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Abstract

In this paper we propose a nonlinear elasticity model of macromolecular conformational change
(deformation) induced by electrostatic forces generated by an implicit solvation model. The
Poisson-Boltzmann equation for the electrostatic potential is analyzed in a domain varying with
the elastic deformation of molecules, and a new continuous model of the electrostatic forces is
developed to ensure solvability of the nonlinear elasticity equations. We derive the estimates of
electrostatic forces corresponding to four types of perturbations to an electrostatic potential field,
and establish the existance of an equilibrium configuration using a fixed-point argument, under the
assumption that the change in the ionic strength and charges due to the additional molecules
causing the deformation are sufficiently small. The results are valid for elastic models with
arbitrarily complex dielectric interfaces and cavities, and can be generalized to large elastic
deformation caused by high ionic strength, large charges, and strong external fields by using
continuation methods.
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1 An Electro-Elastic Model of Conformational Change

Many fundamental biological processes rely on the conformational change of biomolecules
and their assemblies. For instance, proteins may change their configurations in order to
undertake new functions, and molecules may not bind or optimally bind to each other to
form new functional assemblies without appropriate conformational change at their
interfaces or other spots away from binding sites. An understanding of mechanisms involved
in biomolecular conformational changes is therefore essential to study structures, functions
and their relations of macromolecules. Molecular dynamics (MD) simulations have proven
to be very useful in reproducing the dynamics of atomistic scale by tracing the trajectory of
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each atom in the system (38). Despite the rapid progress made in the past decade mainly due
the explosion of computer power and parallel computing, it remains a significant challenge
for MD to study large-scale conformational changes occurring on time-scales beyond a
microsecond (6). Various coarse-grained models and continuum mechanics models are
developed in this perspective to complement the MD simulations and to provide
computational tools that are not only able to capture characteristics of the specific system,
but also able to treat large length and time scales. The prime coarse-grained approaches are
the elastic network models, which describe the biomolecules to be beads, rods or domains
connected by springs or hinges according to the pre-analysis of their rigidity and the
connectivity. Elastic network models are usually combined with normal mode analysis
(NMA) to extract the dominant modes of motions, and these modes are then used to explore
the structural dynamics at reduced cost (10). Continuum models do not depend on these
rigidity or connectivity analysis. On the contrary, the rigidity of the structure shall be able to
be derived from the results of the continuum simulations. Typical continuum models for
biomolecular simulations include the elastic deformation of lipid bilayer membranes (36)
and the gating of mechanosensitive ion channels (35) induced by given external mechanical
loads. It is expected that with more comprehensive continuum models we will be able to
simulate the variation of the mechanical loads on the macromolecules with their
conformational change, and investigate the dynamics of molecules by coupling the loads and
deformation. This article takes an important step in this direction by describing and
analyzing the first mathematical model for the interaction between the nonlinear elastic
deformation and the electrostatic potential field of macromolecules. Such coupled nonlinear
models have tremendous potential in the study of configuration changes and structural
stability of large macromolecules such as nucleic acids, ribosomes or microtubules during
various electrostatic interactions.

Our model is described below. Let Q € R3 be a smooth open domain whose boundary is
noted as X; see Fig.(1). Let the space occupied by the flexible molecules Q,£be a smooth
subdomain of Q, while the space occupied by the rigid molecule(s) is denoted by Q. Let
the remaining space occupied by the aqueous solvent be Qg The boundaries of Q,,rand Q,,
are denoted by T rand I, respectively. We assume that the distance between molecular
surfaces and X

min {|x -yl ix elpul,,ye 69} 1

is sufficiently large so that the Debye-Huickel approximation can be employed to determine
a highly accurate approximate boundary condition for the Poisson-Boltzmann equation.
There are charges atoms located inside Q,;,rand Q,;, and changed mobile ions in Qg The
electrostatic potential field generated by these charges induces electrostatic forces on the
molecules Q,,rand Q- These forces will in turn cause the configuration change of the
molecules. We shall model this configuration rearrangement as an elastic deformation in this
study. Specifically, we will investigate the elastic deformation of molecule Q,¢(which is
originally in a free state and not subject to any netexternal force) induced by adding
molecule Q,;-and changing mobile charge density in Qg This body deformation leads to the
displacement of charges in Q,rand the dielectric boundaries, which simultaneously lead to
change of the entire electrostatic potential field. It is therefore interesting to investigate if the
deformable molecule Q,,rhas a final stable configuration in response to the appearance of
Qrand the change of mobile charge density.

Within the framework of an implicit solvent model which treats the aqueous solvent in Qgas
a structure-less dielectric, the electrostatic potential field of the system is described by the
Poisson-Boltzmann equation (PBE)
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N/+N,
~V . (eV¢) +&° sinh (p)= T g6 (x) inQ, (2

where &(x)) is the Dirac distribution function at x;, Mg+ N, is the number of singular charges
of the system including the charges in Q,¢(i.e.NVp and Q,,(i.e., N,). The dielectric constant
e and the modified Debye-Hiickel parameter x are piecewise constants in domains Q5 Qr
and Q. In particular, x =0 in Qrand Q- because it models the free mobile ions which
appear only in the solvent region Qg The dielectric constant in the molecule and that in the
solvent are denoted with e,,and e, respectively. Readers are referred to (27; 28) for the
importance of the Poisson-Boltzmann equation in biomolecular electrostatic interactions,
and to (2; 3; 4; 5; 29; 30; 31; 32) for the mathematical analysis as well as various numerical
methods for the Poisson-Boltzmann equation.

The finite(large) deformation of molecules is essential to our coupled model, but can not be
described by a linear elasticity theory. We therefore describe the displacement vector field
u(x) of the flexible molecule Q,rwith a nonlinear elasticity model:

—div(T(w) =f, in QY y
3)
T -n =f; on 1"(,), (

where f is the body force, fsis the surface force and T(u) is the second Piola-Kirchhoff
stress tensor. In this study we assume the macromolecule is a continuum medium obeying

the St Venant-Kirchhoff law, and hence its stress tensor is given by the linear(Hooke's law)
stress-strain relation for an isotropic homogeneous medium:

T (u) = 1+Vu) [ATr (E (u)) I+2uE (u)] .

Here A >0 and x> 0 are the Lamé constants of the medium, and

(VuT +Vu+Vu’ Vu)

N =

E ()=

is the nonlinear strain tensor. The equation (3) is nonlinear due to the Piola transformation (I
+ Vu) in T(u), and the quadratic term in the nonlinear strain E(u). The third potential source
of nonlinearity, namely a nonlinear stress-strain relation, is not considered here; however,
our methods apply to this case as well.

It is noted that Eq.(3) is defined in the undeformed molecule body Q(,)nf with undeformed

boundary F?», while the Poisson-Boltzmann equation (2) holds true for real deformed
configurations. The deformed configuration is unknown before we solved the coupled
system. We therefore define a displacement-dependent mapping ®(u)(x) : Q° — Q and
apply this mapping to the the Poisson-Boltzmann equation such that it can also be analyzed

on the undeformed molecular configuration. In Q,, this map ®(u)(x) is «¢+ u where «is the
identity mapping. A key technical tool in our work is that this mapping is then harmonically
extended to Q to obtain the maximum smoothness. Apply this mapping, the Poisson-
Boltzmann equation 2 changes to be

Nf+N,
—V - (eF (u) Vo) +J (u) & sinh ()= jZ J)gio (@ (x)—D(x;)) in Q @)
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where Ju) is the Jacobian of ®(u) and

F (w) =(VO (u))"'J (w) (VO () . ()

This matrix F is well defined whenever ®(u) is a Ct-diffeomorphism (7). The functions in
Eq.(4) should be interpreted as the compositions of respective functions in Eq.(2) with

mapping ®(x), i.e., ¢ (X) = HP(X)), &(x) = &(P(¥) and x(X) = &(D()).

In this paper, we shall analyze the existence of the coupled solution of the elasticity equation
(3) and the transformed Poisson-Boltzmann equation (4). These two equations are coupled
through displacement mapping ®(u) in the Poisson-Boltzmann equation and the electrostatic
forces to be defined later. The solution of this coupled system represents the equilibrium
between the elastic stress of the biomolecule and the electrostatic forces to which the
biomolecule is subjected. The existence, the uniqueness and the WA -regularity of the
elasticity solution have already been established by Grandmont (7) in studying the coupling
of elastic deformation and the Navier-Stokes equations; thus in this work we shall focus on
the solution to the transformed Poisson-Boltzmann equation and to the coupled system. We
shall define a mapping Sfrom an appropriate space X, of displacement field u into itself,
and seek the fixed-point of this map. This fixed-point, if it exists, will be the solution of the
coupled system. A critical step in defining Sis the harmonic extension of the Piola
transformation from Q,,rto Q and R3. The regularity of the Piola transformation determines
not only the existence of the solution to the transformed Poisson-Boltzmann equation, but
also the existence of the solution to the coupled system. Because most of our analysis will be
carried out on the undeformed configuration we will still use Q5 Qs Qg ' T’ to denote
the undeformed configurations of molecules, the solvent and the molecular interfaces, unless
otherwise specified.

The paper is organized as follows. In Section 2 we review a fundamental result concerning
the piecewise W2 -regularity of the solutions to elliptic equations in non-divergence form
and with discontinuous coefficients. The nonlinear elasticity equation will be discussed in
Section 3, where the major results from (7) are presented without proof. The Piola
transformation will be defined, harmonically extended, and then analyzed. In Section 4 we
will prove the existence and uniqueness of the solution to the Piola-transformed Poisson-
Boltzmann equation, generalizing the results in (2) for the un-transformed case. Both L®
and WA estimates will be given for the electrostatic potential in the solvent region, again
generalizing results in (2). We will then define the electrostatic forces and estimate these
forces by decomposing them into components corresponding to four independent
perturbation steps. The estimates of these components are obtained separately and the final
estimate of the surface force is assembled from these individual estimates. The coupled
system will be finally considered in Section 6 where the mapping Swill be defined, and the
main result of the paper will be established by applying a fixed-point theorem on this map to
give the existence of a solution of the coupled system.

