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Abstract

The total free energy of a molecule includes the classical molecular mechanical energy (which is
understood as the free energy in vacuum) and the solvation energy which is caused by the change of
the environment of the molecule (solute) from vacuum to solvent. The solvation energy is important
to the study of the inter-molecular interactions. In this paper we develop a fast surface-based
generalized Born method to compute the electrostatic solvation energy along with the energy
derivatives for the solvation forces. The most time-consuming computation is the evaluation of the
surface integrals over an algebraic spline molecular surface (ASMS) and the fast computation is
achieved by the use of the nonequispaced fast Fourier transform (NFFT) algorithm. The main results
of this paper involve (a) an efficient sampling of quadrature points over the molecular surface by
using nonlinear patches, (b) fast linear time estimation of energy and inter-molecular forces, (c) error
analysis, and (d) efficient implementation combining fast pairwise summation and the continuum
integration using nonlinear patches.

Keywords
generalized Born; molecular surface; fast summation; error analysis

1. Introduction

Most of the protein molecules live in the aqueous solvent environment and the stabilities of
the molecules depend largely upon their configuration and the solvent type. Since the solvation
energy term models the interaction between a molecule and the solvent, the computation of
the molecular solvation energy (also known as molecule - solvent interaction energy) is a key
issue in molecular dynamics (MD) simulations, as well as in determining the inter-molecular
binding affinities “in-vivo” for drug screening. Molecular dynamics simulations where the
solvent molecules are explicitly represented at atomic resolution, for example as in the popular
package NAMD [1], provide direct information about the important influence of solvation.
Moreover, as the total number of atoms of solvent molecules far outnumber the atoms of the
solute, a larger fraction of the time is spent on computing the trajectory of the solvent molecules,
even though the primary focus of the simulation is the configuration and energetics of the solute
molecule. Implicit solvent models, attempt to considerably lower the cost of computation
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through a continuum representation (mean-field approximation) of the solvent [2]. In the
implicit model, the solvation free energy G¢o Which is the free energy change to transfer a
molecule from vacuum to solvent, consists of three components: the energy to form a cavity
in the solvent which is also known as the hydrophobic interactions, the van der Waals
interactions between the molecule and the solvent, and the electrostatic potential energy
between the molecule and the solvent (also known as polarization energy), Ggo| = Geay +
Gvaw + Gpol- Based on the Weeks-Chandler-Andersen (WCA) perturbation theory [3,4], the
non-polar solvation energies are of the form Gg,y + Gygw = GUP) + G(eP)._In [5], Grep) is
described as the weighted sum of the solvent-accessible surface area A; of the atoms. In [31],

; M
a volume term is added: G('ep)zzi:l%AiJrPV, where p is the solvent pressure parameter and
V is the solvent-accessible volume. In [6], the attractive van der Waals dispersion energy

G(a‘”:ZZIGEam, where G{"=p [u*"(x;, y)6(y) dy, po is the bulk density, u*"(x;.y) is the

van der Waals dispersive component of the interaction between atom i in the solute and the

volume of solvent at y, 6(y) is a density distribution function for the solvent. Hence the non-
polar solvation energies

M
Gt Guaw= ) yilitpV+po [ul (xi, yy) dy.
i=1 (1.1

The electrostatic solvation energy is caused by the induced polarization in the solvent when
the molecule is dissolved in the solvent, therefore

1
Gpolzifﬁarcaclion (r)p(r) dr, (1.2)

Where greaction = @solvent — @gas-phases @(I) and p(r) are the electrostatic potential and the charge
density at r, respectively.

