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In this paper, a phase field model is developed for vesicle adhesion involving complex sub-
strate and vesicle geometries. The model takes into account an adhesion potential that
depends on the distance of vesicle to the substrate. A variational problem is solved in a
3D computational domain by minimizing the contribution of bending elastic energy and
the adhesion energy under the constraints of total surface area and volume, described
via a phase function. An adaptive finite element method is used to efficiently compute
the numerical solutions of the model. The computational results are validated through
comparison of several axisymmetric shapes with the sharp-interface ODE solution. More-
over, we compute shapes for non-axisymmetric situations to support the observation that
concave substrates favor adhesion.

� 2009 Elsevier Inc. All rights reserved.
1. Introduction

The Giant Unilamellar Vesicles (GUVs) made up by lipid bilayers have been used as a simplest model for cell membranes
without the complexity of membrane bound proteins [23]. They permit the investigations of mechanistic and physicochem-
ical aspects of cell membrane functions. One such function is adhesion which plays an important role in fundamental bio-
logical processes [1,17]. There have been much investigation on the adhesion of lipid bilayer vesicles to substrates which
could lead to better understanding of the roles played by cell membrane in adhesion [24,30,33,35]. In this work, we develop
a phase field approach for the adhesion of vesicles.

In a continuum mechanics description, the GUVs are modeled as two dimensional surfaces embedded in a three dimen-
sional space [32], with their shapes being controlled mainly by the bending elastic energy. For isotropic membranes, the
bending energy is formulated by the surface integral of the mean curvature square [20,32]:
E ¼
Z

C
c1H2ds; ð1Þ
where C is the vesicle surface, H is the mean curvature, and c1 the bending modulus. During adhesion, the segment of a
bound vesicle that interacts with the substrate can experience a variety of intramolecular forces [33] which thus gives rise
to an effective adhesion potential WðxÞ for any x 2 C. With such a consideration, the equilibrium vesicle–substrate adhesion
model is given by minimizing the total energy functional
EðCÞ ¼
Z

C
c1H2ds�

Z
C

Wdsþ R
Z

C
dsþ p

Z
dV : ð2Þ
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The quantities R and p correspond to the Lagrange multipliers for area and volume constraints, respectively, when the vesicle
is assumed to conserve its surface area and enclosed volume during adhesion. In a recent study [11], we have investigated
the influence of substrate geometry and curvature on the adhesion of vesicle, with the above form of bending elastic energy,
in axisymmetric configurations. The contribution due to the Gaussian curvature has been ignored there, with the assumption
that the vesicle does not change topology during adhesion.

In this paper, we extend our previously developed phase field diffuse interface models of vesicle membrane deformations
to incorporate the effect of vesicle substrate adhesion as modeled by Eq. (2). The phase field model employs a diffuse inter-
face description of the vesicle via a phase field function (order parameter) whose zero level set implicitly defines the vesicle
surface C [13,14]. The phase field approach has the advantage that a single set of variational equations are defined in the
whole computational domain without explicit reference to an interface. This in turn avoids complications in the design of
numerical algorithms and provides a natural and systematic account for topology changes. For membrane deformation, this
approach has become increasingly popular in the research community in recent years, we refer to [5,8,9,12–14,19,22,26,39]
and the references cited therein.

To make a distinction in our presentation, the problem of finding the vesicle surface C to minimize the functional in (2) is
referred as the sharp interface model. As the interfacial width parameter approaches to zero, the phase field model studied in
this paper is consistent to (2). Due to the implicit surface representation of the vesicle, the phase field setting has the advan-
tage of offering greater flexibility in the description of the contact domain (contact zone) with varying topology, which could
not be easily addressed by the approach given in [11]. We further discuss an adaptive finite element method for the discret-
ization of the phase field model. Some simulation results based on the adaptive FEM are reported to serve as the validation of
both the consistency and the effectiveness of the phase field approach.