2 Notation and Some Basic Estimates

In what follows WA#(%) will denote the standard Sobolev space on an open domain &,
where 9 can be Q,Q, or Q. While solutions of the Poisson-Boltzmann have low global
regularity in Q, we will need to explore and exploit the optimal regularity of the solution in
any subdomain of Q. For this purpose, we define w27 (Q) =w?” (Q,,) + W>P (Q,) Where ;.
is the direct sum. Every function ¢ € %2 can be written as ¢(X) = ¢,{(x) + ¢{(x) where
Pl X) € UBPQ,), d4X) € WAP(Q,), and has a norm
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Il lly2o= Il Gl U bsllyzs, @

W2P( Q)

Similarly, we define a class of functions ¢ = ¢(Q) which are continuous in either subdomain
and may have finite jump on the interface, i.e., a function a € ¢ is given by a= a,, + a,
where g, € QQm), a;€ Q) are continuous functions in their respective domains. The
norm in ¢ is defined by

lalle= 1l amllgq,+ Nl sl -

We recall two important results. The first is a technical lemma which will be used for the
estimation of the product of two A2 functions; this is sometimes called the Banach algebra

property.

Let3< p< oo, 1< g< pbe two real numbers. LetQ be a domain inR3. Let u€ WAP(Q), v
€ UWAY(Q), then their product uv belongs to W9, and there exists a constant C such that

| ”"le.qm) =l u”wl-mz) I 1y”wlv‘l(m'

For the proof of this lemma we refer to (1). In this paper we will apply Lemma (2.1) to the
case with p= g. The second result is a theorem concerning the L estimate of elliptic
equations with discontinuous coefficients.

LetQ and Q; CC Q be bounded domains of R3 with smooth boundaries &) andT. Let
Q1= (Q, UT) and Q,=0 \ Q. Let A be a second order elliptic operator such that

(Aju) (x) x ey

0= { (A1) (x) x€Q

,  where Ai= X ay (x) D~.
k<2

Then there exists a unique solution u € WP for the interface problem
(Au)(x) =finQ
[u]=up —u; =0o0nT
[Bu,]=B,Vuy -n—B;Vu; -n =honl
u =gonoQ

providing that ay € %(Q), B;€ QT'), FE LAQ), g€ WA VP, h€ WA YPAT), wheren
Is the outside normal to Q,. Moreover, the following estimate holds true

2o < K (1 M 10+ 18l ) )

where the constant K depends only on Q, Qq, Qo, p and the modulus of continuity of A.

Theorem (2.2) is fundamental to various results about elliptic equations with discontinuous
coefficients; For example, the global A regularity and /2 estimates of Babiiska (21), the
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finite element approximation of Chen et al. (22), a priorestimates for second-order elliptic
interface problems (23), the solution theory and estimates for the nonlinear Poisson-
Boltzmann equation (2; 3), and the continuous and discrete a priori L™ estimates for the
Poisson-Boltzmann equation along with a quasi-optimal a priori error estimate for Galerkin
methods (2) applied to the Poisson-Boltzmann equation. For the proof of Theorem (2.2) and
the more general conclusions for high-order elliptic equations with high-order interface
conditions we refer to (24; 25).

3 Nonlinear Elasticity and the Piola Transformation

We first state a theorem concerning the existence, uniqueness, regularity and the estimation
of the solution to the nonlinear elasticity equation (7):

Theorem 3.1

Let body forcefp € LA(Q) and surface force fs € WA VPO ), where3 < p< oo, There
exists a neighborhood of 0 in LA(Q ) x WA YPAT ) such that if (f,, fJ) belongs to this

. . . . 2, 1,
neighborhood then there exists a unique solution @ € W g (me) n Wo,ﬁfo (me) of

~div(T () =f, in Qup,
T(u)n ZfS on Ff\rfo,
u =0 on rf(), (8)
[ r, 0V J () VW™ on =3[Ql,

whereT n Is a subset of T requipped with homogeneous Dirichlet boundary condition, | is
the unit matrix. The last equation represents the incompressibility condition of the elastic
deformation. Moreover, the solution can be estimated with respect to the force data:

+ [ £l

el sC(II Bl Wlfl,,,,,,(rf))- ©

Proof—See (8).

. . L1-3/p (A . .

Remark—It is noticed that " € € " (me) because of the continuous embedding of
L3 (o,

WRAQ,,) inC " (me) for p> 3.

The displacement field u(x) solved from Eq.(8) naturally defines a mapping
d(m)=S+u in s_sz where «2is the identity mapping. This mapping ®(u)(x) has to be

appropriately extended into R? \ g_sz to yield a global transformation for the Poisson-
Boltzmann equation. It is critical in what follows that this extension has various favorable
properties, which leads us to define a global mapping by harmonic extension:

I+u X € Qu
O (u)= mf 10
W) { Z+w otherwise (10)

where w solves
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Aw =0 in R\ Q.

w =u on Iy (1)

The following crucial lemma concerns the regularity of ®(u) and the invertibility of Vd(u):

Let ®(u) be defined in Eq.(10), we have

0 (13 \ A
(@) D(U) € VRAQpp and® W € € (R \ me).
(b) There exists a constant M > 0 such that for all lull y2.pq) < M, VO(u) is an
0 3\ ~
invertible matrix in WAPQ,,p and in© (R \ Qo )

(c) Under condition of (b) ®(X) is one-to-one onR3, is a Ct-diffeomorohism from Q¢

to D(U)(Q,), and is C°-diffeomorphism from RN\ Qu 10 O(w) (R3 \ me).

00 3\ A
Proof—®(u) € W2AQ,,p follows directly from its definition. PwecC (R \me) since

co 3\ A
®(u) = &+ w while w is harmonic hence analytical in ® W € € (R \ me) because it is
the solution of the Laplace equation (11). For the invertibility of ®(u) in WAP(Q,,) we refer
to Lemma 2 in (7) or Theorem 5.5.1 in (8), which says that if a u € Q/,ris differentiable and

[Vu (x)|<C

for some constant depending on Q5 then V@ (u) =1+Vu>0 V xe€ émf and | + Vu is
injective on Q,,;z The invertibility of V&(u) therefore follows from the facts that

L1-3/p (A .
ueC-P (me) such that for sufficiently small A7

[Va| <[] ul Ci [ ul| =CiM < C.

<
™ WP (L)

To prove the invertibility of V@ (u) =I+Vw in R3\ g_sz we natice the following estimate
for the first derivative of the solution to Laplace equation (20):

[Vw| <l WIICl . \Esz) <Gl llIIC,_,,z,,,(rf) <M<,
Therefore if Mis chosen such that
< C
" max {C1, C2} (12)

V®(u) is an invertible matrix in R3.
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Remark—It follows from Lemma (3.2) that the matrix F(u) in Eq.(5) is well-defined,
symmetric and positive definite. More precisely, F(w(x) e c¥07 (S_lmf) and
Fux)ec® (R3 \ émf). On the other hand, as a mapping from u € WA2(Q,;, to

) 3\ A
Fwec (R \me), F(u) is infinitely differentiable with respect to u. In all what follows
we will write F(u) and Au) as F and Jonly, keeping in mind that they are u dependent.

4 Preliminary Results for the Poisson-Boltzmann Equation

4.1 The Poisson-Boltzmann equation with Piola transformation

The rigorous analysis and numerical approximation of solutions to the Poisson-Boltzmann
equation (2) or its transformed version (4) are generally subject to three major difficulties: 1)
the singular charge distribution, 2) the discontinuous dielectric constant on the molecular
surface and 3) the strong exponential nonlinearities. However, it was recently demonstrated
(2) that as far as the untransformed Poisson-Boltzmann equation (2) is concerned, some of
these difficulties can be side-stepped by individually considering the singular and the regular
components of the solution. Specifically, the potential solution is decomposed to be

¢p=G+¢'=G+¢'+¢" (13)

where the singular component
i €n |x — xi
is the solution of the Poisson equation
N 3
-V - (&xVG)=py :=2qi0 (x;) in R’; (14)

while ¢/is the linear component of the electrostatic potential which satisfies

-V (eV¢') =-V-(e-&)VG) in Q

15
¢ =g—-G on 0Q, =
and the nonlinear component ¢ solves
V. 1 2 & n, sl — .
V - (eV¢") +« sinh ((1) +¢ +G) 0 in Q, (16)

¢" =0 on 0Q,

where

N C—le—x1|

8=Xqi———
i=1" € |x—x,-|

17

is the boundary condition of the complete Poisson-Boltzmann equation (2). Such a
decomposition scheme removes the point charge singularity from the original Poisson-
Boltzmann and it was shown in (2) that the regular component of the electrostatic potential
¢ = ¢/ + ¢ belongs to H-(Q) although the entire solution G + ¢ does not. The most
prominent advantage of this decomposition lies in the fact that the regular component
represents the reaction potential field of the system, which can be directly used to compute

J Math Anal Appl. Author manuscript; available in PMC 2013 March 08.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Zhou et al.

Page 9

the solvation energy and other associated important properties of the system. It is not
necessary to solve the Poisson-Boltzmann equation twice, once with uniform vacuum
dielectric constant and vanishing ionic strength and the other with real physical conditions,
to obtain the reaction field (30). As to be shown later on, the identification of this regular
potential component as the reaction field also facilitates the analysis and the computation of
the electrostatic forces.

