
Autocrine signaling can explain the emergence of Allee effects in cancer cell
populations

Downloaded from: https://research.chalmers.se, 2022-10-11 19:33 UTC

Citation for the original published paper (version of record):
Gerlee, P., Altrock, P., Malik, A. et al (2022). Autocrine signaling can explain the emergence of
Allee effects in cancer cell populations. PLoS Computational Biology, 18(3).
http://dx.doi.org/10.1371/journal.pcbi.1009844

N.B. When citing this work, cite the original published paper.

research.chalmers.se offers the possibility of retrieving research publications produced at Chalmers University of Technology.
It covers all kind of research output: articles, dissertations, conference papers, reports etc. since 2004.
research.chalmers.se is administrated and maintained by Chalmers Library

(article starts on next page)



RESEARCH ARTICLE

Autocrine signaling can explain the

emergence of Allee effects in cancer cell

populations

Philip GerleeID
1,2*, Philipp M. AltrockID

3,4, Adam MalikID
5, Cecilia KronaID

5,

Sven NelanderID
5

1 Mathematical Sciences, Chalmers University of Technology, Gothenburg, Sweden, 2 Mathematical

Sciences, University of Gothenburg, Gothenburg, Sweden, 3 Department of Integrated Mathematical

Oncology, Moffitt Cancer Center, Tampa, Florida, United States of America, 4 Department of Evolutionary

Theory, Max Planck Institute for Evolutionary Biology, Plön, Germany, 5 Department of Immunology,

Genetics and Pathology, Uppsala University, Uppsala, Sweden

* gerlee@chalmers.se

Abstract

In many human cancers, the rate of cell growth depends crucially on the size of the tumor

cell population. Low, zero, or negative growth at low population densities is known as the

Allee effect; this effect has been studied extensively in ecology, but so far lacks a good

explanation in the cancer setting. Here, we formulate and analyze an individual-based

model of cancer, in which cell division rates are increased by the local concentration of an

autocrine growth factor produced by the cancer cells themselves. We show, analytically and

by simulation, that autocrine signaling suffices to cause both strong and weak Allee effects.

Whether low cell densities lead to negative (strong effect) or reduced (weak effect) growth

rate depends directly on the ratio of cell death to proliferation, and indirectly on cellular dis-

persal. Our model is consistent with experimental observations from three patient-derived

brain tumor cell lines grown at different densities. We propose that further studying and

quantifying population-wide feedback, impacting cell growth, will be central for advancing

our understanding of cancer dynamics and treatment, potentially exploiting Allee effects for

therapy.

Author summary

A common feature of tumor growth is the production, by the cancer cells themselves, of

hormones known as growth factors that increase the rate of cell division. This type of sig-

nalling makes the growth rate of the tumor depend on the population size in a non-linear

manner, and the growth rate might become low or negative for small population sizes.

This is known as the Allee effect which has been studied extensively in ecology. We have

developed a computational model that can explain the Allee effect in terms of growth fac-

tor signalling, and show by mathematical analysis of the model that the magnitude of the

Allee effect depends on the ratio of cell death to proliferation, as well as the properties of

the growth factor. In addition we show that the model is consistent with experimental
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observations from three different cell lines derived from the brain tumor glioblastoma.

Our findings indicate that the Allee effect can be exploited in order to improve the treat-

ment of glioblastoma patients.

1 Introduction

Cancer growth is increasingly understood as an ecosystem, in which the different cellular com-

ponents not only grow, but also interact. Such cellular interactions were originally proposed

by Laird [1] and the subsequent discovery of growth factors provided a mechanism by which

the interactions can occur [2–5]. In the 1970s, Bronk et al [6] showed that dependence on

growth factors can give rise to a latent period preceding exponential growth. This suggested

that negative feedback at low population density can interfere with exponential tumor expan-

sion. Until recently, however, comparatively little attention has been given to developing

mathematical models for these phenomena. The lack of modeling effort may partly reflect the

high complexity of cancer cell populations [7], which makes it hard to quantify to what degree

functional interactions among cells cause deviations from overall exponential growth [8, 9].

Yet, recent methodological advances make it possible to quantify how interactions between

distinct subclones within cell populations affect the growth dynamics of the tumor as a whole

[10, 11]. These observations have motivated the formulation of mathematical models that aim

to explain nonlinear deviations from exponential growth that occur in cancer cell populations.

One such nonlinear growth behavior, with strong empirical support, is the Allee effect. A

central idea in ecological population dynamics, the Allee effect denotes a per-capita growth

rate that is reduced at low population densities [12]. There is a distinction between a weak

Allee effect, for which the per-capita growth rate increases but remains positive for all densi-

ties, and a strong Allee effect where the growth rate becomes negative for sufficiently low den-

sities before approaching zero. In the latter case, there exists a critical population density

below which the population will likely go extinct. Therefore, the strong Allee effect has been

studied extensively in the context of ecology and species conservation [13]. In theoretical ecol-

ogy, proposed mechanisms for this include mate limitation (the problem of finding a mate at

low population densities), cooperative defense, and cooperative feeding [14–17].

Recently an Allee effect was observed in cancer cell populations cultured in in vitro condi-

tions in the lab at limiting densities [18]. Also, strong Allee effects are suggested by in vivo
xenograft mouse models, where the number of xenotransplanted cancer cells need to exceed a

threshold density for a tumor (or metastasis) to form [19]. This threshold depends on the type

of tumor cell injected, the host animal strain and site of injection. The possibility of directly

observing an Allee effect in human tumors is limited, since the effect is only present at popula-

tion densities well below the clinical detection threshold at which the tumor typically contains

on the order of 109 cells [20]. However, by considering the rate and timing of recurrence after

surgery it has been suggested that a weak Allee effect is present among cancer cells that form

glioblastomas, a particular form of brain tumor in adults [21]. This conclusion was supported

by a mathematical model that describes the tumor growth post-resection, in which the recur-

rence after surgery was better explained by assuming a weak Allee effect. Further, their results

showed that cultured glioblastoma cells indeed exhibited a weak Allee effect.

