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inhomogeneous body forces and initial conditions to describe a
double porosity problem. We derive the homogenized
governing equations for this problem using the asymptotic
homogenization technique, and as macroscopic results, we
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with memory effects, with mass exchange between phases. The
memory effects are a consequence of considering the time
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1. Introduction

The flow of fluids through porous media is a fundamental
process with wide-ranging applications in various fields, such as
hydrogeology and biology. In particular, porous media with dual
porosity, where fluid flow occurs in different compartments with
different pore structures, have garnered growing attention because
of their widespread occurrence in both natural and engineered
environments [1-7].
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In this work, we present a multiscale model for dual-porosity porous media using the asymptotic [ 2 |
homogenization technique [8,9] that couples a time-dependent Darcy-Brinkman equation [10] with a
Darcy equation [8,9,11,12] which describes the fluid flow of the blood vessels inside the node, as our
starting point. Here, we assume that the Darcy equation depends on time only parametrically. The
theoretical justification of the Darcy-Brinkman equation is less warranted from a multiscale
perspective compared to the Darcy equation [8,13-19]; however, since its structure is halfway between
the Darcy and the Stokes equations, it can serve as a valid starting point for a multiscale formulation
[1], and grants the ability to specify boundary conditions in more detail [20,21]. Moreover, the
Darcy-Brinkman equation is also well defined in a time-dependent setting [14,22,23].

We consider a multiscale volume load that drives the coarse scale fluid flow acting on both the Darcy
and Darcy—Brinkman problems [24]. These forces can occur from the use of electromagnetic fields, in
magnetorheological fluids and in electrolytes that permeate non-uniform tissues [24]. Moreover, we
consider a multiscale initial condition of the time-dependent problem that we take into account. Such
initial conditions can arise for the flow of fluids in porous media with drug injection [25] or when as
an initial condition we have another multiscale motion.

The derived model comprises porous media flow with memory effects (e.g. [8,26-29]), which are
encoded in the effective hydraulic conductivity; thus, the nature of the obtained differential problem
is intrinsically different with respect to [1]. The latter is represented by a convolution in time between
the time-dependent hydraulic conductivity (obtained by solving the differential problem at the cell
level) and the macroscopic pressure gradient. The macroscopic Darcy equation with memory effect
that we obtain is new and differs from previous works on this subject such as [8,26-29] because we
consider the effect of inhomogeneous body forces, a multiscale initial condition and the fluid
exchange with another phase (described here by the Darcy equation). Using asymptotic
homogenization, we pass from an equation at the microscale where the present time is necessary for
deducing the future [30] to a macroscopic equation where the present and the past are necessary to deduce
the future [31]. The memory effects appear to be a natural framework when dealing with the
homogenization of this kind of problems [30,31].

Among the countless applications of dual-porosity porous media, the main motivation that guided us to
propose and study this model is the application of the latter to the fluid flow of a lymph node, an essential
part of the lymphatic system. The lymphatic system is composed of a network of vessels, capillaries and
organs [32]. The interstitial fluid is drained by the lymphatic capillaries and it is called lymph once inside
the lymphatic system. Inside the lymphatic vessels, there is a series of one-way valves which prevent
retrograde flows. The part of the vessel between two valves is called lymphangion. Lymphangion walls
are innervated with sympathetic and parasympathetic nerves [33-35] and can perform rhythmic
contractions, making lymph transport a time-dependent flow [33,36-38]. The lymphatic system is an
integral part of the immune system thanks to the Iymph nodes. The lymph node is vital for immune
defence, housing B and T cells that circulate in the body to protect against infection. B cells generate
antibodies to fight antigens, while stimulated B cells transform into plasma or memory cells. Antigen-
presenting cells capture antigens and present them to T cells in the lymph nodes, activating the adaptive
immune response. Lymph transport has an important function in transporting immune cells, proteins,
cancer metastasis, drugs and so on [39-41]. Furthermore, the movement of fluid through lymph nodes
promotes the expression of chemokines, establishing a chemokine gradient that directs the movement of
immune cells into the node. Changes in lymph transport play an important role in several pathologies.
Elevated fluid flow augments the growth rate and sensitivity to drugs in specific forms of lymphomas
[42]. Inadequate lymph transport can lead to a condition called lymphcedema, where excess interstitial
fluid accumulates in the tissues, and it is often caused due to an impairment of lymph nodes [36,43].
From a mechanical perspective, the key characteristics of the lymph node include the lymphoid
compartment (LC), which is a porous bulk region and forms the parenchyma of the lymph node, and
the subcapsular sinus (5CS), a thin channel near the wall that surround the LC and that allows free-fluid
flow [33]. The fluid can enter the LC from the SCS through a conduit system network created by
fibroblastic reticular cells (FRCs) [44—46] which forms the main porous region of the lymph node. The
lymph node is a highly vascularized organ, and inside the LC there are plenty of blood vessels that
allow fluid and substance exchange [47-49], making the lymph node an important connection region
between the lymphatic system and the blood system.

To the best of our knowledge, only a few models in the literature try to describe the fluid dynamical
aspects of lymph node behaviour [50-52]. In [53,54], it is explored how the fluid flow in the lymph node
is influenced by its internal structure, using an image-based model to establish a relationship between
the greyscale values of the images and the permeability of the lymph node tissue, using this as the
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permeability for the steady Darcy equation. In [47], the authors conduct a parameter sensitivity analysis by [ 3 |
using a computational flow model based on a mouse popliteal lymph node, coupling a steady Darcy—
Brinkman equation in the LC with a steady Navier-Stokes equation in the SCS. Grebennikov and others
[45/46] study the lymph flow through the conduit system network using an object-oriented
computational algorithm to generate the three-dimensional geometry of the FRC graph network. In [55],
the fluid flow within the lymph node is simulated by using a microfluidic device that mimics the
microenvironment of a lymph node. Birmingham et al. [39] focused on the lymph node’s SCS fluid
dynamics thanks to a microfluidic platform, evaluating how physiological flow patterns impact the
adhesion of metastatic cancer cells (thanks to the wall shear stress values). In [56], a numerical method is
developed to simulate the fluid flow in the lymph node using boundary integral equations, and then in
[57] the authors provide an artificial neural network model to describe the lymph node drainage
function. In [1,58,59], we have the first explicit models that describe the fluid flow in the lymph node in
simplified geometries. In particular, in [58,59], they found a divergence-free explicit and numerical
solution in a time-dependent setting, with a very idealized geometry for [58] and a spherical geometry in
[59]. Girelli ef al. [1] describe the blood vessel drainage function in the lymph node considering the
multiscale nature of the latter in a steady setting, obtaining a rigorous mathematical model using
the asymptotic homogenization technique; thanks to this approach, they were able to describe the fluid
flow inside the conduit system network (formed by FRC) and inside the blood vessels networks.

