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Instability of a fluctuating membrane driven by an ac electric field
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Shape fluctuations of a planar lipid membrane in an ac electric field are investigated using a zero-thickness
electromechanical model, which accounts for membrane conductivity and capacitance, and asymmetry in the
properties of the fluids separated by the membrane. A linear stability analysis shows that unlike in the case of a
dc electric field, a purely capacitive membrane can be destabilized in an ac electric field. The theory highlights
that the instability originates from electric pressure exerted on the membrane.
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I. INTRODUCTION

Living cells maintain an electric potential difference across
their plasma membranes. Changes in the transmembrane
electric field are biologically important signals in physiological
processes such as signal propagation in neurons via action
potentials [1,2] and electric-field-directed cell migration [3,4]
in development and regeneration [5,6].

The transmembrane potential can be modulated intrinsi-
cally through transport of ions between the extracellular and
intracellular spaces or ionization of membrane lipids (e.g.,
due to changes in pH), or externally through application of
electric fields. Intrinsically charged membranes have been the-
oretically studied in order to predict the renormalization of the
bending rigidity and tension [7—12], membrane fluctuations,
and stability [13—17]. Similar studies of membranes in exter-
nally applied electric fields have only recently appeared [18—
25] (reviewed in [26,27]). Progress has been slow because of
the nonequilibrium nature of the problem, which involves cou-
pled evolution of electric fields, membrane shape, and flow in
the surrounding fluids. As a result, much of the rich dynamics
displayed by lipid membranes in electric fields [28,29] remains
unexplained. For example, in dc fields quasispherical vesicles
can deform into spherocylinders [30], burst [31], or porate
[32,33]. ac fields drive frequency-dependent membrane flows
[34] and membrane destabilization [35]. ac fields are widely
used in vesicle electroformation; hence understanding of ac-
field-driven instabilities may shed light on the vesicle forma-
tion mechanism. All theoretical analyses of membrane stability
so far have focused on dc fields and established several desta-
bilizing mechanisms: electric-field-induced negative surface
tension [18], electrokinetic flows [19], and electric pressure
and shear stress in the case of a membrane separating solutions
with different conductivities [24,25]. In real systems, these
different sources of instability are most likely all operational,
but one may dominate depending on the parameters of the
experiment. For example, when the membrane is surrounded
by fluids of the same conductivity, only the first two effects are
relevant. In this paper, we investigate the possibility of desta-
bilization of a nonconducting membrane, such as the typical
lipid bilayer, by the electric pressure generated by an ac field.

PACS number(s): 87.16.dj, 47.65.—d, 47.15.G—

The molecularly thin bilayer (thickness d ~ 5 nm) is treated
as a two-dimensional interface with effective capacitance
C, = &,/d and conductance G,, = 0,,/d. The membrane
separates solutions with different viscosities, conductivities,
and dielectric constants; see Fig. 1. Far from the membrane
a uniform electric field is created by applying a potential V
between two electrodes, placed at a distance L on either side.
To be able to study both dc and ac situations in the same
framework, we consider

V(t) = Vo(/1 — 82 4 8+/2 cos vt), (1)

where v is the angular frequency of the field, and § is a param-
eter varying between 0 and 1: § = 0 and § = 1 correspond to
a constant and a purely sinusoidal voltage, respectively. The
above expression is chosen because it conserves the root mean
square of the potential as the parameter § is varied (in contrast
to the form adopted by Roberts and Kumar [36]).

A. Physical motivation

Let us first recall the response of an insulating planar
membrane, G, = 0, subjected to a step electric field with mag-
nitude Ey = Vp/2L [E(t <0) =0, E(t > 0) = Ep]. Upon
application of the electric field, free charges brought by
conduction pile up at the membrane physical surfaces and
the membrane acts as a perfect capacitor.

At steady state, the entire voltage drop occurs within
the membrane (the transmembrane potential is V,, = V).
The membrane capacitor prevents any electrical current from
flowing through the system. Thus, electric fields in the upper
and lower solutions vanish and so does the electric pressure on
the membrane. Accordingly, the membrane is linearly stable
[24,25]. This is in contrast with ordinary fluid-fluid interfaces
(e.g., air/water) where the potential is always continuous:
bulk electric fields are nonzero and the corresponding electric
stresses may act to destabilize the interface [37-39].

However, while the capacitor is charging electric current
does flow through the system, and transient electric fields
exist in the bulk. The transmembrane potential evolves
exponentially in time [24]

Viult) = V(1 — e7'/n0), )
II. PROBLEM FORMULATION
) where
Let us consider a planar membrane formed by a charge-free
lipid bilayer with dielectric constant &, and conductivity o,. tmo =LCy, (0271 +o 1) 3)
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FIG. 1. Afreely floating planar lipid bilayer membrane separating
fluids with different physical (viscosity w) and electrical (permittivity
¢ and conductivity o) properties. A uniform electric field Ey is applied
far from the membrane. The time-dependent displacement of the
membrane above the x-y plane along the z direction is A(x,y,?).

is the capacitor charging time. Hence, we expect that the
membrane could become destabilized during this time; this
case has been observed in dc electric fields [24]. In this
work, we hypothesize that an ac electric field with a period
of oscillations comparable to the charging time (3) could
maintain electric currents through the membrane, and thus
promote membrane instability.

B. Governing equations

Membrane instability involves deformation; interface shape
in an electric field is determined by the balance of electric 7,
hydrodynamic tn4, membrane bending t,, and tension Ty
stresses

Tel +Thd =T +Tx. 4

Next we discuss the calculation of these stresses.

1. Membrane mechanics

Elastic properties of lipid membranes are described by the
model proposed by Helfrich [40], in which the deformation
energy for bending depends quadratically on the departure
of the local mean curvature H from its preferred value. The
bending tractions derived from the Helfrich energy are [41]

T = —k[4H — KGH) +2V}H]n, 5)

where « is the bending modulus, K is the gaussian curvature,
and V? is the Laplace-Beltrami operator.