Autocrine growth factor signaling could be a likely mechanism behind Allee effects in can-

cer cell populations. Diffusive signaling molecules released by the cancer cells themselves sub-

sequently bind to cell surface receptors, which triggers a signaling cascade ultimately leading

to the up-regulation of cell division. In glioblastoma one such growth factor is platelet-derived
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growth factor (PDGF), which is known to be regularly produced and to up-regulate cell divi-

sion among glioblastoma cells [22]. This mechanism leads to a type of cooperative behavior

and should intuitively lead to an Allee effect.

Here we show that autocrine signaling in an in vitro system can give rise to an Allee effect.

We study a hybrid individual-based (IB) model that describes the cells as discrete entities and

the secreted autocrine growth factor as a continuous field. Further, using analytical tools [23]

we derive a mean-field ordinary differential equation (ODE) model for the cell density, which

exhibits both a weak and strong Allee effect depending on the ratio of the rates of cell birth to

cell death. Lastly, we fit the ODE-model to in vitro growth data of glioblastoma cell culture

growth and show that an Allee effect is present.

2 Methods

2.1 Individual-based model

In order to model the effects of autocrine signaling we consider an individual-based (IB)-

model in which the cells reside on a two-dimensional square lattice (see Fig 1(a) and [23] for

details). The linear size of the domain is L = .2 cm and it contains N × N lattice sites, each with

a diameter d = L/N. For cancer cells a reasonable value is N = 100, which gives a cell size of

d = 20 μm [24]. The growth factor (GF) concentration evolves according to

@gð~x; tÞ
@t

¼ Dr2gð~x; tÞ þ r cð~x; tÞ � d gð~x; tÞ ð1Þ

where cð~x; tÞ ¼ 1 at all sites that are occupied by cells and zero otherwise. The growth factor

diffuses with diffusion constant D, is produced at rate ρ and decays at rate δ. The partial differ-

ential equation is subject to no-flux boundary conditions, representing a closed experimental

system.

The cell population changes in the following way: A cell located at site~x divides at a rate

l ¼ að1þ gð~x; tÞÞ; ð2Þ

where gð~x; tÞ is the local GF-concentration. We consider two different modes of dispersal

upon cell division. For long range dispersal the daughter cell is placed uniformly at random

among all sites on the lattice, whereas for short range dispersal the daughter is placed uni-

formly at random among neighbouring lattice sites, using a von Neumann neighborhood. In

both cases, if the chosen site is occupied cell division fails. Cells are assumed to die at a con-

stant rate μ, and also move into empty (von Neumann) neighboring sites at rate ν. Movement

occurs at random into neighboring sites and fails if the target site is occupied. An overview of

the model is shown in Fig 1. All parameters are given in Table 1. Since the model is general we

chose parameter values related to the growth factor that give rise to noticeable levels of auto-

crine signalling.

2.2 Analytical results

In order to understand the dynamics of the IB-model we employ a technique developed by

Gerlee & Altrock [23], which makes it possible to derive an ordinary differential equation for

the density of cells. This derivation is only exact in the case of long range dispersal, but we will

also compare the analytical results with dynamics of short range dispersal. The main idea

behind the method is to represent the stochastic distribution of cells in the IB-model as a Fou-

rier series and from that compute the expected growth rate. Previously, the method was devel-

oped to describe a situation where the population consists of two distinct subpopulations:
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Table 1. Model parameters.

α Baseline cell division rate 10−5 [25] s−1

μ Rate of cell death 10−6 − 10−4 [26] s−1

δ Growth factor decay rate 10−3 [-] s−1

ρ Growth factor production rate 10−2 [-] s−1

D Growth factor diffusion coefficient 5 × 10−9 [27] cm2/s

Dc Cellular diffusion coefficient 2 × 10−10 (obtained from data) cm2/s

L Size of the domain 0.2 [-] cm

d Cellular diameter 20 [24] μm

https://doi.org/10.1371/journal.pcbi.1009844.t001

Fig 1. Overview of the mechanisms assumed in the model. Cancer cells divide at a rate α(1 + g), where g is the local

growth factor (GF) concentration, and die at a constant rate μ. The GF is produced at rate ρ by all cancer cells and

decays at rate δ. Lastly, cells migrate at rate ν. Parameter values are provided in Table 1.

https://doi.org/10.1371/journal.pcbi.1009844.g001
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producers that produce a diffusible public good that is costly to produce and free-riders that

are identical to producers except they do not produce the public good and consequently do

not pay the corresponding reproductive cost.

In order to adapt the model to the case of a homogeneous population where all cells pro-

duce the public good we absorb the cost of the public good into the baseline division rate. The

equation describing the population size is given by (see [23] for details of the derivation):

dnðtÞ
dt
¼ f ðnÞ ¼ GðnÞnð1 � nÞ � mn; ð3Þ

where n(t) is normalized with respect to the carrying capacity (the maximal population size

N2) and therefore ranges from 0 to 1, and the division rate Γ(n) is density-dependent and

given by

GðnÞ ¼ aþ n
ar

d
þ
arK
N

1 � nð Þ: ð4Þ

The different terms in the growth rate Γ(n) can be given distinct interpretations: the first term

is the baseline growth rate in the absence of the GF, the second term is the average GF-contri-

bution from all cells and the last term is an additional growth benefit from the GF due to

increased local GF concentration, which is larger for low densities when the factor 1 − n is

large. This quantity depends on

K ¼
1

2d
þ

L
4
ffiffiffiffiffiffi
dD
p ; ð5Þ

and scales with a factor 1/N = d/L = 0.01 in (4), implying that as the cell size d decreases (in

relation to the system size L) the direct benefit is reduced.