Applying the similar decomposition to the transformed Poisson-Boltzmann equation we get
an equation for the singular component G:

-V -(.FVG)=Jp; in R’ (8

and an equation for the regular component ¢":

-V - (eFV¢") +Ji*sinh (¢"+G) =V - ((e - €,) FVG) in Q, 1
¢ =g—-G on 0Q. (19)
We shall prove the existence of ¢"in Eq.(19) and give its L bounds by individually
considering the equation for the linear component ¢

l _ .
V- (eF Ve 2 =V ((e-6)FVG) in Q, 0
¢ =g—-G on 0Q,

and the equation for the nonlinear component ¢

—V - (eFV¢") +JK’ sinh (¢"+¢'+G) =0 in Q,

¢" =0 on 0Q. @

As mentioned above, the functions G, ¢/, 4", o”and xin Eqgs.(18) through (21) shall be
interpreted as the compositions of the corresponding entries of these functions in
untransformed equations (14) through (16) with the Piola transformation ®(x), i.e., g=

AD(X), G= GD(X), ¢'= g(D(), ¢"= ¢(@(N), p'= p(@(X), x= K(D()).

4.2 Regularity and estimates for the singular solution component G

We first study the Eq. (18) for the singular component of electrostatic potential. We remark
that the linear and nonlinear PB equations have the same singular component of the
electrostatic potential. The solution of this singular component is the Green's function for the
elliptic operator L defined by

Lu= -V - (6,FVu). (22)

We shall use the following theorem (12) concerning the regularity and the estimate of the
Green's function:

Theorem 4.1—LetQ be an open set in R3. Suppose the elliptic operator
noQ ou
Lu= — |g:—
“ i,jzz:l 6xj (al] 6x,-)

is uniformly elliptic and bounded, while the coefficients ajj satisfying

J Math Anal Appl. Author manuscript; available in PMC 2013 March 08.
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la; (%) = ajin| < w (x =)

for any x, y € Q, and the non-decreasing function c(x) satisfies

w2t) <Kw(t) forsomeK>0and allt>0,
fR@dt <00,

Then for the corresponding Green's function G the following six inequalities are true for any
X,y €Q:

@) Glx, ) < Kix= /7,
(b) G(x, Y) < K&X)1x = N2
(b) G(x, Y) < KEXEW)Ix = N>,
(@ VxGx V)| < Kix= Y2
@) V,G(x, ) < KsW)x= U3,
(DIVV,Gx W) < Kx= 3,
where &) = dist(y, &) and the general constant K = K(aj;, w, Q).

From this theorem we can derive the regularity of the Green's function of the operator (22).
Indeed, by Sobolev embedding e, F € C%1-3/A(R3), therefore it satisfies the conditions on
ajjin this theorem provided that «(2) = KR!P.We then conclude that the singular component
of the electrostatic potential G € WA ®(Q\ B/x)). On the other hand, from Eq. (18) we
know that G(®(u)(x))/Ax)) itself is the Green's function of operator (22) if F is generated by
the Piola transformation according to (5) and Jis the corresponding Jacobian. Thus the
Green's function of differential operator (22) belongs to UWAP(Q\B/(x)) since it is the
composition of the Green's function of Laplace operator, which is of C*°(Q\B,(x)), and the
Piola transformation, which is of W22(Q). Higher regularity of Gin Q,can be derived

thanks to the harmonic extension of u to R? \ g_sz. In particular, because all charges are
located in Q ,rand Q- the Poisson equation (18) appears a Laplace equation

V(eFVG)=0 in Q,

hence G(x) € C*(Qy), since Qg is a smooth open domain and F€ C®(Q,).

In addition to the regularity of the Green's function, we have following estimates of G with
respect to F and J.

Lemma 4.2—For any given molecule the Green's function G of operator (22) has estimates

I Gl
@ e

1o(a)

If in addtion \F = Nl yd.pgy < Cp 1= Lyd.pqy < C; for some constant Crand C;, then
Lw(ﬁs)_
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@lg- ol M,Z—l/p,p(m) < Cg”g" V’/z’p(QS)'
©lg-o- Gl M,Z—l/p,p(m) < Cg”gﬂ M,Z,p(Qs) + C4ll G"LOO(Qs)'

(f)ll FVG| <Crl|dl

1(a)) for some set Q.

1-1/p.pry

s _
Proof: This Lm(szs) is well defined since Jis uniformly continuous in ¢,. To prove (a) and
(b) we define g = max{|g{} and

K
I Gi (x, x;) |l =

K
I ViG; (x, x;) ”L""(g_zs): ek Lm(és) 5

where & is the smallest distance between x € & and singular charges at x; This smallest
distance is related to the radii of atoms used in defining the molecular surface. In the sense
of Connolly's molecular surface, &is simply the smallest van der Waals radius of the atoms
which have contact surface (34). We can therefore bound G and its gradient with

NGl =1%gqGill
1o(a i 1o
1o g VK

- o

< NQmax I ‘]“Lw(gh) I Gi“L‘”(EI:) 23)

)

I VGII =1 29g;VGill < NG 11 1T VSGill
L i L®|Qs L>

N, ) “B) g

)

WVl
B E—

[
where NVis the total number of singular charges and () is the maximum Jacobian on T

The statement (¢) holds because A& is also a piece of boundary of Qgas shown in Fig.(1). To
verify the statement (a), we noted that g - @ is the composition of gin Eq.(17), which is
smooth in Qg and the mapping ®(x) € UAP(Qy), i.e.,

o KPx)—D(x7)|

o O=Xg—m——.
& e 10 () — @ (x)

Following the estimate of the composite function in Sobolev space (13), we have the
inequality

<
Ilgoal <l gl

<C(1+ 10l ) (141900, )1l
= Cyll gl

w2-1/p.p(90)
(29)

w2P(Qy)

WP (Qy)

with a consta_nt C,y depending upon (IJ()_(). Here we chgose to bound _||g° @l ,/,,2—1/p,p@) by llg
> ®llyR2.pq, instead of llg - @Il 2.0y since the latter is not well defined due to the singular
nature of g.

J Math Anal Appl. Author manuscript; available in PMC 2013 March 08.



1duasnuey Joyiny vd-HIN 1duasnue Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Zhou et al.

Page 12

The validity of inequalities (&) and (/) follows from the estimate of I G”wz-p(g;). This Q, is

chosen such that Q, cc Q.. For example, we can choose Q; to be the union of Qg T, &, the
domain

Q= {xlx € Qyr, dist (x,T) <g} ,

and the domain

Qf= {x|x ¢ Q, dist (x, 0Q) <g} .

Applying the L estimate to Eq.(18) in Qwe obtain

I GlI <Cl Gl

V2P (Qs)

=Coll Gl

<C®IGl, , <CEIGI,

w2-1/p.p(9Q) (o))
(26)

where the second inequality is a consequence of the L? estimate of the solution to -V -

(eFVG)=0in Q’s. The coefficient Cg = C(F) depends on the ellipticity constants of F and
its moduli of continuity on Qg hence is bounded as long as F is bounded. By combining Egs.
(26) and (25) we get (c). For the last estimate we notice

| FVG|| <CI[elFVaGl o

<Cl Fllwl,ﬂ(gj) I VG”WLP(QA-)’ (P>3)
=Cll F“Wl’p(ﬂx) I G”WZ'P(Q;)

<cml F”wl-p(s:x) I G”LP(Q})

<C| Fll Il GlI

wlr@y) L=(ay)

=CrllGl,

wl=1/p.p(r)

@7

Remark: I G”,_m(u;) can also be estimated by Eq.(23) if & is replaced by &/2 and I oo(q) is
replaced by Il 0 quat).

4.3 Regularity and estimates for the regular linearized solution component @'

We consider an elliptic interface problem modified from the Poisson-Boltzmann equation

—V - (eFV¢) +JK2 (@' +G) =V -((e—€,)FVG)+f in Q
[¢"]=¢}—¢,, =0,on T (28)
¢" =g—GondQ,

where [e] = es— e, is the jump of dielectric constant and F€ LA(Q) is a given function. The
equation for the regular potential solution of the linear Poisson-Boltzmann equation is a
special case of (28) with F= 0. We remark that the regular component of the linear Poisson-
Boltzmann equation in the absence of the Piola transformation represents a typical elliptic
equation with discontinuous coefficients, for which Theorem (2.2) can be directly applied to
get the existence and the estimate. In fact, the potential solution in this case is smooth in
every subdomain (Proposition 1.4, (17)). When the Piola transformation is incorporated, the
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coefficients of the Eq. (28) are not smooth and we have to rebuild the regularity and the
estimate of the regular potential solution ¢/, as summarized in the following theorem

Theorem 4.3— There exists a unique solution ¢ of (28) in H-(Q). Moreover, there exists a
positive constant Cs such that if IF — 1l yd.pq) < Crthen ¢ belongs to ' 2.0(Q) and the

following estimate holds true

1672y < C2( NI Gl 1l flly0+ Il = Gl
IEVG|

s

+
w2-1/p.p(g)
). (29)

wi=1/pp)

Before proving this %27 estimate, we first establish a lemma concerning the L* estimate of

a linear elliptic interface problem.

Lemma 4.4—Let ¢ solve

-V - (eV9') +b¢"
[¢]

[ed)]

¢i’

=finQ
=0, onT
=0, onT
=gondQ,

where e is a piecewise constant as defined for problem (28) and b > 0 /s a given real

number, fx) € LAQ), g€ HX(Q),p> 3. Then

190 < €1 AL+ 18l ) (2O

Proof: The existence of unique solution ¢" € 72 C H(Q) can be directly deduced from
Theorem (2.2). We follow (2) and let ¢ = ¢/ + ¢” where ¢/ solves

-V (eve') =f
[#] =0

legh| =0

¢ =g

and ¢ solves

It is well known (21; 22) that

in Q
on T,

on I,
on 0%,

=0 in Q,
=0 on T,
=0 on T,
=0 on 0Q.