Lipid molecules are free to move within a monolayer, and
their number in the bilayer is fixed. Accordingly, the membrane
can be treated as an incompressible two-dimensional fluid.
The membrane tension X is a two-dimensional analog of
the pressure in incompressible fluids; it is introduced the
enforce the constant surface area [42]. The surface force
associated with membrane tension has both normal (pressure)
and tangential (shear) components,

Ty =2%Hn -V, X, (6)

where Vi = I - V is the surface gradient operator and Iy =
I — nn is the surface projection.
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2. Electric field

We adopt the leaky dielectric model, which combines the
Stokes equations to describe fluid motion with conservation
of current described by Ohm’s law, J = o E [43]. Even though
the model was originally developed for fluids with very low
conductivity, it has been shown that it is an exact lumped
parameter description in the case of drop electrohydrodynam-
ics [44] and it has been successfully applied to model vesicle
electrohydrodynamics [45,46]. The charge of the diffuse layers
is effectively included in the induced surface charge density,

0 =n-(5E; — &E)), z=nh. @)

The absence of spatial charge means that the bulk fluids
are electroneutral and that the electric field is irrotational,
E = —V¢. Due to the membrane capacitance the potential is
discontinuous at the interface z = h(x,y,?), and we define the
transmembrane potential as V,, = ¢, — ¢,. The current con-
servation at the top (z = A™) and bottom (z = 4~) membrane
surfaces is

d
“'(Jl—Jm)z—%—Vs-(VsQl), Z:h+,
(8)
0
n-(Jn—Jo)= —% — Vi (viQ2), z=h",

where J,, is the Ohmic current flowing through the membrane
(if the membrane is conducting J,, = 0,,E,,). v is the interface
velocity; v, Q is the convective charge flux along the interface.
The charge densities Q; and Q, on the two surfaces of the
membrane facing fluids 1 and 2 are

0>, =CpVu —n-(Ey), (9)

where for a thin membrane we use the approximation &,n -
E, = C,V,. Note that the apparent induced charge of the
membrane (7)is Q = Q1 + O».

If charge convection is negligible then Eqs. (8) and (9) can
be rewritten as

E E
n-(oE+6—)=n-(0E +&— ),
ot ot

oE, oV,
. E — ) =Ch—— + G, V,,.
n (02 2+ & Py ) » + m

Q1 =n-(eE)—-CyVy,

(10)

The above equations express the conservation of normal
currents through the system. The membrane current has a part
due to the charging of the capacitor (C,,dV,,/d¢) and an Ohmic
part due to membrane conductivity (G, V,,, e.g., arising from
pores or channels). Likewise, the current in each fluid is the
sum of an Ohmic part ¢ E, and a displacement current edE/0¢
associated with charge relaxation.

The electric force density T acting on the membrane is
calculated from the Maxwell tensor,

E2
ta=n- (T - TY), T"J:s(EE—?I). (11)

The interfacial electric stress has normal (pressure) and
tangential (shear) parts,

P =t = 3[a1(ET, — ET,) —e2(E3, — E3 )],
Tel,r = E1(E10E1,0) — €2(E2, Eoy).

(12)
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3. Fluid motion

At the length scale of biological membranes, inertia is
negligible and the velocity v and pressure p fields are solutions
of the Stokes equation:

uViv=Vp, V.v=0. (13)
The no-slip boundary condition applies for the velocity
at the electrodes, vi{(z = L) = vo(z = —L) = 0. Membrane
deformation is determined from the kinematic condition that
the interface moves with the normal component of the fluid
velocity. For a planar membrane,

oh
— =v;-(Z2—Vh), (14)
ot
where vi(z = h) = v,(z = h) = v,. The area incompressibil-
ity of the membrane imposes an additional constraint on the
velocity field, V, - vy = 0. The viscous forces exerted on the
membrane are inferred from the hydrodynamic stress tensor,
Tha=n- (T =TH), T = —pI+ u[Vv+ (V)]
15)

where the dagger denotes the transpose.

C. Dimensionless parameters and rescaling

Upon application of an electric field, bulk fluids become
electroneutral on the charge relaxation time scales [47]
£ £
h=—, h=—, (16)
[on] (o))
and the leaky membrane capacitor charges on a time scale (see
Appendix A for the derivation)

LC, 1+R

In = ) (17)
o1 R+ gn(l+R)

where g,, = G,,L/o) is the nondimensional membrane con-
ductance and R = 0, /0. The electric stresses drive membrane
deformation accompanied by fluid motion with a time scale

(18)

where Ey = Vy/2L is the characteristic magnitude of the
imposed electric field. Resistance to changes in membrane
curvature drives relaxation on a time scale

o= T (19)
kq

for a membrane undulation with wave number ¢.

Henceforth, all quantities are rescaled by the properties of
the top fluid. The distance L between the membrane and the
electrode is used to rescale all lengths, and it is chosen for
two reasons. First, it is the only physical scale of our problem
(since we assume the membrane to be infinitely thin and large).
Second, it is a crucial experimental parameter determining, for
example, the strength of the electric field, for a given potential.
Additionally, the charge scale is € Ey, and stresses are scaled
by &1 EZ. The systematic analysis of the problem involves four
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dimensionless parameters:

273
e E5L 1,
w = Vi, Ca:—ozt—'(,
K
2e1 (20)
€] I €1EOCmL I
o= = —, = — ) —,
Lcm [ M107 Iel

o reflects the importance of bulk charge relaxation; 8 and the
capillary number Ca respectively compare viscous and elastic
effects to electrical pressure. In addition, the physical prop-
erties of the system are characterized by R = 0,/0; and § =
&,/¢1, which measure the electrical mismatch between the two
fluids, the viscosity ratio A = /1, and the nondimensional
membrane conductance g,,. We also introduce & = L L?/k,
which compares the membrane tension to bending forces.

III. PROBLEM SOLUTION

Here we perform a linear stability analysis by studying
the dynamics of a shape fluctuation mode h(x,t) = hq(t)eiq".
Without loss of generality we consider only a wave vector
parallel to the x axis. Accordingly, any variable u is expanded
in a series of the form u = u@(z,t) + uV(z,x,t) + - - -. The
superscript (0) corresponds to the base state, 7 = 0. u) =
u4(z,t) exp(igx) is a linear correction accounting for the effect
of the small undulations. In the next sections, we derive the
evolution equations for the amplitudes u,(z,?) and study their
growth rate using Floquet analysis.