2. Discussion on the adhesion potential

There have been many studies on the various forms of adhesion energy between the vesicle and substrate. A particular
popular form is modeled via an effective contact potential, that is
WðxÞ ¼
w if dsðxÞ ¼ 0;
0 otherwise;

�
ð3Þ
with dsðxÞ being the distance of x to the prescribed substrate and w being a positive constant (here, the subscript s refers to
the substrate in order to distinguish from the distance function to the interface C used later). Other forms such as the poly-
nomial form [31], or the Morse potential [4] have also been introduced which provide an extra spatial length scale for which
the adhesion effect is accounted for and are thus more realistic. As our purpose here is to introduce a general phase field
framework that can take into account the adhesion energy which depends on the proximity of the vesicle with the substrate,
we consider an adhesion potential W which has the form
WðxÞ ¼ w expð�d2
s ðxÞ=d

2Þ; ð4Þ
with d being a small parameter that determines the range of this potential. We refer to this as a Gaussian potential model due
to the particular exponential form used. Notice that in the limit of d ¼ 0, we effectively recover the contact area formula with
the same w. As a verification of this consistency and an examination on how close the results are for small d, we computed
some three dimensional axisymmetric equilibrium shapes based on (3) and (4), respectively. As the parameter d approaches
zero, the solution with the contact area formula (3) is indeed recovered from the limit of the solutions corresponding to the
Gaussian potential (4). The comparison of shapes are shown in Fig. 1 and the total bending energies and adhesion energies
are provided in Table 1. The data corresponding to d ¼ 0 refer to the results computed using the contact area formula.

The computation of the axisymmetric shapes with the contact potential is performed with a MATLAB code developed in
[11] which handles only the case that the boundary of the contact area is given by a circle. The computation with the Gauss-
ian potential is performed using similar techniques. We note that in the latter case, no assumptions are made on the vesicle
being on one side of the substrate, thus, we see the slight protrusion of the vesicle surface into the substrate which are fea-
tures associated with the use of Gaussian potential. Naturally, it might be unrealistic or less-physical if the protrusion starts
to become significant. A geometric constraint can be explicitly imposed to eliminate the protrusion entirely should this be-
come a significant issue. With proper choices of the initial profile and parameters, solutions with substantial protrusions
have not been observed even without imposing the non-protrusion assumptions. Moreover, we note that other forms of
the adhesion potential, such as the Morse potential would automatically prevent the protrusion because of the fact that
the potential grows unbounded as the distance dsðxÞ approaches zero.

3. A phase field formulation

For the sharp-interface model, the investigation in the axisymmetric configuration reduced the Euler–Lagrange equations
to a system of ordinary differential equations (ODEs) similar to the analysis given in [11]. These ODEs can thus be solved
easily using an ODE solver for boundary value problems. In order to study more general substrates and vesicle shapes, we
need to work with the more general form of the Euler–Lagrange equations which consist of a set of highly-nonlinear partial



Fig. 1. Convergence of shapes for the Gaussian potential with w ¼ 10 for values of d! 0, the limiting shape corresponds to a contact potential with the
same w.

Table 1
The bending and adhesion energies for the shapes shown in Fig. 1.

Energy/d 0.15 0.10 0.05 0.002 0.0
Bending energy 21.259 21.824 22.977 25.767 26.149
Adhesion energy 45.043 43.645 41.340 36.366 34.934
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differential equations. By now, a number of techniques have been developed to numerically approximate such equations,
including widely-known methods in discrete computational geometry, immersed boundary approach and more recently
proposed methods based on finite element modeling [2,6,18,25,27,29]. In the current work, we adopt the phase field ap-
proach which has been developed to model the vesicle deformation and interactions with various external fields [13,12].
Using a diffuse interface description of the vesicle surface, the phase field model for adhesion is a natural extension of
the phase field model developed in our earlier works for the vesicle deformations. It provides great flexibility in describing
the vesicle deformation as well as the change of contact geometry. It also represents another step forward in building up a
phase field framework for modeling the complex morphologies and interactions of vesicle membrane with other biological
entities and physical environment.

We now introduce a phase function / ¼ /ðxÞ defined on the physical (computational) domain X that is taken to be large
enough to enclose both the vesicle and the part of substrate of interest. The function / is used to label the inside and the
outside of the vesicle C so that the level set fx : /ðxÞ ¼ 0g gives the membrane, while fx : /ðxÞ > 0g represents the inside
of the membrane and fx : /ðxÞ 6 0g the outside. As in our earlier works, we define the following phase field form of the
bending elastic energy:
E�ð/Þ ¼
Z

X

3
ffiffiffi
2
p

c1�
16

D/� 1
�2 /2 � 1
� �

/

� �2

dx; ð5Þ
where � is a transition parameter that characterizes the width of the diffuse interfacial layer and is taken to be very small
compared to the size of the vesicle. The functional E� is defined as the bulk integrals on the whole domain, rather than
the surface integrals as those in (1). Such energetic formulations may be viewed as diffusive relaxations or approximations
of the sharp interface models as they induce a thin transitional region near the interface and the parameter � represents the
thickness of this region.