This work addresses a crucial limitation characterizing the work in [1], as it takes into account
the time-dependent character of the pulsatile flow which takes place in the lymph node due to the
pulsation of the lymphangions [36,60,61] and its upscaling onto the macroscale. In fact, we present a
multiscale model using the asymptotic homogenization technique [8,9] that couples a time-dependent
Darcy-Brinkman equation [10], which describes the fluid flow inside the conduit system network
formed by FRC, with a Darcy equation [8,9,11,12], which describes the fluid flow of the blood vessels
inside the node, as our starting point. The Darcy equation depends on time only parametrically
because the time-dependency we take into account is given by the lymphangion pulsation and affects
mainly the lymph flow inside the FRC network. This model focuses on the porous region of the
Iymph node (LC) and the fluid exchange occurring solely between the node and the blood vessels
within this specific area [47-49]. It is crucial to emphasize that, as highlighted in [1], our analysis
begins with the Darcy-Brinkman and Darcy equations. This implies that variations in pore-scale
geometry have been effectively averaged out, eliminating the necessity for precise details about the
intricate and challenging-to-describe microstructure geometry of the lymph node.

In §2, we show the starting equations and boundary conditions of our problem, based on the balance
equations of continuum mechanics. In §3, we employ the asymptotic homogenization technique and in
§4, we find the macroscopic averaged equations. In §5, we find the explicit solution to our problem
in spherical geometry under the hypothesis of axisymmetry with respect to the azimuthal angle and
isotropy of the porous medium using the Fourier transform and using the explicit solution that we
already found in [1]. In §6, we describe the numerical simulation that we use to solve the problem in
the cell domain. Finally, in §7, we solve the explicit solution we found in §5 using lymph node
physiological data obtained from the literature, allowing us to study in more detail the behaviour of
the lymph inside the lymph node in a time-dependent setting.
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2. Formulation of the starting problem

We consider the domain 2 = 2, U (2, where 2,, and 2, denote regions of the matrix and the vessels,
respectively. A sketch of a portion of the three-dimensional domain at hand comprising the two phases is
provided in figure 1. We describe the fluid flow in £2, via Darcy’s Law supplemented by a body force as
in the work [24], namely

{vv (x, 1) = ff(v(x)(sz,(x, f) —by(x, 1) in €2, x [0, T] 2.1)

V-v,(x, 1) =0 in £, x [0, T].

In order to model the unsteady fluid flow within the matrix phase £,,, we exploit the following
Darcy—Brinkman equation [1,10,24]:

{po 85’;’ (x, t) = =Vpu(x, t) — I~<,_n1 (X)vm(x, £) + pAvy(x, £) + by (x, t)  in £y, x [0, T] 2.2)
V- o, t)=0 in 0, x [0, T].



Figure 1. A sketch of a periodic portion of the domain comprising the vessels £2, (a) and matrix £2,, (b).

For y=v, m, v, is the velocity of the fluid in the region (2,, p, is the pressure in the region (2,, b, is the
inhomogeneous external force density in the region (2, K,(x) is the hydraulic conductivity tensor in
the region (2,, u, is the effective viscosity, and py is the fluid density. For y=1v, m, we suppose that the
hydraulic conductivity tensor is symmetric and positive definite:

Kyx) =K)(x), Va#0:a-K,(x)a>0. (2.3)

Our starting point consists of both Darcy and Darcy-Brinkman equations, assuming that the pore
structure is homogenized in both compartments. In this scenario, the hydraulic conductivity tensor
K,(x) functions as a means to represent the essential microscale geometric information.

The matrix and the vessels are coupled via the following interface conditions:

{vv(x, t)-n=wvy(x,t)-n=Ly(pu(x, t) — po(x, t) — p(t)) on I x [0, T]

/0K 2.4
onlx, 1) - T= f“%fmm[(n “Vv,(x, O] -7 onI'x [0, T, @4

where I = 042, N 042, n is the outer normal to £2,, 7 is any tangential vector to I, p(f) is a function that
depends only on time and « is a constant that depends on the physico-chemical properties of the interface.
The first interface condition of (2.4) is related to the normal component of the velocity; if we take
p = o(m, — ), we obtain the well-known Starling equation [62,63], used to describe the fluid exchange
between two regions separated by a porous membrane, where o is the Staverman reflection coefficient, z, the
osmotic pressure of €2, and =, the osmotic pressure of ,,. For simplicity, in this work, we assume that
the osmotic pressures 7, and 7, depend only on time, but they can depend also on space [3]. The
parameter L, is typically experimentally measured and depends on the geometry and porosity /leakage of
the vessels” walls I. We consider this particular interface condition because we aim to apply this model to
the fluid flow of a lymph node, but our formulation remains valid for other applications too. The second
equation of (2.4) is the Beavers—Joseph—Saffman boundary condition [64], an interface condition on the tangent
component of the velocity introduced in [65,66]. This interface condition introduces a slip velocity, which is
proportional to the normal component of the velocity gradient of the fluid near the boundary. This
interface condition is often used to describe the connection between free-fluid and porous regions, as well
as an interface condition for dual-porosity media [2,67]. Moreover, linking the Darcy—Brinkman equation
with the Darcy equation necessitates conditions reliant on the actual velocity. Therefore, the Beavers—
Joseph conditions offer a more comprehensive grasp of the underlying physics compared to merely
imposing a zero tangent velocity.
The initial condition is

U (%, 0) = vypo(x) in 2y, 2.5)

where v, o(x) need to satisfy V - v,,9(x) = 0 and must be compatible with the interface conditions (2.4).

The non-dimensional form of the Darcy equation, the Darcy—Brinkman equation, and the interface
conditions for the domain (2,, with y=m, v, are as follows. We denote with a prime symbol the
following non-dimensional quantities:

L, § u UL

b=t vy =Ui, x=L¥, Ky=KeK), b, = mb;, py= @P; (2.6)
and
d
= 2.7
€=1/ 27)

where U is the characteristic velocity, K¢ is the representative (scalar) hydraulic conductivity, d is the fine-scale
length and L is the coarse-scale length. In the scope of this work, the parameter d takes on the role of
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denoting the separation between two vascularized regions. Instead of delving into the intricate [ 5 |
particulars of individual vessels, the vascular network region is conceptualized as a geometric domain
denoted as £2,, consisting of interconnected cylinders with radius 7, (illustrated in figure 1), where the
Darcy equation is applicable. Accordingly, d is precisely characterized as the distance between two
neighbouring cylinders within this model representation.

Substituting (2.6) into (2.2), we obtain, by neglecting the primes

% (x, 1) = —=Vpu(x, 1) — K, (¥)ou(x, t) + @hou(x, 1) +bu(x, t) in 0, x [0, T], 2.8)
V- v,k t)=0 in 0, x [0, T],
where
PoUK ef — Kyefree
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As d represents the fine-scale length in our problem, the most natural choice as a representative fine-scale

conductivity, which we denote as K., resides, given its physical dimensions, in choosing &/, ie. 2
=1
Y
d2 Po Udz M )
Kt =—, m= , B=éEu, ph="" 29) S
ref L w 29) 'S
=
Substituting these relations into (2.1) and (2.8), we obtain the non-dimensional equations L
0, (%, t) = —Ko(x)(Vpy(x, ) — by(x, 1)) in 2, x [0, T] 2.10) T~
V- o,(x, 1) =0 in 2, x [0, T] ’ v
0 8
and
nag’t”’ (x, 1) = —Vpu(x, t) — K () vm(x, ) + Ep Avy(x, t) + by(x, ) in Q, x [0, T), 2.11)
V o, t)=0 in 0, x [0, T)].