A. Base state

In the base state the membrane is flat and fixed at z =0
(h = 0). After an initial transient corresponding to the charging
of the membrane, the electric fields are spatially homogeneous
in each region and may be written as

0)
,c

E§0> = Eioc)lc + Ei cos wt + E§°§ sin wt, 5
: : ey

E;O) = Eé(,)()jc + E;OZ cos wt + E;OS) sin wt.
The dc components of the fields are

O _ _&V1=8 0 _ o 22)
2,dc — R 4 gm(l + R)’ 1,dc — 2,dc*
As already noted, in the dc (§ = 0) case the bulk electric fields
vanish when the membrane is nonconducting, i.e., when g, =
0. This is not the case for the oscillating components, as seen
for example in their w — 4-oo limit (full expressions are given
in Appendix A):

\/58 (0)
1+S(1 +a)’ 2,5,w—>+00
= SEY

2,c,m0—+00?

EO

2,c,w—>+00 =

=0,
O ~ (23)

1,s,0—+00 —

E©

1l,c,w—+o0

The electric field in the base state generates a (rescaled) electric
pressure on the (flat) membrane (12),

PO HEO - SERR)L e

This isotropic electric pressure is compensated by hydrostatic
pressure, and the fluids are at rest in the base state. Moreover,
since the electric stress has no tangential component, from the

022713-3



JACOPO SEIWERT AND PETIA M. VLAHOVSKA

tangential stress balance (4) it follows that the tension in the
membrane is uniform at leading order: £€© = &,.

B. Linearized evolution equations

In order to determine the perturbed electric potential,
velocity, and pressure fields, we need to apply the bound-
ary conditions at the deformed interface. All variables are
expanded in Taylor series, and the boundary conditions are
evaluated at z = 0:

du
u(z=h)=u(z=0+h—
9z

z=0

du®
=u¥z =0+ [W(z =0 +h——

}. (25)
z=0

The solution for the perturbed potential yields [with boundary
conditions ¢V(+00) = 0]

P = Aig(D)exp(—qz), % = Az (1) exp(qz). (26)

We introduce Ay, and A, as the amplitudes of the potentials
on each side of the membrane, which are unknown functions
of time. The perturbed transmembrane potential is

VD = Agg — Arg + hy (EY” — EY). 27)

When dealing with simple interfaces, one typically uses i,
and the interfacial charge Q, to characterize the state of
the system [36,39]. Our problem is more complicated due
to the potential discontinuity, and needs a third variable to be
fully described. We choose to use &,, Ay, and Ay, (instead
for example of h,, V4, and Q) in order to obtain a more
symmetric (and convenient to manipulate) set of equations.
The current conservation (10) serves to relate Ay, and Ay, to
hy (through V,\)), and gives at first order

d Ay, dA,

Rz + Sa— = = —Aj —a—, (28)
dA aviy

Aig + dt“’ = — o+ gn Vg, (29)

The kinematic condition (14) describes the evolution of the
shape mode,

dh
— = BF@Ip™ Y = Cal(g" + &oghl, (30)

where

cosh2g — 1 — 24>
fla) = . :
2(1 + Mg (2g + sinh 2q)

In the absence of an electric field (p" = 0), Eq. (30)
describes the relaxation of shape perturbations towards a flat
membrane, under the influence of elastic restoring forces.
Considering a shape perturbation of the form A,(¢) = fzqe‘” ,
two well-known limits may be recovered. The first one is the
result of [48] for a tensionless (§y = 0 with our notations), sym-
metric (4; = w2), and unbounded (¢ > 1) membrane, which
in dimensional form is written as s = —k¢q> /41, ¢~ < L.
In the opposite limit of a wall-bounded membrane, ¢g~' > L,
we find s = —k L3¢®/12p1, in agreement with [49].

€29
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Equations (28), (29), and (30) describe the evolution of the
linearly perturbed system. Details about the calculations are
given in Appendixes B and C.

Equation (30) shows that the stability depends on the
electric pressure in the perturbed state (12), which is

pgl'(l) = quO)Alq + qSEEO)AZ‘I (32)

In (30), f(g) is always positive: it scales as ¢> for small
values of ¢, but decreases as 1/q when ¢ > 1. The elastic
term —Ca ™' (g* + £0q*)h, is always stabilizing (provided that
the tension & is positive): the g* contribution is due to bending,
the ¢? term is due to tension, and both oppose deformation.
On the contrary, electric pressure may become positive and
destabilize the membrane. However, for g >> 1 the elastic term
dominates, so the membrane is always stable for sufficiently
high wave numbers g.

The membrane experiences electric shear stresses as well:

ah oh
(¢)) ©0) (D (0))2 ©0) () ()2
)= B + () - s| e + 2 (2]

= —ip{"V 4+ 2igh, p™©, (33)
but they are balanced by gradients in the membrane tension.
The tension varies as & = & + &,(¢)e'?", where the nonuni-

form part £, is determined from the tangential stress balance
T = —Vsé, and

1,(1
p(ei,()

q

£, = — 2h, p™©. (34)
The perturbation in the tension does not enter the first-order
normal stress balance and does not affect the shape evolution
(30) (its contribution is second order).

C. Growth rate: Floquet analysis

When the electric fields E (10) and Eéo) are constant in
time (that is, when § = 0), the growth rate s of a given
perturbation is found by looking for solutions of the form
he(t) = ﬁqe”, Aiyt) = Aiqe‘”, as in [25]. The growth rate
s is then found analytically as the solution of a third-order
polynomial equation.

This approach is not applicable when electric fields vary in
time, which is the case of interest here. This is easily seen in
Eq. (29), where Eéo)(t) and F 50)(1‘) appear in the expression of
VD However, since the forcing electric terms are periodic in
time and our system is linear, we may use techniques derived
from the Floquet theorem to compute the growth rate s of any
perturbation. We will briefly outline these techniques here,
mostly following Klausmeier [50] (see also [36,39,51]).

Let us first assume that our system can be written in a matrix
form (the detailed transformation is given in Appendix D),

ax _ M@)X (35
dr ’
where X is a vector of length n describing our system (in the
present work n = 3 and the three elements of X are h,, Ay,
and Aj;), and M(¢) is an n x n matrix which is T periodic
in time (here T = 27 /w). The Floquet theorem states that the
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general solution of Eq. (35) is

X(0) =) ;e p(0), (36)

i=1

where the coefficients ¢; depend on initial conditions. The
vector-valued (here with three components) functions p; are T
periodic, which implies that their amplitude is finite and that
the long-term stability of the system is entirely controlled by
the real parts of the n Floquet exponents ¢;: the growth rate of
the system is s, = max Re(;).