For the adhesion energy, we adopt a corresponding phase field formulation
Z
X

WðxÞF�ð/ðxÞ;r/ðxÞÞdx;
where F�ð/;r/Þ is a function of the phase field variable / with the property that for small �,

(1) it is non-negative everywhere;
(2) its value approaches to zero for x outside the diffuse interfacial layer;
(3) its integral over the domain X is close to 1.
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These conditions naturally imply that Fð/;r/Þ should act like a measure concentrated in the diffuse interfacial layer sur-
rounding the 0 level set of /. Given the understanding that the phase field variables, especially those with bounded bending
energies as analyzed in [12,38], are nearly ±1 inside and outside the vesicle, with a typical tanh-like profile, it is possible to
construct several possible forms such as
3
ffiffiffi
2
p
�

4
r/j j2; or

3
ffiffiffi
2
p

4
�
2
jr/j2 þ ð/

2 � 1Þ2

4�

" #
;

to meet the above conditions. In the current paper, for simplicity, we elect to take
F�ð/;r/Þ ¼ 3
ffiffiffi
2
p

8
ð/2 � 1Þ2

�
: ð6Þ
For the volume and surface area constraints, we define the associated phase field functionals:
Að/Þ ¼
Z

X

/ðxÞ þ 1
2

dx; ð7Þ
and
Bð/Þ ¼ 3
ffiffiffi
2
p

4

Z
X

�
2
jr/j2 þ 1

4�
ð/2 � 1Þ2

� 	
dx: ð8Þ
We note that the phase field framework developed above can be extended to incorporate other physically and biologically
interesting features as well. For instance, following the study in [21], a gravitational energy due to the density difference
between the fluid inside and outside the vesicle can also be considered when the vesicle is relatively large. A gravitational
potential of the form
G
Z

X

1� /
2

x3dx; ð9Þ
can be included in the total energy in the phase field setting, where G is a dimensionless gravity parameter and x ¼ ðx1; x2; x3Þ
with x3 denoting the height of a volume element. Given the fact that the phase function / is nearly 1 outside the vesicle and
nearly �1 inside, in the sharp interface limit, this potential approaches G

R
x3dx which is consistent to the form considered in

[21].
To summarize, by using the penalty formulation for the volume and surface area constraints, the total energy in the phase

field form is then given by
E�ð/Þ ¼
Z

X

3
ffiffiffi
2
p

c1�
16

D/� 1
�2 ð/

2 � 1Þ/
� �2

dx�
Z

X

3
ffiffiffi
2
p

8
WðxÞ ð/

2 � 1Þ2

�
dxþ G

Z
X

1� /
2

x3dxþM1ðAð/Þ � aÞ2

þM2ðBð/Þ � bÞ2: ð10Þ
The original problem of minimizing the bending elastic energy, adhesion energy and gravitational energy with the prescribed
surface area and volume is now effectively transformed into the problem of finding, for small �, the function / ¼ /ðxÞ on the
entire three dimensional computational domain that minimizes the energy E�ð/Þ. The parameters a and b now prescribe the
values of the constraint functionals A and B associated with the volume and surface area, respectively.

The solution of the minimizing problem satisfies the Euler–Lagrange equation of the energy functional E�ð/Þwhich, in the
weak form, is given by:
�3
ffiffiffiffiffiffiffiffiffiffi
2c1�
p

8

Z
X
rf � rv þ 1

�2 f ð3/2 � 1Þv
� 	

dx� 3
ffiffiffi
2
p

2�

Z
X

WðxÞð/2 � 1Þ/vdxþ
Z

X
k� 3

ffiffiffiffiffiffi
2�
p

4
ffiffiffiffiffi
c1
p lf � G

2
x3

 !
vdx ¼ 0;
for any suitably defined test function v, where
k ¼ 2M1½Að/Þ � a�; l ¼ 2M2½Bð/Þ � b�;
and
f ¼
ffiffiffiffiffiffiffi
c1�
p

M/� 1
�2 ð/

2 � 1Þ/
� 	

:

The last equation can also be written in the weak form as
ffiffiffiffiffiffiffi
c1�
p Z

X
r/ � ruþ 1

�2

Z
X
ð/2 � 1Þ/udx

� 	
þ
Z

X
fudx ¼ 0:
for any suitably defined test function u. Note that either Dirichlet boundary condition or natural boundary conditions can be
specified. Following similar analysis as that in [15], it can be shown that as M1 and M2 go to infinity, k and l converge to the
Lagrange multipliers corresponding to the Eqs. (7) and (8).
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Intuitively, it is insightful to consider a special phase field function of the form /ðxÞ ¼ tanh dðx;CÞffiffi
2
p
�


 �
where dðx;CÞ is the

signed distance from a point x 2 X to the surface C. In such an ansatz, it can be readily seen that, as � approaches to zero,
Að/Þ approaches the difference of the volume outside and inside the vesicle and Bð/Þ approaches the surface area, while the
phase field forms of the bending elastic energy and the adhesion energy approach to the sharp interface version given by (1)
and (4). A more rigorous analysis of the consistency between the phase field model and the sharp interface model can be
given based on the similar analysis presented in [12,38] under the assumption of a more general ansatz. We leave out
the details in the current study.

While the phase field approach allows the capturing of vesicles with more complex topology and more general contact
geometry using a single set of differential equations in the whole computational domain, it appears to require much more
computational cost in comparison with the sharp interface description used for the axisymmetric analysis. This is because of
the increase in the dimension, that is, the determination of the phase field function is through solving the system of differ-
ential equations corresponding to the Euler–Lagrange equations defined in the three dimensional domain X, even though we
are mostly interested in the two dimensional zero level set of the phase field function corresponding to the vesicle surface C.
To reduce the computational overhead, we employ an adaptive finite element method to compute the solutions of the phase
field model so that most of the computational grids are mainly concentrated near the vesicle surface [16]. Away from the
vesicle surface, the phase field function is nearly ±1 with very small spatial derivatives so that a coarse mesh can be used
without incurring significant loss of accuracy. The details are given in the next section.

4. Numerical methods for the phase field model

In our earlier works, we have developed a number of strategies to numerically solve the phase field bending energy mod-
els. These include the finite difference methods [13], Fourier spectral methods [14], and finite element methods [16]. Here,
we adopt the adaptive finite element approximation developed in [16] based on a suitably defined residual type a posteriori
error estimator.

4.1. An adaptive FEM

We now present a brief account of the adaptive finite element method based on a conforming mixed finite element
approximation on a three dimensional isotropic tetrahedral mesh. For a detailed discussion, we refer to [16] and the refer-
ences therein. We first construct a conforming C0 finite element space Vh defined with respect to a triangulation of the com-
putational domain X. Here, h is simply used as a notation for the mesh. The constructed tetrahedral meshes are assumed to
be uniformly regular so that the standard maximum and minimum angle conditions are satisfied and the number of adjacent
elements to any given element is bounded independently of the mesh as the mesh gets refined.

Based on the weak formulation of the Euler–Lagrange equations and the definition of f, we have the following mixed for-
mulation for the approximate finite element solution /h and fh in a trial conforming C0 finite element space Vh:
� 3
ffiffiffiffiffiffiffi
2c1�
p

8

R
Xrfh � rvhdxþ 1

�2

R
X fhð3/2

h � 1Þvhdx
� 

þ kh
R

X vhdx

� 3
ffiffi
2
p

2�

R
X WðxÞð/2

h � 1Þ/hvhdx� 3
ffiffiffiffi
2�
p

4
ffiffiffiffi
c1
p lh

R
X fhvhdx� G

2

R
X x3vhdx ¼ 0;ffiffiffiffiffiffiffi

c1�
p R

Xr/h � ruhdxþ 1
�2

R
Xð/

2
h � 1Þ/huhdx

� 
þ
R

X fhuhdx ¼ 0;

8>>><
>>>:

ð11Þ
for all test functions vh;uh in the corresponding finite element test function space. /h is also assumed to satisfy the con-
straints (7) and (8) and kh and lh are the corresponding Lagrange multipliers. Again, boundary conditions are properly en-
forced either in the definition of the finite element spaces or in the approximate weak forms.