We also need to non-dimensionalize the interface conditions (2.4). In particular, we adopt the same
distinguished limit embraced in [3, 68] which ensures that the blood flux stays finite when the length-
scale separation that exists in the system becomes more and more pronounced. This is equivalent to
assuming

o (%, 1) 1= (%, ) - 11 = €Ly (pm(x, £) — Polx, £) — Bt rx[o,T
{v(x)n 0w, )1 = eypulx, 1) = polx, 1) = P(D) on I'x 10, T) o

onlx, t) - 7= —e—VKa'"(X) [(n-V)o,(x, D] -+ on I'x [0, T],

where L, = L,uL?/d® [3]. Moreover, we close our problem using periodic boundary conditions at the
boundary 002\ I"

3. The multiscale formulation

The goal of this section is to derive a macroscale model for the continuum system of equations (2.10),
(2.5), (2.11) and (2.12), using the asymptotic homogenization technique [8,9,69]. We assume that there
is a clear separation between the spatial fine scale d and the coarse scale L, which means that the
quantity e defined in (2.7) is small:

ek 1.

To achieve spatial scale decoupling, we introduce a fresh local variable

y=-, (3.1)

€

where x represents the coarse-scale spatial coordinates and y represents the fine-scale spatial coordinates:
they have to be considered independent in a formal way. We assume that p,, v,, K, and b, (where y =m, v)
depend on both x and y.

We assume two main hypotheses concerning the geometry of the multiscale problem: local periodicity
and macroscopic uniformity. Local periodicity means that p,, v,, K, and b, are y-periodic. By making this
assumption, we are able to focus our study on a restricted portion of the fine-scale domain. Instead,
macroscopic uniformity means ignoring geometric variations within the cell structure and inclusions
concerning the coarse-scale variable x, i.e. the microstructure is unique. Then we may consider the



utilization of a single periodic cell, denoted as £2,, for each macroscale point x, and

Voo | (dy=| vio(e)ay (3:2)

Y QY
The differential operator becomes
1
V= Vet _Vy (3.3)

we now employ a power series expansion for € for the variables of our problem as follows (where y =m, v):

hE

vy(x, Yy, t) =05(x, Y, t) = vg) (x,y, 1€, (3.4)

Il
o

pv(x/ Y t) = pi(x, v, t) = Zpg) (x, Y, t)El/ (35)
1=0
by(x, y, 1) = b(x,y, 1) = Y b (x,y, 1) (3.6)
=0
and Umo(x, ) = 05,0 (%, y) = > 08 (x, y)€. (37)
=0

Substituting the asymptotic expansions (3.4)-(3.7) and the differential operator (3.3) into
equations (2.10)-(2.11), we have

evg(x, y, t) + eKo(x, y) Vap5(x, y, t)
Ko(x, y)Vyps(x, y, t) — eKo(x, y)b5(x, y, t) =0 in 2, x [0, T} 3.8
eVy-vsx, y, ) +V, - vilx, y, ) =0 in 0, x [0, T|

and

e (X, Y, 1) = —eVapl,(x, y, 1) — Vypl, (x, y, 1) — €K, (x, )05, (x, y, 1)
+ wEMVS (X, Y, 1) + pedy vl (x, y, 1)

+ W eVy - (Vo5 (x, y, 1) + w €V, - (Vo5 (x, y, 1) (3.9)
+ eby,(x, y, 1) in 0, x [0, T],
eV -vp(x,y, ) +Vy vp(x,y, ) =0 in 0, x [0, T],

and if we substitute them into the interface conditions (2.12) and the initial condition (2.5), we obtain

v5(x, y, 1) - n=vf(x, y, t) -n=eLy(pf,(x, y, ) — p(x, y, t) — p(t)) on I x[0,T]
{vf,,(x, ybT= —e@ [(n- (Va+1V,y))osx,y, D] -7 on I'x [0, T) G10
and
v, (x,y,0) = v, 0(x,y) in £, (3.11)
3.1. Coefficients of order €°
Collecting the terms of order € from (3.8) to (3.11), we obtain
VD (x, y, t) = pY = pP(x, ) in €, x [0, T], (3.12)
VoD (x, y, t) = pi) = p(x, ) in 2y x [0, T), (3.13)
Vy - vO(x,y,t)=0 in, x[0,T], (3.14)
Vy o0y, )=0  in, x[0,T], (3.15)
v,y t) n=00(x,y t)-n=0 onTx[0,T], (3.16)
v (x, y, t) 7= —M {(n Vol (x, y, t)} -7 onI'x|0,T] 3.17)

and v (x,y,0) = vf,% (%, y) in£,. (3.18)
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3.2. Coefficients of order €'

If we collect the terms of order €! from equations (3.8) to (3.11), we have
o0 (x, y, ) + Ko (x, ) (pr;m (x, 1) + Vypgl) (x,y,t) b0 (x,vy, t)) =0 in, x[0,T], 3.19)

Ve o0 (x,y, 1)+ V, oV (x,y,) =0 inQ, x [0, T], (3.20)
B 0)
n%(x, Y= -VipP, ) - VpPx, y, ) — K, x, ol x, y, )

+ M*Ayvg)(x, y, b+ bfg)(x, y, ) onQ, x[0,T), 3.21)
Ve ol (x,y, t)+ YV, o) (x,y,) =0 onQ, x[0,T], (3.22)
oV, y t) - n=0vV(x,y t) n=L,p"(x t)—pP(x,t)— p(t) onIx[0,T] (3.23)

vﬁ,?(x, yb-r= _7vaa(X,y) [(n . Vx)v,(g)(x, y, D+ m- Vy)vf;)(x, Y, t)} -7 onI'x[0,T] (3.24)

and v,<,}> (x,y,0) = Uﬁi,)o (x,y) in £y, (3.25)

3.3. Derivation of Darcy’s equation

Applying the V,- operator to (3.19) and remembering equation (3.14), we obtain
Vy - [Ko(x, ) (VipO(x, £) + VyplD (x, y, 1) = b0 (x, y, D] =0 in Q, x [0, T|; (3.26)
it follows that the boundary condition (3.16) is
[Ko(x, ) (VapO(x, ) + VypV (x, 9, t) = bV (x, y, )] -n =0 on T x [0, T]. (3.27)

We note that the problem is linear and that prﬁ,m is constant in y; hence we formulate the following
solution ansatz:

P,y 1) = ho(x, y, ) - Vapl (x, £) + ho(x, , £). (3.28)

The ansatz (3.28) solves the problem (3.26)-(3.27) (it is a solution up to a y-constant function), provided
that the auxiliary vector and scalar fields k, and h, solve the following cell problems:

{ Vy - [Vyho(x, 9, DKo(x, )1 = =V, - Ko(x, )" in 2, x [0, T), (3.29)

[Vyh(x, y, DK, (x, = —K,(x, y)'n on I'x [0, T]

and

A v (3.30)

Vy - [Ko(x, y)Vyho(x, y, )] = V,, - [Ko(x, )bV (x, y, )] in 2, x [0, T],
[Ko(x, ¥)Vyho(x, y, t)] - n = [Ky(x, y) 1()0) (xy t)]-n on I'x [0, T).

