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ABSTRACT. The immune response to Mycobacterium tuberculosis infection
(Mtb) is the formation of unique lesions, called granulomas. How well these
granulomas form and function is a key issue that might explain why individ-
uals experience different disease outcomes. The spatial structures of these
granulomas are not well understood. In this paper, we use a metapopulation
framework to develop a spatio-temporal model of the immune response to Mtb.
Using this model, we are able to investigate the spatial organization of the im-
mune response in the lungs to Mtb. We identify both host and pathogen factors
that contribute to successful infection control. Additionally, we identify spe-
cific spatial interactions and mechanisms important for successful granuloma
formation. These results can be further studied in the experimental setting.

1. Introduction. Tuberculosis (TB) is an aerosol-transmitted infectious disease
that accounts for approximately 1.5 million deaths per year. It has been estimated
that there were 8.4 million new cases of TB in 1999 [34] and that currently one-third
of the world’s population is infected with Mycobacterium tuberculosis (Mtb) [9].
An important and striking aspect of tuberculosis, however, is that exposure to
the bacteria rarely leads to active disease. In a proportion of exposed individuals,
innate immunity is effective in clearing the pathogen. Of those individuals unable
to clear the bacteria, only a small proportion progress to active disease (~ 5%)
[4]. In the vast majority (~ 95%), adaptive immunity succeeds in containing the
pathogen via the formation of lesions called granulomas, resulting in latent infection.
Approximately 5% to 10% of individuals who initially achieve latency later develop
active tuberculosis as a result of reactivation. Reactivation can occur if the immune
system is compromised in some way, for example, through infection with human
immunodeficiency virus (HIV-1), by aging, or by drug and alcohol abuse [8]. A key
aspect of tuberculosis is understanding differences in the host immune response that
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contribute to these different disease trajectories: infected individuals who achieve
and maintain latency versus those who progress to active disease, either directly or
from reactivation of latent infection. In particular, formation and maintenance of
a unique immunological structure, called a granuloma, is thought to play a central
role in the ability of the host immune response to achieve and maintain latency.
Here we develop a spatio-temporal model of the adaptive immune response to Mtb
infection that allows us to simulate the dynamics of granuloma formation.

It has been conjectured that how well these granulomas form, how well they
function, and how well they are maintained likely play a central role in determin-
ing which disease trajectory an infected individual follows [5, 7]. Some evidence
suggests that smaller solid granulomas (< 3 mm in size) form in patients whose im-
mune system controls infection. Larger, necrotic granulomas (> 5 mm in size) are
less likely to effectively contain bacterial growth and spread [28]. Thus, granuloma
size and structure may correspond and contribute to infection outcome. Some re-
searchers have begun to investigate the spatial distribution of immune cells within
granuloma and to speculate on how their organization contributes to granuloma
function [3, 12]. Clearly, further explication of these and other questions regarding
granuloma formation is crucial to understanding the pathogenesis of tuberculo-
sis. Granuloma formation and maintenance, however, involves a complex series of
spatial and temporal interactions among a large number of components (bacteria,
macrophages, chemokines, T cells, etc.) [8]. It is difficult to study this integrated
system experimentally, and therefore much remains unknown about specific details.
We believe that mathematical modeling can give key insights into this process.

A first step in this direction was the model of Wigginton and Kirschner that
examined the temporal dynamics of the host response to Mtb infection by mod-
eling the interactions of various populations of bacteria and immune cells (e.g.,
macrophages and T cells) as well as effector molecules (e.g., cytokines) with a sys-
tem of nonlinear ordinary differential equations (ODEs) [35]. By isolating a small
number of bifurcation parameters, three trajectories corresponding to different dis-
ease outcomes (clearance, latency, and active disease) were obtained. However, the
host immune response to Mtb infection has an important spatial structure defined
by these granulomas.

In this paper, we use a metapopulation approach (i.e., a coarse-grid discrete
spatial model) to extend the original temporal model [35] to a spatio-temporal
model tracking the dynamics of granuloma formation and maintenance in the lung
during Mtb infection. A metapopulation approach essentially means that a spatial
domain is discretized into an n x n lattice of compartments. Each compartment
within the lattice contains subpopulations of each of the various cell and protein
types. ODEs are used to model the local interactions of these subpopulations within
each compartment as well as the migration of subpopulations between adjacent
compartments.

The metapopulation framework has been used extensively in mathematical biol-
ogy as a way of incorporating spatial heterogeneity into population models, usually
in ecological or epidemiological settings (c.f. [18, 19, 25, 2, 13, 14, 16, 17]). Whereas
these works have been performed at the level of populations of individuals, we ap-
ply the metapopulation framework in a novel way to study within-host dynamics
of host-pathogen interactions at the cellular level.
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2. Mathematical model. Here, we develop a spatial version of a mathematical
model of Mtb infection based on the original model of Wigginton and Kirschner
[35]. That model incorporated three macrophage classes, two types of bacteria,
three types of T cells, and four effector molecules (i.e., cytokines). For simplicity,
we reduce the number of variables in that model in a number of ways. First, we
choose to remove the direct action of cytokines. Instead, we include their effects
indirectly via the cells that produce them, namely, macrophages and T cells. This
is reasonable, as there exists a proportionality between the two. The original model
in [35] also included three subsets of T cells. Here, we collapse those to a general T
cell population that incorporates the effects of all three different T cell types. Fol-
lowing [35], we keep three macrophage classes and two types of bacteria (discussed
in sections 2.1.1 and 2.1.3). Chemokines were not directly included in [35]. Since
chemokines direct cell movement and enhance cell recruitment, they are important
when considering spatial aspects of granuloma formation. Therefore, we introduce
a new variable, C, to capture the effects of a macrophage-produced chemokine.
Thus, the following types of variables are included in the present model: extracel-
lular bacteria (Bg), intracellular bacteria (By), resting macrophages (Mp), infected
macrophages (M), activated macrophages (M4), T cells (T'), and chemokine (C).

The metapopulation framework requires discretization of the spatial domain into
an n X n lattice of compartments, indexed by (7, j) for 0 < i,j <n—1 (see Fig. 1).
We refer to this entire domain as the site of infection. For each compartment
(i,7), there are corresponding subpopulations By (; jy(t), Bg i,;)(t), Mg @ ;) (1),
My (1), Ma ) (t), T 5)(t), and Cp jy(t). The dynamics of each subpopula-
tion are governed by a nonlinear ODE. Thus, the model consists of a system of
7 n? coupled ODEs. These ODEs capture local within-compartment interactions
of these subpopulations, as well as their movement between different compartments.
It is conceptually useful, however, to view the model as a collection of n? subsys-
tems of ODEs, where the seven differential equations for By (; ;)(t), Bg ;) (%),
MEg ¢i,j(t), ... associated with the single compartment (7, ;) comprise a subsystem.
Subsystems for adjacent compartments are coupled via terms that represent move-
ment between the compartments. In this model, we allow resting macrophages,
activated macrophages, and T cells to move. Hence, the differential equations for
Mpg i5)(t), M4 () (t), and T(; ;)(t) include movement terms, which we denote by
Mové‘;’j)(t) for w = Mg, M4, T (described in detail in the next section). All other
terms in the equations capture interactions between variables within each compart-
ment, and so the subsystems are internally coupled as well.

2.1. Model. In this section, we discuss the interactions between the various cell
types present in the model. These interactions give rise to terms in the ODEs
governing the dynamics of cell and chemokine subpopulations. The forms of these
terms are adapted from [35], and we present the equations below.