Finite element solutions can be obtained by either solving the nonlinear algebraic systems given by (11), or via a direct
optimization process of the discretized form of the phase field energy functional. In the phase field models, for small (and
constant) interfacial width �, the phase field solutions display large gradients within the diffusive interfacial region. Thus,
mesh adaptivity in the form of mesh-refinement and coarsening as well as mesh transformation can greatly improve the effi-
ciency of the numerical approximations. A posteriori error estimators are key ingredients in the design of adaptive methods
[3]. There have been many existing studies on deriving such estimators for the finite element approximation of linear and
nonlinear variational problems and for standard Galerkin and mixed finite element formulations, see for example [10,37]
and the references cited therein. In our earlier works, we reported the use of a residual type a posteriori error estimators
derived from the Eq. (11) in the absence of the adhesion energy term. A similar estimator can be derived to account for
the contribution of the adhesion potential term as well, and it has the form:
gK ¼
3
ffiffiffiffiffiffiffiffiffiffi
2c1�
p

8

X
e�X\K

h
1
2
ejej

1
2
@fh

@n

� 	
e

����
����þ hK kh �

G
2

x3 �
3
ffiffiffiffiffiffiffiffi
2c1
p

8
ffiffiffiffiffi
�3
p fhð3/2

h � 1Þ � 3
ffiffiffi
2
p

2�
WðxÞð/2

h � 1Þ/h �
3
ffiffiffiffiffiffi
2�
p

4
ffiffiffiffiffi
c1
p lhfh

�����
�����

K

2
4

3
5

28<
:

þC2 ffiffiffi
�
p X

e�X\K

h
1
2
ejej

1
2
@/h

@n

� 	
e

����
����þ hK fh þ

ffiffiffiffiffi
c1
p

�3=2 ð/
2
h � 1Þ/h

����
����

K

2
4

3
5

29=
;

1
2

; ð12Þ
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on a tetrahedron K with jej being the area of one of its face e;hK and he being the corresponding mesh parameters of the tet-
rahedral element K and the face e. The constant C is a weight coefficient used to balance the needs for resolving the thin
interfacial layer and the curvature of the vesicle.

The adaptive algorithm based on the above error estimator is similar to the one adopted in [16] with the objective of
reducing the error effectively to a given error tolerance. Briefly, let fMjgjP0 represent the various level of meshes generated
from the refinement and coarsening procedure and tol be a specified error tolerance. We introduce two parameters
rf > 1 > cf as the so called refine factor and coarsen factor. Then, following similar procedures documented in [16], the general
adaptive algorithm is given by the steps below:

Algorithm 4.1. Adaptive FEM
Start with mesh M0, set j :¼ 0; g :¼ tolþ 1.
while g > tol, do

solve the discrete problem on Mj;

compute local and global error indicators fgKg and g ¼ f
P

Kg2
Kg

1
2;

if g > tol, let N be the number of elements in Mj;
for all element K, do

if gK > rf g=
ffiffiffiffi
N
p

, mark K for refinement, end if;

if gK < cf g=
ffiffiffiffi
N
p

, mark K for coarsening, end if;
end for;
update Mj to get Mjþ1 and set j :¼ jþ 1;

end if;
end while.
Based on our experience [16], we used rf ¼ 1:4 and cf ¼ 0:7 in our simulations. For elements to be marked for coarsening,
the step only takes place if the resulting mesh remains conforming.

The reliability and effectiveness of the above adaptive algorithm have been carefully examined in [16] for the case with-
out the adhesion energy. Our simulation indicates that the effectiveness is maintained with the additional terms. The de-
tailed analytical works are omitted but the numerical illustrations are provided in the next section.

4.2. The computation of finite element solutions on a given mesh

In the numerical implementation, we work with a minimization procedure to solve for the finite element approximations
on adaptive meshes. For a given mesh, the minimization of E is carried out using a gradient flow approach [13,15]. Using a
backward Euler scheme for the gradient flow, we again arrive at a variational problem of minimizing the functional
1
2
k/nþ1 � /nk

2

Dtn
þ E�ð/nþ1Þ; ð13Þ
with the constraints being enforced as penalty terms. The solution of (13) at each step is obtained using the nonlinear Con-
jugate Gradient (NCG) iterative solver with a diagonal preconditioner. For small Dtn, the diagonal matrix is dominated by the
contribution of entries in the mass matrix which scale proportionally with the element size. The diagonal preconditioning
thus counter-balances the large variations in the matrix entries due to the adaptive meshing and helps to accelerate the con-
vergence of the NCG iteration. We generally adjust the time step Dtn so that the NCG method converges in 20–40 steps. This
allows efficient computation at each time step.