The Poisson-Boltzmann (PB) model was developed to compute the electrostatic solvation

energy by solving the equation —V(¢(x) Vo (X)) = p(x) for the electrostatic potential ¢. Numerical
methods to solve the equation include the finite difference method [7,8], finite element method
[9,10], and boundary element method [11]. However the PB methods are prohibitive for large
molecules such as proteins due to the limited computational resources. As an alternative, (1.2)
is approximated by a generalized Born (GB) model which is in the form of discrete sum [12]

T 4qiq j
Gp()l— - EZ ; s

ii| 2. pp T
r,.j+R,Rjexp( 4—R,-R,-)

ol—

(1.3

where =L — L. ép and ew are the solute (low) and solvent (high) dielectric constants, g; and
R; are the charge and effective Born radius of atom i, respectively, and r;j is the distance
between atoms i and j. The solvation force acting on atom «, which is part of the forces driving
dynamics is computed as
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_ acsol

Fl= - 22
0X, (1.4)

Because the GB calculation is much faster than solving the PB equation, the GB model is
widely used in the MD simulations. Programs which implement the GB methods include
CHARMM [13], Amber [14], Tinker [15], and Impact which is now part of Schrodinger, Inc.’s
FirstDiscovery program suite. Even though the GB computation is much faster than the PB
model, the computation of the Born radius R; is still slow. During the MD simulation, the Born
radii need to be frequently recomputed at different time steps. Because this part of computation
is too time-consuming, there are attempts to accelerate the MD simulation by computing the
Born radii at a larger time step. For example, in [16] in their test of a 3 ns GB simulation of a
10-base pair DNA duplex, they change the time step of computing the Born radii and long-
range electrostatic energy from 1 fs to 2 fs. This reduces the time of carrying out the simulation
from 13.84 hours to 7.16 hours. From this example we can see that the calculation of the Born
radii takes a large percentage of total computation time in the MD simulation. In the long
dynamic runs, this decrease in the frequency of evaluating the effective Born radii are not
accurate enough to conserve energy which restricts the MD simulation of the protein folding
process to small time scale [17]. Hence it is demanding to calculate the Born radii and the
solvation energy accurately and efficiently.

In this paper we develop a method for fast computation of the GB solvation energy, along with
the energy derivatives for the solvation forces, based on a discrete and continuum model of the
molecules (Figure 1.1). An efficient method of sampling quadrature points on the nonlinear
patch is given. We also show that the error of the Born radius calculation is controlled by the
size of the triangulation mesh and the regularity of the periodic function used in the fast
summation algorithm. The time complexity of the forces computation is reduced from the
original O(MN +M2) to nearly linear time O(N +M +n2 logn +M logM), where M is the number
of atoms of a molecule, N is the number of integration points that we sample on the surface of
the molecule when we compute the Born radius for each atom, and n is a parameter introduced
in the fast summation algorithm. The fast summation method shows its advantage when it is
applied to the Born radius calculations for macromolecules, where there could be tens of
thousands or millions of atoms, and N could be even larger. In the fast summation method, one
only need to choose a small n which is much smaller than M and N to get a good approximation,
which makes the new fast summation based GB method more efficient.

The rest of the paper is organized as follows: in Section 2 we explain the geometric model that
our energy and force computation are based on; we discuss in detail the energy computation

in Section 3 and the force computation in Section 4; some implementation results are shown

in Section 5; some details such as the fast summation algorithm and the NFFT algorithm are

discussed in the appendix.

2. Geometric model

2.1. Gaussian surface

The electron density and shape are used in a similar sense in the literature with respect to the
modeling of molecular surfaces or interfaces between the molecule and its solvent. The electron

Ix—x;1> _
density of atom i at a point X is represented as a Gaussian function: (X):eﬁ(T Y where Xi,
rj are the position of the center and radius of the atom k. If we consider the function value of
1, we see that it is satisfied at the surface of the sphere (x: |x — ;| = rj). Using this model, the

electron density at x due to a protein with M atoms is just a summation of Gaussians:
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5
M Ix—x;l~

A1)
f(X)=Ze L
i=1 (2.1)

where £ is a parameter used to control the rate of decay of the Gaussian and known as the
blobbiness of the Gaussian. In [18] f =—2.3, isovalue = 1 is indicated as a good approximation
to the molecular surface.

2.2. Triangular mesh

The triangular mesh of the Gaussian surface is generated by using the dual contouring method
[19,20]. In the dual contouring method a top-down octree is recursively constructed to enforce
that each cell has at most one isocontour patch. The edges whose endpoints lie on different
side of the isocontour are tagged as sign change edges. In each cube that contains a sign change
edge, we compute the intersection points (and their unit normals) of the isocontour and the
edges of the cube, denoted as p;j and n;, and compute the minimizer point in this cube which
minimizes the quadratic error function (QEF) [21]:

QEF(x)=)"[n; - (x = p)I*.

