ii) yields Up = e5RoPy/p = hoUc/ke.

In a similar way to Section 3.1, we verify our earlier assumption that the normal stresses
are dominated by IF pressure at the choroid-SCS interface (see Section 2.1, Eq. (8)). In this
case, the IF stress is given by op = —ppl + p(Vup + Vulk), so that the deviatoric component
of the normal stress at the interface is of order uepUp/hpy = €5 Py, meaning that the normal
stress is also dominated by the IF pressure, consistent with our earlier assumption.

Using the non-dimensionalisation, we can now simplify our model equations. In Case (iii),
the governing equations (5) and boundary conditions (13) and (14) become, respectively,

1 0 1 o
S ———— _ 2, 1 A% _
(1 —eprf)?Ort <(1 ) UP’"> - (1 — eprt)sinf 00 (u% S 9) 0 (53)
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T 2 T 4 T
Opp _ cp 9 (1- EPTT)ZauPT _ cp o smeauﬂ
ort (1 —eprt)2ort ort (1 —eprt)200 06

2¢5 ; 2¢3, 9 (i .
=P __ - 0) 4
Tt T e e as (hon?) (54

ap, 1 0 oul & 0 (. oul ul oul
— — (= 2P P Y g_tre | _ EPTPo | 9.3 UPr
90 1 eprt (aﬂ (( ) Gt | T smeae \ S a0 in0 P o |

(55)
qu i s “;30 o 0, <_E%h7iu];3‘r +(1- eph) )“P@) ‘th;’ = 0. (56)

Neglecting terms of O(ep), p;; is independent of rf and

1 8pT
u;)e =— §7°T(h$9 — rT)a—ep, (57)
29 Op}
P " 9 3pt — 9N IPP Gin g ]
P =T 12500 09 ((3 P2y sinl |+ as: (58)
Re-dimensionalising,
1 0
py = = 5 (B = 1) (r = (Ro = hp) - (59)
 (Ry—r)? 0 Opp

P = rEsmaan \\\ T\ P 2’”’ oo im0 ) +s. (60)

3.4.2 Matching conditions for flow in Case (iii)

Matching flow across the interface between the SCS and the choroid, the interface conditions
(8) and (9) give pc = pp = p and Eq. (46). Eq. (46) implies

1 d dp dp
T o 00 keh h3 in 6 h — (e = 1
puR2sin 6 do <( ¢ Cdé’ 12 Pd9> sin ) +hege +qr — g5 =0, (61)
where we have used Eq. (8) to set pc = pp = p. In non-dimensional terms, we have that
L d LApt 1 gedpT e e
Bl i )
sind dd <(Ohc 10 12h7> 19 sin@ | + Chioqe + Ca — g5 =0, (62)

where C' = heoke /h, (note that two different sets of nondimensional scales appear in Eq. (62)).
We require C' to be O(1); in fact, for C' to lie between 0.1 and 10, we need hpy to be between
around 0.7 and 3 pym. Equation (62) is to be solved together with conditions (16), (17).

The total flow as a function of theta is given by

Ro=hp Ro 2msin 6 dp 5 dp
= 27mrsin 6 . dr—l—/ 2nrsinQupgdr = — (kh h >
¢ Ro—hp—he < Ro—hp o W ¢ cd(‘) 12746
(63)
with the unconventional flow given by Q(f), and hence
dp 1Q (64)
de 27 sin Q(kchc + hi /12)7
d
dg =2 RZsin 6 (heqe + qr — qs) (65)

with conditions (16), (17) giving @ = 0 at § = 0 and IOP — p = R;,,,Q at 6 = 6.
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4 Simplification of albumin transport equations for small
thickness of the domain

In a similar manner to Section 3, we derive reduced equations for the albumin transport in the
choroidal tissue and SCS. As for IF flow, in Section 4.1, we solve for the leading-order transport
in the choroidal tissue, and, in Sections 4.2-4.4, we close the problem in Cases (i)—(iii) by solving
in the SCS, as appropriate, and applying the boundary condition at the sclera.