4.3. Choice of parameters and initialization

Without loss of generality, the computational domain X was taken to be a cube of the size [�1.5,1.5]3, with the vesicle
take up a sizable proportion of the domain. The bending rigidity was taken to be c1 ¼ 1.

We took the penalty constants large enough so that the volume and surface area constraints are satisfied with less than
0.5% error. Computationally, we find that it suffices to take M1 ¼ 10;000 and M2 ¼ 10;000. We numerically verified the con-
vergence of the Lagrange multipliers with such choices of penalty constants.

In practice, � is taken to be a very small number so that the thickness of the diffusive interfacial layer is much less than the
size of the vesicle and the range of the interaction between the vesicle and the substrate.

In some of our numerical examples, the parameter d used in the Gaussian potential is taken to be d ¼ 0:15. To get an idea
about how small an � would suffice, we performed some tests on a vesicle adhering to a flat substrate. The results, given in
the next section, show that one can get satisfying approximation of the adhesion energy when � equals 0.04. Thus, depending
on the accuracy requirement, we typically keep �, in our numerical examples, in the range between 0.02 and 0.04. Based on
the extensive numerical tests in [16], with � in this particular range, C ¼ 100 is seen as a good choice for the coefficient used
in the a posterior error estimator.
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The choice of initial profiles also plays an important role in the performance of the numerical optimization routine. We typ-
ically used a tanh profile associated with a particular candidate interface as the initial guess for the phase field function. Since
no explicit assumptions on the protrusion of the vesicle onto the substrate have been given, it is customary to make the can-
didate initial interface situated on one side of (say, above) the substrate. Computationally, this ensures that the captured ves-
icle surface would largely stay on one side of the substrate with the size of the protrusion well within diffuse interface layer.

5. Numerical examples

We now present some numerical examples based on the adaptive finite element approximations to the phase field for-
mulations. Since the quantitative assessment on the performance of the adaptive finite element method for the phase field
bending energy model has already been well documented in [16], we hereby mostly focus on validating the phase field ap-
proach and demonstrating its effectiveness in modeling the vesicle substrate adhesion. Note that the effect of the gravity is
only considered in the final example, and for other examples, the gravity term is not included.

5.1. Comparison with sharp interface solution

We first design a series of tests on assessing the accuracy of the phase field energy (10) to the sharp interface energy (2).
Since the sharp interface model is best solved for axisymmetric case using the developed ODE solver, we take an axisymmet-
ric case as an illustration.

In order to obtain good resolution of the vesicle curvature, the effective thickness of the interfacial layer of / is set to be
2% of the size of the vesicle which requires us to take � ¼ 0:04. We choose a flat substrate at z ¼ 0 with the interaction range
Table 2
Comparison of elastic bending and adhesion energies computed by sharp interface (SI) and phase field (PF) methods.

Energy Method w ¼ 1 w ¼ 2 w ¼ 5 w ¼ 10

Bending SI 20.97 21.15 21.91 23.20
Bending PF 21.40 21.51 22.55 24.17
Adhesion SI �4.66 �9.59 �25.15 �52.13
Adhesion PF �4.61 �9.50 �24.95 �52.03

Fig. 2. Comparisons of different cross sections of solutions for w ¼ 5; d ¼ 0:15 and � ¼ 0:04. The phase field computation does not assume axisymmetry but
the solution remains fairly axisymmetric. An enlarged area around the high curvature points is also shown.
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parameter d ¼ 0:15 in the Gaussian potential. An axisymmetric vesicle is used as a bench-mark. The energies of the solutions
of the phase field model are compared with those for the sharp interface model for different values of w. The sharp interface
model is solved using an ODE solver as described in [11] and the solution is used to generate a rough initial profile for the
phase field computation. The phase field model then is solved using the adaptive FEM. The resulting bending and adhesion
energies are listed in Table 2. We can see that for this range of w, the adhesion energy values display significant variations in
comparison with those of the bending energy. In fact, the adhesion energy changes, in absolute value, from being a relatively
small percentage (less than 25%) of the bending energy, to being more than twice the bending energy.
Fig. 4. The computed phase field solution / and a tanh profile generated using sharp interface solution.