2.1.1. Macrophage dynamics. We assume that resting macrophages (Mg (; j)(t))
take up extracellular bacteria (Bg (; ;)(t)) within their local environment, that is,
within the same compartment. If these resting macrophages cannot clear their bac-
terial load, they become chronically infected macrophages (M7 (; ;)(t)) at a maximal
rate ko. This is represented by the infection term in equations (1) and (2). Chronic
infection may result in the death of a macrophage [33]. We assume that this pro-
cess is determined by the number of intracellular bacteria (B (; ;)(t)) relative to the
maximal carrying capacity of the infected macrophage population (NMj (; ;(t)),
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F1GURE 1. Sketch of the lattice framework for n = 5. Shown is a
generic cell population W(; j, representing the subpopulation for
cell type W in the compartment with coordinates (,7). If W is
one of the cell types that move, W, ;) transfers to the four adjacent
compartments, as indicated: in the up (U), down (D), left (L), and
right (R) directions. Also indicated is the recruitment of cells onto
the lattice via the boundary compartments (here shown from two
sides only).

where N is the average maximal bacterial capacity of a macrophage). This pro-
cess of chronically infected macrophages bursting because of excessive numbers of
intracellular bacteria occurs at a rate k17 and appears in the infected macrophage
equation (2). Direct killing of infected macrophages occurs at a maximal rate, k4,
by T cells inducing death of the macrophage, and is dependent on the ratio of T
cells to infected macrophages [30, 32]. Mtb are capable of interfering with this pro-
cess [1, 26, 15]; this is represented in the T cell lysis term in equation (2). Natural
cell death of infected macrophages is assumed to occur at a rate of p; (the death
term in equation (2)).

On the other hand, resting macrophages can become activated at the site of
infection (i.e., in the presence of bacteria) in response to T cell (T(; j)(t)) signals at
a maximal rate of k3 (the activation term in equations (1) and (3)). These activated
macrophages are important to the immune response because they kill extracellular
bacteria (see section 2.1.3). Activated macrophages (M, (; ;)(t)) that are no longer
receiving activation signals from T cells in response to bacteria may revert to the
resting state at a maximal rate of ug4,. Resting and activated macrophages are
assumed to have natural death rates of ur and pa, respectively.
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At the boundary, we assume that resting macrophages are recruited into the
spatial domain through two separate mechanisms. First, a baseline level of rest-
ing macrophages are required in the lung to patrol tissue constantly for inhaled
particles [24, 31]. This is captured in the constant source term, Sy, in equa-
tion (1). Additionally, macrophages are recruited to the site of infection through
chemokines released by other macrophages [33]. We assume macrophages are re-
cruited by a generic chemokine, C(; j)(t), at a maximal rate s.; and this is modified
by a Michaelis-Menten saturation function.

Finally, macrophage migration between adjacent compartments of the lattice is
captured by a set of “movement terms,” Mov&j)(t) (for w = Mg, M), that are
included in the equations for both resting and activated macrophages (equations
(1) and (3), respectively). Chronically infected macrophages are known to be less
effective at a variety of immune functions. For example, infected macrophages have
diminished phagocytic potential, a decreased level of antigen presentation ability
(which also plays an important role in macrophage activation) [6], and produce
less chemokine than do activated macrophages [22, 27]. Therefore, we expect that
infected macrophages have a reduced ability to sense chemokine gradients and to
move. Hence, we assume that infected macrophages cannot move out of their
current compartment. A description of the movement terms, M oz)Z‘Zf’j)(t)7 is given
section 2.1.5.

These assumptions give rise to the following equations for Mpg (; ;)(t), My (; j)(t),
and My (; jy(t). Henceforth, for simplicity, we suppress the (¢) notation:
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infection of mg

B (i) >
Bg (i,j) + ¢

d

aMrag = kMg <

bursting/death due to infection

B? i)
— kir My (.5 - 3
B? (i,5) + (NMI (i-,j)) (2)
lysis/killing by T cells
T(i ‘)/MI (4,9) )
—k1a My (i 4 . J(Br1 (i.5), M1 (5.
1M i.5) (T(i,j)/MI oo i) T Braar M)
death
—_———
— prMr ¢ 5,

Br i _
where f(By (i), M1 i) =1—p <—BI (i,j)jrg\/j\)ﬂ (m_)) : and

activation of Mg

p Tii.j) Br (i)
—Maiin =kaMp . -
2 MAGa) SR (i) (Tw) + 83) (BT (i.g) T 8

decactivation of M,

— lga M = .
HdaMa (i, 5 Tig) +53) \Br g +¢s

death movement
——

—_—~ M
—paMy (,5) T MOU(ij) .
In equation (1), §; and &; define the compartments in the spatial domain into which
resting macrophage recruitment occurs. As resting macrophages are assumed to
enter the site of infection only at the boundaries (i =0orn—1, j =0or n — 1),
we define §; and d; as follows:

|1, ifi=00orn—-1 |1, ifj=0o0rn-1
0i { 0, otherwise > 9 { 0, otherwise ' (4)

2.1.2. T cell dynamics. We assume T cells are recruited into the boundary com-
partments because of a gradient of chemokine, C. This occurs at a maximal rate
Senr which is modified by a Michaelis-Menten saturation function. Also, T cells
proliferate in the presence of activated macrophages at a maximal rate of as and
have a natural death rate of pp. Finally, as T cells migrate in response to chemokine
signalling, movement terms (M ovg;, j)) are included. Hence, suppressing (¢) nota-
tion, the governing equations for the T cell subpopulations within the lattice are
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given by

recruitment proliferation
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where 6; and J; are as in equation (4) and restrict recruitment to the boundary
compartments.

2.1.3. Bacterial dynamics. Extracellular bacteria becomes intracellular when their
host macrophage becomes chronically infected, at a rate k3. The rate of extracel-
lular bacterial growth is sy and these bacteria are killed by activated and rest-
ing macrophages at rates ki5 and kis, respectively. When a chronically infected
macrophage dies naturally, it releases bacteria at a rate py. In addition, we assume
that intracellular bacteria growth is limited to the maximal rate ar19. As discussed
above in section 2.1.1, infected macrophages burst (and die) because of excessive
amounts of intracellular bacteria (i.e., greater than the average maximal capacity
N). When these macrophages die, they release their bacteria. Thus, these bacteria
become extracellular at the same rate, k17, at which their host macrophages die.
Equations (6) and (7) capture the dynamics of the extra- and intracellular bacteria
subpopulations, respectively, where the (¢) notation has been suppressed:
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2.1.4. Chemokine dynamics. In this model, we consider a generic chemotactic sig-
nalling protein, or chemokine, C(; j)(t). We assume that chemokine is secreted by
infected macrophages at a maximal rate ¢; and by activated macrophages at a
rate c4. Chemokine decays naturally at rate I'c. We model chemokine diffusion
by two parameters: a rate of diffusion u., and a parameter a¢o corresponding to
the proportion of chemokine that leaves the compartment (4, 7). This leads to the
following equation for C(; ;), where the (t) notation has been suppressed:

production by a; )
production by ma

da o (Man N L T
dt (4,5) — ¢l M] (i,j)+a3 A A (4,9)

decay diffusion out
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where dr, dr, d0p,and dy are defined in equation (9) to indicate that there is no
chemokine movement into the boundary compartments from outside the lattice:
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op = oy =

0, otherwise 0, otherwise
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2.1.5. Movement terms. We assume movement of certain subpopulations from a
given compartment (7,7) to adjacent compartments, that is, up (U) to (¢,j5 — 1),
down (D) to (i, + 1), left (L) to (i — 1,5), and right (R) to (i + 1,7) (see Fig. 1).
The movement terms (Mov57j)) that occur in equations (1), (3), and (5) (i.e., for
w = Mpg, M4, or T, respectively) are defined as

movement out movement in from left
Mov¥ (1) = —xuw (1 — ) 5) Wi +0R Xw 01k Wi-1,)
movement in from right movement in from above
0L Xw @1 L Wiit1,) +OD  Xw Q1,0 Wi j-1)

movement in from below

+0U  Xw 0410 Wi j+1)