The challenge is to calculate these exponents numerically,
and we employed two commonly used techniques. In the
integration method, one first integrates Eq. (35) over one
period, with the n x n identity matrix as initial condition,
which is equivalent in practice to solving it n times with
different initial vectors [(1,0,0), (0,1,0), and (0,0,1) in our
case]. The Floquet multipliers €% are the eigenvalues of the
resulting matrix X (7).

The other method is often referred to as the Hill’s method,
and uses a Fourier decomposition of the T -periodic matrix M
and the functions p;. Let us consider one Floquet exponent
¢. The corresponding p may be written as an infinite sum of
its Fourier components: p = Y ;°°__ pre’*". In our system,
this can be equivalently written in terms of our variables
as (simply making explicit the three components of the
vector-valued function p, and of its Fourier components
pk) hq = kJ:o_oo hkeik"”e“, Alq = lejioo alkeik“”ef’, and
Ayy = 3 72°  ase™@ e’ These expressions are then intro-
duced in Eq. (35) (where the T-periodic matrix M has also
been expanded in Fourier series), and collecting coefficients
in front of the same-order harmonics yields an eigenvalue
problem of the form M, X, = ¢X,. X, is an infinite vector
containing all the coefficients Ay, aj, and ay; and accordingly
M, is an infinite matrix. Hence, there exist an infinite number
of eigenvalues ¢. Given one solution, an infinite family of
solutions can be generated by adding iw to it an arbitrary
number of times (which does not change its real part, but
simply corresponds to a shift in phase of one period). And, in
fact, the entire set of solutions forms n different families, each
based on one of the “real” Floquet exponents of the system.

When solving the eigenvalue problem numerically, the
Fourier decomposition is truncated at order N, and M, (given
for reference in Appendix D) becomes a finite matrix of size
(6N +3) x (6N + 3).Its 6N + 3 eigenvalues are easily found
using any computational tool and they can be separated into
three families of 2N 4 1 solutions as shown in Fig. 2. The
truncation errors show up in the fact that the solutions are
not exactly separated by iw. Additionally, the eigenvalues’
real parts are not exactly the same within each family: for the
family with the largest real part in Fig. 2, they lie between
0.04 and 0.12. To improve the accuracy of this technique, we
consider only approximately one-third of the total number of
eigenvalues, those whose imaginary part is closest to zero,
and average their real parts within each family. We thus get
from the calculation three real numbers (corresponding to the
computed real part of each Floquet exponent), and the largest
one is chosen as the growth rate of the system.

In Hill’s method the accuracy is very simply controlled by
the truncation threshold N, whereas in the integration method
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FIG. 2. Illustration of Hill’s method (see text), for ¢ = 10, R =
10,S=1l,w=1,6=1,Ca=10°,8=1,g, =20, =0.1,A = 1,
and & = 0. We plotted all the complex solutions ¢ of the eigenvalue
problem. For clarity, we kept only the first three modes of the
Fourier series (N = 3), and accordingly there are 6 x 3 + 3 = 21
eigenvalues. The eigenvalues segregate into three distinct families of
approximately equal real parts, and their imaginary parts should differ
by iw (here @ = 0.05). This is not the case for the family with the
highest real part: too few modes were taken into account to guarantee
satisfactory precision of the calculations (N = 50 modes are used
throughout this work).

it is controlled by the tolerance parameter of the integration
scheme used (we used the ode45 solver of MATLAB software,
based on an explicit Runge-Kutta formula). When comparing
the two methods, we adjusted this tolerance parameter so that
both of them achieved comparable computational speeds. In
the dc case (6§ = 0), the results of the Floquet analysis with
N = 50 agree with the analytical solution by Seiwert et al.
[25] (the relative error is on the order of 10~'2). Although
not shown, we checked that the calculations are converged
for all values of the parameters (and in particular for § > 0).
Throughout this study we preferentially used Hill’s method,
as we found its behavior to be more robust, and mostly used
the integration method as a mean to check our results.

IV. RESULTS

Typical values for the parameters in experiments with giant
lipid vesicles are R=10, S=1, A=1, o =1, Ca= 10’
(corresponding to electric field strengths of 1 kV/m), 8 =1,
gm = 0,and « = 0.1 [25,29]. To calculate some of this values,
we considered L ~ 100 um. Depending on the conductivity
of the surrounding fluids, the capacitive charging time varies
between 1073 and 1 s. We will most often assume a purely
sinusoidal potential, i.e., § = 1. The membrane tension in the
absence of electric field can be as low as 10~ N/m [52];
therefore, for simplicity, we consider an initially tension-free
membrane, that is, & = 0.

A. Effect of the ac field frequency

Before delving into the analysis of the effects of the
time-varying electric field, we summarize a few important
results in the dc case [25]. If displacement currents are
negligible (equivalent to setting & = 0), which is justified in
most biological applications, the criterion for instability is
gm(R — 1)(R? — S) > 0.Inthe more general case o # 0, there
is no such simple criterion but instability always requires a
conducting membrane (g,, > 0), and fluid properties (R and S)
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FIG. 3. (Color online) Growth rate s as a function of wave number
g,forR=10,S=1,Ca=10,8=1,2, =0, =0.1,A = 1,and
&) = 0. Dashed lines correspond to dc electric field § = 0 and solid
lines correspond to a sinusoidal electric field § = 1 with frequency
w = 3. For each family of curves, g,, increases from bottom to top:
gm = 0 (black), 4 (red), 20, (green), and 1000 (blue). Note that, unlike
what happens for a dc field, in the ac case an instability develops even
for g,, = 0. As g,, increases, the ac and dc growth curves collapse
(they become indistinguishable on the graph for g,, > 20): 4+ symbols
correspond to the g,, > 1 limit, which is the same for ac and dc fields.

within a certain range. In particular, there can be no instability
if the fluids have equal conductivities, thatis R = 1.