4.1 Analysis of transport in the choroidal tissue

We scale albumin concentration with ¢y = cec, the concentration in CC plasma. We therefore
set

cc = coce,  Jor = €cUccojer,  Jeo = Uccojeg,  Sc = SoScs (66)

and balancing Eq. (18a) gives sg = Ucco/ Rp.
Egs. (18) and boundary conditions (21b) become, respectively,

1 0 1 0
N ( *\2 -k 0 =
(1 —€cr*)? 87“*( cer”) Jer + (1 —€cr*)sind 89‘7C9 sin (67)
» 1 [, 0ps 1 Oc " 1 8pc 1 Oc
— - < = — 68
o= g ( O Pecarr ) 70T T \“o0 " Peg ) (©3)
(1= eclhp + he)je + (b + b)) | =0, (69)
r*=hL+hg

where Pec = RoUc/D is the Péclet number of the choroidal tissue. Eq. (68a) implies that
r*-dependent variations of ¢ occurs at O(e2Pec). We check the reduced Péclet number:
Qohco _ (0.25 x 1077/60) x (2.66 - 107*)
orRZD 27 x 0.01152 x (61 - 10~12)

c2Pec = =0.02 (1s.f), (70)

which is small, confirming that c¢ is independent of r to leading order. Neglecting corrections
of O(ec), we solve (67), using (68b) and (69) to get

, 1 0 . Op 1 Ocq\ .

or = 75 | (hp +he —1" — 6 c(hp + hi —1™). 71

Jer = Gnd o0 (( P 7’)( o9+ Peg op ) S0 ) +oclhp +he =), (T)
Redimensionalising,

. 1 8 k)c 8])6 aCC .
- TN+ hp+ he — e + pZe Yse(r+hp+he— 2
Jer T2 5in 90 ((r hp + he — Ry) ( co—— 90 50 ) sin 9) se(r+hp+he—Ry), (72)

1 (ke Opc dce
Jeo =~ g (FCCW + D%) : (73)

As with the flow, the remainder of the analysis of the concentrations depends on the case;
we now consider Cases (i)—(iii) in turn.

and

4.2 Analysis of transport in Case (i)

In Case (i), we assume no SCS so need only apply suitable boundary conditions at the sclera
r = Ro. We apply the boundary condition (21a) to give

1 d ke dp o de\
= S e (T p 0) + hese = 74
Rgsmede(c< ‘W de) s )* cse = 5, (74)
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where we have set ¢ = c.
The total albumin flow rate is a function of 6, given by

Ro
J = / 277 sin 6 jeg dr,

Ro—h¢

) kche d de
= —27sinf < Cﬂccd—g + Dhc@) ,
=cQ — 2w Dhe¢ sin 0% (75)
= C dé”
and hence
de c@ —J
d0  27xDhesinf’ (76)
dJ )
w7} =27 Ry sinf (hese — ss) , (77)

with the boundary conditions (26) giving J = ¢@ at both the inlet § = §y and the pole 6 = 0.

4.3 Analysis of transport in Case (ii)

In Case (ii), we model the SCS as a porous medium.

4.3.1 Transport in the SCS in Case (ii)

Scaling the variables as in Section 4.1, the governing equations (19) and boundary condi-
tions (21a) become, respectively,

1 0 1

(1 —ecr*)? 87“*( ) Jpr F (1 —ecr*)sinf Pl e ’ (78)
. 1 opp 1 Jdcp
pr =3 | kpe 79
Jpr Eg' ( PCP or* + Pep Or* )’ (79)
1 ops 1 Oc
K kot P P %0
i =~ (5 ) 30)
j;;r r =0 82‘7 (81)

where ss = ecUccoss and Pep = RyUe/ D is the Péclet number of the flow in the SCS. Eq. (80a)
implies that 7* dependent variations of ¢ occur at O(e2Pep). The reduced Péclet number in
the SCS is around 0.2, which is small, meaning that c¢ is independent of r to leading order.
Neglecting corrections of O(ec), we solve (78), using (80b) and (81) to get

* >k 1 k
Jpr = r 9 ((kz* 7 Opp + 867)) sin 9) + s%. (82)

Pr sin000 \\'""" 90 " Pep 90
Redimensionalising,
(7" — Ro) 0 k’P 8pp an .
=-——"— || —cp—=——+D— 0
IPr= Rrsne 06 \\ o TP a0 )Y ) TS (83)

and
1 kp 8p7> 8073 )

ipp = —— [ P, PP | pYer 4
Jpe RO(MC’P%-F 50 (84)
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4.3.2 Matching conditions for transport in Case (ii)

We now match between the choroidal tissue and SCS, applying the interface conditions (22).
Eq. (22a) implies cc = cp = ¢, and, at leading order, (22b) becomes