Fig. 3. Comparisons of different cross sections of solutions for w ¼ 10; d ¼ 0:15 and � ¼ 0:04. Enlarged area near the high curvature points around
ðx; yÞ ¼ ð1;0Þ is also shown. With no assumption on the vesicle being on one side of the substrate, a slight protrusion of the vesicle surface into the substrate
is observed.



J. Zhang et al. / Journal of Computational Physics 228 (2009) 7837–7849 7845
We note that for even higher values of w, the bending energy contribution starts to diminish. We then are left with a sin-
gular perturbation problem since the zero bending energy case leads to the well known contact problem associated with the
Laplace–Young law and an appropriate contact angle condition. For the latter case, it is possible to implement a more
straightforward phase field model based on the phase field function and its low order gradient like the surface area func-
tional B ¼ Bð/Þ, which would be more effective computationally than the higher order phase field energy functional estab-
lished here for the bending energy. Our focus, in this work, is to consider situations where the bending energy plays an
important role in the total energy contributions.
Fig. 5. Slices of the mesh density (left) and vesicle surface (right) for the phase field solution with w ¼ 1.

Fig. 6. The transverse cross section (left) and the section along the cylinder axis (right) of a non-axisymmetric solution with a cylindrical substrate of cross
section radius 1.52, w ¼ 20; � ¼ 0:02 and d ¼ 0:15.

Fig. 7. 3D views of non-axisymmetric solution of Fig. 6 from different view angles. Left: viewed from above the substrate. Middle: viewed from below the
substrate, the approximate annulus region is exhibiting the contact of the vesicle surface with the substrate; Right: viewed from top.
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The cross sections of the vesicles for w ¼ 5 and w ¼ 10 are shown in Figs. 2 and 3, respectively, with the solutions for
phase field model drawn in solid line and sharp interface model in dashed line.

The phase field solution / is defined on the computational domain whose zero level set represents the vesicle surface C.
We expect / approaches a tanh profile
Fig. 10. The transverse cross section (left) and the section along the cylinder axis (right) of non-axisymmetric solutions with and without the gravitational
energy, for a cylindrical substrate with cross section of radius 1.58, w ¼ 20; � ¼ 0:02 and d ¼ 0:1.

Fig. 8. Vesicle attached to the top of a substrate (the surface corresponding to the revolution of the curve shown in the lower half). The same vesicle but
attached to the bottom of the substrate is shown in Fig. 9.

Fig. 9. Non-axisymmetric solution when the substrate is a cylindrical well generated by rotating a semi-circle (in x–z plane) of radius 1.4 about an axis
parallel to z-axis (see Fig. 8). The minimum distance of the axis of rotation from the semi-circle is 0.2 unit. Other parameters are w ¼ 20; � ¼ 0:02; d ¼ 0:15,
surface area = 9.01, and volume =2.32. Left: a side view. Middle: viewed from below the substrate. The light red patch is showing the area of the vesicle in
contact with the inner part of the substrate. Right: viewed from top.



Fig. 11. The transverse cross section (left) and the section along the cylinder axis (right) of non-axisymmetric solutions, with and without the gravitational
energy, for a cylindrical substrate with cross section radius 1.58, w ¼ 50; � ¼ 0:02 and d ¼ 0:1.
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/ðxÞ ! tanh
dðx;CÞffiffiffi

2
p
�

� �
; ð14Þ
as �! 0, where dðx;CÞ is the signed distance from a point x to C. For w ¼ 1 and d ¼ 0:15, we used the sharp interface solution
to generate a tanh profile as in (14) and compared it with the phase field solution / computed using � ¼ 0:04. Fig. 4 shows
the two profiles restricted on the line x ¼ 0; y ¼ 0. The phase field function / is seen to be very close to the tanh profile.

In addition, we plotted some sliced view of the mesh density and the shape of the computed vesicle in Fig. 5. The color coding
reflects the mesh density, and it shows a much higher concentration of the mesh in the interfacial layer and thus signals the
effectiveness of the adaptivity based on the a posteriori error estimation. We refer to [16] for more detailed benchmarks on
the computational costs of the phase field model, in the absence of the adhesion term, with respect to different values of
the diffuse interfacial width parameter �. Much of the conclusions of [16] remain valid with the addition of the adhesion term.