In contrast to the dc case, the membrane can be unstable
in an ac field (§ = 1) even for g,, = 0, due to the fact that
the time-varying field generates currents in the system by
alternatively charging and discharging the membrane over
each period. Figure 3 compares the growth rate s as a function
of wave number ¢ for a dc and an ac electric field, and different
values of g,,.

As g, increases, both the extent of the unstable region and
the maximum growth rate sy.x increase, and the difference
between the ac and dc results decreases. The latter effect
reflects the fact that the current due to the charging of the
membrane 0V, /9t becomes negligible compared to the Ohmic
current g, V,,. As g, — +0o both growth curves converge
towards the limit obtained for a dc field. This limit has
a simple analytical expression when displacement currents
are negligible (as < 1), which illustrates nicely the balance
between the restoring elastic and the destabilizing electric
forces:

>+ o2 (R —1D(R* = 5)
sory T = .Bf(CI)I:qEz,ch—H

—Ca~'(¢* + socﬂ)] (37)

As a conclusion, the effect of a varying electric field is most
pronounced when the conductivity of the membrane is low,
and for the rest of this study we will focus on g,, = 0.

The effect of the field frequency w on the maximum growth
rate Smax 1S illustrated in Fig. 4. It shows a nonmonotonic
dependence, where at low frequencies sy.x approaches its dc
value and at high frequencies syax vanishes independently of
the membrane conductivity g,,.

Figures 3 and 4 also illustrate the typical values of the
nondimensional instability characteristics: Spax & 0.1, gmax ~
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FIG. 4. Fastest growth rate s;.x as a function of w for R = 10,
S=1,§=1,Ca=10°,8=1,a = 0.1, = 1, & = 0, and different
values of g,,. The short horizontal lines starting at the origin of each
curve represent the values calculated for the dc field § = 0.

1-10. For a giant lipid vesicle, these correspond to a most
unstable wavelength of 1-100 um.

1. Instability at high frequencies ® > 1/«

Figure 4 shows that at high frequencies, the maximum
growth rate sy, decreases but remains positive, implying
instability. In this frequency regime the period of the field
oscillations becomes shorter than the bulk charging time,
i.e., > 1/, and the system is dominated by displacement
currents. The base electric fields reduce to (in the case of
s=1)

s _ V2
O __ V2
1+S8S+aS

The fact that the electric fields do not depend on R or g,
anymore is a consequence of the prevalence of displacement
currents. By assuming that each variable varies on the same
time scale as the electric field, so that it is negligible compared
to its derivative when w >> 1/«, the continuity of bulk currents
across the membrane becomes

coswt, E\ =SE.  (38)

dA]q dAZq .
o di = —0657, 1.€., Alq = —SAzq, (39)
whereas the continuity of bulk and membrane currents gives
dA, dh
—(gS+1+5) dt‘f = d—t‘f(E}‘” — EY)
dh
= d_;ngm(s — 1),
hyEY(S — 1
A, :—M—i—lﬂ. (40)

g agS+1+S

The constant K; can be found from the initial values of Ay,
and A, and it is neglected since we focus on unstable modes
(for which h, diverges). The evolution equation for A, is thus

2
dh, (E;O)) (S — 17 14 )
— = Bfh §—r——"_C + .
dt 2 q(q agS+1+4+S (g 504°)

(41)

This equation has a simple analytical solution, since Eéo) is
a sinusoidal function, and the growth rate s can be instantly
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FIG. 5. (Color online) Maximum growth rate s,,x as a function
ofwfor R=10,8=1,Ca=10,8=1,8,=0,a0a =0.1, 1 =1,
& = 0, and different values of S. The horizontal lines are calculated
from the approximate solution (42).

recovered by averaging the equation over one period

_S-DF (EP?) —Cal(g* + &gD) ), 42)
wgS+1+85"2 4 Tsd) )

s =Bf (qS
where (- - -) denotes time averaging over a period. The electric
field contribution in Eq. (42) (the first term on the right-hand
side) is always positive, and thus destabilizing. It is also
dominant at small g; thus it follows that the membrane is
always unstable in the high-frequency regime as long as S # 1
(as seen in Fig. 5).

2. Intermediate values of ®

An important conclusion is drawn from the results in the
previous section: the membrane can always be made unstable
by increasing the frequency of the field, provided that the
liquids have different permittivities (S # 1). For S =1 and
gm > 0, the membrane is unstable for very low frequencies
(in the dc limit), provided that the liquids have different
conductivities (R # 1). However, the membrane is always
stable in the case of symmetric fluids, R = § = 1.

In most biologically relevant situations S ~ 1 and thus
the membrane is stable at high frequencies. Moreover, at
low frequencies the membrane is also expected to be stable
because an intact lipid membrane has negligible conductivity
(gm < 1). The question arises of whether the membrane is still
stable at intermediate frequencies. To answer this question, we
present an approximate analytical solution of our system, valid
for v <« 1/a. Displacement currents may then be neglected,
which corresponds to setting @ = 0 in the evolution equations.
This greatly simplifies the relation between the electric fields
in the fluids on either side of the membrane, giving for the
base and linearly perturbed states

E® =REQ, A, =—-RAy,. (43)

The simplicity of these relations makes it convenient to use the
transmembrane potential as a variable: V,{)) = Ay (R + 1) +

hyES(R — 1). The system (28), (29), and (30) thus reduces
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FIG. 6. Numerical integration of the system of equations (28),
(29), and (30), for R=10, S=1, w=1,8=1, Ca=10°, B =
1, g»n=0,a=0.1, A=1, and £ = 0. (a) Evolution of &, (solid
lines). Dashed lines represent the normalized variation around an
exponential growth, which is within 1% of h,. (b) In contrast, A,
and A,, vary almost sinusoidally around O (with a slowly growing
amplitude).

to two coupled equations:

dh, on2(R—D(R* =) o ,
—1 — ENYy———— =~ _¢C h
o ﬂf(q(z) Rl a~'(q* +&47) |y
RZ—S
— BfqEY ——— Vv 44
ﬂfq 2 R+] qu’ ( )

dVi) R+ gn(1+R)
dr 1+R

R—1
Vo) + qREg(’)R—th. (45)

We further assume that s, varies exponentially: h, = hess!.
Although it is difficult to provide a proof of validity for this
approximation, it holds empirically very well throughout the
range of parameters used in this work. As seen in Fig. 6,
the amplitude of the oscillating part of h, is typically 1%
of its value. In contrast, A, and A,,, for example, vary
almost sinusoidally around 0 with a slowly growing amplitude
[Fig. 6(b)].