/
160 < (1 MM * 18l )
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while for ¢’ we claim that —ll gl ;o0 < ¢l 00 < Il #/ll 0. To prove this assertion we define ¢;

=max(¢” - a, 0) where a = lIgfl ;0. Then the trace Tr(g,) = 0 hence ¢, € Hj (Q) by
definition. Consider the weak formulation of the problem for ¢” with test function ¢,

(eV9", Vo) +b(¢"+¢'. 6,) =0.

Since ¢;= 0 wherever ¢7> a, we have

b(¢"+¢',01) = [ oot (8"+¢') it [, b (#"+9) pudx > 0,

and
0> (eVe", V) = (eV (¢" — @), V) = (€Ver, Vb)) > 0.
Thus Vg,=0, and ¢;= 0 or ¢’ < a in Q follows from the Poincare inequality. By defining ¢;

= min(¢™a,0) and following the same procedure we can verify that ¢’ > —a. The lemma
shall be finally proved by combining the estimates of ¢/and ¢”.

Proof: of Theorem (4.3): Consider the general weak formulation of the elliptic equation in
problem (28), i.e., find ¢"=u € H, (Q) such that A (u,v) =F (v), Vv € H, (Q) where

A(u,v) =fQ (FVuV\’+JK2u\') dx,
F() =[o(V:(e- &) FVG) - JG+f)dx - A(g - G.v).

We shall apply the Lax-Milgram theorem to obtain the existence and the uniqueness of a
weak solution ¢ € H to (28). Hence we must show that F(-) is bounded, and A(:, -) is
bounded and coercive with the assumptions on the coefficient matrix F and the Jacobian J.
Consider the bilinear form A(:, -). The Piola transform matrix F is positive definite, hence
FVv- V= V2 for some > 0. This inequality and the positiveness of Jacobian Jgive

A(v,v) =fQ (FV\’ . V\’+JK2\’2)dX > fﬂ (7|V\’|2+]K2v2)dx > /l|u|2

HL(©)
_[1
_y(i

.2 1 2 1.2 )
v 2yl 5z IV +5(v
N R CA R (31)
2
>m(l[vIP, +p[" )=ml
12(Q) HL(©Q)

.
v 1
HY(@) 2

2
HL(©)’

where in the second inequality we applied the Poincare inequality with constant 6. Thus we
verified that A(-, -) is coercive, with coercivity constant 77= min{ /(26?), y/2}.

On the other hand,

A (u,v)| = dx

fQ (FVu . V\'|+JK2uv) dx|$ Z.fg|Fl-jD,-uDjv|dx+fQ|JK2uv
i,j
< IZJ Il F5ll

L (Q)
< T Fyl N, 11

<Ky | ull

. 1) 2 !
DDl g 04 I M Wl 32)
)+K2 11, I uell

H (@ L2(Q) ” v”LZQ

HY(@ I VHHIQ
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which proves that A(:, -) is bounded with constant K1=Z; ; || |, + | I, o

This constant Kj is finite because F, Jbelong to WAA(Q) which is compactly embedded in
of~

¢ (Q) for p> 3.

In order to apply the Lax-Milgram theorem it remains to show that AV) is bounded on
H}) (Q). We have

|F ) |$| f (€ — ,) FVGvdx |+fQ|]K2Gv+fi’|dx+|A (g—-G, v)l
= | o, (6n — &) FVGrdx+
fQA (€5 — €n) FVGvdx |+fQ’JK2Gv+fv’dx+|A (g -G, v)|
UQ (€5 — €n) FVGvdx+fQ|JK2G\’+ﬁ’|dx+|A (g -G, v)’
fo |(Es — €n) FVG\’ldx+fQ|]K2G1'+fv|dx+|A (g -G, v)l
Ll NFVGL, 17l (< 196+ 1 Al 10 +
Killg=Gll, , I,
(111 ¥vGl,, + 11761

2@ L2(©Q)
= K|l

IA

IA

1 Ml K118 =Gl )1,

2

H'(©@’

hence A:) is a bounded linear functional on H(‘) Q).

We now proceed to show the regularity result and the estimate of ¢’ following the similar

iterative technique in (7). For this purpose we introduce a sequence {¢;} generated by

—V - (V) +Ii2, =V (e — &) FVG) — JCG+V - (e B - D) Vg, ) inQ,
[¢£,] =0onT, (33)
¢, =g—-GondQ,

and prove that ¢/, € #P (Q) and ¢/, converges to the unique solution ¢’ of (28) in #2A(Q)
as N— oo, The first term ¢, of the sequence solves

-v.- (ew)g) +I2¢, =V-((e - €,)FVG)~Ji’G in Q
[¢6] =0, on T, (34)
¢6 =g—-G on 09,

therefore it belongs to #/2/(Q) according to Theorem (2.2). Suppose now that

¢ €W (Q), then Vo[ € w7 (@) and V- (e (F - 1) V4] ) € L” (@) following from
Lemma (2.1). Thus problem (33) also has a unique solution ¢;, € #3P (Q) for all integer N
according to Theorem (2.2). To prove that ¢}, converges to the unique solution ¢" of problem

(28), we estimate || ¢/, — ¢ | #*7 () and show it is decreasing as N — 0. By
subtracting the equations in (28) for N/from those for /- 1 we obtain a problem for

¢, — ¢\, Applying Theorem (2.2) again we know that this problem has a unique solution in
W2P(Q) which has an estimate
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16} = lbyenay <C(1V- (€F=DV(S, =01, )l 16} =41 llyia)
<CUV - (e®=DV(S, — )y (@)
SCIF=TI,,. 1185, =8l

wlpQ

where in the second inequality we applied Lemma (4.4) to the problem for (f/)fV - f/),rv,l), and
the generic constant Cis independent of N, F. Therefore if the constant Crin the assumption

of the theorem is chosen such that CCr= x < 1 then|| ¢}, — ¢}, , lly2(q) is decreasing with
respect to Vhence the sequence ¢/, converges to a unique element (;;’ in 72A(Q). Letting N
— 00 we can observe that (,;r is the unique solution of problem (28), meaning ¢_’ =¢".

The estimate of ¢ is obtained by estimating ¢;, and passing A/to co. We notice that
¢;1:¢;1 - ¢1rv—1 +¢1rv—1 - ¢1rv—2+ e +¢(r)' hence

1N
Iy llyzr < = 107 — Gpllypzo+ 1l Gpllp2n
<G (|| Gl t 18 =Gl oy, T NEVGH Ly, 38 N = 00,

where both Theorem (2.2) and Lemma (4.4) are applied to the problem of ¢} — ¢{, and the

problem of ¢; to get the desired bounds with respect to the % 2/(Q) and L* norms, and C,
absorbs xand all the generic constants involved in these bounds.

4.4 Regularity and estimates for the regular nonlinear solution component @'

For the nonlinear Poisson-Boltzmann equation, the regular component ¢’ of its potential
solution solves

—V - (eFV¢") +Jk*sinh (¢"+G) =V -((e—€,) FVG) in Q

[¢"]=¢t—¢, =0 on T (36)
¢" =g—-G on 0Q.

The appearance of the nonlinear function sinh(x) complicates the establishment of the
existence of ¢". In particular, the Lax-Milgram Theorem is not applicable to problem (36).
Instead we define a energy functional based on the weak formulation of (36) and show that
the unique minimizer of this energy functional is the unique solution of (36). On the other
hand, the establishment of the regularity and % 2 estimate of ¢ for (36) is simplified thanks
to Theorem (4.3).

We start with the weak formulation of (36): Find ¢/ € M= {vE€ H-(Q)|¢", € V€ L%(Q), and
v=g- Gon A}, such that

A@ )+ (B@), ) +{f;,v)=0, VveHL (), @
where

A(@,v) =(eFV¢',Vv),(B(¢"),v)= (./Kzsinh &'+G), ],) ,
(forv)y =[,(e—€em)FVG- V.
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We also use 7 to denote the function [e]F(u)V G:n on the dielectric boundary T', since
(fo»v)=(€]FVG -n,v), (38)

where [e] = es— ey, is the jump in e on I'. Based on this weak formulation we define an
energy on M-

E(w) =fQ§FVw - Vw+JK*cosh (w+G) + (fosw). (39)

The weak solution of Eq.(19) can be characterized as the minimizer of this energy
functional. This equivalence and the existence of this minimizer are due to the following
four simple lemmas. For the proof of these lemmas we refer to (2); see also (3) for a
different variational treatment that also develops some additional theoretical results for a
more general version of the Poisson-Boltzmann equation.

Lemma 4.5—If u is the solution of the optimization problem, i.e.,

E =inf E(w
() =inf E (w),

then u iIs the solution of (19).

Lemma 4.6—Let F(u) be a functional defined on M, if
(1) M is weakly sequential compact, and
(2) F is weakly lower semi-continuous on M,

then there exists u € M such that

F (u) :JQLF w).

Lemma 4.7— The following results hold true

(1) Let V be a reflective Banach space. The set M= {ve€ V|IlWl < ry} is weakly
sequential compact.

i F(v)= 1 N =1 )
@)ifie’ V=% g IEF () =il F ()

Lemma 4.8—If F is a convex functional on a convex set M and F is Gateaux differentiable,
then F is w.l.s.c. on M.

The existence and the uniqueness of the weak solution to (19) can be established using these
lemmas. The following lemma establishes the existence of the minimizer of the energy

Ew).

Theorem 4.9— There exists a unique u€ MC H(Q) such that
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E (u) =¢2{/[E w).

Proof: The differentiability of £(w) follows its definition. Actually we have

(DE (u) ,v)=A (u,v) + (B(u),v) + (fG, VY.