Since each sign change edge is shared by either four cubes (uniform grid) or three cubes
(adaptive grid), connecting the minimizer points of these neighboring cubes forms a quad or
a triangle that approximates the isocontour. We divide the quads into triangles to generate the
pure triangular mesh.

2.3. Algebraic spline molecular surface (ASMS)

The triangular mesh is a linear approximation to the Gaussian surface. In our solvation energy
computation, we generate another higher order approximation called ASMS model (Figure 2.3
(F)) based on the triangular mesh to improve accuracy and efficiency [22]. Starting from the
triangular mesh, we first construct a prism scaffold as follows. Let [vjvjvi] be a triangle of the
mesh where vj, vj, v are the vertices of the triangle and nj, nj, ny be their unit normals. Define
Vi(A) = v| + An,. Then the prism is define as

Djji:={p:p=b1vi(D)+byV j(D)+b3vi (), A € L},

where by, by, b3 € [0, 1], by + b, + bz = 1, and ljj is a maximal open interval such that (i) 0 €
lijk, (ii) for any 4 € lijk, vi(4), vj(4) and vi(4) are not collinear, and (iii) for any 1 € ljj, nj, n;
and ng point to the same side of the plane Pjj(4):= {p: p = byvi(4) + bavj(4) + bavi(4)} (Figure
2.1).

Next we define a function over the prism Djjy in the cubic Bernstein-Bezier (BB) basis:

F(by, by, b3, )= Z bijk(/l)B?jk(bl’szbﬁ’
i+ j+k=3 (2.2)
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where B? A(bl, by, b3)= ,,j,'k,b' b’ b" The ASMS denoted as I is the zero contour of F. The scheme
for deflnlng the coefficients buk are defined is described in detail in [22]. In short they are

defined such that
»  the vertices of the triangular mesh are points on I';
« Tis Clat the vertices of mesh;
« T is Clat the midpoints of the mesh edges.

Later, given the barycentric coordinates of a point (b, by, b3) in triangle [vjvjvi], we solve the
equation F(bq, by, b3, 1) =0 for 1 by Newton’s method. In this way we can get the corresponding
point (x,y,z) on T

(X, 3, D) =b1Vi()+bav j(D)+b3 V(). 2.3)

We have proved in [22] that the ASMS model is C! everywhere if the normals of the mesh
satisfy certain symmetry conditions. The error between the ASMS and the Gaussian surface is
bounded and we have shown that the ASMS converges to the Gaussian surface at the rate of
O(h3) where h is the maximum edge length of the mesh.

3. Fast solvation energy computation

3.1. Method

Similarly to what is done for other GB models, we use (1.3) as the electrostatic solvation energy
function. Before we compute (1.3), we need to first compute the effective Born radius R; for
every atom which reflects the depth a charge buried inside the molecule (Figure: 3.1). An atom
buried deep in a molecule has a larger Born radius, whereas an atom near the surface has a
smaller radius. Hence surfactant atoms have a stronger impact on the polarization. Given a
discrete van der Waals (vdW) atom model, as long as we know R; for each atom, we can
compute (1.3) by using the fast multipole method (FMM) [23] with the time complexity O
(M logM). However the Born radii computation is not easy and is very time-consuming. There
are various ways of computing the Born radius as summarized in [24]. These methods can be
divided into two categories: volume integration based methods and surface integration based
methods. In general, the surface integration methods are more efficient than the volume
integration methods due to the decreased dimension. So we adopt the surface integration
method given in [25] to compute the Born radius:

fr(r X DO 45 il M,
Ir — x| (3.1)

where T is the molecule-solvent interface, xj is the center of atom i, and n(r) is the unit normal
on the surface at r and we use ASMS as the model of T".