The coefficients ¢; (I = R, L, D, U), as defined in equation (9), are included so
that only the appropriate movement terms appear in the differential equations for
the boundary compartments. The parameter x,, represents the rate of movement
(for each motile cell type w); while @i s, 0 gy o Dy s 1, and off; ) are aset of
“movement coefficients.” The values of these movement coefficients are intended to
capture the chemotactic movement of the motile cells. The movement coefficients
change over time, but they always sum to 1, with aﬁ’j’R, oz;‘jj’L, a;‘f’j’U, a}‘jj’D,
and «}’; ¢ representing, respectively, the percentage of cells that are moving right
(R), left (L), up (U), and down (D) out of compartment (7,j), and that remain
stationary (S) within compartment (4, 7). In the absence of chemokine, we assume
cells move via diffusion only, in which case the percentage of cells moving up is the
same as the percentage of cells moving down (and left and right), that is, i g =
af;p=aof y=ao; p(=(1—a; 5)/4). To capture chemotaxis, these percentages
are altered as a function of the chemokine gradient between compartment (4, j) and
the neighboring compartments. For example, if the chemokine gradient is greatest
between compartment (7, 7) and the one above it (i,7 — 1), the percentage of cells
moving up (a;‘jj’U) would be adjusted proportionally so that a greater proportion
of the subpopulations move in that direction. The function used for calculating the
movement coefficients is described in detail in the appendix.

Note that chemokine levels, C; ;, will change continuously as the system evolves,
and thus the chemotactic movement of cells should adapt accordingly to the chang-
ing chemokine environment. Thus, we recalculate the movement coefficients at
every step of the numerical solver used to solve our system of differential equations.

2.1.6. Boundary conditions. At the boundary, we assume that chemokine levels
outside the lattice (site of infection) are negligible and that no cells move into the
lattice by way of the movement processes described here: cells enter the lattice
only through recruitment terms; however, cells can leave the lattice by movement
processes (defined in section 2.1.5).

2.2. Parameter estimation and initial conditions. Tables 1 and 2.2 summa-
rize model parameters and the references used to estimate their values. Kinetic
parameters for the within-grid dynamics are taken from the ODE model of Wig-
gington and Kirschner [35]; these are listed in Table 1. The parameters listed in
Table 2.2 arise from two new aspects of this model: chemokine and movement
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terms. Movement parameters were described above. As a key aspect of this work is
to explore the role of spatial contributions to granuloma formation, we vary move-
ment parameters over a wide range to examine their effect. Approximations for
chemokine parameters can be estimated from experimental data, as referenced in
Table 2.2.

To establish initial conditions, we first define the spatial domain. For simplicity,
we study a 5 x 5 lattice of compartments. (We discuss the implications of this
choice in the discussion section.) Next, we determine the spatial dimensions of each
compartment (4,7). Well-formed granulomas are of radius size < 2 mm, whereas
poorly formed granulomas have radii > 2 mm (see [29]). Since we assume that
bacteria and infected macrophages do not move, we take each compartment to be
large enough to hold a well-formed granuloma. Therefore, we assume that each
compartment on the lattice is of dimension 5 mm x 5 mm.

We assume that prior to any infection there is a background level of macrophages
present in alveolar tissue that patrol for foreign particles, but that there are no T
cells present prior to infection. Based on estimates of the total number of alveolar
macrophages in the human lung and alveolar surface area [24, 31], we estimate that
there are between 10 and 100 alveolar macrophages per mm? of alveolar tissue.
Hence, each compartment should hold approximately 250 to 2,500 macrophages
when no bacteria are present. For simplicity, we assume that the center com-
partment (compartment (2,2) in our 5 x 5 lattice) has a baseline level of 2 x 103
macrophages, that is, Mg 2)(0) = 2 x 103. Two parameters govern baseline initial
conditions of Mp(; ;)(0): sar, the baseline recruitment of resting macrophages;
and xR, the rate of movement between compartments. Using a baseline value of
Xr = 0.1, we take Sy r = 119.47 so that the initial conditions of Mg ;) coincide
with the steady-state values in the absence of infection.

3. Results. We will focus on a metapopulation model consisting of an n x n lattice
of compartments for most of this paper. For brevity, we will present results only
for n = 5 but discuss the implications for larger n in the discussion section. To test
the model, we studied the model for n = 1 and found results comparable to the
original ODE model of [35]. To capture any of the new spatial dynamics, one must
consider n > 1.

Here, we give a brief outline of the stages of the immune response to Mtb as
viewed through our model. Initially we start with 2,000 resting macrophages and 25
extracellular bacteria in the center compartment (i.e., compartment (2,2)). Resting
macrophages engulf bacteria and become infected. Infected macrophages produce
chemokine recruiting additional resting macrophages and T cells. Chemokine must
diffuse to the boundary, and then it acts to recruit immune cells and aids their
directional movement towards the center compartment (where bacteria and in-
fected macrophages reside). Newly recruited T cells activate macrophages and begin
killing infected macrophages. Activated macrophages also kill extracellular bacte-
ria. Simultaneously, intracellular bacteria replicate within their host macrophages.
These infected macrophages can burst because of excessive intracellular bacteria
that are then released as extracellular bacteria. How well the immune system re-
sponds to the initial infection dictates disease progression.

3.1. Model outcomes. We obtained three disease outcomes: clearance, latency,
and active disease. We distinguish between these different disease outcomes accord-
ing to the bacterial load within the center compartment of the lattice. We achieve
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TABLE 1. Kinetic parameter estimates from [35]

545

Parameter Description Order of Magnitude Units
ko Chronic macrophage infection rate 0.5 /day
ks Mg activation rate 0.2 /day
Hda M4 deactivation rate 0.4 /day
k14 Max.* T cell lysis of M; 0.7 /day
kis Max. killing of Bg by Ma 1.25107¢ /M /day
k17 Max. M7 death due to bacteria 0.1 /day
kis Max. killing of Bg by Mg 1.21078 /Mg /day
N Max. MOI of My 100 Br/M;

P Max. percentage of By opposition to M death 0.7 n/a
LR Death rate, Mg 0.011 /day
7y, Death rate, My 0.011 /day
WA Death rate, Ma 0.011 /day
ur Death rate, T 0.33 /day
az Max. growth rate, T 0.14 /day
alg growth rate, Br 0.1 /day
a20 growth rate, Bg 0.03 /day
S3 Half-sat, T cells on macrophage activation 75.0 T
Ca Half-sat, T to M ratio for M lysis 20.0 T/M;
cs Half-sat, bacteria on Mpr activation 10° Br
Co Half-sat, bacteria on chronic infection 10° Bg
c15 Half-sat, M4 on T cell proliferation 10° Ma
¢ Max., maximal.

TABLE 2. Chemokine and movement parameters. Chemokine pro-

duction estimates derived from [23] and [27]

Parameter Description Order of Magnitude Units
SMR Background recruitment of Mg 119.47 /day
SchM Max.* recruitment of Mg 10% Mp/day
SchT Max. recruitment of T via C 10* T /day

XR rate of movement of Mgr 0.1 /day

XA rate of movement of M4 0.2 /day

XT rate of movement of T' 0.4 /day

Xc rate of movement of C 1.0 /day
ailig movement coefficients: W = Mg, Ma, T} see text n/a

cr rate of chemokine production by M; 1.0 pg/ml/day

cA rate of chemokine production by My 2.0 pg/Ma/day

Te chemokine rate of decay 1.0 /day
SehMo Half-sat, chemokine recruitment of Mg 1.0 C
Sehto Half-sat, chemokine recruitment of T’ 1.0 C

as Half-sat, chemokine production by M; 10° M

true clearance with this model (i.e., the extracellular bacterial load equals zero) only
by innate immunity, in which the initial resting macrophage population kills off in-
fection before T cells arrive on the scene. Using a simple stability analysis on equa-
tions (1)—(6), we can show this occurs only if the rate of resting-macrophage killing
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of extracellular bacteria, kis, is sufficiently large—specifically, kig > ago/M 15%5(272),
where agg is the extracellular bacterial growth rate and M 1‘38(2,2) is the steady-state
resting macrophage population in the center compartment.