The minimizer of £(w) exists if we can prove that
(1) Mis a convex set
(2) Eis convex on M

lim E(w)=c0
(3) ”W”Hl(ﬂ)—)m

It is easy to verify (1). The convexity of FVw - Vwfollows from the fact that

0 <FV(yw)-V(yw) =72FVW -Vw < yFVw - Vw

for any 0 < < 1 since F is positive definite. The convexity of cosh(w+ G) follows from the
convexity of cosh(x) directly. Actually E(w) is strictly convex. To prove (3) we only need to
show that

E(w) > C (e« F) || wiP

H(Q

tC(G.8). (a0)

We notice that cosh(x) =1 and

<fpw> <& FVG|, 11Vl
<& ¥, IV

L2(Qy) L2(Qs)
< &Y 2 12
< (IvalR,, + 1Vl ).

L2(Qy)

I V|

L2(Qs)

where the matrix norm

sup || Fv|

veM, |l =1
2@

v=1l FII‘ 2’
is finite because F is continuous. Therefore

E(w) > %erFVw -Vw — |<fG, w>|
> 3 ([, [P+ fo e Tl) - 2 (17613, + 1 Vw2, )

L2(Qs)
2
Y |7 &Y 2
_zmeE’"|V“’| 5l VG”Lz(QX)
2 &Y 2
> ) — =L
>C(e,y) |l Vw||Lz(Q) 5 I VGlle(Qs).

The inequality (40) follows from the equivalence of IVl 2(qy and Il L4 (q) on set M. The
uniqueness of the minimizer of A w) comes from the strict convexity of £.
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Theorem 4.10—There exists a unique solution ¢" of (28) in H(Q). Moreover, there exist
constants Cq, C, and C3 such that ¢" is bounded by

16wy < C1+C2 | Iy +C3 11 J1

) Lo | F”wl-z»(né)' (41)

Proof: The existence of the solution ¢ in A/(Q) has been proved by theorem (4.9) and its
four lemmas. It remains to verify the > bounds of ¢'. Let ¢/ = ¢/ + ¢ be decomposed into
a linear component ¢/ and a nonlinear component. The linear component ¢/ satisfies Eq.(20).

The existence of a weak solution ¢’ € Hé (Q) follows that V-((e — ,,)FV G) is an operator in
H1(Q) (9). It is well known that in general

Ci el lle'l, <C (u 8= Gl et I fcu,,l/zm)' “2

To estimate the nonlinear component we follow (2) and define:

@ =arg max {JK2 sinh [c+ sup o+ sup G) < O} ,
c

XEQ; xXeQg

B =arg min {]K2 sinh (c+ inf ¢'+ inf G | > O} ,
c

X€Q X€Q,
@ =min (al, 0) s
B =max (ﬁ/, ()) .
It follows from the monotonicity of sinh(x) that

B= 11w+ 1 Gllyr (@3)
a=—pf. (44)

We will show that a and Bare the lower and upper L% bounds of the nonlinear component
¢ of the weak solution to (36), following the similar procedure as that used in proving
Lemma (4.4).

Define

¢t:max (¢n _ﬁv O) s
then Trg;= 0 since ¢" € Hé (©) and B> 0 by definition. Therefore ¢, € Hé () and satisfies
the weak formulation of Eq.(21):

(eFVg", Vgy) + (Jx’ sinh (¢"+¢'+G) . ¢;) =0.

Since ¢;= 0 wherever ¢7= 3, we have

J Math Anal Appl. Author manuscript; available in PMC 2013 March 08.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Zhou et al.

Page 20

J (u) «? sinh (¢"+¢’+G) > J () «* sinh (,B+ inf ¢'+ inf G) > 0.

x€Q X€EQ

Therefore

0= (EFV¢n7 V¢t) = (GFV ((Pn _B) ’ V¢1) :EFV¢t : V¢t > 0,

where the last inequality holds true since F is positive definite. Hence V¢,= 0, and ¢;= 0 or
¢ < Bin Q follows from the Poincare inequality. This establishes the upper bound of ¢’. By
changing ¢,to be min(¢” + a, 0) we can also prove that a is the lower bound.

Combining the estimates for ¢/and ¢ we finally obtain the L* estimate of the regular
component ¢":

1 1 1 1
1+ e <N Wl 1 ey <N Wiy 1| S, | Gl
M1 o gy VK
< 2(Cet Cy M1 Tl #Cy NNyl +
=C1+Ca || Tl +C3 11 I

wlpy) L®(Q) o

L®(Q) L®@Q) I F”wl,p(nﬂ )

We are now able to examine the regularity results and the estimate of ¢ in %27,

Theorem 4.11: /fIF — lyd.pq) < Crthen the unique solution ¢’ of (36) belongs to ' >P(Q)
and the following estimate holds true

” ¢r||"//2"’(9) < C(” G||LP(95)+ ” 8§~ GHWZ*I/[”P + ” FVG”WI—U/W(I‘)) (45)

(0Q)

Proof: It is noticed that the problem (36) can be written as a form similar to its linear
counterpart (28)

—V - (eFV¢) +JK2 (¢’ +G)= V- ((€ — &,) FVG)
—JK? (sinh (¢ +G) — (¢"+G)) in Q
[¢"]= 0, on T
¢'= g—G on 0Q.

According to Theorem (4.3), the %27 regularity of ¢’ directly follows from the facts that V -
((e - &) FVG) represents an interface condition in W2~YPA2(Q) and that Jx2 (Sinh (¢ + G)
- (¢’ + G)) € L*™. In the mean time, we have an estimate

120100 < (I Gl + 1 g = Gl +IFVGH, 0 )-

w2=1/p.p(pq)

5 An Electrostatic Force Model and Some Estimates

For the untransformed nonlinear Poisson-Boltzmann equation (2) the electrostatic energy of
the system is defined (28; 14; 15) to be
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1
E=[o [P0~ €(Vo)? — & (cosh (9) — D x|dx. (a0)

where the characteristic function y = 1in Qgzand is 0 in molecules Q5 Q- This energy is
very similar to the energy functional defined in Eq.(39), and any potential function ¢
minimizing (39) is also the minimizer of this electrostatic energy because cosh(x) = 1. The
function cosh(¢) — 1 describes the physical fact that the total electrostatic energy is zero
when ¢ is everywhere zero. The three terms in this energy represent three types of energy
densities, namely, the Coulomb energy, the electrostatic stress energy and the osmotic stress
energy of the mobile ions. Based on this energy function, the following density function of
the force exerted on the molecule was derived (15) by using a variational derivation method:

1
f=p'E — 5[E[ Ve - (cosh ()~ DV, (1)

where the three terms correspond to the Coulomb force, dielectric pressure and the ionic
pressure, respectively. The last two boundary forces are always in the normal direction of
the molecular surface because of the gradients of e and the characteristic function y. The
electric force defined in (47) is physically justifiable, and can be converted into a form
identical to the Maxwell stress tensor(MST) (14; 33). The MST describes the volume force
density in a linear dielectric, and has been widely utilized in dielectrophoretic force and
electro-rotational torque calculations of colloids, macromolecules and biological cells in
continuous external electric field (33). In the context of interactions between singular
charges distribution and resulting singular electric field, refinements are necessary to make
this force model computationally more tractable. Below we will discuss the treatments of its
three components.

The first term in Eq. (47) might appear misleading because of the multiplication of two
singular functions, p”and E, in its expression. We therefore would emphasis that at a
singular change x;the electric potential field multiplied with p”in Eq.(46) shall be
interpreted as the summation of reaction potential field ¢”i.e., the regular component of the
potential solution, and the Coulomb potential induced by all other singular charges (15):

of E=2q;6 (x) E :

Zgi6 (xp) V ((15’ () +ZG; (x))
i J#L (48)

%“]iv (¢r (x) +j§iGj (Xi)) 0(x).

This verifies that the force exerted at each charged atom is finite. The eliminated term G{x))
corresponds to the self-energy of the singular charges (15).

Nevertheless, the body force density pE itself is still unbounded at the center of every
charged atom where the charge density is singular, indicating that this body force density
does not belongs to LA(Q ;) hence does not fit the assumption on the body force in Theorem
(3.1). An alternative model is therefore necessary to regularize these singular body forces to
ensure the solvability of the elasticity equation. In this study, the singular the body force
density is modeled by a Gaussian function

/o
fb=§i3ai€_(x_x‘) im;,  (a9)
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where the unit normal vector is aligned with the corresponding gradient in Eq.(48); the
decay parameter o;is chosen such that

Saie i1 7=5 (s
for a given sufficiently small number &, and R;is the van der Waals' radius of atom / This
means that the Gaussian function is essentially compact supported in its associated atom.
The prefactor a;is determined by the conservation of force in each atom:

—(x—x:)2 o R; 2 s
S aom i “’dx=qi[¢’ i)+ 26 (x")] =ana; ['rPe™/Tdr. - (s1)

The body force f, modeled by this Gaussian is uniformly continuous in Q;rand belongs to
LP(Q,p for any p> 0. Moreover, the lemma below proves that the difference of two
continuous body force densities also belongs to LA(Q;p, and is small if the difference
between two total body forces which they approximate is small.

Let Ay, Ay be two given numbers and |Aq| < P, |Ay| < P for some P. Let

]‘jzaje_(X_XO)z/‘T-f such that f aje_(x_x(’)z/‘r-"dszj for j=1,2,

x-x<R

where &, oj are determined from Egs. (51,50) for the same atom centered at Xo and of radlius
R. Then if|A, — Aj| < & for some & >0, we have

fxfxo <R

for some constant C depending only on R and P.

fi-pflax<cs (s

Proof—The prefactor aand the decay rate o are uniformly continuous functions of A for |
Al < Pif

f:ae—(x—xo)z/ﬂ'

is the approximation of A as defined by the lemma. But then there exists a constant C
depending on the derivatives of aand o with respect to A such that |£(X) - A(X)| < C& if |
Aq - Aj| < & . The conclusion of the lemma follows directly.

The last two terms in Eq.(47) represent the electrostatic surface forces on the molecule. It is
worth noting that the second term is not well defined and is computationally intractable if
there is no dielectric boundary smoothing, due to the discontinuous electric field E on the
molecular surface indicated by the interface condition

€V -n=€Vp,-n or ¢€,E, n=¢E;-n.