. T, .
= Jrr+ ﬁohéﬂpe ; (85)

r=Ro—hp+

. 1., .
Jer + Eh%jce
0 r=Ro—hp—
giving
1 d
RZsin 0 dd

dp de
(( (hc/{}c + hpk’p) dﬂ (th + hpD) d9> sin 0) + thc — S8s = 0. (86)

The total albumin flow rate is a function of theta, given by

Ro—hp Ro
J = / 27 sin @ jeg dr + / 277 sin 6 jpg dr

Ro—hp—hc¢ Ro—hp

. kchc + k’php dp dc de
=—2 0 —— Dh Dh
e ( o Cas TP eag TP e
dc
=cQ — 2w sin®@ (Dhe + Dhp) — 0 (87)
and hence
d —J
L , (55)
df  27sin@(Dhe + Dhp)
d
d_(ﬁj =27 R2sind (hese — ss) , (89)
with J =cQ at 0 = 0, 6.
4.4 Analysis of transport in Case (iii)
In Case (iii), we model the SCS as open.
4.4.1 Transport in the SCS in Case (iii)
In the SCS, we scale the fluxes according to
cp = coCh,  jpr = epUpColby,  Jpo = Upcojbg:  ss = epUpcosk. (90)
The governing equation (19) and boundary conditions (21a) become, respectively,
1 0 1 3}
(1 —eprt)2ort <( ) e ) + (1 —eprt)sind 00 Jpesind) =0, (01)
1 ad, 1 op! 1 och
— 0 “ep o ettt el 2R P 2
Ipr = tpyp 2 Pep Ort’ IPo 2" (hp =r)ep 90 (1 —eprt)Pep 06’ (92)
s =k (93)

As long as ePPep < 1, we may neglect the terms ]P and uprc73 appearing in Eq. (92a), and
we find that CP is mdependent of r' to leading order, O(e5Pep). We estimate as follows:

hpo  RoUp _ Qb o (heo (um) )’
R% D QWRghCOD/{IC . 21 ’

e»Pep = (94)
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which suggests hpy must be less than about 21 um for this argument to be correct to within 10%.
For the value we actually use, hpy = 2.4 um, e5Pep ~ 2 x 1079, suggesting the approximation
is a very good one. We solve (91) at leading order, using (92b) and (93) to obtain

, 1 0 1 8p rt och
+ P23pt _ 9 P P : T
P = TS 050 (( (3hp —2r )cp 2 + Pey 06 ) sm@) + s5. (95)

Re-dimensionalising, we obtain

. 1 0 1 2 3 8pp
TP = T R sin 0 09 ((fm(Ro ) (7" (RO 2h7’))c7’ 90

+D(Ry — r)aﬁ) sin 9> +ss, (96)

a0
. . 1 1 8pp 8073
Jro = R_O (ﬂ(RO 7") (T (RO hp)) CPW + DW) . (97)

4.4.2 Matching conditions for transport in Case (iii)

As in Case (ii) we match at the interface between the SCS and choroid. The interface condition
(22b) implies that

1 d k’chc dpc h3 dp d
- < Dh
RZsinf do (< e T T Py

dep
thp a0 ) sin 9) + thc — 8§ = 0, (98)

or, in non-dimensional terms,

1 d d 1 dp! de 1 . del
< (( hic p‘7+—h*3 fdop | O pedee L ﬁ) sin9> +Csp—sk =0, (99)

sin @ do T P 0 Pec €df ' Pep ” d6

while condition (22a) implies that ¢ = ¢p = ¢; these constraints are to be solved together with
conditions (26) (note that, as with the fluid flow derivation, two different sets of nondimensional
scales appear in Eq. (99)).

The total flow rate of albumin is a function of 8, given by

Ro—hp Ro
J = / 2mr sin 6 jeg dr + / 2mrsin 6 jpg dr

Ro—hp—he Ro—hp
. kchc dp h3 dp de de
=—2 0| —c— + —"c— + Dh Dhp—
e ( v Cae Tipfae TP g
d
=cQ — 27 sin@ (Dhe + Dhp) — 0 (100)
and hence
de cQ —J
—_ — 101
dd  2mwsin@(Dhe + Dhp)’ (101)
i—g =2 RZsin 6 (hese — ss), (102)

with J = cQ at 6 = 0, 6.
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5 Summary

In this Section, we review and summarize the governing equations and boundary conditions
that were derived in Sections 3 and 4. Since we consider the choroidal tissue and SCS together,
it is convenient to define the term ‘choroid-SCS’ to denote both of these regions.