Applying the Gaussian quadrature, We compute (3.1) numerically:

PR Sl LY

i=1,..., M,
Iry — x;|* '

k=1 (3.2)

where wy and ry are the Gaussian integration weights and nodes on " (Figure 3.2). ry are
computed by mapping the Gaussian nodes of a master triangle to the algebraic patch via the
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transformation 7. Let r{ and w{ be one of the Gaussian nodes and weights on the master
triangle. Then the corresponding node ry and weight wy are == 7 and === where |3(:7)| is
the Jacobian determinant of .7.

We formalize (3.2) in two steps. First we split it into two parts:

R 1 iwkrk -n(ry) 1 lewkx,- -n(ry)

i Tan Y S x4
4n k=1 |r — xil 4n k=1 [t — xi (3.3)
Then we split the second summation in (3.3) into three components:
al WiX; - (T) al wkn_/;'. N Wknf: al wkn’;"
Z |r, — X‘|4 ZXiZ |r, — X.|4 +yiz |r, — X-l4 +ZiZ |r, - X‘|4 )
=1 PR A k=1 kT =1 "k T =1k T A (3.4)

The first summation in (3.3) and the three summations in (3.4) without the coefficients in front
are of the common form:

N
Gx)=) cxg(xi = 1) i=1,..., M,
k=1 (3.5)

with the kernel function g(x — rk):W and the coefficient ¢, = wyry - n(ry),

wenk, wknfi, wknff, respectively. (3.5) can be efficiently computed by using the fast summation
algorithm introduced in [26] with complexity O(M + N + n3 logn), where n is a parameter used
in the fast summation algorithm.

3.2. Fast summation

The fast summation algorithm is published in [26]. For convenience, we discuss this algorithm
in this section briefly. The fast summation algorithm is often applied to compute the
summations of the form

N
Gxi)=) cxg(xi — 1), i=1,.... M,
k=1 (3.6)

where the kernel function g is a fast decaying function. Cutting off the tail of g, one can assume
that the support of g is bounded. In our Born radii computation, since the distance between
Xj and ry is no less than the smallest radius of the atoms, there is no singularity in g. Without
loss of generality, we assume x _ r, e [1:=[ -1, 1] After duplicating g in the other intervals,
g can be extended to be a periodic function of périod one in R3 and this periodic function can
be decomposed into the Fourier series:

g(x _ r]\): Z gweZm'w-(x—r,\)’
wels (3.7)

SIAM J Sci Comput. Author manuscript; available in PMC 2010 March 2.
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where 1= {(w1, w3, w3) € Z3} and g,, = [;; g(x)e27®X dx. We approximate (3.7) by a
truncated series:

g(x _ rk) ~ Zgwebﬁ(x—l’/\)-a),
wel, (3.8)

where Li={(w1, wp, w3) € Z%: — & < <2} We compute the Fourier coefficients g,,
numerically by

1 i .
8w="3 § ghyeein yep,
n’ 4 n
Jel, (3.9)

by using the fast Fourier transform (FFT) algorithm with complexity O(n3 logn).

Plugging (3.8) into (3.6), we get

N . N . .
G(X,) ~ Ck( 2 gweZm(x,-—rA)-(u) = Z Lo ( Z ck€—2mw-r1\) eZm(wxi
1

k= wel, wel, k=1

— Z gwawebriw'x,-
wel, (3.10)

where

N
o :chefbrmrrk )
k=1

(3.11)

(3.10) is computed by using the NFFT algorithm with complexity O(n3 logn +M) and (3.11)
is computed by the NFFTT algorithm with complexity O(n3 logn +N). Hence the total
complexity of computing (3.6) is O(N + M + n3 logn), which is significantly faster than the the
trivial O(MN) summation method once the number of terms in the Fourier series n is much
smaller than M and N. We explain the NFFT algorithm and the NFFTT algorithm in Appendix
A and B, respectively.

3.3. Error analysis

The numerical analysis of the error introduced during the computation of (3.1) can be
decomposed as follows: (i) the sum of a quadrature error Eq; (ii) some “fast computation” error
in the evaluation of the quadrature itself. The latter error is then decomposed in three terms,
which correspond to different steps in the numerical procedure. They are the truncation error
Ers when we truncate the Fourier series (3.7) into finite terms, NFFTT errors E,, when we
compute the coefficients (3.11), and an NFFT error Enper When we finally evaluate (3.10) by
the NFFT algorithm.