5.2. Non-axisymmetric substrate

Notice that the substrate is built in the phase field model through a distance function, and it is easy to incorporate curved
and non-axisymmetric substrate into the phase field model. To demonstrate this potential, we first look at an example of a
cylindrical substrate, with the radius of the cylindrical cross section equal to 1.52. In this example, we set
� ¼ 0:02; d ¼ 0:15;w ¼ 20 and G ¼ 0. Different views of the numerical solution are shown in Figs. 6 and 7.

In [11] we showed that concave-shaped axisymmetric substrates prefer adhesion more than convex or flat substrates. To
explore the non-axisymmetric situation, we investigate the adhesion to a substrate obtained by revolving the curve shown
in Fig. 8 (lower half). A vesicle shown there is attached to the top part of the substrate which is a convex spherical cap with radius
0.2. The substrate is formed by the top cap connected to a well which is the surface of revolution obtained by rotating a semi-
circle of radius 1.4. The bending and adhesion energies for the vesicle are 14.80 and �5.55, respectively, when w ¼ 20 and
d ¼ 0:15. When the vesicle attaches to the bottom (well) of the substrate, the symmetry is broken, and its shape can no longer
be described by an axisymmetric computation. Fig. 9 shows the shape when the vesicle is attached to the bottom obtained by the
phase field formulation developed in this paper. With � ¼ 0:02 the solution has a bending energy valued at 16.37 and adhesion
energy�67.49. The vesicle attaching to the bottom (non-axisymmetric in vesicle coordinate) has less total energy compared to
the vesicle attaching to the top convex part, indicating that wells are favored for adhesion. This validates our earlier observation
[11] that vesicles prefer concave substrates more for adhesion in the non-axisymmetric case, as well.

5.3. The effect of gravitational energy

Finally, we show an example where the gravitational energy (9) is added to the total energy. We take a cylindrical sub-
strate with radius 1.58, and set the parameters as � ¼ 0:02; d ¼ 0:1, surface area =2.27 and volume =0.308. For comparison,
we take two different cases of the contact potential with w ¼ 20 and w ¼ 50, and in each case, we consider the situation
without the gravity effect ðG ¼ 0Þ and the one with G ¼ 200 in the gravitational energy term. We note that the vesicles de-
form more under stronger gravitational force for both values of w and there is also more downward protrusion to the sub-
strate (due to the heavier body). However, for stronger adhesion with w ¼ 50 (Fig. 11), even though the deformation is still
visible in the top portion of the vesicle, the protrusion effect is less significant, compared to the case of w ¼ 20 (Fig. 10) with
the same choice of G ¼ 200. More phase field simulations can be carried out in the future to study the interplay between the
gravity and the adhesion effect such as those in [21].

6. Conclusion

In this work, a phase field model is developed for the adhesion of a vesicle to substrates with various geometry. The model
describes a general framework that can take into account the adhesion energy which depends on the proximity of the vesicle
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with the substrate. While we consider the adhesion potential to be a Gaussian, any other form of the potential can be incor-
porated without further difficulty. The phase field model is solved in a 3D computational domain and requires, in general,
more computational cost in comparison with the sharp interface description used for the axisymmetric analysis. To reduce
the computational overhead, we employ an adaptive finite element method to compute solution of the phase field model so
that most of the computational grids are mainly concentrated near the vesicle surface. We compute several axisymmetric
shapes and compare with the sharp interface ODE solution for the validation of the model. Furthermore, we compute shapes
for non-axisymmetric situations. The non-axisymmetric solutions obtained via phase field also supports the our earlier
observations made in axisymmetric analysis that concave substrates favors adhesion. We also demonstrate that other ener-
getic contributions, such as those due to gravitation effect, can also be properly incorporated in the phase field framework.
The phase field approach developed here can also be extended to treat the adhesion of vesicles having free edges [28,36]
based on the use of multiple phase field functions, similar to that discussed in [39]. Other possible extensions of our ap-
proach are the effect of mobile binders where the adhesive patch grows with time and the dynamics is dominated by intra-
membrane diffusion of binder molecules [7,34]. An adhesion potential that depend on the binder concentration and changes
with time can be considered. Such generalizations as well as studies of the interaction of the GUVs with the substrate in a
dynamic setting and with an external fluid environment will be considered in the future.
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