2.3 Experimental methods

Cells from the cell lines U3013MG, U3123MG and U3289MG obtained from the Human Gli-

oma Cell Culture (HGCC) resource [28] were suspended in serum-free neural stem cell (NSC)

medium, supplemented with B-27, N2, EGF, FGF and plated on 384 well plates (BD Falcon

Optilux TC #353962) coated in laminin. Six different initial densities were used ranging from

125–4000 cells/well and each density was replicated eight times. The cells were cultured at

37˚C and 5% CO2 for 120 hours and imaged using an IncuCyte microscope at 20x magnifica-

tion every 15–20 minutes (the exact time varied throughout experiments). The images were

segmented using Fogbank [29] (see S1 Supplementary Methods for details). The normalized

cell density (degree of confluency) was estimated by calculating the ratio of the total number

pixels belonging to cells to the total number of pixels in the image. Growth curves for each ini-

tial density were calculated by averaging the normalized cell density across all eight replicates.

In order to avoid seeding effects the images collected during the 3.5 first hours were discarded.

In order to make sure that the confluency is a good proxy for cell density (i.e. cell number per

well) we counted the number of cells per image and calculated the correlation coefficient

between the cell count and confluency. The average correlation coefficient across all wells was

0.96, 0.88 and 0.92 for the three cell lines suggesting that confluency is indeed a good proxy.

See Fig A in S1 Supplementary Methods for a visual comparison of the cell count and con-

fluency for a single well. In order to estimate the rate of migration of the cell lines we calculated

the diffusion coefficients in the following way: images from all wells were segmented as

described above and the Trackpy tracking algorithm was used in order to obtain individual

cell tracks [30] (see SI for details). All tracks were centred at the origin and shifted to t = 0. The
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mean squared displacement (MSD) was calculated according to

MSDðtkÞ ¼
1

N

XN

i¼1

jxðiÞðtkÞj
2
;

where tk correspond to the kth time point, and N is the number of trajectories. Due to cells leav-

ing and entering the field of view we discarded all data points beyond 10 hours. We fitted a

line to the MSD using least squares regression and used the relation MSD(t) = 4Dt, where D is

the diffusion coefficient. To obtain an estimate of the diffusion coefficient for each cell line we

averaged the result over all initial densities and replicates. Fig B in S1 Supplementary Methods

shows an example of the MSD and the linear regression.

The parameters of the ODE-model (3) were estimated by minimising the squared error

between the model and the data for all growth curves simulatenously using the error function:

EðyÞ ¼
X6

m¼1

ffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffi

1

k

Xk

i¼0

nðti; yÞ � NmðtiÞÞ
2
;

�

v
u
u
t ð6Þ

where k is the number of time points ti and the outer sum runs across the growth curves

obtained for different initial densities. The numerical solution of the ODE-model n(t, θ) was

obtained by using the normalized density at t = 0 as the initial condition and θ = (A, B, μ) are

the parameters of the model. Numerical solutions were calculated using an Euler-forward

scheme with time step of 0.25 hours.

3 Results

First, we present results obtained from analyzing an ordinary differential equation (ODE)-

model of the system (3). Next, we test the validity of these results by comparing them to out-

comes from our individual-based simulation approach. Last, to confirm our theoretical predic-

tions, we analyze experimental results by fitting the ODE-model to time series data of in vitro
cultured glioblastoma cells.

3.1 Analysis of the ODE-model

Depending on the relation between the parameters in the ODE-model (3) it can give rise to

different dynamics. We will here focus on the impact of the baseline division rate α and the

death rate μ. For μ = 0 the system (3) has two non-negative fixed points, n? = 0 and n? = 1 (see

Fig 2A), corresponding to a system void of cells and at carrying capacity respectively. This

holds true as long as Γ(n) = 0 has no positive solutions, which is the case for the baseline

parameters. The presence of a density-dependent division rate leads to non-monotonous per-

capita growth rate (f(n)/n) as can be seen in Fig 2B. This is in contrast with the case where Γ(n)

= constant (i.e. logistic growth) where the per-capita growth rate equals 1 − n − μ and is a lin-

ear and decreasing function of n.

For small values of μ, the per-capita growth rate is an increasing function for small densi-

ties, but remains positive. This is known as a weak Allee effect [13], whereas for higher μ the

per-capita growth rate becomes negative for small densities leading to the extinction of popula-

tion below a certain critical threshold, which is termed a strong Allee effect [13] (see Fig 2B).

The existence of a strong Allee effect is thus equivalent to the fixed point at the origin n? = 0

being stable rather than unstable. The stability can be determined using linear stability analysis

and the criterion for stability is that f 0(0)> 0. We find that the fixed point at n = 0 is stable (or
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equivalently a strong Allee effect exists) when

aþ
arKd
N

< m: ð7Þ

The critical death rate above which we expect to observe a strong Allee effect in the IB-model

is thus given by

mc ¼ aþ
arKd
N

: ð8Þ

The critical density nc below which the population is driven to extinction can be calculated

explicitly as the unstable interior fixed point of (3), and is given by

nc ¼
Nðr � dÞ � 2rdK

rðN � dKÞ
�

ffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffi

Nðr � dÞ � 2rdK
rðN � dKÞ

� �2

�
mdN

rN � rdK

s

: ð9Þ

3.2 Comparison to the IB-model

We now move onto comparing our analytical predictions to the IB-model.