To ensure the solution uniqueness, we need to impose that (h,(x, y, t)), =0 and (hy(x, Y, ), =0,
where the average operator ((e)), is defined as

1
(), = mjny(')dy‘ (3.31)

Substituting the ansatz (3.28) into equation (3.19), we obtain the following Darcy’s equation:

o0 (x, y, t) = —(Ko(x, ) + Ko(x, ¥) (Vyho(x, y, £)) DVap¥ (x, )
— Ky(x, y)Vyfzv(x, y, 1)+ Kp(x, y)bg)o) (x,y,1). (3.32)
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3.4. Derivation of Darcy’s equation with memory

Putting together (3.21), (3.15), (3.16), (3.17) and (3.18) in £2,, we obtain the following auxiliary
Darcy—Brinkman problem in (v,(g), pﬁ,}));

% (g, 1) =~V (3, 6) — Tyl (3, 9, 1)
— K, (x5 y)on (v, ) + Ao (x, y, 1)
+b0(x, y, 1) in £, x [0, T],
Vy - o0y, D=0 in 02, x [0, T, (3.33)
O, y, ) n=0 on I'x [0, T),
O,y t) 7= —VK"‘;(xy) (- V)o@, y, ] 7 on I'x [0, T),
20, y,0) = ol (x, ) in 0,,.

We apply the Fourier transform defined by

Flo(t)] = bw) = j (e 2 dt (3.34)

to system (3.33), and we obtain (note that the initial condition can be written as S(t)vf,% (x, y), where &(t)
is the Dirac delta)

2miomdy,) (x, y, ) = =V (x, ) = Vy pl) (x, y, 0) = K, (%, 9)0) (x, y, ©)
+ M*Ayvm x vy, 0)+b%(x vy, )+ vf,?,)o (x,y) 1in £y, X (= 0, ), (3.35)
Vy -0 (%, y, @) =0 in 2y x (= o0, 00), (3.36)
99(x,y, 0) - n=0 onT x(— oo, ) (3.37)
Kin(x, .
and 2O,y 0 7= — # - Vol (x, y, w)]-7 onI x (—oo, o00). (3.38)

We have a linear problem and V, fzﬁ,? ) depends on the macroscale only; hence we formulate an ansatz
for the solution

Py, ©) = —hu(x,y, ©) - Vel (x, 0) + (%, y, @) (3.39)

and
29(x, y, 0) = —Qux, y, @)V PV (x, 0) + q,,(x, y, ®). (3.40)
We have that (3.39) and (3.40) are the unique solutions of the auxiliary Darcy—Brmkman problem

(3.33) provided that the auxiliary second rank tensor Qy, the auxiliary vectors h,, g q, and the auxiliary
scalar function /1, solve the following cell problems:

—2mionQ, (x, y, ®) = ~I + (Vyhu(x, y, o))" + K, (x,9)Q(x, y, 0)

— w8, Q,(x, Y, 0) in (3, x (—09, ),
Vy - Qux y, @) =0 in (2, x (~o0,00),  (3.41)
Ql(x,y, wn=0 on I'x (—00, o),
Qlx, y, o= — YK [(v,0 (v, y, w7 on I'x (—o0, 00),

and

2miond,, (x, y, ©) = —K,' (% ), (6, y, ®) + 1" dyd,,(x, y)

- Vyftm(x, Y, w) + BE,? (x,y, w) + vf,?,)o(x, y) in £, x (— oo, ),
Yy, y, ©) =0 in 0, x (= 00, c0), (3.42)
4,0y, 0 -n=0 on I' x (— oo, o),

\/K,:;(x, y) [(n v

Gy, @ 7= D&y, o) -7 on I'x (= 00, o).
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If we apply the inverse Fourier transform ! to (3.41) and (3.42), we obtain

%5 (x,y, 1) = =K' (%, )Qu(x, v, £) + A QL (x, y, )
+8()] — (Vyhu(x, y, )" in 0, x [0, T],
Vy Qulx,y, =0 in 0, x [0, T},
Qi(x, y,tn=0 onI'x [0, T],
Qlx, y, hr = — YRV, Q" (x, y, D7 onI'x [0, T],
Qm(x/ y, 0=0 in Qm,
and
e (e y, 1) = =K, (x 9)d,,(x g, ) + Ay, (Y, b
— Vyhu(x, y, t) + bm (x,y,1) in O, x [0, T],
Vy -4,y D=0 in 0, x [0, T],
q,x,y ) -n=0 onI'x [0, T],
3,xy 0 7= YR[(.v))q, x,y, D] 7 onI'x [0, T],
g, y,0 =27 (x y) in 0Q,.

(3.43)

(3.44)

We note that system (3.44) gives a null result if the initial condition v(o (%, y) and the multiscale force b,

are both zero.
For system (3.43), we define the quantities

t

¢
flm(x, y, t) = J hyu(x,y,s)ds and Qm(x, y, b)) = J Q. (x,y,s)ds,

where e is a small number >0, so that

Qm

Ol
hn(x,y, 1) =57y ), Qulny t) =7 (xy 1)

substituting these equations into (3.43) and integrating over time, we have

729 (x, y, t) = —K,,'(x, ) Q(x, ¥, 1)

+ WA Qu(x, y, ) + 1 — (Vyhy(x, y, £)" in 0, x [0, T],

Vy - Qux,y, =0 in 0, x [0, T],

Q;(x, y,Hn=0 onI'x [0, T,
Q?ﬁx, y, D7 = —@[(VyQ;(X, y, Dinlr onI'x [0, T,
Qm(xr Y, 0=0 in £2,,.

Applying the inverse Fourier transform 7! to the ansatz (3.39)-(3.40), we obtain

vSy?) (x, Y, t) = ~-F! [Qm(xr Y, )Vy ?’i,?) (x, 0)] + ém(x/ Y, t)
_ Jt an
0o O

(5, y, = 5)Vapl)) (x,5) ds + 4, (x, y, ),

which is in the form of a Darcy equation with memory effects [8,26,27].
By the same computations, we obtain

t a7 T B
P,y t) = *J o (6t =) Vap) (x, 8)ds + (¥, , 1),
0

(3.45)

(3.46)

(3.47)

(3.48)

(3.49)

Moreover, we need that (i, (x, y, t))q, =0 and (h(x, y, 1)) 0, = 0 to ensure the uniqueness of the

solution, where (-), is the average operator defined in (3.31).