The model does not yield true clearance by adaptive immunity. It does, however,
demonstrate what we define as pseudoclearance for a variety of parameters (see
Table 3.2). In this situation, the adaptive immune response reduces the number of
bacteria to levels B < 1072. The bacterial load remains at such low levels for
150 — 400 days, depending on specific parameter values (discussed in section 3.3).
This causes the immune response to relax, allowing the small but nonzero bacterial
numbers to grow again. This retriggers adaptive immunity, reducing the bacterial
load to negligible levels. The cycle repeats with a period ranging between 1 to 2
years. In fact, this may be the most realistic scenario; once the innate immune
system fails to clear bacteria initially, there is no evidence that the immune system
ever clears Mtb after infection takes hold.

This pseudoclearance trajectory arises because the chemokine level decreases
as the bacterial load is reduced. This not only causes decreased recruitment of
immune cells but also means previously recruited immune cells are more likely
to leave the center compartment. Thus, it appears that the spatial aspects of
the adaptive immune response lead to this pseudoclearance. We will discuss the
possible interpretations and implications of this result in section 4.

We have numerically observed bifurcations from latency to disease, and from
latency to pseudoclearance. Hence, all clearance results in this section refer to
pseudoclearance, unless otherwise stated. Figures 3, 4, and 5 show the results of
the model for three different values of ayg (the extracellular bacterial growth rate)
that lead to clearance, latency, and disease, respectively. (Note: Fig. 3 shows the
first period of a pseudoclearance trajectory.)

3.2. Surface plots and spatial distributions. Figures 3, 4, and 5 show levels
of various populations in the center compartment versus time only. A key aspect
of this model is that we can also examine the spatial distribution of the various
populations over the lattice. We visualize the spatial distributions of certain pop-
ulations using surface plots. The domain of such a surface plot consists of the two-
dimensional 5 x 5 lattice of compartments, as shown in Figure 2. The surface plot
for a population W at time ¢ is formed by plotting the value of W(; ;)(t) as the height
of the surface over compartment (¢, j), where W € {Mg, M, My, Bg, B;,T,C'}.

For example, Figure 6 shows the spatial distributions of By (; j(t), Mg (i)j)(t),
My (i,5y(t), Ma i j)(t), T(s,5)(t), and C; ;) (t) (from top to bottom) at days t = 0,
t = 150, t = 300, t = 450, and t = 600 (from right to left) in the simulation using
the baseline (latency) parameter values (as given in Table 1).! The data for the
center compartment from this simulation is given in Fig. 4, indicating that these
parameter values yield latency. Note that we have not included the surface plots
for By, since they are qualitatively similar to those for M.

This sequence of surface plots (Fig. 6) shows the spatial aspects of how infection
is contained and latency is achieved in this model. The first column shows initial
conditions. All variables except Mg and Bg are initially zero in every compartment
of the lattice. For Mg we have a background level of resting macrophages across
the lattice; Bg(2,2) is initially 25, representing a small inoculum with Mtb.

LFor surface plots and animations of all disease trajectories, see
hitp://malthus.micro.med.umich.edu/granuloma/index. html



A METAPOPULATION MODEL OF GRANULOMA FORMATION 547
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F1cURE 2. A sketch of the 5x5 lattice of compartments, indicating
the “intermediate” ring of compartments (the shaded region) and
the three compartments (2,2), (1,2) and (0, 2) used in the plots of
Figure 8.

Infection develops as resting macrophages engulf bacteria. By times ¢ = 150 days
and t = 300 days, shown in the second and third columns, infection has started
to develop, while the immune response is just beginning. Substantial numbers of
infected macrophages and extracellular bacteria appear in the center compartment:
Bg (2,2)(t) has grown from its initial value of 25 bacteria to approximately 400 at
t = 150 days and 700 bacteria at ¢t = 300 days, while M} (39)(t) grows from zero
initially to 70 infected macrophages (at ¢ = 150 days) and then to 500 (at ¢t = 300
days).

Infected macrophages, however, start to secrete chemokine, which diffuses evenly
from the source in the center compartment. Thus, a chemokine “cone” forms,
with its peak at the center compartment. This can be seen in the surface plots
for chemokine C(; ;y(t) in the last row of Figure 6. The diffusion of chemokine
to the boundaries of the lattice leads to the recruitment of Mgz and T cells into
the boundary compartments, and the chemokine gradient represented by the cone
directs their movement to the center compartment. Hence, the surface plots for
Mpg (;,5(t) and T(; jy(t) at t = 300 days (3rd column, 2nd and 6th rows) exhibit
elevated levels in the boundary compartments and exhibit peaks in the center.

The Mp peak in the center compartment collapses because resting macrophages
become either infected or activated when they reach the center compartment (as
seen in the transition from ¢t = 300 days to t = 450 days in the surface plots of
Mp (;,5y(t)). This can be inferred from the sharp increases in the center compart-
ment levels of M; and My, going from ¢ = 150 days to t = 450 days (Figure 6,
3rd and 4th rows). The Mg (; ;)(t) values soon achieve the the steady-state spatial
distribution shown for days ¢t = 450 and t = 600 (2nd row, 4th and 5th columns).
There continue to be elevated levels of Mg (; ;(t) at the boundaries of the lattice
due to chemokine-driven recruitment, but a valley at the center appears because of
the infection and activation dynamics mentioned previously.

T cells also approach a steady state with a distinct spatial pattern. As with Mg,
chemokine-driven recruitment leads to elevated levels of T cells at the boundaries.
T cells, however, maintain a sharp peak at the center, because they move to the
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center and are held there by the chemokine environment. There is correspondingly
a relative valley in T cell levels in the ring of “intermediate” compartments, that
is, those between the boundary and the center (compartments {(,5) : 1 < i,j <
3} — {(2,2)}; see Fig. 2). This follows, because the majority of T cells that
are recruited into the boundary compartments pass through these compartments
quickly and then accumulate in the center compartment.

By t = 600 days (the last column of surface plots in Fig. 6), all variables
have nearly reached their steady-state values: Mp and T exhibit the patterns
discussed above, while C' levels maintain a conelike gradient. Recall that Bp,
My, and Bj are nonzero only in the center compartment; we showed in Figure 4
that B (2,2), Mf (2,2), and By (2,2) go to steady-state values. Even though M4 are
allowed to move, they are heavily concentrated in the center compartment, since
that is the only compartment in which resting macrophages can become activated,
and since the chemokine gradient works to hold the vast majority of these activated
macrophages in the center.