3.2.1 Long range dispersal. We start by looking at the case when dispersal is long range

and newborn cells are dispersed randomly throughout the entire domain. Fig 3A shows a com-

parison between the IB-model and a numerical solution of the ODE-model (3) for three differ-

ent initial conditions using the baseline parameter values (see Table 1). Agreement between

the IB-model and the ODE is very good and we can conclude that in this scenario autocrine

signaling induces a strong Allee effect, since low initial densities give rise to population

extinction.

Fig 2. Growth rates. (A) The population growth rate (3) as a function of the population density for three different values of the death rate μ. The inset shows the

entire range of growth rates. (B) The per-capita growth rate f(n)/n as a function of the population density for three different values of the death rate μ. Here the

Allee effect is evident as an increasing per-capita growth rate at low densities. All parameter values are given in Table 1 and the critical death rate is calculated

according to (8).

https://doi.org/10.1371/journal.pcbi.1009844.g002
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In order to investigate the impact of the death rate on the Allee effect we initialized the sys-

tem at a low initial population size of n0 = 10−2 for death rates in the range 2 − 4 × 10−5 and

ran the IB-model for 11 days and recorded the density of cells. This was compared to the

numerical solution of the ODE-model and the result is shown in Fig 3B, where the vertical

dashed line corresponds to the theoretically predicted death rate μc at which the strong Allee

effect emerges. Please note that this value will deviate slightly from the results of the IB-model

since the simulations are initialized with small, but non-zero density. A more exact value of

the critical death rate can be obtained by setting nc = n0 = 10−2 in (9) and solving for the death

rate μ. This expression is however much more complicated than the simple expression for the

critical death rate (8).

3.2.2 Short range dispersal. Let us now analyze the case when newborn cells are placed

next to the parent cell. In this scenario cell migration rate becomes an important parameter

since movement of cells tends to reduce spatial correlations and bring the system closer to the

mean-field limit. We therefore start by analyzing the extreme case of short range dispersal and

no cell migration, and again compare the long-term dynamics of the IB-model with the

numerical solution of the ODE-model (3). By comparing the long-term dynamics we see that

the ODE-model severely over-estimates both the population density and the critical death rate

μc (see Fig 4A). This might seem surprising since local dispersal leads to clumping of cells, and

cells in such a configuration would, on average, experience a higher GF-concentration (com-

pared to an evenly dispersed population) due to the production from neighbouring cells. How-

ever, local dispersal also leads to increased competition for space and therefore has a negative

effect on the rate of division. This negative effect emerges because cells that are trapped by

neighbouring cells cannot divide, which reduces the effective birth rate. This latter effect seems

to dominate for the baseline parameter values. As a result the Allee effect becomes even more

pronounced.

Of note, we here approach cellular dispersal in the IB-model exclusively. An explicit incor-

poration of space in an analytical model formulation would lead to a partial differential

Fig 3. Comparison of the ODE-model and IB-model under long range dispersal. (A) The dynamics of the IB-model (dashed) and the numerical solution of (3)

(solid) under long range dispersal for three different initial conditions. All parameter values are given in Table 1 and the death rate μ = 3.75 × 10−5. (B) The population

density after 11 days of the IB-model (circles) and the numerical solution of (3) (solid line) under long range dispersal and no cell migration when the death rate μ is

varied. All other parameter values are given in Table 1.

https://doi.org/10.1371/journal.pcbi.1009844.g003
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equation (PDE) that, in turn, could result in an ODE if space is integrated out. Comparison

between IB, PDE, and ODE approaches exist [31], which become particularly interesting in

settings where computational efficiency is crucial.

We sought to determine whether our experimental cell culture system exhibits migration

rates that reduce spatial effects and renders the ODE-model a valid description. Thus, we mea-

sured the mean squared displacement (MSD) of each cell line, and found that the cellular dif-

fusion coefficients for U3013MG, U3123MG and U3289MG were given by 1.82 × 10−10,

1.67 × 10−10 and 1.31 × 10−10 cm2/s. Using a cellular diffusion coefficient given by the average

Dc = 1.6 × 10−10 cm2/s in the IB-model ameliorated the spatial effects and improves the agree-

ment between the IB-model and the analytical result (see Fig 4B).

3.3 Comparison to experimental data

Having ascertained that the ODE-model gives an accurate description of the IB-model at real-

istic rates of cell migration we now move on to fitting the ODE-model to experimental data.

We assume a growth rate of the form

f ðnÞ ¼ ðAþ BnÞnð1 � nÞ � mn; ð10Þ

Fig 4. The population density after 11 days as a function of the death rate μ. Results from the IB-model (circles) and the numerical solution of (3) (solid

line) under (A) short range dispersal and no cell migration and (B) short range dispersal and a cellular diffusion coefficient of Dc = 1.6 × 10−10 cm2/s. All other

parameter values are given in Table 1.

https://doi.org/10.1371/journal.pcbi.1009844.g004

Table 2. Details of model fit to data. The parameter values (A, B, μ) refer to the optimal fit for the Allee model. For a visual comparison see Fig 5.