This assumption allows us to calculate (easily, albeit
tediously) Vn(llq) from Eq. (45), and insert it in (44). The
right-hand side of (44) oscillates with a frequency w (due
to the terms containing Vn(11q) or Eéo)). We lastly assume s < w,
and average the equation over one period. This leads to a
fourth-order polynomial equation for s,

R—1)(—R*+S)
(R + 1)
(s + K EY?) + 0’ ER”
(s + K+ o*s + K)

s =ﬂfq2R(

+ 5o, (46)
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FIG. 7. (a) Growth rate as a function of wave number for R = 10,
S=lL,w=1,8§=1,Ca=10°,=1,g, =0, =0.1,A = 1,and
& = 0. (b) shows the largest growth rate as a function of w. In both
figures, the solid line is the result of the Floquet analysis, while the
dashed line represents the approximate solution (46). As expected,
the latter is valid only for low frequencies (w < 1/a), since it does
not take into account displacement currents.

where
K — gR+gn +R) (47)
B 1+R
and
R—1)R* -8
so = Bfq M(Eé‘”z) — BfCa\(q* + &47).

R+1
(48)

Figure 7 compares the growth rate obtained from this poly-
nomial approximation with the Floquet analysis for a system
with o = 0.1. As expected, both agree for o < 10, orew < 1.
For higher values of w, the approximate solution has a totally
different behavior; s, reaches a plateau sy & 0.15, whereas
the true solution vanishes. This discrepancy is obviously due
to the neglected displacement currents in the approximate
solution.

For our discussion, let us consider the long-wavelength

limit of our approximation g < 1, where the growth rate is
simply

(R —1)(R* - S)(E§0)2>.
R+1
Although this result is an approximation, it is very robust
since w and g can be chosen independently as to satisfy the
assumptions s < o < 1/a. It proves that the membrane is
unstable when (R — 1)(R* — §) > 0 and ((EY")?) # 0. This
is always the case when S = 1 and R # 1, as long as § # 0.

s = Bfq (49)
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FIG. 8. Properties of the instability for R =10, S=1, o =1,
s=1,=1,8,=0,0¢a =0.1,A = 1,and & = 0. (a) Growthrate s as
a function of ¢, for increasing values of Ca. The growth rate converges
towards a limit curve (dashed line), which is calculated numerically
by setting Ca~!' = 0 in the system of equations. (b) Whereas the most
unstable wave number gu.x (and sm.x) converges towards a finite
value, the highest unstable wave number ¢, diverges as Ca — +o00.

Going back to the discussion at the beginning of this section, it
means that by a careful choice of the frequency of the field, a
biomembrane can always be made unstable, unless R = § = 1
(in which case the two surrounding fluids are electrically the
same).

B. Effect of electric field strength: Ca and

Experimentally, the easiest way to enhance the instability is
to increase the applied voltage. With our rescaling, this means
increasing § and Ca, which both scale as V2. butto simplify the
discussion, we will consider each of them separately. Figure
8 illustrates the effect of Ca. The growth rate s increases
with this parameter and tends towards a limit curve [dashed
line in Fig. 8(a)], which is calculated numerically by setting
Ca~! =0 in Eq. (30). Physically, this limit corresponds to
neglecting all mechanical restoring forces of the membrane
(tension and bending resistance): the problem simplifies to a
balance between electric and viscous stresses. Since there are
no restoring processes, the stability is entirely determined by
the sign of the electric pressure, which is destabilizing for the
set of parameters shown; the growth rate is always positive.
An important consequence, as seen in Fig. 8(b), is that the
extent of the unstable wavelengths diverges with Ca (that is,
the largest unstable mode g, tends to +00). In contrast, both the
largest growth rate sy,,x and the most unstable wave number
gmax approach a finite value. Indeed, once the elasticity of
the membrane becomes negligible, the interface dynamics is
controlled by the electric pressure and must be independent of
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FIG. 9. Properties of the instability for R =10, S=1, 0 =1,
§=1, Ca= 10, gn=0,a0=0.1, A =1, and £ = 0. (a) Growth
rate s as a function of ¢, for increasing values of B. The fastest
growing wave number and the extent of the unstable region are
almost independent of S. (b) The maximum growth rate sy,,,, however,
increases almost linearly with 8.

Ca. Typical biophysics experiments, with Ca & 10°, lie just at
the edge of this plateau regime.

Figure 9 shows that increasing B affects the most un-
stable and the highest unstable wave numbers very little.
Figure 9(b) shows that the maximum growth rate, however,
increases almost linearly with 8. This behavior is illustrated
by (30), where B appears as a multiplication factor of dh, /dt.

V. CONCLUSIONS

We have analyzed the destabilization of a bilayer membrane
by the electric pressure generated by a uniform ac electric field.
The main result is that while an insulating membrane is linearly
stable in dc electric fields, using ac fields, the membrane
can always be made unstable, except for the symmetric case
of a membrane separating the same fluids R=S=1. In
the present model, at very low frequencies the instability is
controlled by the dc field criterion g,,(R — 1)(R?> — S) > 0
[25]. At intermediate frequencies (w < 1/a), the instability
appears when (R — 1)(R?> — §) > 0. And at large frequencies
(w > 1/a), the membrane is unstable with a growth rate
proportional to (S — 1)2.

This discussion takes into account only the destabilization
due to the electric pressure produced by the electric field. It
would be very interesting to see how other mechanisms of
instability, such as electric-field-induced negative tension (as
studied in [18] for a dc field) and electrokinetic flows [19], are
affected by an ac field.
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APPENDIX A: ELECTRIC FIELDS IN THE BASE STATE

To calculate the electric fields in the base state, we
consider independently the dc and ac parts of the potential

V = /1= 8%+ 82 coswt to find the corresponding parts
of the electric fields.