To remove this ambiguity we consider a infinitesimal displacement / of the molecular
surface in its out normal direction, see Fig.(2). The change of the electrostatic stress energy
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due to this small displacement is the work done by the dielectric pressure along this
displacement:

Jepucy, — S [Efdx = [o o — Se[Bfax=" [, 1 (es E[ -6 Em|2)dx

= hfl_/_fgds.

This suggests the dielectric force density f, is essentially the difference between —Y2e4E 42
and —Y2e,,)E 12 on the dielectric interface, i.e.,

1
fgz - 5 (ES

EX|2 - em‘ Em|2)n. (53)

By combining definitions (47), (49) and (53) we would obtain a complete model of the
electrostatic body force and surface force:
fb=Zai€_(x_xi)2/ in;,  (54)

1
fsz — E (Gs

Es|2 - Em'Em|2)n e (cosh (¢) — 1)n. (55)

Remark—In the sequel we will estimate Ifdl y2-1/p.r 5. Although IIE I yA-1/p,o 5 can be
directly related to llgdl 42,70 since the latter is bounded in Qg one can not estimate

IE mll ua-1p.prp similarly by relating it with Il g,/ y2.7q,,,» because ¢, contains
singularities and hence is unbounded in Q,# Instead we follow the procedure in the proof of
(e,f) in Lemma (4.2) and eventually estimate this trace norm of E in Q; which does not
contain potential singularities; the details are omitted due to similarity of these two proofs.

Remark—The surface force definition presented in Eq.(55) applies only to the
discontinuous dielectric model as adopted in this study. In the continuous dielectric models,
which are also widely used for in the implicit solvent simulations, different surface force
definition will be derived (11). However, the analysis on the electrostatic forces given in the
below is also applicable to general surface force function 7;= 7(Eg, E ., #), and might be
simplified if electrical field E is continuous, i.e., e is continuous on T'.

The electrostatic forces defined in Eq.(54) and Eq.(55) are also subject to the Piola
transformation. Moreover these forces can not be directly supplied to the elasticity equation;
only the forces relative to a reference state can be supplied. This is because a molecule is in
an equilibrium state and has no elastic deformation if the electrostatic potential is induced
only by the molecule itself and the solvent with physiological ionic strength, in the absence
of interactions with other molecules. We refer to this state as the free state and use it as the
reference state. The netbody force or the net surface force is therefore defined to be the
difference between that for a molecule in non-free state and that for the same molecule in
the free state. To abuse the notation these differences are still referred to as the body force
and the surface force, and are denoted by f, and fsrespectively:

fp =1, — 0 (56)
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fi:=f-fo (57

where f and fg are the body force and the surface force in the free state, and are constant
vector fields for any given macromolecule.

Physically, these two forces f, and fgshall be vanishing if there is no change of ionic
strength and no additional molecules present, and will be small for small change of ionic
strength and weakly interacting additional molecules. To reflect this physical reality and to
facilitate the mathematical analysis, we decompose (into four steps) the transition from the
original single deformable molecule immersed in aqueous solvent with physiological ionic
strength to the final system with added rigid molecules, varied ionic strength and deformed
molecules. In the first step, we change only the solvent from physiological ionic strength to
the target strength, and assume that the molecule Q,,rdoes not have a conformational change
although the ret electrostatic force is not zero due to this change of ionic strength. The
electrostatic potential and forces at the end of the first perturbation are denoted by ¢; and
fp, fs1, respectively. In the second step, we alter the dielectric constant in the smooth
domain Q- from e5to ., This low dielectric space represents the empty interior of the
added molecules. The electrostatic potential and forces after the second step are respectively
denoted by ¢, and fz, . In the third step we place the singular charges into Q,,-and define
the electrostatic potential and forces to be ¢3 and fs3, fg. In the last step we allow the
Poisson-Boltzmann equation to couple with the elastic deformation so that the system will
arrive at the final state with electrostatic potential ¢ and forces fy, fs We write the netbody
force fy and the net surface force as the summation of their four components

fp= (8 — £3) + (£p3 — £10) + (£p2 — £1) + (K1 —£r0)  (58)

fo=(f; — f3) + (F3 — f0) + (£2 — £51) + (F51 — £0) (59)
corresponding to the above decomposition, and estimate these components individually.

5.1 The surface force due to changing ionic strength—The electrostatic potential
¢o of the system in the free state is given by

Ny
V- (Vo) +x sinh (¢0) =2¢;6 (x = x;),  (60)
while the electrostatic potential ¢, after changing of the ionic strength satisfies

N.
V- (eV1) +2 sinh (¢1) = 2 ;6 (x — x). (61)

By subtracting Eq.(60) from Eq.(61) we get

V- (€V) + (x* — &3) cosh (&) d= (x5 — &°) sinh (dp) in Q. (62)

where g=¢, — ¢ and &(x) € (min{¢1(x), do(X)}, max{d1(x), fo(X)}) is a function between

¢1 and ¢y satisfying the Cauchy mean value theorem

sinh (¢1) =sinh (¢) +cosh (£) (¢1 — ¢o) -
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We note that the singular charges disappear in Eq.(62), and hence ¢ € H! (Q)and is also in

C*®in Qprand Q 5_2,,,f. Moreover, following Theorem (2.2) we have the following %22
estimate for ¢:

~ ~ 2 2 . =
Il Bl < € (Il Bll,pq)+ Il (5 = &) sinh (B0} 1y, 1| Gllpie) - (63)

where

o Nypex=xil _ p=xolx—xil Ny p=Klx—xil

G=Y—— =~ —(k—Kp) X
i €y |X — x4 i

(64)

W

is the boundary condition of ¢ on &, and is the difference of boundary values of ¢; and ¢.
The approximation in Eq.(64) is well defined for small (x — xp). On the other hand, Lemma

(4.4) says that || @I, itself can be estimate by

(65)

~ ~ 2 2 . ~,
I Bl,00 < Cll Bll, < c(n (15 = ) sinh (o) 1|, , + I G||H1,2m)).

12(Q
By combining Egs. (63), (64) and (65) we get

I ¢1 = oll < Clko =kl (e6)

W2P(Q)

We now proceed to estimate the changes of electrostatic forces fy—f4g, fs1—fg. The body
force change

| £51 — fbollu,(gm < C§ |<$ (x;) |s C|K() - K| 67)

follows from Lemma (5.1). On the other hand,

fsl - st: _%63‘ ( V¢1s|2_‘ V¢Os|2)n+%6m ( V¢lm)2_’ V¢Om|2) n
— (¥ (cosh (¢15) = 1) = 3 (cosh (gos) = 1)) m
= _%Ex (V15 — Vo) - (Vé15+Veos) n
+%€m (Vé1m — Vdom) - (Vd1m+Vebom) n
—«% (cosh (¢15) — cosh (¢os))n — (K2 - K(z)) cosh (¢gs) n — (K2 - K(Z)) )

We note that with the mean value theorem, x2(cosh(g;) — x2 cosh(gs)) can be related to the
change of ionic strength as

K> (cosh (1) — cosh (go,)) =k sinh (¢) (415 — dos) -
Moreover, we can not bound the trace norm of |V ¢; ;12 — |V gg,12 by its Sobolev norm in
subdomain Q,,;swhere the singularities of the potential are located. Instead we follow the

remark of Eq. (55) and estimate this term in subdomain Q;. Thus the surface force change in
the first perturbation step can be estimated as
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Il £51 — stlefl/pJ’(I'f) < CCler=goll s, g, e+l
+ll b1 =doll, o, I S1+d0ll 2
2 . 4 j—
+K 'Sll’lh (f ) Il 1 ¢0“W1.p(sz:)
=Rl o, +HE - ) e
< Cle=#olC I gr+doll,,, , + I d1+6oll,,,
2| g ’
+K ’ sinh (f )’ + (k+ko) (” ¢0“w1‘1’<9n+1) )
< Cs (k) |k —«ol,

where Lemma (2.1) is applied to estimate the norm of the products of two WA functions
Vg — Vgoand Vg + V.

5.2 The surface force due to adding a low dielectric constant cavity—Although
the variation of ionic strength will change the electrostatic potential of the system, the
magnitude of potential change is usually smaller than that induced by adding molecules to
the system. By adding molecules to the system we will not only have the additional singular
charges but also expand a cavity of low dielectric constant in the solvent. These two effects
will be considered separately, and this subsection estimates only the change of potential and
forces due to the additional cavity of low dielectric constant. The effect of added charges
will be analyzed in the next subsection.

The electrostatic potential ¢, with an additional low dielectric cavity in the domain is
described by

N .
V- (eVy) +42 sinh (¢2) = 2 ;6 (x — x) (69)

with the same boundary conditions as Eq.(61). Here the dielectric constant e and ionic
strength « are different from those in Eq.(61), and thus the subtraction of Eq.(61) from Eq.
(69) shall be individually conducted in Q5 Q,;-and Qg to give the following three
equations:

-V (&V(p2—¢1))= 0 in Q,,
—V - (&V (¢2 — ¢1)) +k* (sinh (¢;) — sinh (¢1) = 0 in Q,
=V - (€.V2) +V (V1) - «* sinh (@)= 0 in Q.

By assembling these three equations we get a complete equation for g=¢, — ¢, in Q:

~V - (eV) +& (sinh (¢2) — sinh (1)) =€€—’"/<2 sinh (¢1),  (70)

where e is the same as that in Eq.(69), and the right-hand side is vanishing in Qgand Q¢
This function (non-vanishing only in Q) is equivalent to =V - ((es— &)V 1) + x2 sinh(g)
since

—V - (V1) +&%sinh (¢1)=0 in Q.