Cell line AICAllee AIClogistic A B μ Type

3013 −3.96 × 103 −2.76 × 103 0.082 0.254 0.074 Weak

3123 −4.52 × 103 −3.13 × 103 1.787 2.202 1.792 Strong

3289 −2.48 × 103 −1.6 × 103 0.131 0.274 0.123 Weak

https://doi.org/10.1371/journal.pcbi.1009844.t002
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where

A ¼ aþ
arK
N

ð11Þ

B ¼
ar

d
�
arK
N

: ð12Þ

We used least squares minimisation to find numerical values of the constants A, B and μ for

each cell line such that the deviation between the model and growth curves for six different ini-

tial population sizes was minimised (6). The optimal parameters for each cell line can be found

in Table 2 and a comparison between the growth curves and the model dynamics can be seen

in Fig 5A–5C.

In order to investigate if the data could be explained by a simpler model we also fitted a

standard logistic growth function, which corresponds to the special case of zero GF production

(ρ = 0). The logistic model only has two parameters: a birth rate and a death rate. We found

that the logistic model gave larger model error across all cell lines.

In order to account for the larger number of parameters in the ODE-model we also calcu-

lated the Akaike information criterion (AIC) given by

AIC ¼ 2kþ n lnðRMSEÞ;

where k is the number of model parameters, n is the number of data points and RMSE is the

model error (6) [32]. We found that the ODE-model with an Allee effect has a lower AIC com-

pared to the logistic model for all cell lines (see Table 2). We thus conclude that the ODE-

model is a better description of the experimental data compared to the logistic equation.

When comparing the optimal parameters for the cell lines we note that for U3013MG and

U3289MG we have A> μ implying a weak Allee effect, whereas for U3123MG we have μ> A
which corresponds to a strong Allee effect. These differences can also been seen in Fig 5B

where low initial densities lead to a declining population. Of note, there could be lack of preci-

sion in the non-normalised population density’s maximum values due to a focus on data

describing early time, low-density dynamics [33, 34]. Attempts to alleviate this discrepancy

[33] connect parameter estimation, model selection and experimental design in a deeper way,

to potentially describe both low and high (near carrying capacity) density dynamics.

4 Discussion

We have proposed a mathematical model to explain the Allee effect, a phenomenon observed

in many experimental datasets of cancer cell population dynamics. Our model, which posits

that autocrine secreted growth factors increase the rate of cell division, yields population

dynamics that can exhibit a weak or strong Allee effect depending on the relationships between

the model parameters. Fitting the model to a dataset of three patient-derived glioma cell lines

showed that a parameter setting with an Allee effect provided the best fit.

Due to the large heterogeneity between patient-derived cell lines coupled to the experimen-

tal difficulties of measuring growth factor production and decay, we chose an approach where

we used the IB-model as a means of showing that an Allee effects is possible. This observation

was confirmed by our experimental data, but parametrizations of individual experiments

remain difficult. Additional experiments to measure, e.g. the rate of growth factor production

and its precise impact on cell division would be needed, as these two parameters are not identi-

fiable in the ODE model. The situation is further complicated by the fact that several distinct
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Fig 5. Least squares fit of the Allee ODE-models to in vitro growth of the glioblastoma cell lines U3013MG, U3123MG and U3289MG. Panels

A-C show the best fit of the Allee model whereas D-F show the best fit for a logistic growth model (where ρ = 0). Visual inspection suggests that the

Allee model outperforms the logistic model. This was confirmed using Akaike Information Criterion (see Table 2).

https://doi.org/10.1371/journal.pcbi.1009844.g005
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growth factors have been identified as autocrine signals in glioblastoma, e.g. TGF-α and EGF

[35].

In recent years many studies have focused on the Allee effect in cancer, either in an effort to

understand its origin or to investigate how the effect can be therapeutically exploited [36]. For

example, Böttger et al. [37] linked plasticity to an Allee effect in glioblastoma. Another poten-

tial cause of the effect was proposed by Konstorum et al. [38], who investigated the impact of

feedback regulation in cancer stem cell dynamics. The impact of density-dependent prolifera-

tion rates was explored by Johnson et al. [18], and similarly by Fadai et al. [39], who both

connected the per-capita growth rates in an individual-based model with coefficients in an

ODE-model that recapitulated the growth rate decline as cell population sizes decrease.

Neither of the above mentioned results were directly linked to production and consump-

tion of secreted factors. Böttger et al. [37] approached the dynamics using an agent based

approach, and studied switching between migratory and proliferation, triggered by the micro-

environment in the form of local cell density. Fadai et al. [39] modeled local-level binary

switches stochastically, and showed that these dynamics can lead to a family of Allee effects.

Johnson et al. [18] focused on modeling Allee effects together with spatial invasion and showed

that these systems can exhibit shock-fronted travelling wave scenarios. These models have

adressed interesting connections between stochasticity, spatial invasion and patterns in the

tumor microenvironment, but did not address the emergence of Allee effects based on a feasi-

ble bio-physical mechanism such as secretion and uptake of growth-stimulating molecules.

Thus, our integrative framework here complements these results by directly showing that auto-

crine signalling induced, and density-dependent feedback, can have detrimental effects on the

per-capita growth rate of the cell population. We showed that this type of interaction is plausi-

ble to generate an Alee effect, integrating an analytical framework with agent based modeling

and novel experimental results.

We provide a mechanistic explanation for a density-dependent proliferation rate in terms

of local growth factor concentration. Mathematical analysis of the individual-based model

allowed for the derivation of an ODE-model whose coefficients depend on the IB-model

parameters. Our ODE-model was fitted to experimental data, and we found that a model

which included an Allee effect best explained the empirical observations, in accordance with a

previously observed weak Allee effect in breast cancer cell populations [39]. These and our

findings lead to the hypothesis that a more general pattern of self-interaction-driven negative

feedback among cell lines in which autocrine signaling could be present. However, it should be

noted that our results do not provide conclusive evidence as to the origin of the Allee effect in

the experimental data. This would require investigating the possible pathways of autocrine sig-

nalling (e.g. PDGF, TGF-β, EGF) and is beyond the scope of this paper.