4. Derivation of the macroscopic model
We now apply the average operator (3.31)—(3.48)

' /00, i
Oy o, =~ | (Pt =9) Vil 9)ds + (2,9, D,

O

where Q,, and §,, are computed by problems (3.47) and (3.44), respectively.
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Applying the average operator (3.31) to equation (3.22), we obtain (using the macroscopic uniformity) [ 10 |
Vo (@ (x4, D)g, +(Vy -0, (%, v, D)g, =0, (4.1)

where, by the divergence theorem and the interface conditions (3.23), we have, for the phase £,

1 L,S
ol 00, =y | ool dy = 2 0 0 -0 ) - 0L (42)

and hence

Vi (@3 (59, D)o, = Q | > 0, )~ PO 1)~ PO (43)
m
For the Darcy problem on the phase £2,, applying the average operator (3.31) to equation (3.32), we obtain

@V (x, y, 1) g, = —(Ko(x, y) + Ko(x, ) (Vyho(x, y, 1)) o, VaplD (x, 1)
— (Ko (2, ) Vyho(x, 4, 1)) . + (Ko, )b (x, 7, 1)) . - (4.4)

*sosi/Jeunof/610Guiysgnd/aposjedos

=

Cw

We apply the average operator and the divergence theorem to equation (3.20) and, following the same ]
computations as before, we obtain ~§
=

Vi (@ (x, 4, D), + (Vy -0 (5,9, ), =0, 45 =

and using the divergence theorem and the interface conditions (3 23) =
PN

W

1 2

_— .o 0) — P9

<Vy '(J (x y' )> 0, — le|J% vy vv (x/ y’ t) dy - |Q |[pm ( X, ) pv (.X', t) p(t)]’ (46) &

where we used the fact that n, = —n; hence

[l

S
0,

Vi (@ (%9, D) g, = 751 P (6 ) =P (x, 1) = P(E)]. (4.7)

The total coarse velocity uc is

e =000 (x, , D)g, + 12100, 3, ),
90, ~
— 10, j R (2, t— ) Vap®(x, ) ds + | Dl 9, s

~ 1Rl w + Kal®, 9)(Tyho(x, ), Vapl) ()
— || (Ko, y) Vyho(x, ), + 12| (Ko (x, )b (x, ) g, (4.8)

Substituting (4.1) into equation (4.3) and (4.4) into equation (4.7), we obtain

t a_ )
vx ([ < a? (x/ Y, t— S)>n’ prg,?) (x, S) dS> = Vx . <qm(xr Y, t))!?,,,

S -0 - pO) 49
and

Vi (Kol y) + Kol y) (Vyhal®, y, )", Verl? (1)

= —Vx . <Kv(x/ !/)vyhv(x’ L t)> e

+ Vi (Kolx, )b (x, y, D) g, \E) |[Pm (1) = P (x, 1) = P(D)]. (4.10)

Equation (4.11) is the well-known diffusion problem related to the Darcy equation, where we can find
additional terms that are related to the fluid exchange between phases and the multiscale forces [1,24].
When the multiscale force b, is zero, the unique solution ﬁv(x, y, t) of the system (3.30) is zero, and in
this case, equation (4.11) becomes the Darcy equation with fluid exchange between phases as derived
and solved in [2,3,68]. On the other hand, equation (4.10) is the Darcy equation diffusion problem
with memory effect, with additional terms related to the multiscale forces [24], the fluid exchange
between phases and the multiscale initial condition. We note that if the multiscale force b, and the
initial condition w,,( are both zeros, the unique solution g, of the system (3.44) is zero. Taking into
account the time dependence of the problem, we obtain a very different model from the previous one
[1-3,24,68]. However, even when ignoring the contributions related to the external volume loads and



the initial condition, the final model that we have obtained differs from the one in [8,26] due to the n
coupling and the fluid exchange between the Darcy equation with memory effect and the classical
Darcy equation and due to the Darcy-Brinkman type cell problem which needs to be solved to
compute the hydraulic conductivity (9Q/dt),, for the matrix compartment £2,,.

Now we dimensionalize equations (4.1), (4.3), (4.4) and (4.7). We write the equations in dimensional
form because, with regard to their application to the lymph node, this makes it easier to interpret the
results and compare them with other studies on the same topic. We have

|2

tot tot
0 d
TR 192, | and S = S—

0 - - ’
] I I

|Qv‘ -

(4.11)

where Q1 is the lymph node total volume, |.(2’fn0t| is the phase m total volume, |.Q:50t| is the phase v total
volume and S'*' is the total vessel surface. Hence equations (4.1), (4.4), (4.5) and (4.8) are (in dimensional form)

*sosi/Jeunof/610Guiysgnd/aposjedos

P [ /3G
Oy o, == | (B wwt=9) Tl s

o o 412) o
- N S
+ UG, (%Y, D)), + UG (%, Y, 1) g, z'
P
) LPStOt ) ) . ]
Ve (0 v Do, = o I () = 7 ) = PO @13
<vz(;0) (x/ Y, t)>.(lu = ; <Kv(x/ y) + K‘U(xr y) (vyhv(xr Y, t))T>!)vvxpz(;O) (x/ t) N
)
— U(Ky(x, y) Vyho(x, y, ) o, + UKo (x, y)bY (x, , 1)), (414) &
0 LS o) G .
and Ve (o o 0, = 0 )~ 0 ) = 0 (4.15)

5. Explicit solution

In this section, we explicitly solve the problems given in §4.
For simplicity, we suppose v,,0=0, b,,=0, b,=0; hence the unique solution of problems (3.30) and
(3.44) is zero. Moreover, we assume the isotropy of both the porous media, which means

Ko =R, Kn=EKn(®), (5.1)

where K, and K, (t) correspond to d?/u(K, + Kv(Vyhv)T) o, and d*/u(Q,,(y, t)), , respectively. We have
that K, is constant in space due to the geometry and the hypotheses used, and it is found solving the cell
problem (3.29) using COMSOL Multiphysics (see §6 for more details about the numerical simulations of
the cell problem). We have that the dimensional value for the vessel hydraulic conductivity K,d*/u is
computed using the Kozeny—Carman formula, i.e. (1 /co)(|(21t70t| /St see table 1 and [1, appendix B
for more details. For phase m, due to the memory term that appears in equation (4.1), it is better to
work in the frequency domain to find an explicit solution. Hence, applying the average operator (3.31)
to the ansatz (3.40), we have in dimensional form

a2 .
= (Qu(w, @), Vi P (x, w). (5.2)

We find Q,,(y, ®) by solving the cell problem (3.41) using COMSOL Multiphysics, with a=1 (see §6 for
more information about the numerical simulations of the cell problem and figure 2 for the results).

As we are working in the frequency domain, we apply the Fourier transform (3.34) to (4.9)—(4.9). We
consider a spherical domain £ with radius R, denoting by r the radial coordinate, 6 the polar coordinate
and ¢ the azimuthal angle. Moreover, we assume axisymmetry with respect to the azimuthal angle ¢.
Hence, we obtain the following problem:

<f)£,?) (xy, w))!)m = _I%m(w)vx IAQ,S?) (x, w) =

AP (r, 0, w) = —MI P (r, 6, w) — PV(r, 6, w) — P(w)]  r<R, 6E 0,27, wE (—oo, ),
Api (1, 6, 0) = Mu(@)Lpi) (1, 6, @) = (1, 6, @) = p(@)] 7<R, 0€ (0,27, w € (~00,0), (53,
(R, 6, 0) = 9,06, 0), PY(R, 6, 0) =D, (6, w) 90,27, w€E (—o, ), '
non-degeneracy r=0, 6€ (0,27, wE€ (—00, ),
where R is the sphere radius, M, = L,5t©t/ 1Y, My (0) = L,stot; |.(2£10t|1£<m(w), and p, and p,, are the
Fourier transforms of the given boundary condition.