These surface plots demonstrate how latency is achieved in our model through
the development and maintenance of a functioning granuloma. Steady-state levels
of various populations within the center compartment represent the composition of
a stable granuloma. Meanwhile, notice that there are nonzero steady-state values of
Mpg, T and C outside the center compartment—both in the boundary compartments
and the “intermediate ring” compartments. This highlights an important aspect
of granuloma maintenance: continuous spatial recruitment of My and T', through
chemokine, is necessary to maintain the steady-state of the granuloma within the
center compartment. The steady-state chemokine cone on the lattice represents
the continuous production of chemokine by infected and activated macrophages in
the center compartment. The diffusion of chemokine over the lattice leads to a
steady influx of M and T into the boundary compartments and then to the center
compartment by chemotactically directed movement. This constant recruitment
balances the internal dynamics of the elements within the center compartment:
natural decay, infection and activation of Mg, and so on. Because of these in-
ternal dynamics, there is a continuous turnover of the elements of the granuloma
within the center compartment. However, overall a spatio-temporal equilibrium
is achieved and maintained through continuous recruitment of additional immune
cells. The metapopulation framework allows us to examine the spatial distributions
and interactions of immune cells that lead to this equilibrium.

The metapopulation model, with its (5 x 5) lattice of compartments, introduces
a delay between secretion of chemokine in the center compartment and the arrival
of immune cells. This delay results from the new spatial aspects included here. It
takes time for the secreted chemokine to diffuse out from the center compartment
to the boundary of the lattice, and it again takes time for recruited immune cells
to move there through chemotactically directed movement. This delay gives the
initial infection time to develop, and so higher levels of immune cells are needed to
control it. We empirically find that values of scpar = 103 and s = 10% suffice to
control infection.

Increasing values for recruitment of Mg and T (Scpar and Sep7) by this amount,
however, overwhelms infection and leads to clearance. To achieve a balance between
infection and the immune response, we needed also to alter kinetic parameters.
From the results of [35], we focus on the effects of k14 (the rate of T cell killing of
M) and ki5 (the rate of M4 killing of Bg). We find that decreasing k14 from 0.7
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FicURE 3. Plots showing solution curves in the center compart-
ment of the 5 x 5 metapopulation lattice, for parameter values that
lead to pseudoclearance (shown is the first period). Parameter val-
ues are the baseline values shown in Table 3.2, with the exception
of Q20 — 0.005.

to 0.5 and increasing k15 from 1.25 x 1077 to 1.25 x 10~ leads to latency, as shown
in Figure 4.

With this set of baseline values in place, we numerically investigated bifurcation
dynamics for each parameter (Table 3.2). By varying each parameter individually
while holding all other parameters constant at the baseline levels, we observed which
parameters lead to bifurcations from latency to either active disease or to clearance
in the model. Both host and bacterial factors play a key role in disease outcome.

3.3. Numerical bifurcation dynamics in the model. We begin by noting that
many of the parameters have very similar bifurcation dynamics as compared to the
original model [35]. Varying any of these parameters produces the same bifurca-
tions here in the metapopulation model, although the specific values at which the
bifurcations occur differs.

In this paper, we discuss parameters that have a markedly different bifurcation
properties compared with the original model of [35]. Interestingly, we find that it
is predominantly parameters related to T cell and M; dynamics that demonstrate
different behavior in the current model. This includes both cell-interaction param-
eters and motility parameters. In this discussion, we elaborate on the implications
regarding the role of key spatial aspects of the immune response.
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FI1GURE 4. Plots showing solution curves in the center compart-
ment of the 5 x 5 metapopulation lattice, for parameter values that
lead to latency. All parameter values are the baseline values shown
in Table 3.2 (hence, asg = 0.03).

3.3.1. Growth rate of T cells (az) and Mg activation rate (ks). With respect to
parameters as (growth rate of T cells) and ks (Mg activation rate), we find that
increasing either parameter leads to clearance. Increasing as leads to an increased
proliferation of T cells. This contributes to increased lysis of M; and also increased
macrophage activation within the center compartment. These two mechanisms
limit both the intra- and extracellular bacterial load.

But increasing as also means increased T cell proliferation outside the center
compartment. This effect occurs not only from increasing ag, but also from the
increased levels of activated macrophages, M4, in the center compartment. An
increase in levels of M4 in the center compartment implies that more M4 diffuse
out to neighboring compartments, where they interact with T cells in those com-
partments and lead to further T cell proliferation. Furthermore, higher T cell levels
oppose M4 deactivation, which would otherwise tend to occur rather quickly out-
side the center compartment. (The significance of the spatial interactions between
T cells and M, will also be important when we discuss x4, the rate of diffu-
sion of M4.) Thus, increasing as contributes to a positive feedback loop between
macrophage activation and T cell proliferation.

3.3.2. Chronic macrophage infection rate (k2). In [35], a bifurcation to disease was
observed when ko was lowered from its baseline value. With the metapopulation
model, we instead find a bifurcation from latency to clearance. In the metapopula-
tion model, the greater numbers of resting macrophages on the lattice initially mean
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F1GURE 5. Plots showing solution curves in the center compart-
ment of the 5 x 5 metapopulation lattice, for parameter values that
lead to disease. Parameter values are the baseline values shown in
Table 3.2 with the exception of g = 0.06.

that there are higher initial levels of M, leading to a stronger chemokine signal.
The higher levels of T cells induced by the chemokine signal balances the higher
rate of infection. Moreover, the higher levels of M, limit Bg growth. We believe
this results from a spatial representation and is a more intuitive and biologically
realistic outcome.

3.3.3. Rate of My death due to bursting (k). The rate at which infected macrophages
burst, k17, leads to clearance for values of ki7 higher (k17 > 0.61) and lower
(k17 < 0.08) than the value required for latency (k17 = 0.1). It is not intuitively
clear why this should be. In Table 4, we attempt to elucidate this phenomena.
When k17 is small, the rates of extracellular bacterial killing by activated and rest-
ing macrophages (ki1s and ki5, respectively) are no longer bifurcation parameters
(within the range of values tested). However, decreasing T cell killing of infected
macrophages, k14, leads to active disease. Biologically, small values of k17 imply
that intracellular bacteria have a longer time to multiply. Therefore, unless the in-
tracellular bacterial levels are controlled, disease progression will occur because of
large amounts of bacteria becoming extracellular. Thus, the rate at which infected
macrophages are killed is extremely important. However, when k7 is large, infected
macrophages burst more rapidly, and therefore intracellular bacteria have less time
to multiply. Therefore, although decreasing k14 can lead to latent infection, k4
is no longer a disease bifurcation parameter in that range of values. The rate at
which activated macrophages kill extracellular bacteria is now the most important
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FIGURE 6. Full model: n = 5. Surface plots of the spatial dis-
tribution of Bg, Mg, M;, M4, T, and C variables at times
t = 0,100, 150,300, 450,600 (days) during latency. The domain of
each plot is the 5 x 5 lattice of compartments. (The compartments
correspond to the points in the grid that make up the domain.)
Parameter values are the baseline values shown in Table 3.2.

factor. This follows, since intracellular bacteria are rapidly becoming extracellular
bacteria.

3.3.4. Spatial parameters. The three spatial parameters x7, xc, and x4 (the rates
of diffusion of T cells, chemokine, and activated macrophages, respectively) demon-
strate similar bifurcation dynamics to each other: increasing any one of them from
its baseline value eventually leads to clearance. Conversely, decreasing any one
leads to disease. This indicates that spatial movement across the lattice is key to
determining disease outcome, as measured by bacterial load in the center compart-
ment.

That xr and x¢ exhibit these bifurcation dynamics is strong evidence that
timing of the immune response is essential to determining the outcome of infection,
as we conjectured at the beginning of this section. Increasing y¢ sufficiently leads
to clearance, since chemokine diffuses more quickly from the center compartment to
the boundary of the lattice, and so the immune system responds to infection more
quickly. On the other hand, if x¢ is too small, chemokine diffusion is too slow and
hence the immune response is too late, allowing infection to take hold. This leads
to active disease. Similarly, yr determines how quickly T cells recruited into the
boundary compartments move by way of chemotaxis to the center compartment.
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TABLE 3. Numerical bifurcations in the metapopulation model:
varying each parameter individually.