Another way of testing the hypothesis put forth is to investigate the impact of local cell den-

sity on the rate of cell division on the cell lines considered in this study. Given microscopy

time-lapse data it should possible to estimate the impact of neighbouring cells on the rate of

division. An inferred rate of division as an increasing function of the number of neighbouring

cells would lend strong support to a localised interaction (e.g. a diffusing GF) as the potential

origin of the Allee effect.

In light of cancer therapy, a strong Allee effect would be more beneficial for the ability to

control a tumor, since the strong effect leads to population extinction at critically low popula-

tion densities. Such conditions are typically present after therapeutic interventions (e.g. sur-

gery and radiotherapy). If the population dynamics could be tipped towards a strong Allee

effect during therapy, similar to an extinction threshold [40], one could observe decreased risk

of recurrence. This critical decline could for example be achieved by reducing the effect of the

growth factor by inhibiting its binding to cell surface receptors, or by increasing the factor’s
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decay rate. Beyond these threshold considerations, the presence of Allee effects has implica-

tions for tumor control that needs to consider the emergence of aggressive variants that were

previously below detectable thresholds. These variants could receive an advantage, as the previ-

ously dominant cancer cell population against which treatment is initially chosen observes fit-

ness decreases due to an Allee effect.

In conclusion, our findings provide a general model for the population dynamics of cancer

cells driven by autocrine signaling. We provide a possible mechanistic explanation for the

ubiquitous Allee effect. Further, our findings warrant more research into the therapeutic bene-

fits of altering the effects of autocrine signaling to understand and achieve tumor control.

Supporting information

S1 Supplementary Methods. Processing of image data: This text describes the image pro-

cessing pipeline including settings for FogBank and PyTrack. Fig A: The confluence plotted

against the cell count for a single well across all time points. Fig B: The mean squared displace-

ment as a function of time averaged across all cells in a single well. The dashed line shows the

best fit for a line with intercept y = 0. The slope of the line equals 4D, where D is the diffusion

coefficient of the cells.

(PDF)

Author Contributions

Conceptualization: Philip Gerlee, Philipp M. Altrock, Sven Nelander.

Data curation: Philip Gerlee, Adam Malik, Cecilia Krona.

Formal analysis: Philip Gerlee, Philipp M. Altrock, Adam Malik.

Investigation: Philip Gerlee, Philipp M. Altrock, Cecilia Krona.

Methodology: Philip Gerlee, Philipp M. Altrock, Sven Nelander.

Project administration: Philip Gerlee.

Supervision: Philip Gerlee, Sven Nelander.

Validation: Philip Gerlee.

Visualization: Philip Gerlee, Philipp M. Altrock, Adam Malik.

Writing – original draft: Philip Gerlee, Philipp M. Altrock, Cecilia Krona, Sven Nelander.

Writing – review & editing: Philip Gerlee, Philipp M. Altrock, Adam Malik, Cecilia Krona,

Sven Nelander.

References
1. Laird A. Dynamics of Tumor Growth. British Journal of Cancer. 1963. PMID: 14131019

2. Nissley SP, Short PA, Rechler MM, Podskalny JM, Coon HG. Proliferation of Buffalo rat liver cells in

serum-free medium does not depend upon multiplication-stimulating activity (MSA). Cell. 1977; 11

(2):441–446. https://doi.org/10.1016/0092-8674(77)90062-9 PMID: 302146

3. Todaro GJ, De Larco JE. Growth factors produced by sarcoma virus-transformed cells. Cancer

research. 1978; 38(11 Part 2):4147–4154. PMID: 212188

4. Korolev KS, Xavier JB, Gore J. Turning ecology and evolution against cancer. Nature Reviews Cancer.

2014; 14(5):371–380. https://doi.org/10.1038/nrc3712 PMID: 24739582

5. Maley CC, Aktipis A, Graham TA, Sottoriva A, Boddy AM, Janiszewska M, et al. Classifying the evolu-

tionary and ecological features of neoplasms. Nature Reviews Cancer. 2017; 17(10):605–619. https://

doi.org/10.1038/nrc.2017.69 PMID: 28912577

PLOS COMPUTATIONAL BIOLOGY Autocrine signaling can explain the emergence of Allee effects in cancer cell populations

PLOS Computational Biology | https://doi.org/10.1371/journal.pcbi.1009844 March 3, 2022 13 / 15

http://journals.plos.org/ploscompbiol/article/asset?unique&id=info:doi/10.1371/journal.pcbi.1009844.s001
http://www.ncbi.nlm.nih.gov/pubmed/14131019
https://doi.org/10.1016/0092-8674(77)90062-9
http://www.ncbi.nlm.nih.gov/pubmed/302146
http://www.ncbi.nlm.nih.gov/pubmed/212188
https://doi.org/10.1038/nrc3712
http://www.ncbi.nlm.nih.gov/pubmed/24739582
https://doi.org/10.1038/nrc.2017.69
https://doi.org/10.1038/nrc.2017.69
http://www.ncbi.nlm.nih.gov/pubmed/28912577
https://doi.org/10.1371/journal.pcbi.1009844


6. Bronk B, Dienes G, Johnson R. Cooperative regulation of cellular proliferation by intercellular diffusion.

Biophysical journal. 1970; 10(6):487–508. https://doi.org/10.1016/S0006-3495(70)86315-9 PMID:

5452351

7. Marusyk A, Janiszewska M, Polyak K. Intratumor heterogeneity: the rosetta stone of therapy resistance.

Cancer cell. 2020; 37(4):471–484. https://doi.org/10.1016/j.ccell.2020.03.007 PMID: 32289271

8. Gerlee P, Altrock PM. Complexity and stability in growing cancer cell populations. Proceedings of the

National Academy of Sciences USA. 2015; 112:E2742–E2743. https://doi.org/10.1073/pnas.