As before we notice that x2(sinh(g,) — sinh(g1)) can be related to cosh(&€)$ with a smooth
function & bounded by ¢; and ¢,, and therefore §in Eq.(70) satisies an estimate of the form
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1 llyzn < C (Bl + | 26 sinh @), ) < € I sinh @) 1,0,
< C || sinh (@) gy - Vinr

L®(Q)

which follows from Theorem (4.3) and Lemma (4.4), considering that Eq.(69) has a
vanishing boundary condition. Here V/;,is the volume of Q,,, suggesting that ||ﬂ|W2,p(Q)
can be made arbitrarily small by reducing the volume of Q.

The change electrostatic body force induced by this additional low dielectric cavity can be
estimated as

Il £ — fb1||u,(ﬂmf) <Ccx |6 ()| < CVir. 1)

The surface force change is

foo — = _%Es ( V¢2s|2_| V¢ls|2) n+%€m (|V¢2m|2_‘ V¢1m|2)n
—K (cosh (¢25) — cosh (¢15) n
= _%Es (Véhos = Vé15) - (Vs V) n
+%€m (V¢2m - V¢lm) : (V¢2m+v¢lm) n
—k (cosh (¢25) — cosh (1)) m,

and thus can be estimated by following

Il £ — fsl“W'—l/]).[)(rf) < C(C Nl ¢1levmsz.d I ¢2+¢1HWLP(Q’)
+ || ¢ — ¢1”w|v1’(§z;) I ¢2+¢1“W1.p(9;) (72)
2 . 4 J—
+K ‘smh (ri:' )' Il $2 ¢1”w14’<95> )

< Cllé2=dillyrr) < C- Vi,
from the similar arguments in last subsection for estimating f4 — fg.
5.3 The surface force due to additional singular charges—In this subsection we
will consider the change of electrostatic potential and force caused by singular charges
placed in the low dielectric space Q- The low dielectric space Q,,;,with these charges
completely models the rigid molecule which is expected to interact with a flexible molecule

Qr The electrostatic potential field after this third perturbation step satisfies the following
equation

Ny N,
—V - (eV¢p3) +« sinh ($3) =2 ;6 (x)) +2 ;6 (x;),  (73)
i J
while the change of potential, = ¢3 — ¢ is the solution of the equation
NV
-V. (EV(]NS) +k* cosh (¢) = 2q;o0 (x_,-) , (T4)
J

which is obtained by subtracting Eq.(69) from Eq.(73). Here &(x) is a smooth function
defined by the mean value expansion sinh(gs) = sinh(gy)+cosh(£)(g3—¢,). To facilitate the
regularity analysis of ¢ we define its singular component G, which solves
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-V. (EmVG) =%qj6 (xj) (75)

and its regular component ¢/, which is the solution of

-V. (qu?r) +* cosh €3] q?r:V . ((E —€n) Vé) — &% cosh €3] G. (76)

It shall be noted that V-((e—&,,)V G) is nonzero only on the molecular surfaces I' sand T, and
can be represented as an interface condition (e — £,,)V G- n on each of these two molecular
surfaces similar to that in Eq.(38). We notice that

and is of C* wherever away from any of x; hence of c” (QS), and thus so is —(e — £,)V G-
non T sand T'. The 727 estimate of §in Qgsays that

I Bl < CC & llcosh (@) Gl , + Il (& — €) VG|
+ | (& — &) VG| + 1 gll

witre(ry)

1 @l ) (78)

wl=1/pp(r,) wi=1/p.po0)
< (I8l + 16l +l18l,.,, |20 as a0
where
N, e“klx‘xj|
g=2q on 09

—_—
I €n |x - xj|
is the boundary condition of Eq.(74), and is the difference of boundary conditions of Eq.(69)
and Eq.(73).

We now analyze the change of the electrostatic forces due to the inclusion of additional
singular charges. For body force we have

13— tiall, ) < CEBpO+26,60| 20 as g0, (9

and for the surface force we know

f3—fo= —j€ ( V¢3s|2_’ V¢2x|2) n+36, ( V¢3m|2_‘ V(/)zmlz) n
- (K2 cosh (¢35) — k% cosh (o) n

= —56 (Vo3; — Vo) - (V3,4 Vo) m
+%Em (Vé3m — Vo) - (V3 + Vo) n
—&% (cosh (¢h35) — cosh (¢,)) 1.

This surface force difference can then be estimated by
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185 = £l ) S CC B3 =02l 1 d3+02000
+ ” D3m — ¢2’"”WZ~P(9;) ” ¢3’"+¢2’"”W2./1(g;)
2| o !
+ [ sinh (€)] 1 @35 = dll ) (30)

IA

C\ll ¢3 — d2llyp2r @yt Il 63 — ¢2||~//z,1,(9;) -0

as q;j—0

where the constant C depends on the /2 norm of ¢,, ¢3, and therefore is bounded if ¢, @3,
are bounded.

5.4 The surface force due to molecular conformational change—We now
consider the change of electrostatic potential and surface forces induced by elastic
displacement. By subtracting Eq.(73) from Eqg.(4) and with a few algebraic manipulations
we get the governing equation for §= ¢ — ¢3:
N . Nf+N,
-V - (eFV)+Jit cosh (€)= (J—1) T 6 (x;)+V - (€ (F — 1) V3)
+(J — 1) &% sinh (¢3),

(81)

where the function £ is defined by the mean value expansion sinh(¢) = sinh(¢gs)+cosh(&)(¢ -
#3). Unlike its counterparts in the analysis for the first two steps, this function £ is not
piecewise smooth since ¢ of Eq.(4) belongs to #2A(Q) hence is only piecewise uniformly
differentiable. The resulting mean value function £ is therefore a piecewise uniformly
continuous function. Because of the appearance of remaining singular charges in the right
hand side of Eq.(81), we know that #is not in A globally. Again we employ the
decomposition §= G¢+ G,+ # to separate the singular components Gy G,and the regular

~ ) A =~ Np ~ . . .
component ¢". The first singular component Gf=2ijfj is induced by all NV¢singular charges

~ Ny
V- (6nFVGr)=( =~ D) 2qi8 (x), (@)
while the second singular component CN?’:E?/"CN;U‘ is caused by all NV, singular charges in Q.
. N,
V- (eFVG,)=(J -1 Zq6(x;). @3
J

and both singular components have estimates similar to Egs.(23) and (24)

IIJ - llle&)Nqumax

Gl < 5 Q5. (84)
. Il J = 1l 0, N:Kq -
Gl e, < S i Q. (@)
r
~ [IJ-=1 . Nqumax . -
I VG i, < : 5“;) in Qg (g5
f
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1ve . < e Nk
r

ey < 52 in Qg (87)

By subtracting the singular components Gz, G, from Eq.(81) we obtain an equation for the
regular component

-V - (eFV$") +Ji% cosh (&) §'= V- (e (F —T) Vp3) + (J — 1) &* sinh (¢3)
V- ((e - &) FVGy) (89)
-V ((e - &) FVG,),

where the last two items V - ((e—e,)FV G and V - ((e—&,;) FV G)) prescribe two interface
conditions on the molecular surfaces I'rand I

Jo, = (& — €n) FVG/-n, (g

f;,=(& — &) FVG,-n, (90)

similar to that defined in Eq.(38). For the regular component &, Theorem (4.3) states that it
can be estimated with respect to the %22 norm as follows

~F 3r
1 iy <€ CHF M o My 1 e

+ ” fo”Wl—]/p.[)(rr)Jr ” fGr”Wl—l/p.p(l—r)

11 =D sinh @) ]+ 17+ (€ ® =D V@), )

O A Pl A
L I R [ o
F 1 =1 sinh (@3) 0+ NE=T1,, l g3l )

<C (7-1],

vy I
+ | F -1

eI = Ul 1 sinh @3)1],,,,

Il #3ll20) )

()

=€ (19 = Uy # 11T = U, IF =TI, ),

where in the last inequality we applied the estimate in Eq.(27) for the interface conditions
ferand fg, Finally, we estimate the change of the electrostatic forces due to the elastic
deformaiton. By definition, the body force change is attributed to the variation of regular
component(reaction field) ¢ and the variations of the the singular components(Coulomb
potential field), and thus can be estimated as:

I £ — £pal| < C% ‘55 (xi) +j§iG~jj (xi) +§Grj (x1)

LF(me ) (92)

<C(1 =1l #1 = e+ IF =TI

L®(Qs) wlyp(g))

The surface force change in this step is defined to be
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f, —f3= —%ES ( FV¢S|2—| V¢3s|2) n+%em (|FV¢m|2—‘ V(/)3m|2)n
—K> (cosh (¢s) — % cosh (¢35) n
= —Lle (FVop, — Vps,) - (FVp+Vepss)n (93)
+56n FV@m — V) - FVPn+V3n)n
2 sinh (£) (s — ¢35 m.

It follows that
Il £5 C(|IFVg — Va3l

+ 1 ¢ — ol

+ || FVg — Ves||

— <
f53||W1—l/p»p(rf) - wlrg)

).

whe(af) (94)

whr@y)

To relate the estimate of FV ¢-V ¢3 to that of ¢ — ¢3 (the latter has already been estimated in
Eq.(91)), we make use of the relation

IEVY = Vasll ,, = [IFVe—FVg3+FVgs —Vesl| |
< [|F(V¢—Ve3) ||w1~P<n;)+ I (F—1) V¢3HWI~P(QS)
< NWFl g, TV =Yoo+
Il (F-1T) le.p(m) I ¢3”w2-v Q)
and a similar relation for | FV® — V¢3“W|,p(ﬂ;)_ By collecting these results together we can

conclude from Eq.(94) that
V=l < (17 = U+ IF =10, ) o9

which indicates the dependence and the boundedness of this electrostatic force component
with respect to the elastic displacement field.

5.5 Complete estimation of the electrostatic forces—The complete estimation of
the electrostatic surface force is presented this lemma:

Lemma 5.2: The electrostatic force can be made arbitrary small by reducing the variations
of ionic strength, the volume of the additional low dielectric space, the added singular
charge and the magnitude of the elastic deformation.