(x107%) (x10714)

<

3.6465

average hydraulic conductivity (real)
average hydraulic conductivity (imag)

4 ) 0 2 4 4 ) 0 2 4
frequency frequency

Figure 2. The Fourier transform of the dimensional average hydraulic conductivity in mm* smg™" calculated numerically with
physiological values of the lymph node (table 1).

Table 1. Physiological and estimated parameters; see [1, appendix] for more details.

physiological range/value description

R 0.49 mm LC radius [39,59]
............................................ 7571“5(05““3637]
¢ e LT por05|ty[55] SO
M B dfedwdsosyon-n

Po Tmg mm~ density [36,37]

N K,,, ........................ T o Iper meab|l|ty . [ 4655] ...........................
S 5 5457]

7:,,— ”m .............. 341><105208>< 106mPa .................................... osmotlcpressuredlfference[47 o 54577376]
L,, 5475 % 1072367 x 10 ¥ mms ! mPa' ”mmhydraullc conductivity of the blood vessel walls

[47,53,54,57]

gtot 134 mm2 surface of the blood vessels [48,49]

\_QEOt| 0.0322 mm vqume of the bIood vessel [48]
St OO wcell o [1 append|x B]
' I, - '17><10 “mm S yllndersradlus (mlcroscale) [1 appenvd'lkB]' '
T wcylmder S (m|croscale)

[1, appendlx B]
e Iength (macroscale) e
K,, (dz/,u) R ><10‘6mm3smg‘1 " blood vessels hydraullc conductlwty, clculated
usmg the Kozeny Carman formula [1 77 78]

b\,o meOdy o
A ﬁgure2 OO ”macroscop|c o hydrauhc conduct|v|ty

412 x 107" mm? smg ™" macroscoplc “blood hydraullc conductlwty

><|§
S

 (solving system 3.29)

Following the computations presented in [1, appendix A], we obtain the following solutions (see
[1, appendix A]):

Z C(n L Milnﬁuz)( M(w)7>

Vo Pu(2) (54)
n=0
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and

. = M,Au(w) 1
pf}o) (r, ¢ w) = Z {d%”)(w)r" — Wﬁﬂwm/z)( M(“’)")] Py(4), (5.5)
n=0
where ¢ = cos 6, M(w) =M, + M,,(w), 1,, is the modified Bessel function of the first kind of order n, P,, is
the Legendre polynomial of the first kind of order #n, and (the following relations are obtained from
[1, appendix A])

Ao) = @) — PWIVR _ W@VR
1(1/2)(\/ M(w)R) In+(1/z)(\/M(w)R)

(65 (@) = (M (@)An(0) /M(0) VR) Ly 12 (VM@)R)

forn=0, A,(0) = forn>1, (5.6)

() = = , (5.7)

)= (b () + (MUAn<w>/M;a;NE>IM/z> (VM()R)] , 58

) = 2 1) [ 16 o)~ (g PO 59)

and b (w) = %(2;1 +1) L p,(L )P, ds, b (w) = %(Zn +1) r_l p,(¢, ®)P,({)de. (5.10)

Hence, we have, applying the inverse Fourier transform F ' to (5.4) and (5.5)

wien=> 7" {Cgm ()" + W\% Lo ( M(w)rﬂ P.(0 (5.11)
and
P;O) (I’, é‘f’ i’) — ; ]_-—‘1 |:d§ﬂ) (w)r” o %%LH—(UZ) < M((U)T’):| Pn(g) (512)

6. Cell problem numerical simulations

In this section, we discuss the numerical simulations used to find the solutions of the cell problems (3.29),
(3.30), (3.41) and (3.42). We can see the geometry of the cell problems using the lymph node physiological
data found in [1, appendix B] and summarized in table 1 in figure 1.

As we mentioned in §5, we suppose u,,0=0, f,,=0, f,=0, which means that the solutions of the
problems (3.30) and (3.42) are zeros. Moreover, we suppose that both porous media are isotropic,
which means

2 . - 2
K, = K,I = % (Ko + Ko(Vyho)') o I and  Kiy(w) = Ky(w)] = % (Quly, @) g 1. (6.1)

For the solution of the cell problem in the phase £2,, we refer to [1, appendix C]. For the phase ©2,,, we
solve the problem (3.41) with a=1 using the steady Brinkman equation module in COMSOL
Multiphysics. We use the PARDISO solver and the P —P; finite-element discretization for the
velocity and the pressure, respectively. Moreover, we perform a parametric sweep analysis varying o
to obtain the solution for different frequencies. After that, we apply the average operator to obtain
(Qu(y, w)) g, - We obtain the dimensional hydraulic conductivity K;,(w) shown in figure 2.

If we take the values of the permeability (Q,,(y, ®)) 0, and we perform an inverse Fourier transform
(with the MATLAB built-in command ifft), we find the dimensional average hydraulic conductivity shown
in figure 3. As expected, we have a permeability that decreases in time [8]. The decreasing imaginary part
of (Q,(y, ®)) g, in figure 2 is connected to the decrease in time of the permeability (due to the memory
effect of the macroscopic Darcy’s Law). If we compare the ifft result with the solution of the cell problem
(3.45), we have a maximum relative error of 0.188%. Moreover, we have that the real part of the
permeability is similar to the one found in the steady case in [1]. We believe these values to be
realistic because, at time zero, we have the same permeability values we found in the steady
setting [1]. Additionally, as time increases, the permeability tends to zero very fast, reflecting its
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Figure 3. The inverse Fourier transform of the dimensional average hydraulic conductivity in mm® smg™" calculated numerically
using the command ifft to the solution plot in figure 2 with physiological values of the lymph node (table 1).

diminishing influence on the flow dynamics at the time we are studying our flow, a characteristic
commonly observed in memory-type equations [8].

To study in more detail the mesh of the previous solution, we perform an adaptive mesh refinement
study. After this process, we compare the two K (w) that we found, and we obtain, for all the values of o,
a maximum relative error of 0.06%.

To test the Brinkman equation module in Comsol with complex numbers, we run some simulations in
a cylindrical geometry and we compare the solution to the following explicit solution (found in [1]):

Jo(iv/(1/wK)r)
Jo(iv/(1/w K)ie)

W2E(r) = K" |1 - . WHE =W =o.

Taking the average, we obtain

DB 2l — Ji(iy/(1/pwK)ic)
(Wizp)a, = |‘Qcyl| i/ WK —(\/W | (6.2)

where [ is the cylinder length, Q.,; is the cylinder volume, K* is the permeability, 7. is the cylinder radius,
u* is the viscosity, Jo and ], are the Bessel functions of the first and second kind, respectively. We run the
numerical simulations and compare the solution to the explicit one (6.2) with the following (non-
dimensional) data: I.=1, #.=7.7x107°, K*=6.66 x 107 +1i, 6.66 x 107 +10i, 6.66 x 10™°+100i, u* =1.
We found that the maximum relative error between the numerical and the explicit solution is 0.67%
for the real part and 1.9% for the imaginary part.