Parameter Description baseline blfur?atlon bifurcation a
to disease to clearance
ko Chronic macrophage infection rate 0.5 > 0.763 < 0.445
ks Mg activation rate 0.2 < 0.13 > 0.21
Uda M 4 deactivation rate 0.4 > 1.88 < 0.36
k1a Max. T cell lysis of M 0.5 never > 0.53
k1s Max. killing of Bg by Ma 1.25 1077 < 85e" never
k17 Max. M death due to bacteria 0.1 Zi: i 82? never
ks Max. killing of Bg by Mg 121078 never >1.5107°°
wr Death rate, T 0.33 > 0.86 < 0.322
as Max growth rate, T 0.14 never > 0.28
a9 Growth rate, By 0.1 never > 0.09¢
a0 Growth rate, Bg 0.03 > 0.047 < 0.023
SchM Max. recruitment of Mgz via C 10° < 300 > 4.7¢°
SchT Max. recruitment of T via C' 10* < 1.9¢3 > 1.1€°
XA rate of movement of M4 0.2 < 0.01 > 0.24
XT rate of movement of T 0.4 < 0.05 > 0.0.42
Xc rate of movement of C' 1.0 < 0.48 > 1.05

@ pseudoclearance: cell levels approach zero at the trough of each cycle; may correspond
to clearance.

® innate clearance

¢ when a19 < 0.01 : oscillations

TABLE 4. Bifurcation table for the bursting parameter kq7

Parameter Description bifurc. to active disease bifurc. to active disease
k17 =0.05 k‘17 =1.0
k14 Max. T cell lysis of My < 0.39 never®
k1s Max. Killing of Bg by Ma never < 6.25¢ 70
kis Max. Killing of Bg by M7 never never

@ bifurcation to latency when k14 < 0.45
b bifurcation to latency when kis < 9.38¢~7

That x4 is also a bifurcation parameter is very interesting, because one might
think that activated macrophages play a role only within the center compartment
(the only place macrophages become activated), and thus their rate of diffusion is
irrelevant. However, x4 is a bifurcation parameter: increasing x4 leads to clear-
ance, and decreasing x 4 leads to disease. We believe there are two mechanisms by
which x4 contributes to the immune response, which may explain these bifurca-
tions. Outside the center compartment, activated macrophages contribute to (a) T
cell proliferation, and (b) chemokine production.

Since activated macrophages can move between compartments, some migrate out
of the center compartment. Increasing y 4 has the effect of increasing the number of
activated macrophages that move out of the center compartment. We now examine
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FIGURE 7. Plots showing the temporal distribution (up to ¢t = 200
days) of M4, C, and T populations at the center compartment
(2,2), an adjacent “ring compartment” (1,2), and a boundary
compartment (0,2) (a sketch of these compartments is given in
Figure 2). Shown are the results for three different values of y 4:
x4 = 0.01 (-) leads to disease; x4 = 0.39 (---) leads to clearance;
xa = 0.2 (-) leads to latency. Other parameters are at baseline
values shown in Table 3.2.

the spatial distributions of certain variables to explicate the two mechanisms dis-
cussed above. We note that when bacteria initially land in the center compartment,
the spatial distribution of cells and chemokine are symmetric. So, examining the
variables at the center compartment, an adjacent “intermediate ring” compartment
(see Fig. 2) and the adjacent boundary compartment will indicate the overall spa-
tial distribution of the variables. Hence, we look at the values of certain variables
in the three compartments (2,2), (1,2) and (0, 2).

Figures 7 and 8 show the temporal distributions of M 4, C, and T populations for
the three compartments (2,2), (1,2) and (0,2). Figure 7 shows the data through
t = 200 days, while Figure 8 shows the data through ¢ = 500 days. In both
figures, each row corresponds to a different variable (from top to bottom: M4, C,
and T'), and each column corresponds to a different compartment (from right to
left: (2,2), (1,2), and (0,2)). Each plot shows data for three different trajectories,
corresponding to values of x4 = 0.01, 0.2, and 0.39. In the long term, these three
different values of x4 lead to the three distinct outcomes: disease, latency, and
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FIGURE 8. Plots showing the temporal distribution (up to ¢t = 500
days) of M4, C, and T populations at the center compartment
(2,2), an adjacent “ring compartment” (1,2), and a boundary com-
partment (0,2) (a sketch of these compartments is given in Figure
2) Shown are the results for three different values of x 4: x4 = 0.01
(-) leads to disease; x4 = 0.39 (---) leads to clearance; x4 = 0.2
(-) leads to latency. Other parameters are at baseline values shown
in Table 3.2.

clearance, respectively. We use Figures 7 and 8 to observe effects of different values
of x4 in the short term, as we suggest that these early dynamics play an important
role in final disease outcome.

The M4 (1,2) population (see the top row, middle column of Figs. 7 and 8) in
the three simulations diverge starting at approximately ¢ = 140 days, according to
the value of y 4. The smallest value of x4 = 0.01 leads to much lower values of
My, 1,2y (up to t = 300 days; see Fig. 8), since the rate of movement of activated
macrophages from compartment (2, 2) to compartment (1, 2) is much smaller. Con-
versely, the highest value of x4 = 0.39 yields higher levels of M 4 (1,2). The pattern
is similar for the levels of M4 (g,2y (top row, left column of Figs. 7 and 8), since
the movement of activated macrophages from compartment (1,2) to (0,2) is the
primary source of My (g,2)-
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Such differences in the propagation of activated macrophages from the center
compartment to the outer compartments have important consequences for the im-
mune response to infection within the center compartment through two mecha-
nisms. First, activated macrophages produce chemokine efficiently, so higher levels
of M4 in the boundary compartments lead to higher levels of chemokine in those
compartments. This can be observed in the plots of C(g 2y (middle row, left column
of Figs. 7 and 8). This is significant because chemokine levels in the boundary
compartments determine the amount of Mz and T recruitment. Increased levels of
chemokine leads to increased Mg and T recruitment onto the lattice, and hence to
the center compartment.

Increased recruitment explains some of the divergence in the T cell levels. But
there is a second mechanism by which increased M 4 migration away from the center
compartment strengthens the immune response: T cell proliferation. The majority
of T cells move across the lattice from the boundary compartments toward the
center compartment. Higher levels of M4 in outer compartments leads to greater
proliferation of T cells in those compartments as they migrate from the boundary
to the center.

In summary, our model indicates that activated macrophage migration is an
essential part of the immune response. Activated macrophages that migrate away
from the center compartment ultimately contribute to the immune response, by two
mechanisms—chemokine production and T cell proliferation. Activated macrophage
migration thus serves as a way of carrying the “signal” of infection to the periphery.

4. Discussion. In this paper, we have developed a spatio-temporal model of the
immune response to Mycobacterium tuberculosis infection. Using a metapopula-
tion framework, we have extended the temporal model of Wigginton and Kirschner
[35] to explore spatial aspects of the immune response, namely granuloma forma-
tion. Our model uses a discretized spatial domain consisting of an n x n lattice
of compartments, where each compartment in the lattice corresponds to an area
of tissue. Within-compartment dynamics are governed by ODEs and movement
between compartments are based on diffusion and chemotaxis mechanisms.

The metapopulation model introduces a delay in the initiation of an immune
response, because the chemokine needs to diffuse to the boundary before additional
immune cells are recruited into the lattice. We believe this delay leads to the novel
pseudoclearance trajectories seen in section 3. As the immune response controls
and nearly clears the bacterial load (Br < 1072), chemokine levels decrease as
activated macrophages are deactivated and infected macrophages are eliminated.
This has the effect of decreasing the recruitment of immune cells, and this allows the
bacterial load to rebound. This then triggers the immune response, which decreases
the bacterial load. This cycle repeats periodically.