1. dc potential
Let us first consider an applied dc potential V(¢) = 1. To
find the dc part of the fields, we will just multiply the result by
+/1 — 82.In each fluid, k = 2,1, the potential ¢ is solution of
the Laplace equation V2¢, = 0. The potential is imposed at
the electrodes [¢(z = £1,t) = F1/2], which gives

$1(z) = —1/2+ pi(z = 1), ¢2(z) =1/2+ pa(z + D).
(AL)

In the case of fast bulk charge relaxation, @ = 0, the conser-
vation of bulk currents reduces to RE»(0) = E(0), or

Ry = B1.

The transmembrane potential is V,, = ¢»(0,1) — ¢1(0,1) =
1 4 B>(1 + R). The equation for V,, from the continuity of
bulk and membrane currents becomes

(A2)

dV, R4+g,(1+R R
+ +gm(1 + H%: 7 (A3)
dt I1+R I1+R
which yields
R —t/t,
Vn(t) = ————— (1 — e ''™), (A4)
R+g,(1+R)

where the (nondimensional) charging time for a leaky capaci-

tive membrane is

_ (1+R)
R+gu(14+R)

Atsteady state, V,, = R/[R + g,(1 + R)], which gives the
dc part of the electric fields,

(AS5)

m

E _ Rgm\‘l_82 E _ gm\/l_82 (A6)
YT Ry g1+ R P T Rtgu(I+R)

2. ac potential

Let us now consider a sinusoidal potential V = cos wt. We
use complex notation to find the electric field and write the
potential as ¢ = ®e'“’. The Laplace equation becomes AP =
0; together with the continuity of potential at the electrodes it
imposes:

Ql(z,t): _1/2+§1(Z_1), Qz(z,t)z 1/2+£2(Z+1)

(AT)
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Conservation of bulk currents imposes

RE, +~aS0,E, = E| 4+ a0, Eq,

(R+iaSw)B, = (1 +iaw)B,,

R+ iawS

B, =R5, l+icw

with R = (A8)

The continuity of bulk and membrane currents becomes
—(R+iawS)By =d/ Vi + 8 Vi, withV, =14+ B,(1 + R).

_ Sas8n R+ en(1+ B + 0’1 + S+ aS] + (1 + R+ aS] + ¢?0’gu[R + gn(1 + )]

PHYSICAL REVIEW E 87, 022713 (2013)

Simple substitution gives

Ez = - : §n T lw- : (A9)
R+icwS + (gn +io)(1+ R)

We write the electric fields as Ey = Ep.coswt +
Ey s sinwt with the amplitudes of the sine and the cosine
components given below for reference:

(]
E2,c

[R + gn(l + R) — a?w?S — @?a(S + D]* + @?[1 + R+ a(R + §) + ag,(S + DJ?
aS[w2(1 +a’g,) +gn+ gﬁl] — R[l + agi + aw’(l + Ot)]

’

EY =25 , Al0
2.5 “IR+ gn(1+ R) — 20?8 — 0?a(S + DI + @[l + R+ a(R + ) + agn(S + D2 (A10)
o (R+SPAEY) —aw(R—SEY, o (R+Se?0)EY) + aw(R — S)EY)
El ¢ = 2 il , El L= s €
., 1 + a2? : 1+ o?w?
[
APPENDIX B: FLOW AROUND THE MEMBRANE M, is determined from the normal stress balance
AT FIRST ORDER b b (1)
O «( el,(1) _ _mm\ __
The velocity field in a bounded domain is (7 Tia )+ (p a e )=0. (B7)
V2 = iq{=C,q(z + 1) coshlg(z + 1] where 7" = 7, + 7. Then
+[C, + D,(1 + 2)]sinh[g(z + D]}, Iy RERTE g coshg + sinhg
= —1 "
Vy.x2 = {Dyq(z + 1) cosh[g(z + 1)] ! q*[2q + sinh(2q)]
_ 2 . K
+[Dy; — Cyq*(1 + 2)Isinh[g(z + D]}, (B1) « [p;m) + 3(q4 +§0q2)hq:|. (B8)
61EOL
Vg.2,1 = iq{—M,q(z — 1) cosh[g(z — 1)] - o bal
+[M, + Nq(Z — D]sinh[g(z — DI}, e tangential stress balance
vye1 = {Nyq(z — 1) coshlg(z — 1)] (T _ gDy 4 (gD _pmmy _ g (BY)
+[N, — M,q*(z — 1)]sinh[g(z — D]}.  (B2)

It satisfies the no-slip boundary condition at the electrodes
z = =£1. The corresponding pressure field is
Pq.1 = 2iq{Myq cosh[g(z — )] + N, sinh[g(z — D]},
Pq.2 = 2iq{Cyq cosh[q(z + D] + D, sinh[g(z + D)]}.
(B3)

In the Monge representation, z = h(x,t), and with Fourier
mode decomposition, the kinematic condition (14) becomes

dhy

dt
Since the leading-order velocity field is zero (hydrostatic
equilibrium around a flat membrane), we have simply

=V, —iqughy. (B4)

; 2
% _ M _ , ig[cosh(2q) — Z.q —1] (B5)
dt wd 2(g cosh g + sinh q)

The continuity of normal velocity yields C, = —M,. The area

incompressibility requires that v’ = 0. Hence,

PE
D,=N,=-M,——. B6

4 1 ?qcothg + 1 (B6)

serves to determine the nonuniform membrane tension which
influences the dynamics at next order. From 7' = ig ¥, we

find £,(1) = (R2 — S)EL ([ A, (1) + EV(1)h, (1)),

APPENDIX C: MEMBRANE STRESSES

The general formula for the bending tractions is given by
(5). Since our problem is invariant in the y direction, the
Gaussian curvature vanishes. On the other hand, the mean
curvature H is a first-order quantity: H = %V ‘N R —q—;hq.
Hence, when evaluated at first order, the bending stresses are

) = —Ca'¢*h,i. (C1)
The tension stresses in dimensionless form are
7y = Ca '€ Hn — V,£). (C2)

At first order, the normal part of this stress only depends only
on the value of the tension in the base state, which is constant,
&y. Thus,

) = —Ca N (&0q?2 + iq&,R)h,. (C3)
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APPENDIX D: FLOQUET ANALYSIS

1. Dynamical system

In Sec. III B we wrote the evolution equations determining
the stability of the system as

dh
— L= BI@IGED A + g SES Aoy
—Ca~'(¢* + E0ghy], (D1)
Ay, Ay,
A — = —RA,, — —_— D2
lq +a dt 2q aS dt ) ( )
VD= Asy — Ay By (EP — EY), ©3)
dA av
A+ dt]q = =g Ve (D4)