1505115112 PMID: 25941414

9. Altrock PM, Liu LL, Michor F. The mathematics of cancer: integrating quantitative models. Nature

Reviews Cancer. 2015; 15:730–745. https://doi.org/10.1038/nrc4029 PMID: 26597528

10. Marusyk A, Tabassum DP, Altrock PM, Almendro V, Michor F, Polyak K. Non-cell-autonomous driving

of tumour growth supports sub-clonal heterogeneity. Nature. 2014; 514(7520):54–58. https://doi.org/10.

1038/nature13556 PMID: 25079331

11. Cleary AS, Leonard TL, Gestl SA, Gunther EJ. Tumour cell heterogeneity maintained by cooperating

subclones in Wnt-driven mammary cancers. Nature. 2014; 508(7494):113–117. https://doi.org/10.

1038/nature13187 PMID: 24695311

12. Allee W, Bowen ES. Studies in animal aggregations: mass protection against colloidal silver among

goldfishes. Journal of Experimental Zoology. 1932; 61(2):185–207. https://doi.org/10.1002/jez.

1400610202

13. Courchamp F, Berec L, Gascoigne J. Allee effects in ecology and conservation. Oxford University

Press; 2008.

14. Kramer AM, Dennis B, Liebhold AM, Drake JM. The evidence for Allee effects. Population Ecology.

2009; 51(3):341–354. https://doi.org/10.1007/s10144-009-0152-6

15. Davis HG, Taylor CM, Lambrinos JG, Strong DR. Pollen limitation causes an Allee effect in a wind-polli-

nated invasive grass (Spartina alterniflora). Proceedings of the National Academy of Sciences. 2004;

101(38):13804–13807. https://doi.org/10.1073/pnas.0405230101

16. Mooring MS, Fitzpatrick TA, Nishihira TT, Reisig DD. Vigilance, predation risk, and the Allee effect in

desert bighorn sheep. The Journal of Wildlife Management. 2004; 68(3):519–532. https://doi.org/10.

2193/0022-541X(2004)068%5B0519:VPRATA%5D2.0.CO;2

17. Luque GM, Giraud T, Courchamp F. Allee effects in ants. Journal of Animal Ecology. 2013; 82(5):956–

965. https://doi.org/10.1111/1365-2656.12091 PMID: 23672650

18. Johnson KE, Howard G, Mo W, Strasser MK, Lima EABF, Huang S, et al. Cancer cell population growth

kinetics at low densities deviate from the exponential growth model and suggest an Allee effect. 2019;

145(6):926–24.

19. Janiszewska M, Tabassum DP, Castaño Z, Cristea S, Yamamoto KN, Kingston NL, et al. Subclonal

cooperation drives metastasis by modulating local and systemic immune microenvironments. Nature

cell biology. 2019; 21(7):879–888. https://doi.org/10.1038/s41556-019-0346-x PMID: 31263265

20. Friberg S, Mattson S. On the growth rates of human malignant tumors: implications for medical decision

making. Journal of surgical oncology. 1997; 65(4):284–297. https://doi.org/10.1002/(SICI)1096-9098

(199708)65:4%3C284::AID-JSO11%3E3.0.CO;2-2 PMID: 9274795

21. Neufeld Z, von Witt W, Lakatos D, Wang J, Hegedus B, Czirok A. The role of Allee effect in modelling

post resection recurrence of glioblastoma. PLoS Computational Biology. 2017; 13(11):e1005818–14.

https://doi.org/10.1371/journal.pcbi.1005818 PMID: 29149169

22. Nazarenko I, Hede SM, He X, Hedrén A, Thompson J, Lindström MS, et al. PDGF and PDGF receptors

in glioma. Upsala journal of medical sciences. 2012; 117(2):99–112. https://doi.org/10.3109/03009734.

2012.665097 PMID: 22509804

23. Gerlee P, Altrock PM. Persistence of cooperation in diffusive public goods games. Physical Review E.

2019; p. 1–14. PMID: 31330651

24. Anderson ARA. A hybrid mathematical model of solid tumour invasion: the importance of cell adhesion.

Mathematical Medicine and Biology. 2005; 22(163–186). https://doi.org/10.1093/imammb/dqi005

PMID: 15781426

25. Juarez EF, Lau R, Friedman SH, Ghaffarizadeh A, Jonckheere E, Agus DB, et al. Quantifying differ-

ences in cell line population dynamics using CellPD. BMC systems biology. 2016; 10(1):92. https://doi.

org/10.1186/s12918-016-0337-5 PMID: 27655224

26. Gerlee P, Altrock PM. Extinction rates in tumour public goods games. Journal of The Royal Society

Interface. 2017; 14(134):20170342. https://doi.org/10.1098/rsif.2017.0342 PMID: 28954847

27. Massey SC, Assanah MC, Lopez KA, Canoll P, Swanson KR. Glial progenitor cell recruitment drives

aggressive glioma growth: Mathematical and experimental modelling. Journal of the Royal Society