This pseudoclearance could be interpreted in two ways. It could correspond to
true clearance, as the bacterial load is reduced to negligible levels. Alternatively,
a biological interpretation could be that a very small number of bacteria remain
at the center of a granuloma, and as the adaptive immune response relaxes the
bacterial load increases. This could thus be a mechanism for reactivation of latent
infection.

One of the most interesting results is for the parameter governing activated
macrophage movement, x4, where we found that: increasing this parameter from
the baseline level leads to clearance, whereas decreasing it leads to disease. This
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suggests that movement away from the center compartment, where the bacteria
reside, aids the immune response. By examining the spatial distribution of im-
mune cells and chemokine, we proposed that two mechanisms are responsible for
this: (a) activated macrophage initiation of T cell proliferation and (b) chemokine
production by activated macrophages outside the center compartment. This result
emphasizes that movement kinetics and the spatial distribution of cells are key to
successful control of bacterial growth.

A natural extension of our work in this paper would be to increase our lattice
size to values n > 5. This would imply we are: (a) studying a larger spatial
domain; or (b) creating a finer mesh leading to a higher resolution model of the
same area of tissue. Studying a larger spatial domain probably would not lead to
any more interesting dynamics, unless we incorporate cell movement between the
lymph nodes and lung tissue (as in [20]). Using a higher resolution model would
mean that we could no longer assume that the granuloma grows inside a single
compartment. Therefore, we would have to account for movement of bacteria and
infected macrophages. Also, we would need to recalculate all movement and source
terms to obtain a new set of initial conditions. This is left to future work.

Marino et al. [20], [21] developed a two-compartmental extension of [35] to study
the importance of spatial trafficking of dendritic cells and T cells between lung and
lymph node in response to Mtb infection. Gammack et al. [10] have developed
a reaction-advection-diffusion model to capture the spatial structure of the granu-
loma only for the innate immune response to infection. Using a so-called internal
states formulation, they tracked the position and density of bacteria throughout
the forming granuloma. Approaching this problem from a more stochastic and dis-
crete perspective, Segovia-Juarez et al. [29] used an agent-based model to explore
granuloma formation. In an effort to understand the strengths and weaknesses of
each of these mathematical approaches to the same biological problem (namely, the
immune response to Mtb), we compared and contrasted the results obtained with
each method and summarized them in [11].

In conclusion, our model uses a metapopulation framework to develop a spatial
model of the immune response to M. tuberculosis. This framework can be easily
extended to account for other cell types and cytokines known to have important
effects on the progression of tuberculosis infection [35]. However, as a first ap-
proximation, this model indicates the relative importance of key spatial parameters
relating to chemotaxis and diffusion of immune cells and the effects of spatial dis-
tribution of cells at the site of infection. The mechanisms and interactions we have
identified serve as important places for bench scientists working on this topic to
explore further.

Appendix. Movement terms and chemotaxis algorithm

Recall that some of the cell types in the model (namely, resting macrophages,
activated macrophages, and T cells) migrate between compartments of the lattice
in a chemokine-dependent manner. As described in section 2, this is accomplished
by incorporating movement terms into the ODEs for these subpopulations. These
movement terms include a set of movement coefficients (see Fig. 1) that are calcu-
lated at every step of the numerical solver as a function of the chemokine gradients
between a given compartment and its neighboring compartments. In this appendix,
we describe the algorithm used for computing these movement coefficients.

Recall that for each compartment (7, j) and each motile cell type w, we have five
movement coefficients that represent the percentage of cells that move in a given
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direction: «o; ¢, & g, &, s 1, and o7, . We present the algorithm for
calculating these coefficients in terms of variables Py (up), Pp (down), P, (left),
Ppg (right), and Ps (stationary). These are intended to model, in the limiting case,
the probability that cells in compartment (i,7) move up, down, left, or right, or
remain stationary within that compartment.

First, we calculate the chemoattractant gradient between compartment (4, j) and
each of its four neighboring compartments, which we denote by Gy, Gp, G, and

GR:
Gu(t) = (Cij-1 = Cij)|,, Gp(t) = (Cijr1 —Cij)l,s

GL(t) = (Cic1j = Cij)],, Gr(t) = (Ciy1j— Cij)l,-
Initially, we set the percentages to the following initial values:
PU:PD:PL:PR:aW/4a Pszl—aw,

which correspond to unbiased movement.

The algorithm will adjust these “baseline” values as a function of the local
chemokine gradients. We increase Py, dir = U, D, L, R, if there is a positive
chemokine gradient in that direction (Gg;- > 0) , so that cells are more likely to
move toward higher chemokine concentrations. On the other hand, if there is a
negative chemoattract gradient in a given direction (Gy;- < 0), we decrease Py,

To implement this idea, we use a parameter v, fixed at some value v < ay /4,
and a function f(Ggir). We will increase or decrease (depending on the sign of
Gair) the initial value of Py, = apw /4 by an amount vy * f(Ggir). We choose the
function f such that 0 < f(Gasr) < 1, so that Py, is increased or decreased by an
amount < ~. In addition, f should have the following properties: f(0) = 0, so that
Py is unaltered if there is no chemokine gradient; and f(Ggr) — 1 as G g — 00,
so that the effect of the chemokine on cell movement increases, but saturates, as the
chemokine gradient increases. We have chosen to use f(Gair) = G2;,./(G%,,. + ¢4)-

Thus, each Py, dir € {U, D, L, R} is reset as follows:

if Gair <0, { fvj ::P;df v+ F(Gair),
. » PS = PS7
lf Gd”’ > 07 { Pdi’r‘ = Pdi’l‘ + Y ok f(Gdi’r‘)'

Finally, the probabilities are rescaled so that they total to 1:
Py, :Pdir/PTa dir € {U7D7L3R}a

where Pr = Py+Pp+ P+ Pg+Ps and, similarly, Ps = Pg/Pp. These probabilities
are used as the movement coeflicients:

o uv=Py, oip=Pp, o, =P, & p=Pr «os=Ps. (10
Acknowledgments. The authors thank Dr. JoAnne Flynn and Dr. John Chan

for many useful discussions and Dr. Jose Segovia-Juarez for help with writing the
numerical solver. This work was supported by N.I.LH. grant no. HL68526.



(1]

(2]
(3]

(7]

(10]

(11]

(12]

(13]
(14]
(15]

[16]
(17)

(18]
19]
[20]

21]

(22]

23]

A METAPOPULATION MODEL OF GRANULOMA FORMATION 559
REFERENCES

M.K. Balcewicz-Sablinska, J. Keane, H. Kornfeld, and H.G. Remold. Pathogenic mycobac-
terium tuberculosis evades apoptosis of host macrophages by release of TNF-R2, resulting in
inactivation of TNF-«. J. Immunol., 161:2636—2641, 1998.

B. Bolker and B. Grenfell. Space, persistence and dynamics of measles epidemics. Phil, Trans.
R. Soc. Lond. B, 348:309-320, 1995.

S. Capuano, D. Croix, S. Pawar, A. Zinovik, A. Myers, P. Lin, S. Bissel, C. Fuhrman, E. Klein,
and J. Flynn. Experimental mycobacterium tuberculosis infection of cynomolgus macaques
closely resembles the various manifestations of human mycobacterium tuberculosis infection.
Infect. Immun., 71:5831-5844, 2003.