However, Fourier analysis requires a linear first-order equation
system. We thus rewrite our system (with AE = E io) - Eéo))
as

dihy = BF@Q[gE\" A1y + gSEY A,

—Ca~'(g* + £0gPhy ], (D5)

a(agS + 1+ 5)3; Az,
= —ah,(; AE + g, AE — fbAE)
—Ay, (ozqR + R4 oag, + anqEéo)AE)

~Aiy (1 — agn +afqEPAE), (D6)

a(@gS + 1+ )i Ay
= aShy(3,AE + gu AE — fbAE)

+A2(— R+ gnaS +aS* fqEY AE)

—Ayy(@gS + 1+ gnaS —aSfqEVAE), (D7)

where b = Ca~!(¢* + &g?). This system can be written in

matrix form ‘Z—f = M(t)X, where X is a three-component

vector (hg,A14,A2).
2. Hill’s analysis

The Floquet theorem tells us that for each fundamental
solution of the system, h,, Aj,, and A, can be written as
Re[h, 1(1)e*'], Re[A1,,7(1)e*'], and Re[A,, 7(1)et’], where

PHYSICAL REVIEW E 87, 022713 (2013)

the subscript 7 denotes a periodic function. The Floquet
exponents ¢ (which are complex) control the stability of the
solution, and there is one per fundamental solution, that is,
three in our system. The first method that we used to find those
requires integration of the system numerically over one period,
and is described in the text.

The second method uses a Fourier decomposition of the
periodic functions (called Hill’s decomposition):

o0 o0
ikt ikt
hgr = E hie'™, Ayt = E a e,
—0Q

—00
oo
A _ ikwt
24.T = arxe .

—0Q0

(D8)

These expressions are then substituted into the set of equations
(D5)—~(D7). Coupling between different modes of the Fourier
decomposition appears whenever a variable (hy, Ay, or Ay,)
is multiplied by an (oscillating) electric term. As an example,
we list below the product of a generic variable g, and a simple
sinusoidal electric field with frequency w, in terms of Fourier
components. Notice that sub- and superharmonic terms are
generated:

8q.7(Eccoswt + E sinwt)
o0 eiktDor | pitk=Dor
= Z ngc
—00 2
pitk+Dot _ ,itk=Dor
2i >

+ngx

o0

ik, Ee_iEs E(‘+lEv
=y e ’(gk_lT + ng). (D9)
—00

Collecting terms in the same power of ¢/ yields an eigenvalue
equation of the form ¢ X, = M, X, where X, contains all the
Fourier coefficients of &, A4, and Ay, and is of infinite size.
To solve this equation and find the values of ¢ (the method is
specified in the text), the Fourier decomposition is truncated
at order N. X, is then of length 6N + 3, and is written X, =
(h—nh_ny1,....hy_1,hy,a1—N, ... .a1.N.Q2—N, ... ,G2N).
To write the coefficients of the matrix M., it is convenient to
introduce simplified notations for the electric fields and their
products:

E;O) = Ei(f)d)c + EI(OC) cos wt + El(os) sinwt, AE = Eio) — E;O) = Eg + E. coswt + E, sinot,

EVAE = E; g + Ei.coswt + E; s sinot + Ei o cos 2wt + E; 5 sin20t.

As an illustration, we list the dc parts of AE and EEO)AE :

. 0 o =
Ege=E{) — Ey Eige=E

0) A
i(,chdC +

(D10)

0) & 0) &
EVE +E"E,

> (D11)

The coefficients of M, can then easily be deduced from the following relations, valid for —N < k < N [for compactness,

b= Ca ' (g* + &qg?)]:

Chi = —h(Bfb + ikw) + Bfqai kEvac + Bfqaio-1———F——

E;.
+BfqSar i Esac + BfqSaz i1 2

- lEZ s
— + ﬂquQZ,kJrl

Elc_iEl,s El,c"‘iE].s

+ Bfqay i1 )
EZ,C + iEZ,s

> )

2

(D12)
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_h (gm - ﬂfb)Edc
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WEs + (gn — BfD)E, — iwE. +i(gm — BfD)E;

Co2 = M g T4 s 2@gS +1+59)
wEs + (gm - ﬁfb)Ec + ia)Ec - i(gm - ﬂfb)Es OlqR + R+ agm + aS:quEZ,dC .
—hi — +ikow
2gS+1+S9) alegS+1+S9)
Ey. +iFEy, Eyo —iEy, Eyoe +iEsa
—as e TS oS e VY e
e B L L vvpmey s ey S S CL CEED proaay prc:
Eype —iEa o 1 —agy +aBfqE a Ei +iE
- aS,quaZ,k72— — dayk - aﬂfqal,k+l—
20(agS +14+9) alagS+1+5S8) 20(agS + 1+ S)
Elc_iEls E126+iE12S ElZc_iEIZS
— [tk L S e s P . D13
R LR e par Sl A L RAED vvmey ey iy S S G LR e -y oy (D13)
car s = b S = BT, wEs + (g — BfD)E: — iwE. +i(gn — BfD)E;
T g S 1+ S 2aqS +1+5)
+h a)Es + (gm - ﬂfb)Ec + inc - i(gm - ﬂfb)Es +a —R + O5ng + OlSz,quEZ,dc
k=t 2agS+1+3S) 2k al@gS+ 1+ )
Ey +iEy, 2 Eye—iEsy 2 Eype +iEs o
s? — = 4 aS =t Y L gS Bt el L
FaS Alaminy o T sy TS Plaaig e ) TS Blani s TS
Eroe —iEa s Sq+1+aSg, —aSBfqE
+aS?Bfqass r—2k i E) Can aSq+ 1+ aSg, —aSBfqE: +ike
20(gS + 1+ S) alagS+1+S9)
Elc+iE1s Elc_iEls E12c+iEIZs
+aS e s g PPk L N | _Cl2e T OTL
a :qual,k+12a(aqs+1+s) aSBfqark 12a(aqS+1+S) o ﬂfqal’k+22a(aq5~|—1+$)
Ei2 —iE o
+aSBfgar 2 1212 (D14)

20(agS + 1+ S
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