Let I; and ; denote the exact integration and the numerical output of (3.1) for atom i,
respectively. Then We have

SIAM J Sci Comput. Author manuscript; available in PMC 2010 March 2.
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L=1i+Eyy tE,  VEs+Eq.

Let ”E”w:mf‘XVf - }i|. We have

IEl. < 1Eq /| HIEes |+ Bl +IE

NFFT“oo NFFrT”oo‘ (3.12)

Q||m FS”oo

Next we will analyze each individual error ||Eqls, ||EFs|leo: IENFFTIlee: @nd [[ENFFTT]|cc-

3.3.1. Quadrature error—Let I's be one of the algebraic patches on the molecular surface
I. Suppose T'¢ is built based on a triangle e:= [v;, vj, vk]. Any point (by, by, b3) € e can be
mapped to a point r(by, by) € T'e. The integration (3.1) over I' is

_ [ (=x)n)
( (Ilf _bf)r" et is
— r(01,02)—X;)n(r(by,0)
=[] o, /1dbdb,

[¥(by,b2)—xil*

(3.13)

where Qg is the canonical triangle, (b1, by, b3) is the barycentric coordinates of the points in
Qg and |J] is the Jacobian. Let f (b1, by) denote the integrand in (3.13). As we discuss in
Appendix C, f (by, bp) € C*(Qg). Suppose we use an s-th order quadrature rule on element e,
then

Se
I.= f f J(by,ba)dbidby= ) "wi [, b5+ E.
& k=1

(3.14)
We expand f(bs, by) in a Taylor series around a point (b}, b5, b%) € Qq:
J(b1,b2)=Ps(b1,b2)+Ry(b1, by), (3.15)
where Pg(bq, by) is a polynomial of degree s:
Py(b,b)= (5, Byt br = Byt (bs — b1 f5,, )
RO IR B P T P g, T 2 b, ¥R (3.16)
and the residue Ry is
1 o ) s+1
Ry =——[(by = b))—+(by — b’))— b1, by), b1, b;) € Q.
s(b1,b2) (s+1)![( 1 1)6b1+( 2 2)(%2] S(by1,b3), (b1, D) € Qo 3.1

Then the error E becomes

SIAM J Sci Comput. Author manuscript; available in PMC 2010 March 2.
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Se
E= f f Ry(b1, by)dbdby — ZkaS(b‘l',bg).
Q =1

Let Wy = max(wy|), we get
3
81 < [ IRatr oo W,y TR, 5
Q0 k=1

Within Qg, [b; — b}| < 1and|b, — bj}| < 1, hence

s+1

I—I I—I [y, b)),

R (b1,by)| <
IRs(b1,b2)| < (+1), 518

where F denotes |2} By the chain rule,

0 d ox (’)()y d 0z

b, 0xob, ayob;  0z0b

According to (2.3), we have #=v] —v3+A(n] — n3). Let hmax be the maximum edge length of

the triangular mesh, Zmax = max{}4 [}, and h = max(hmax, Amax)- Then we have | 2= | < 2h.
Similarly, we can get the same bound for the derivatives of x, y, z with respect to by and b,.
Therefore

(2h)s+l s+l o ) ) ) (2h).§'+l

(s+1)! (s+1)! (3.19)

where (x*, y", z*)—b*v~(/l)+b‘§vj(/l)+b§vk(/l), f (x",y",2)=/(b}, b3), and the constant

s+1
C= max D f ey 2l <eo . Noticing that the area of Qg is 1/2, we can write

s+
C s+l

E| < (=+s.W,
Bl ( ¢ A)( +1)! (3.20)

Even though a greater number of quadrature nodes correspond to the higher order of accuracy,
the increase in complexity is a limiting factor. Meanwhile, since the ASMS error is of the order
h3, there is no point in a very accurate approximation of (3.20) to too high an order. As a trade-
off, we use a two dimensional 3-point Gaussian quadrature over the triangle Qg which is of
order 2 [27]. So s =2 and s = 3. The nodes are ( 1 L1 1) and its permutations. Wi=1 fork =
1,2,3. Then