G.W. Comstock. Epidemiology of tuberculosis. Am. Rev. Respir. Dis., 125:8-15, 1982.
A.M. Dannenberg and G.S.W. Rook. Pathogenesis of pulmonary tuberculosis: an interplay of
tissue-damaging and macrophage-activating immune responses—dual mechanisms that control
bacillary multiplication. In BR Bloom, editor, Tuberculosis: Pathogenesis, Protection, and
Control. ASM Press, Washington, DC, 1994.

L.E. DesJardin, T.M. Kaufman, B. Potts, B. Kutzbach, H. Yi, and L.S. Schlesinger. My-
cobacterium tuberculosis—infected human macrophages exhibit enhanced cellular adhesion
with increased expression of LFA-1 and ICAM-1 and reduced expression and/or function of
complement receptors, FcyRii and the mannose receptor. Microbiol., 148:3161-3171, 2002.
J.-F. Emile, N. Patey, F. Altare, S. Lamhamedi, E. Jouanguy, F. Boman, J. Quillard,
M. Lecomte-Houcke, O. Verola, J.-F. Mousnier, F. Dijoud, S. Blanche, A. Fischer, N. Brousse,
and J.-L. Casanova. Correlation of granuloma structure with clinical outcome defines two
types of idiopathic disseminated BCG infection. J. Pathology, 181:25-30, 1997.

J.L. Flynn and J. Chan. Immunology of tuberculosis. Annu. Rev. Immunol., 19:93-129, 2001.
J.L. Flynn and J. Chan. Tuberculosis: Latency and reactivation. Infect. Immun., 69:4195—
4201, 2001.

D. Gammack, C.R. Doering, and D.E. Kirschner. Macrophage response to mycobacterium
tuberculosis infection. J. Math. Biol., 48:218-242, 2004.

D. Gammack, S. Ganguli, S. Marino, J. Segovia-Juarez, and D.E. Kirschner. Understand-
ing the immune response in tuberculosis using different mathematical models and biological
scales. Multiscale Modeling & Simulation: A SIAM Interdisciplinary Journal, 2005.

M. Gonzales-Juarrero, O.C. Turner, J. Turner, Marietta, J.V. Brooks, and I.M. Orme. Tem-
poral and spatial arrangements of lymphocytes within lung granulomas induced by aerosol
infection with mycobacterium tuberculosis. Infect. Immun., 69:1722-1728, 2001.

B. Grenfell and J. Harwood. Metapopulation dynamics of infectious diseases. Trends ecol.
evol., 12:395-399, 1997.

B.T. Grenfell, B.M. Bolker, and A. Kleczkowski. Seasonality and extinction in chaotic
metapopulations. Proc. R. Soc. Lond., 259:97-103, 1995.

J. Keane, H.G. Remold, and H. Kornfeld. Virulent mycobacterium tuberculosis strains evade
apoptosis of infected alveolar macrophages. J. Immunol., 164:2016—2020, 2000.

M. Keeling. Modelling the persistence of measles. Trends Microbiol., 5:513-518, 1997.

M. Keeling. Metapopulation moments: Coupling, stochasticity and persistence. J. Animal
Ecol., 69:725-736, 2000.

M. Keeling and C. Gilligan. Bubonic plague: A metapopulation model of zoonosis. Proc. R.
Soc. Lond., 267:2219-2230, 2000.

M. Keeling and C. Gilligan. Metapopulation dynamics of bubonic plague. Nature, 407:903—
906, 2000.

S. Marino and D.E. Kirschner. The human immune response to mycobacterium tuberculosis
in lung and lymph node. J. Theoret. Biol., 227:463—-486, 2004.

S. Marino, S. Pawar, C.L. Fuller, T.A. Reinhart, J.L.. Flynn, and D.E. Kirschner. Dendritic
cell trafficking and antigen presentation in the human immune response to mycobacterium
tuberculosis, journal = J. Immunol., year = 2004, volume = In press.

H. Mayanja-Kizza, J.L. Johnson, CS. Hirsch, P. Peters, K. Surewicz, M. Wu, G. Nalugwa,
F. Mubiru, H. Luzze, A. Wajja, H. Aung, JJ. Ellner, C. Whalen, and Z. Toossi. Macrophage-
activating cytokines in human immunodeficiency virus type l-infected and -uninfected pa-
tients with pulmonary tuberculosis. J. Infect. Dis., 183:1805-1809, 2001.

H. Mayanja-Kizza, A. Wajja, M. Wu, P. Peters, G. Nalugwa, F. Mubiru, H. Aung, G. Vanham,
C.S. Hirsch, C. Whalen, J.J. Ellner, and Z. Toossi. Activation of 3-chemokines and CCR5 in



560

A METAPOPULATION MODEL OF GRANULOMA FORMATION

persons infected with human immunodeficiency virus type 1 and tuberculosis. J. Infect. Dis.,
183:1801-1804, 2001.

[24] R.R. Mercer, M.L. Russell, V.L. Roggli, and J.D. Crapo. Cell number and distribution in

human and rat airways. Am. J. Res. Cell Mol. Biol., 10:613-624, 1994.

[25] E. Renshaw. The development of a spatial predator-prey process on interconnected sites. J.

Theor. Biol., 94:355-365, 1982.

[26] M. Rojas, M. Oliver, P. Gros, L.F. Barrera, and L.F. Garcia. TNF-a and IL-10 modulate

the induction of apoptosis by virulent mycobacterium tuberculosis in murine macrophages. J.
Immunol., 162:6122-6131, 1999.

[27] J.J. Saukkonen, B. Bazydlo, M. Thomas, R.M. Strieter, J. Keane, and H. Kornfeld. -

chemokines are induced by mycobacterium tuberculosis and inhibit its growth. Infect. Im-
mun., 70:1684-1693, 2002.

[28] B.M. Saunders and A.M. Cooper. Restraining mycobacteria: role of granulomas in mycobac-

terial infections. Immun. Cell Biol., 78:334-341, 2000.

[29] J. Segovia-Juarez, S. Ganguli, and D.E. Kirschner. Identifying control mechanisms of granu-

loma formation growth during infection with mycobacterium tuberculosis using an agent-based
model. J. Theoret. Biol., 231:357-376, 2004.

[30] M.A. Skinner, S. Yuan, R. Prestidge, D. Chuk, J.D. Watson, and P.L.J. Tan. Immuniza-

tion with heat-killed mycobacterium vaccae stimulates CD8% cytotoxic T cells specific for
macrophages infected with mycobacterium tuberculosis. Infect. Immun., 65:4525-4530, 1997.

[31] K.C. Stone, R.R. Mercer, P. Gehr, B. Stockstill, and J.D Crapo. Allometric relationships of

cell numbers and size in the mamalian lung. Am. J. Respir. Cell Mol. Biol., 6:235-243, 1992.

[32] J.S. Tan, D.H. Canaday, W.H. Boom, K.N. Balaji, S.K. Schwander, and E.A. Rich. Human

alveolar T lymphocyte responses to mycobacterium tuberculosis antigens: role for CD41 and
CD8T cytotoxic T cells and relative resistance of alveolar macrophages to lysis. J. Immunol.,
159:290-297, 1997.

[33] R. van Crevel, T.H.M. Ottenhoff, and J.W.M. van der Meer. Innate immunity to mycobac-

terium tuberculosis. Clin. Microbiol. Rev., 15:294-309, 2002.

[34] WHO. WHO Report 2001: Global Tuberculosis Control. Technical report, World Health

Organization, 2001.

[35] J.E. Wigginton and D.E. Kirschner. A model to predict cell-mediated immune regula-

tory mechanisms during human infection with mycobacterium tuberculosis. J. Immunol.,
166:1951-1967, 2001.

Received on January 1, 2005. Revised on July 25, 2005.

E-mail address: sganguli@itsa.ucsf.edu
E-mail address: gammack@umich.edu
E-mail address: kirschne@umich.edu