In each of the Cases (i)—(iii), the four governing equations may be written as:

dp pQ

- 103

de 2msin O(kche + kphly)’ (103)

d :

d—cj =21 R2sin 0 (heqe + qr — qs) (104)

de c@ —J

B 1

d0  27sin@(Dhe + Dhp)’ (105)

dJ

w7 =2 RZsin 6 (hese — ss), (106)

with boundary conditions
Q=0,J=cQat =0, (107)

IOP — p = Rien@, J = cQ at 0 = 6,. (108)

We account for all three Cases (i)—(iii) in this formulation, and definitions of all the symbols
appearing in the equations and boundary conditions along with details of how to adapt the
model to each case are given in Table 1. In this Table, we classify the expressions according to
their mathematical type:

e independent variable: 6 ranges from 0 to 6y (6y must be specified);
e primary dependent variables: all functions of € that are outputs of the model;

e parameters: fixed constants that are inputs to the model and must be specified by the
user;

e parametric expression: he(6) is a fixed function of # that must be specified by the user;

e subsidiary dependent variables: functions of the primary dependent variables and outputs
of the model;

e the special case of hp(#), which is zero in Case (i), and in Cases (ii) and (iii) in the
physiological case it is equal to a fixed parameter, hpg. If a non-physiological solution is
required, hp is given by Eq. (3), which depends on hp ,a(6), and this function must be
found before solving.

Note that the equations have a removable singularity at § = 0 owing to division by sin 6.

Table 1: List of expressions appearing in the model equa-
tions and boundary conditions with descriptions. These
are classified according to their type (see text for descrip-
tion). SI units are provided in some cases for clarity.

| Symbol | Description |

\ Independent variable ‘
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Table 1: (continued)

’ Symbol \ Description ‘
0 angle subtended at the center of coordinates between the point
and posterior pole of the eye
\ Primary dependent variables ‘
p(0) IF pressure in the choroid-SCS
Q(0) IF flow rate along the choroid-SCS
c(0) albumin concentration in the choroid-SCS
J(0) albumin flow rate along the choroid-SCS
\ Parameters ‘
1 dynamic viscosity of IF
ke Darcy permeability of choroidal interstitial tissue
kp Case (i): not applicable; Case (ii): Darcy permeability of SCS;
Case (iii): equal to 1/12
m Case (i): not applicable; Case (ii): equal to 1; Case (iii): equal
to 3
Ry inner scleral radius
qr flux of fluid from RPE (m/s)
D diffusion coefficient of albumin
1 dynamic viscosity of IF
0o angular extent of choroid and SCS from posterior pole
Ricm resistance of the iris root and ciliary muscle (Pas/m?)
IOP intraocular pressure

\ Parametric expression ‘

| he(6) | thickness of choroid |
\ Subsidiary dependent variables ‘
qe(0) flux of fluid out of CC (s71), see Eq. (2)
qs(0) flux of fluid across sclera (m/s), see Eq. (13)
s¢(0) flux of albumin out of CC (mol/(m?s)), see Eq. (23)
ss(0) flux of albumin across sclera (mol/(m?s)), see Eq. (24)
\ Special \
hp(0) thickness of SCS: zero in Case (i), equal to a specified con-
stant parameter in the physiological case, otherwise it is a
subsidiary dependent variable, see Eq. (3)

To solve these equations numerically, we first non-dimensionalise with respect to the scalings

of Sections 3.1 and 4.1:

dp” Q"
=— 109
de sin O(hg + kphp™)’ (109)
dQ* : k% * *
19 sin € (hegee + dr — ds) (110)
de* Pe(c*Q* — J*)
= 111
d0  sin@(h + hy)’ (111)
=sinf (hpspe — Ss) , (112)

dé
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subject to the boundary conditions

Q =J"=0at =0, (113)

note that we do not use the scalings applied in the derivations of flow and transport in the SCS
in our numerical model. In these equations, the non-dimensional fluxes are given by

qee =Lee(pee — p* — 0ge(cee — €)), (115)

¢s =ks(p" — po — o5(c” — cp)), (116)

see =Bee(cee — ') + (1 —oce) 5 € Ges (117)
cH — creles

s5 =as(1 = 0s)—peg (118)
In these equations, the non-dimensional variables are related to the dimensional variables of
the model by

he = heohe,  hp = heohp, Q= QoQ", (119)
p=Pop", pec=Popie; po = Popp, 10P = RIOP”, (120)
c=coC", Cee = CoCppy  Co = CoCh, (121)
J = QocoJ”, Riem = PORZ;m/Qo, (122)
and the constants appearing in the non-dimensional equations are given by
. 2mRj « | kp/kciftm=1 Qo
w”="g, ™ = { W/ (12ke) i m =3 ¢ 3D’ (123)
« /LR% % UccRgTCO « R%/ﬁg
L., ="7ZL =——2 — ki=-— 124
cC kc CC» UCC PU ) S hCOhSkC ) ( )
. 21 R2heo . 0sR,Tcy
cc = —QOO Bee, 05 = —Pi] ; (125)

where ¢y = ccc.