SIAM J Sci Comput. Author manuscript; available in PMC 2010 March 2.
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E| <2Ch. @3.21)

Suppose there are Ne patches on T', then [Eq| < 2N.Ch3. So we have the same bound
|Eqll., < 2NeCh. (3.22)

3.3.2. Fast summation error—According to the fast summation method described in
Section 3.2, the Fourier series is truncated into a finite series

ELS::ZN:ck[ Z gwez”iw'(xir‘)] :ickT,i

k=1  \wel,\l, k=1

where T} denotes the truncation error of the Fourier series. Hence

L] < |le]l. D17l
k=1

(3.23)
wherelell= max e
T=1 > gue™@™ ™)< 3" g,
wel\I wel\I (3.24)
with
8o=J [, 8X)e 7 dx (3.25)

and g being the the kernel function in the fast summation. In the Born radii calculation,

8(X)= - As defined in Section 3.2, IT is bounded and excludes 0. Let @ = (w1, w2, w3). Then
we rewrite Xy,ej \ipl9e| as

[eS)

18wl= |g_1)im 1Y, —l"ml’
DI IND VD IR I TEOHEE

welo\I, i,jk,=0,1w| =n+lwr=n+lwz=n+1 (3.26)

By successive integration by parts for each dimension, we get

SIAM J Sci Comput. Author manuscript; available in PMC 2010 March 2.
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_l- my —i my —i m3 '
gwlwzw3_( ) ( ) ( ) fHDmg(x)e—mede’

2w 2mwr 2nw3

where m=mq + my + mgand D" g=( &L+ 22 + 23 Yo, Therefore

PR w2 | 373

1

8wl € = | |D"8X)ldx.
2 W3 1,y m3J 1]
(2n) W' Wy Wy

Let m = 11 [D™g(X)| dx. We obtain [8wiwsws| < # For the other terms in (3.26) we
have the same upper bound. If we assume mq, mp, m3 > 2, then

' 8u < 1 o 1 o 1
T < o57| 2 3 Y
. -_— 2 I VHl V”l 7113
¥ @) wi=n+1%1 wr=n+1%2 w;:n+lw3
B © 1 © 1 © 1
< @or (f mdwl) (f , ﬁdwz) (f . wdw)

n
1

_ B
Q)" (my—=1)(my—1)(m3—1)nm=3 "
For m; = my = m3, we have
; 8
Tl < —to—.
(2m)°n’ 3.27)
Then for (3.24), we have
- 8ueN
Exsl < lello—=5
2m)°n- (3.28)

In fact, the right hand side of (3.28) is independent of i. Therefore we get

8/.16N
Q2m)on3 (3.29)

IE o = el

3.3.3. NFFT error—The error analysis of the NFFT algorithm is thoroughly discussed at the
end of Appendix A. This error estimation is derived based on the analysis in [28]. In summary,

the NFFT error is split into the aliasing error E' _and the truncation error E2__ [28]:

Bl = [IE2

NFFT”OO

+||E1%IFFT||00'

1 2
The error bounds of £, and E_ are
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C 'a'n(f)
|ES |l < |IG| ma —uHons ),
NFET ‘ |I wel {0] Cw(f) 330
”E\m-'r”oo < —maX(C (S))Ha” maxZL{(x, — —) —n(x; — _)|
el (3.31)

where ¢ is a 1-periodic window function defined in Appendix A, C,, (&) are the Fourier co-
efficients of & and # is a truncated version of & In the fast summation method (3.10), ||G|l1 =
L welpl900l, Where g, and a,, are defined in Section 3.2. Combining (3.30) and (3.31), one
obtains

”EN”""”oo s C(f’ m’0)||a|1 (3.32)
In [26], the coefficient C(&, m, o) is given for some special & They are

«  Gaussian, &(x) = (ub) L/2elonx|%b , where p.— 2-_», the coefficient C(&, m, 0) =
de” mrn(1- 1/(20—1)) -

» cardinal central B-splines [29], &(X) = Mam(onx), the coefficient
C(&,m,0)=4(5

)2171;

20-1

powers of sinc function, £(x)="2r-Dginc?™ ((Qzs2m), the coefficient

CE m,0)=54 ( e+ (2™,
e Kaiser-Bessel function [30]