Proof: Following from its decomposition schemes (58,59), the estimation of total
electrostatic body force and surface fore can be readily completed by combining their
respective four components estimated in the four subsections above. The estimates for these
two forces have an identical form

16 = ol ) <CC| K=sol+ 1l 62—l
+er+ ” F - I”

vy, T 102 = @1l
oI =1

w2p(al)

96
). (96)

who( whrQ)
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Il £5 — £yoll <C(| k—xol+ Il d2 -l

wi-lipp(rp) — Wz,,,(ﬂj)"' I 2 — 1l
+er+ ” F- I”

171y,

wlr©)

w2r ()

97
). 7

whprQ)

It is noticed in Eq.(78) that both llg, — ¢ Il U2P(Q,) and Il 62— ‘l"sz,p(gg) can be made
arbitrarily small by adjusting the charges of added molecule Q. Moreover F(0)(x) = 0, A0)
(x) = 1 follow from their definitions and both functions are infinitely differentiable in the
neighborhood of each function in

— 2.p
X,=fue w2 Q)i lul,,, o) © m}.
Applying the Taylor inequality we have
Il F- IIIWI_PW <[ IDE Il llIIWlpm
I J =1l <lIlDII “”Wz,,,m

hence the last two items in estimates (96, 97) are also small for properly chosen X,

6 Main Results: Existence of Solutions to the Coupled System

Theorem 6.1

Theorem 6.2

We now establish the main existence result in the paper. It is noticed that for every element
Vv € Xjone can derive a Piola transformation and solve for a unique potential solution of the
Poisson-Boltzmann equation with this Piola transformation. The electrostatic forces
computed from this potential solution belongs to WA=YAA(T" ) hence there is also a unique
solution u to Eq.(8) corresponding to these electrostatic forces. This loop defines a map S
which associates every v with a new displacement function u. Our existence result is based
on the following version of the Schauder fixed-point theorem.

Let X, be a closed convex set in a Banach space X and let S be a continuous mapping of X,
into itself such that the image of S(Xp) is relatively compact. Then S has a fixed-point in Xp,.

Proof—See (39).

The Schauder Theorem depends on establishing continuity and compactness of the map S
X, — Xp. We notice that X}, is convex and is weakly compact in WA, Therefore the
mapping Shas at least one fixed-point in X}, if we can verify that Sis continuous in some
weak topology.

S Xy — X, Is weakly continuous in WAA(Qmp.

Proof—This proof follows the similar arguments in (7). Let v, be a sequence in Xjand v,
— vin WAPas n— oo, With these displacement fields, we can compute the electrostatic
potential ¢, = ¢(v,)( hence the electrostatic body force fp, = f4(v,,) and surface force fg, =
f{vy)) and new displacement fields u, = u(v,) defining the mapping S. We know from (96),
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(97) and (9) that ¢, T4, Tspand u,are bounded independently of 7. Therefore there exists a
subsequence v, C v, an electrostatic potential ¢, and a displacement field 0, such that

G (V) =¢ as [ o0

u(vy) =u as [ — oo

We shall prove that u(v) = U by investigating the limit of the equations for ¢(v,) and u(vp),
and of the expression for F(v,), f{vp), f{v,) and Av,). Since ®(v,) — ®(v) in the same
weak topology as v;,— v and WA is compactly embedded in Ct, there is a subsequence of
Vi C v such that

Vg — V In Cl(Q) as k— oo,
(D(vnk) — ®(v) in C! (Q) as k— oo
hence

J(Vy) > J(¥) in C'(Q) as k- oo,

following the definition of Av). The convergence of

F(Vnk)HF(V) in CO(Q) as k — oo,

which involves the inversion of V®(v), is substantiated by continuous mapping froma nx n
matrix to its inverse in C%(Q), i.e.,

Apsn € CY(Q) 5 A7) € 0 (Q)

nxn

in the neighborhood of each invertible matrix of C%(Q), and by the invertibility of VO(vp)
in WAP(Q). Now we can pass the equations satisfied by (#n4and v, to the limit and deduce
that

G V) = B(V) =9,
—u.

uy — u(v)

This proves the continuity of mapping Sin the weak topology of W27,

Finally we verify that S(X}) C X, By connecting the force estimates (96)-(97) and the
estimate of displacement u in theorem (3.1) we observe that

+ || fs”WH/p,p(r/-))

+|IF -1

lal,, <C(Itl,,

< Cllk = kol I ¢2 = ¢1ll,

2P (Qs)
<M<

+||J—1||Lw) (98)
__c
= max{C1,C2}

wlhr@s)

for appropriately small change in ionic strength and in the charges in the added molecules,
where G, C1, C2 are the constants prescribed in inequality (12). Thus we verified that S(X))
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C Xpand @(u) is invertible. This gives the main result in the paper as the following
theorem.

Theorem 6.3

There exists a solution to the coupled nonlinear PDE system (8) and (4) for sufficiently
small x — xy and sufficiently small rigid molecule Q n,, with sufficiently small charges.

Proof—This follows from Theorem 6.1 combined with Theorem 6.2.

7 Variational Principle for Existence and/or Uniqueness

In addition to the fixed point arguments, variational principles and quasivariational
inequalities are also widely used for analyzing coupled systems of PDEs arising from
multiphysics modeling. While quasivariational inequalities are exclusively used for systems
with boundary conditions given by inequalities, a single energy functional for the entire
system is generally required for the application of either of these two approaches, and the
stationary point of this energy functional with respect to each function shall produce the
corresponding differential equations and all boundary conditions. This energy functional is
usually given by the total potential energy of the system, or by the sum of the potential
energies of each equation if these energies are compatible. While it remains challenge to
construct the total energy for our problem, we can give a coupled weak form of the entire
system:

(Ax’)’) :(fbav) +(f.3'9 V) Vy e })’

12(2,r) (99)

12(Tr)
where x= (u, ¢), ¥= (v, ) are in the product space Pof W2A(Q,, for the displacement
field u and the U2P(Q) for the regular component of electrostatic potential ¢/, i.e., P=
WAP(Q ) x WAA(Q), and the operator A is defined by

(Ax,y) = (T (), E (V) + (FV¢, Vo) + (/i sinh (p+G) 1), (100)

where the stress tensor T and the strain tensor E were given in Eq. (3).

Unlike the piezoelectric problems to which variational principles and quasivariational
inequalities can be readily applied, we lack the coupling of the electrostatic potential and
elastic displacement at the level of constitutive relations of the material (40; 42). Instead, our
electro-elastic coupling is through the electrostatic forces. We note that variational

principles have been formulated for a class of fluid-solid interaction systems (43), which
resemble our problem in that the coupling is through the boundary conditions of the
elasticity equation instead of the constitutive relations. This will be examined for our
problem in a future work.

8 Concluding Remarks

In this paper we have proposed and carefully analyzed a nonlinear elasticity model of
deformation in macromolecules induced by electrostatic forces. This was accomplished by
coupling the nonlinear Poisson-Boltzmann equation for the electrostatic potential field to the
nonlinear elasticity equations for elastic deformation. The electrostatic of this coupled
system is desribed by an implicit solvation model, and the Piola transformation defined by
the solution of the elasticity equation is introduced into the Poisson-Boltzmann equation
such that both equations can be analyzed together in a undeformed configuration. A key
technical tool for coupling the two models is the use of an harmonic extension of the elastic
deformation field into the solvent region of the combined domain. Combining this technical
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tool with regularization techniques established in (2) and a standard bootstrapping
technique, we showed that the Piola-transformed Poisson-Boltzmann equation is also well-
defined and the regular component of its solution has a piecewise W2-P-regularity. This
regularity matches that of the elastic deformation, giving access to a Schauder fixed-point
theorem-based analysis framework for rigorously establishing the existence of solutions to
this coupled nonlinear PDE system for small perturbation in the ionic strength and for small
added charges. The existence of large deformation for large perturbations in ionic strength
and/or charges can be obtained by combining our local result with general continuation
techniques for nonlinear elastic deformation (37). Our Shauder-type existence proof
technique did not require that we establish a contraction property for the fixed-point
mapping S, this results in losing access to a uniqueness result for the coupled system, as well
losing access to a fixed error reduction property for numerical methods based on the fixed-
point mapping S.

The coupling of elastic deformation to the electrostatic field is of great importance in
modeling the conformational change in large macromolecules. To put this into perspective,
more comprehensive and realistic continuum models for macromolecular conformational
changes can be developed based on the results in this article, for example, by coupling the
(stochastic) hydrodynamical forces from the Stokes or Navier-Stokes equation, or including
van der Waals forces between closely positioned molecules. While mathematical models
and robust numerical methods have been well studied for steady state fluid-structure
interaction problems (7), the inclusion of van der Waals forces appears to be more
straightforward (35). A major concern in applying these coupled models, however, is the
determination of the elasticity properties of macromolecules within the continuum
framework, which requires new theoretical models and quantitative comparisons between
the continuum modeling and the classical molecular dynamical simulation and/or
experiential measurements. In a future work we will study the development of numerical
methods for this coupled system and apply this model to macromolecular systems where
electrostatic forces play a dominant role.
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Fig. 1.
Illustration of macromolecules immersed in aqueous solvent environment.
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Fig. 2.
Displacement of the molecular surface T'z The solid black line is the surface before
displacement and the dashed red line is the surface after displacement. The new solvent

region Q; is Qg plus the strip between two surfaces; The strip subtracted from Q,, the equals
the new solute region Q.

J Math Anal Appl. Author manuscript; available in PMC 2013 March 08.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Zhou et al.

Page 40

Fig. 3.

[llustration of adding rigid molecule(s). Left: Before adding rigid molecules the domain Q,,,
is occupied by solvent and hence has dielectric constant e, Right: After adding molecules
the domain Q- has low dielectric constant e,
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