We solve the non-dimensional equations numerically using the MATLAB R2024a (Math-
works) solver bvp4c. Note that we need to use the nondimensional equations, as the orders of
magnitude of the different terms in the dimensional equations are so different that the solver
does not converge to a satisfactory solution when using the dimensional variables. In non-
physiological cases, we need to run the solver twice, first for the physiological case (with hp
equal to a fixed constant hpg) to find the function hp ,.4(6), and then (with the appropriate
parameter values changed) to find the solution. We also avoided numerical singularities at
¢ = 0 by solving on the domain [06, 6], where 06 = 6y /ns is the grid spacing and nps is the
number of grid points in #. Throughout the main paper we redimensionalise all variables before
presenting our results.

6 Use of a Beavers—Joseph boundary condition

In the paper, we assumed a no-slip boundary condition (14) on the IF in the SCS at both
the interfaces with the sclera and the choroid; however, it is common to use a Beavers—Joseph
condition at the interface between a freely flowing fluid and the fluid within a porous medium.®
This states that the shear rate of the shear rate at the boundary equals the discontinuity in the
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fluid velocity between the free fluid and that in the porous medium divided by the square root
of the permeability of the porous medium, multiplied by a dimensionless slip constant. In our
analysis, to leading order in the small parameters e; and ep and, neglecting the fluid velocity in
the porous medium as it is small, the boundary conditions at the SCS—sclera and SCS—choroid
interfaces may be stated

Vs Oupg ke Oupy

Po =
as Or ' ac Or '’

Upg = (126)
at r = R, and at »r = R — hp, respectively, where as and a¢ are dimensionless positive slip
constants that depend only on the properties of the porous materials comprising the sclera
and choroid (the no-slip case considered earlier may be recovered in the limit ags, ac — ).

The analysis proceeds in a similar way, and we obtain governing equations similar to Equa-
tions (103)—(106), but with Equation (103) replaced by

dp _ pQ

=—— = : (127)
do 2msin 0(kche + hhp /12)
where ) )
ilp _ (hp + 4Cchpohp + 4Cshpohp + 120005h7;0) (128)
(hp 4 Cshpo + Cehpo) 7
with )
k 1.0-10~ k 0.045
Cs = vhs . Cp= vhke . (129)
hpoais as hpoae %

Slip constants at the interface of a freely flowing fluid and a porous medium are typically of
order one, 'Y meaning that the change in the solution with this boundary condition is likely to
be fairly small.

7 Fitting the choroidal thickness profile

Our expression for the choroidal thickness profile was derived by fitting a cubic polynomial
(using MATLAB’s curve fitting toolbox, with default settings) to measurements in human
emmetropes; ! that is, individuals with no refractive error or visual defects. The choroidal
thickness was found to be 394 + 70 pum at the fovea (0 to 1 mm eccentricity), 386 & 68 pum in
the parafovea (1 to 3 mm eccentricity), 368 & 61 um in the perifovea (3 to 5 mm eccentricity),
329 £ 51 pum in the near-periphery (5 to 8 mm eccentricity), and 277 + 37 pym in the periphery
(8 to 14 mm eccentricity). From inspection of a physiological image of an eye, the eccentricity
of the iris root, 6, is about 140 degrees, and it is commonly agreed that the choroidal thickness
there is around 100 ym. We represented these six regions as having respective eccentricities
of 0, 3, 5, 8, 14 and 28.1 mm, equivalent to 0, 0.25, 0.42, 0.67, 1.17, 2.44 rad. We used the
minimum eccentricity in the fovea, since the choroidal thickness is essentially uniform in this
region, but the maximum eccentricity for the other retinal regions since, from inspection of
Figure 2 of Hoseini—Yazdi et al. (2019), the average choroidal width is achieved (or comes close
to being achieved) on these outer boundaries. Results are shown in Figure S3. We take the
typical choroidal thickness as approximately the volume of the choroid divided by its surface
area, setting heg = 266 pm.
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