7. Study of the fluid flow in a lymph node

In this section, we study the fluid flow inside the lymph node using the model results obtained in the
previous sections of this work. In particular, we use the explicit solution of §5 applied to the porous
region of the node (the LC) because all the lymph node vascularization is situated in this region
[47-49]. Moreover, we assume that the lymph node has a spherical shape, and we use physiological
lymph node data inspired by a mouse popliteal lymph node [1,47,59]. The explicit solution of §5 is
implemented in MarLab. To compute the inverse Fourier transform, we use the MATLAB built-in
command ifft, that is, the inverse fast Fourier transform.

We have that 22, and £, are the portions of the domain that represent the blood vessels and the FRC
network, respectively. Choosing p(t) = o(m,(t) — m(t)), we describe the fluid exchange between the
phases mentioned above using the well-known Starling equation [62,63]. Moreover, all the physiological
data used are summarized in table 1, and the meaning of these data is explained in [1, appendix B].
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Figure 4. The pressure distribution in mPa of equation (7.1) calculated at different times (in seconds).

As we can see from the previous sections, here the hydraulic conductivity of the phase 2, depends
on time due to the memory term in the Darcy equation (4.1). This is very different from the previous
works on the lymph node [1,47,53,54,57-59], as it allows for a comprehensive analysis of the lymph's
time behaviour through a rigorous homogenization method.

Using physiological data obtained from the literature on the lymph node, we find that the parameter
that governs the time dependency of our problem is 7~ 0.1, in line with the Womersley number found in
the lymphatic system [36].

At the boundary, we have the following boundary conditions:

pu(R, &t =p,(Lt) and pu(R, {t) =P,

where p, ({, t) is a general function in {' and t, and p, is the mean of the blood vessel pressure data (in
general constant).

As we mentioned in [1], the variation with respect to { = cos 6 of the boundary condition p,,
is essential to mimic the pressure distribution in the SCS. The precise pressure distribution of
the SCS is not well known so, to circumvent this lack of data in the literature and inspired by [45],
we take a linear relation between the pressure and (= cosf. This linear relation connects the
maximum value of the pressure p, . =39mmHg~ 5.2 x 10°mPa with the minimum value of
Pomin = 3mmHg ~ 4 x 10° mPa, taken from the numerical results of [47]. Moreover, to describe the
pulsatile inflow, we take a pressure distribution that varies over time in the following way:

{+1

T(pm,max - pm,min)' (71)

P61 = e 51— cos(mt)
We can see the behaviour of the boundary condition (7.1) with respect to { at different times in figure 4.

We wuse the following physiological parameters: o¢=0.88, m,— 7, =1.02x10°mPa,
L, =5475x 107" mms™' mPa~' and p, =6.66 x 10°. We can see the behaviour of the interstitial
pressure p,, over time in figure 5. As we can see, the minimum of the interstitial pressure p,, increases
and moves from the centre of the node to the lower part of the node. This is due to the fact that, as
time passes, the boundary pressure distribution (7.1) remains linear but the maximum of the pressure
increases, and this effect combines with the effect of the fluid exchange between phases. This
phenomenon highlights the importance of the time dependency of the flow inside the node. We note
that the Darcy equation linearly relates the fluid discharge to the pressure gradient, so the lymph
moves accordingly to the pressure, which means that a sink term is represented by a lower pressure
region in the node.

As expected and in accordance with [1], increasing L, results in a decrease of p,, and an increase of p,
at the centre of the node. We can see this behaviour of the interstitial pressure p,, in the contour plot of
figure 6 at time t =1 s. As we can see, the results are in line with the steady one [1], which means that the
increase of L, decreases and moves the minimum of p,, towards the centre of the node.
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Figure 5. The variation of the interstitial pressure p, (in mPa) with respect to time (in seconds), with the parameters in table 1 and
7 — 70y =102 10° mPa, L, =5475x 107" mm s™" mPa™', p, = 6.66 x 10° mPa and the boundary conditions (7.1).

L,=5475x10""2 520 L,=2x107"" 5.200
5.05 4| < 5.047
4.90 : 4.895
4.75 : 4.743
4.60 b 4590
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Figure 6. The variation of the interstitial pressure py, (in mPa) varying L, (in mm s 'mPa~") at time t = 15, with the parameters
in table 1, &, — 7, = 1.02 X 10° mPa, p, = 6.66 x 10° mPa and the boundary conditions (7.1).

In figures 7 and 8, one can see the behaviour of the interstitial pressure p,, and the blood vessel
pressure p, for some values of p, at time t=1s. When p, increases, we have the opposite behaviour
of the one found for L,: the minimum value of the interstitial pressure p,, moves towards the lower

€861€7 1L s tadp 205y sosyjeuwmol/biobunsiqndfaanosiedor g



p,=6.66 x 10° 5.200 P, =973 % 10° 5.200

] 4.989 . 5.036

. 4778 : 4.872

: 4567 : 4709
' 90° 4356 S . 4545 S
4.145 Z 4.382 z

3.934 L ¢ 4218

3.723 — 4.054

L50r 3.512 500 3.891

5, =1.066 x 106 5.200 p,=14x10° 5.20

] . 5.046 4 B 5.05

. 4.893 3 _— 4.90
: 4740 475
90° 4587 S 460 2
. sazs = 445 %

: 4.281 4.30

4127 —— 415

180° 3.974 180° 4.00

Figure 7. The variation of the interstitial pressure p,, (in mPa) varying the mean blood vessel pressure p, (in mPa) at time t = 1 s, with
the parameters in table 1, 7z, — 7z, = 1.02 x 10° mPa, L,=5.475 x 107" mm s™" mPa~" and the boundary conditions (7.1).
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Figure 8. The variation of the blood vessel pressure p, (in mPa) for some values of the mean blood vessel pressure p, (in mPa) at
time t =1, with the parameters in table 1, 7z, — 7z, = 1.02 x 10° mPa, L, =5.475x 10" mm s~' mPa~" and the boundary
conditions (7.1).

part of the node and the fluid exchange between the two phases decreases (because the minimum of p,,
increases); on the contrary, the maximum of the blood vessel pressure p, increases. We have an inversion
of the flow direction for every t at p, ~ 1.4mPa ~ 10.5 mmHg, which is the same value found in [47] and
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Figure 9. The variation of the blood vessel pressure distribution p, (in mPa) with respect to time (in seconds), with the parameters in
table 1, 77, — 75, = 1.02 x 10° mPa, p, = 1.35 x 10° mPa, L, = 5.475 x 10" mm s™' mPa™" and the boundary conditions (7.1).

in [1]; from this value to higher values of p,, the maximum of p,, starts to move towards the centre of the
node. This behaviour is in accordance with the findings in [1]. Moreover, we can have flow inversion for only
certain values of the time; for instance, we can see figure 9, where we plot the blood vessel pressure p, at
different times with p, = 1.35 x 10° mPa. For the initial times, we have a flow inversion, which means
that the fluid moves from phase £, to phase £,,, resulting in a region of minimum pressure at the centre
of the node for p,. As time passes, the boundary condition (7.1) increases the pressure in the upper
region of the lymph node (near 6=0), and this results in a region of higher pressure zone near 6 =0 and
the region of lower pressure zone moves near 6 = 7.