C(&,m, 0)=5n" mm\*/l_ ~m2aNI=T/o

3.3.4. NFFTT error—As we mentioned in Section 3.2, (3.11) is computed by the NFFTT
algorithm and then they are plugged in (3.10) for the following evaluation of the summation.
So the NFFT error ENgpyT is

_Zg E e2niw-x,-
— w™~w 9

wel, (3.33)

where E,, denotes the error of the NFFTT algorithm and g,, is the same as is defined in (3.25).
Then we have
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B et < D J80Eol < maxiEul Y leul=|Eo]|lell,
wel, wel, (3.34)

il =izl g 1= D

wel), .

As we discussed in Appendix B, the NFFTT error E,, is decomposed into the aliasing error
( EL) and the truncation error (£2), E,,=E. +E2. So

IEoll < Gl HIES

“)”oo

where ”Ei)”m:?ulg?f 4] ang l|Eo

By

_ 2 L .
||m—‘,f}§,ff IEw| Based on the error bounds derived in Appendix

Z Cotion (f )

i€Z3\(0} Cu(@) (3.35)

IEL, < lle]],max
@lleo Vwel,

and

1 l '
£ < c! — ) =71(— — 11
£l < sl masces (-f))m,gxl;m|_s(m ) = 1(— ~ 1)l e

N
where [lell, =), lexl. Comparing (3.35) with (3.30) and comparing (3.36) with (3.31) yield
the error estimation of E,, which is similar to Enper:

IEol = C@melel,-
Hence
E | < €m0l o]l (3.31)
The inequality (3.37) is independent of i, therefore,
IE

< c&moel] [l (3.3

NFFrT”oo

4. Fast solvation force computation

The solvation force acting at the center of atom «, which is part of the forces driving dynamics
is
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Felec_ _ Gl
b 0x, (4.1)

Partition the solvation energy into polar and non-polar parts:

0G0 Gpo1 65 6Gp01
0%, 6xl avtCvaw)+ 5. = oxe ) Ox, | O%e (4.2)

The non-polar force is proportional to the derivatives of the volume and/or the surface area
with respect to the atomic coordinates. There has been previous work on analytically computing
the derivatives of the area/volume [31,32,33]. To compute the polar force, we first define

) 12
ij

) .
4RiR; (4.3)

Gij=qiq;/(r;+RiR; jexp(—7

Then

Gpol= — TZ Z Gij - 220,,

i=1 j=i+1 (4.4)

Differentiating (4.4) w.r.t. X, one gets

Gpor _ 3Gi; 190G,
0x, Z Z ox, 2 P 0x,

i=1 j=i+1 (4.5)
where
0Gi; (?G,Jﬁr,j (9G,,6R (?G,IHR
0Xe  Orij Xq (9R X, 6R Xy (4.6)

From (4.3), one can easily compute T 2 and %, which are

aR; "’
P
L~ 4RR, 1! s
1 ijs

3 2
2 r‘

Gy M(r;<+RiRj€ *’*"’“f] T (4R, R+ 17).

Jrij

r‘?j
Oo”—qq [r2+RR e 41“}]

()R,‘ 8R,' 7]
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_ Xo~Xj

g'u isnonzero ifiorj= . In (4.6) the computation of 2: for i =

.,M is not trivial. Because I' depends on the posmon of the atoms, it is not easy to compute
the derivative of R; directly from (3.1). To solve this problem, we convert the integration
domain back to the volume:

1 1
=—| ———dr.
bodnd e r —xft (4.7)

Then by defining a volumetric density function to distinguish the exterior from the interior of
the molecule, we may have an integration domain that is independent of {x;}. One way of
defining the volumetric function is given in [34] where they first define a density function for
each of the atoms

r—x;
r_

< a;
>a;

xit)= { 0

and then define the volumetric function by following the inclusion-exclusion principle

pr)= ZY Z}mﬁ ZX,X,Xk— Z XX XRXTT - -

i<j i<j<k i<j<k<l (4.8)