Interface. 2012; 9(73):1757–1766. https://doi.org/10.1098/rsif.2012.0030 PMID: 22319102

PLOS COMPUTATIONAL BIOLOGY Autocrine signaling can explain the emergence of Allee effects in cancer cell populations

PLOS Computational Biology | https://doi.org/10.1371/journal.pcbi.1009844 March 3, 2022 14 / 15

https://doi.org/10.1016/S0006-3495(70)86315-9
http://www.ncbi.nlm.nih.gov/pubmed/5452351
https://doi.org/10.1016/j.ccell.2020.03.007
http://www.ncbi.nlm.nih.gov/pubmed/32289271
https://doi.org/10.1073/pnas.1505115112
https://doi.org/10.1073/pnas.1505115112
http://www.ncbi.nlm.nih.gov/pubmed/25941414
https://doi.org/10.1038/nrc4029
http://www.ncbi.nlm.nih.gov/pubmed/26597528
https://doi.org/10.1038/nature13556
https://doi.org/10.1038/nature13556
http://www.ncbi.nlm.nih.gov/pubmed/25079331
https://doi.org/10.1038/nature13187
https://doi.org/10.1038/nature13187
http://www.ncbi.nlm.nih.gov/pubmed/24695311
https://doi.org/10.1002/jez.1400610202
https://doi.org/10.1002/jez.1400610202
https://doi.org/10.1007/s10144-009-0152-6
https://doi.org/10.1073/pnas.0405230101
https://doi.org/10.2193/0022-541X(2004)068%5B0519:VPRATA%5D2.0.CO;2
https://doi.org/10.2193/0022-541X(2004)068%5B0519:VPRATA%5D2.0.CO;2
https://doi.org/10.1111/1365-2656.12091
http://www.ncbi.nlm.nih.gov/pubmed/23672650
https://doi.org/10.1038/s41556-019-0346-x
http://www.ncbi.nlm.nih.gov/pubmed/31263265
https://doi.org/10.1002/(SICI)1096-9098(199708)65:4%3C284::AID-JSO11%3E3.0.CO;2-2
https://doi.org/10.1002/(SICI)1096-9098(199708)65:4%3C284::AID-JSO11%3E3.0.CO;2-2
http://www.ncbi.nlm.nih.gov/pubmed/9274795
https://doi.org/10.1371/journal.pcbi.1005818
http://www.ncbi.nlm.nih.gov/pubmed/29149169
https://doi.org/10.3109/03009734.2012.665097
https://doi.org/10.3109/03009734.2012.665097
http://www.ncbi.nlm.nih.gov/pubmed/22509804
http://www.ncbi.nlm.nih.gov/pubmed/31330651
https://doi.org/10.1093/imammb/dqi005
http://www.ncbi.nlm.nih.gov/pubmed/15781426
https://doi.org/10.1186/s12918-016-0337-5
https://doi.org/10.1186/s12918-016-0337-5
http://www.ncbi.nlm.nih.gov/pubmed/27655224
https://doi.org/10.1098/rsif.2017.0342
http://www.ncbi.nlm.nih.gov/pubmed/28954847
https://doi.org/10.1098/rsif.2012.0030
http://www.ncbi.nlm.nih.gov/pubmed/22319102
https://doi.org/10.1371/journal.pcbi.1009844


28. Xie Y, Bergström T, Jiang Y, Johansson P, Marinescu VD, Lindberg N, et al. The human glioblastoma

cell culture resource: validated cell models representing all molecular subtypes. EBioMedicine. 2015;

2(10):1351–1363. https://doi.org/10.1016/j.ebiom.2015.08.026 PMID: 26629530

29. Chalfoun J, Majurski M, Dima A, Stuelten C, Peskin A, Brady M. FogBank: a single cell segmentation

across multiple cell lines and image modalities. Bmc Bioinformatics. 2014; 15(1):1–12. https://doi.org/

10.1186/s12859-014-0431-x PMID: 25547324

30. Allan, Daniel B and Caswell, Thomas and Keim, Nathan C and can der Wel, Casper M. Trackpy v.

0.5.0;. Available from: github.com/soft-matter/trackpy.

31. Fadai NT, Baker RE, Simpson MJ. Accurate and efficient discretizations for stochastic models providing

near agent-based spatial resolution at low computational cost. Journal of the Royal Society Interface.

2019; 16(159):20190421. https://doi.org/10.1098/rsif.2019.0421 PMID: 31640499

32. Burnham KP, Anderson DR. A practical information-theoretic approach. Model selection and multimo-

del inference. 2002; 2.

33. Warne DJ, Baker RE, Simpson MJ. Optimal quantification of contact inhibition in cell populations. Bio-

physical Journal. 2017; 113(9):1920–1924. https://doi.org/10.1016/j.bpj.2017.09.016 PMID: 29032961

34. Kimmel GJ, Gerlee P, Brown JS, Altrock PM. Neighborhood size-effects shape growing population

dynamics in evolutionary public goods games. Communications Biology. 2019; 2(53):1–10. https://doi.

org/10.1038/s42003-019-0299-4 PMID: 30729189

35. Hoelzinger DB, Demuth T, Berens ME. Autocrine factors that sustain glioma invasion and paracrine

biology in the brain microenvironment. Journal of the National Cancer Institute. 2007; 99(21):1583–

1593. https://doi.org/10.1093/jnci/djm187 PMID: 17971532

36. Delitala M, Ferraro M. Is the Allee effect relevant in cancer evolution and therapy?[J]. AIMS Mathemat-

ics. 2020; 5(6):7649–7660. https://doi.org/10.3934/math.2020489
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