Increasing Ar means an increase in the concentration difference between the blood vessels and the
FRC phase, and this results in a decrease of the minimum of p,, and moves it to the centre of the
node, and an increase of the maximum of p,. We can see a contour plot of p,, at t=1s varying Az in
figure 10.

From the fact that the boundary condition p,,({, t) can be chosen as we want, we solve our explicit
solution using the solution we found in our previous paper [59] using the stream function approach. We
refer to [59] for more details about the computations and the data of this pressure distribution; this
solution is calculated in a div-free setting, where we fix p,,(Ro, — 1) = 6.18 x 10° mPa and with a time
pulsation of the form (1 — cos(t))/2. In figure 11, we can see the boundary pressure distribution. The
fast increment near =1 represents the inlet condition, and the fast decrement near {=—1 represents the
outlet condition. In figures 12 and 13, we can see the pressure and the velocity distribution over time
using the parameters p, =1.06 x 10° mPa, ,— 7, =1.02 x 10° mPa, L,=5.475x 10" mms ! mPa},
and the above-mentioned boundary pressure. As we can see, for initial times, we have a similar
pressure distribution to that we found in the previous case but, as time passes, it becomes more evident
the higher pressure near the inlet and the lower pressure near the outlet. We can see this behaviour for
the velocity magnitude too, where at t=1s, we can see a higher difference between the inlet-outlet
velocity and the velocity at the centre of the node.

Moreover, we have that the velocities that we found inside the LC are in agreement with the literature
[47,55,79-81]. We found a higher velocity (at time t =1 s) with respect to the steady case [1]; moreover, we
have that the pressure change (at time ¢ = 1 s) between the upper region (near the inlet condition) and the
lower region (near the outlet condition) is higher here too.

Finally, we have performed a parameter sensitivity analysis and found that on varying the average
hydraulic conductivity, the resulting pressure (interstitial and blood pressure) exhibits only a relatively
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Figure 10. The variation of the interstitial pressure p, (in mPa) varying Az (in mPa), with the parameters in table 1,
P, = 6.66 x 10° mPa, L,=5475x 10" mm s™" mPa~", and the boundary conditions (7.1).
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Figure 11. The variation of the interstitial pressure p,, (in mPa) calculated at the boundary (using the computations of [59]) with
respect to (= cos@ at different times (in seconds), with the parameters in table 1, Az =1.02x 10°mPa,
L, =5.475x 107" mms~"mPa~" and p, = 1.06 x 10° mPa.

small variation. In particular, a variation of 1, 2, and 5% of the average hydraulic conductivity
corresponds to the relative variations of the interstitial pressure of 0.012, 0.0238 and 0.0578%.

8. Conclusion

In this paper, we use the asymptotic homogenization technique in a time-dependent setting, starting
from the equations and interface conditions (2.1), (2.2), (2.4), assuming both local periodicity and
macroscopic uniformity.
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Figure 12. The variation of p,, (in mPa) with respect to time (in seconds) with the boundary pressure shown in figure 11, Az =
102 10° mPa, L, =5.475x 10" mm s™" mPa™", p, = 1.06 x 10°mPa and the parameters in table 1.
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Figure 13. The contour plot of the velocity of the phase £2,, (in mm s™") with respect to time (in seconds) with the boundary
pressure shown in figure 11, Az =102x10°mPa, L,=5475x10"" " mms™' mPa~', p, = 1.06 x 10°mPa and the
parameters in table 1.

This model is a non-trivial extension of our previous model [1]; here, we have considered a time-
dependent Darcy-Brinkman equation, which results in a Darcy equation with memory at the
macroscale for the phase £,. The time dependency is considered for the pulsation behaviour of
the lymph [36,37,61,82] and allows us to study the fluid behaviour inside the lymph node in more
detail [39,40,59]. With lymph node physiological data, the characteristic time is n~0.1: this is in
agreement with the Womersley number found for the lymphatic system [36].

This model has been designed to be applied to the flow of lymph within the lymph node, but the
derivation of the model has been intentionally kept as general as possible to be applicable to other
problems as well.

After the derivation of the macroscopic equations that described the time-dependent fluid flow (§4),
in §5, we have found the explicit solution of the proposed model in a spherical domain, using the
computations of the solution that we found in [1] and the properties of the Fourier transform.
Subsequently, we have studied the fluid and pressure distribution within the lymph node using the
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above-mentioned explicit solution and physiological data inspired by an idealized spherical mouse El
popliteal lymph node. Incorporating the temporal component into the proposed model has allowed us
to study how lymph pulsations influence these quantities within a lymph node. Regarding this
multiscale formulation, our primary focus has been directed towards the porous region of the lymph
node (the LC). Moreover, we have placed particular emphasis on studying the fluid exchange that
occurs between the interstitial space of the lymph node and the blood vessels, which are exclusively
present in this specific part of the node [47-49]. We have analysed how various parameters influence
fluid absorption and pressure (i.e. velocity) over time, and the obtained results align with findings
documented in the literature [1,47,73-75,83].

Let us now explore considerations that could enhance the model in the future. In this work, we solely
focused on the LC, but it would be interesting to couple this model with the fluid flow in the SCS to
describe the fluid flow in the entire lymph node.

The Beavers—Joseph-Saffman interface condition (2.4) used in this work is initially established in a
two-dimensional setting, and expanding it to three dimensions presents a significant and complex
challenge [2,84-88]. Moreover, it would be interesting to study how the physico-chemical properties of
the interface affect the solution [67].

When we applied our model to the lymph node, we assumed negligible forces to simplify our model
and due to a lack of data regarding them in the literature. However, it is important to note that in
practical situations, such forces can play a significant role, especially when using electromagnetic
fields, as seen in [89,90] within the context of cancer hyperthermia. Hence, when we have access to
physiological data, it becomes crucial to account for the impact of inhomogeneous volume loads, as
discussed in [24]. We can say the same for the velocity initial condition, which we have assumed to
be zero. In general, we can have more general fluid behaviour as an initial condition, in particular in
drug delivery applications [25].

In our model, we have taken into account the time variation of the concentration of protein inside the
node, but we have supposed it to be constant due to a lack of precise data. Incorporating the temporal
and spatial behaviour of protein concentration, as discussed in [3], and together with physiological data,
would be a compelling and valuable direction to explore.

In this work, we have assumed a rigid porous matrix to keep the model as simple as possible and due
to the lack of biological data regarding this problem; a possible extension of this model is to take into
account a deformable matrix that interacts with the lymph flow inside the node, for example by
considering the modelling framework developed in [91,92].

Finally, due to our explicit analysis, we assumed a spherical lymph node. In general, lymph
nodes have a more complex geometry, typically an ellipsoid shape [47,53,54]. If we can access
more realistic data regarding their shape through medical imaging [53,54], our model could be
used for more realistic numerical simulations to make physiologically meaningful predictions in
the future.
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