There are some nice properties of this model. For example, the exterior region of the molecule
is well characterized by p = 0 and two atoms i and j are disconnected if for any r € R3, x;(r)
x j(r) = 0. The drawback of this model is that function y is not smooth, which makes it
inapplicable to the derivative computation. Therefore we smoothen y by introducing a cubic
spline near the atom boundary:

1, x < a;
pix)=1 Hx- a)’ - Z(x— ai)*+1, a<x<aq+w
0, X 2= ai+w (4.9)

with x =|| r — x;||. The region defined by p; # 0 is regarded as the interior of atom i and this
region converges to the van der Waals volume of the atom as w goes to 0. In the SES model,
two atoms are considered to be completely separated if the distance between the centers is
greater than the sum of the radii plus the probe diameter. Otherwise they can be connected by
the reentrant surface of the rolling probe. By setting w = 1.4 A, atoms i and j are disconnected
in the same sense as in the SES model iff pj(r)pj(r) = 0, forany r € R3. In addition to this
modification, we neglect the cases that more than four atoms overlap simultaneously. Therefore
the molecular volumetric density function becomes

p(r)= Zp, Zp,pﬁ Zp,p,m = Z PiP jPkPL-

i<j i< j<k i<j<k<l (4.10)

We define the complementary function p = 1 — p. It is easy to show that within the VWS of
the molecule, p is always 0, beyond the SAS, p is always 1, in between, 0 < p < 1. Then (4.7)
can be rewritten as
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f p(r {XJ
S (4.11)
Differentiating both sides of (4.11), one gets
r,
_L (9R f 0 P( {Xj}) dr
RI,26x Tanlw %o \ Jr—x;4 (4.12)
So
R; R? 0 5(r, {X; 9 1
13} — _’(f 3Mdr+ (_7(11')
0Xy 4o VR r-x]* XX, r — x;|4 (4.13)

For the first integral in (4.13),

- - 6/)" I
axdp_ ) OX‘Y [1 N ij_‘—zpjpl‘ prpl‘pl]_ - 9 o 8as

Jj<k Jj<k<l

where J, k, | are the atoms overlapping with atom «, g = 1 — X pj + Zj<k pjok — Zj<k<l Pjokp1, and

Opi 0, x<a,

1 2 _

ox. — @)= (5 —ay)” - S(x—ay))e*, a,<x<dg+w
0, X> ag+w

with x = ||r — X,J|. Noticing that do 2 only if a, <|r — x,| < a, +w, the first integral in (4.13)
is simplified as

—Xgl=ag+w O 1
r—Xo|=aa+w (Pngn(r) x,|4dr°
i

[r—Xol=aa 0Xy [r — (4.14)

The integration domain of (4.14) is a regular spherical shell of the width w around atom «
(Figure 4.1(a)). We switch to the spherical coordinate system:

X=Xq+(aq+r)cosfsing
)’=}’a+(aq+r)sin0sin<p
7=Zo+(aq+r)cosp

where (r, 8, ) € [0, w] x [0, 2z] x [0, z]. We sample r, 0, ¢ by using the 2-point Gaussian
quadrature nodes in each dimension. For all the atoms in the molecule, they share the same set
of sampling points (r, 6, ¢).
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The second integral in (4.13) is nonzero if i = a. In that case
) 1 ) 1
fo g 2
X 0x; |r — xif* o |r - x;|* (4.15)

We compute each component of (4.15) individually and convert to the surface integration
(Figure: 4.1(b)) by the divergence theorem:

9 ny(r) o wartk
r= dS ’
fexax Ir —x; |4 fr|r x|t ;In - xi* (4.16)
f o 1 ar= ny (1') N Z Wty
gy r — x4 Ulr XI4 4|y - xi[* (4.17)
N k
0 1 n(r) Wil
= ———dS =~ P—
fex(? |r—x|4 fr| - x* ,\,Z:‘ll'k—xil4 (4.18)

where the quadrature weights and points (wy, ri) and the unit normals ( nk, nf n‘) are the same
as those used in Section 3. We compute (4.16), (4.17), and (4 18) by directly applying the fast

summation method with the coefficients cx=wn’, wm\ A wkn respectively. Since the same
algorithm is used in the Born radius derivative calculation, the error analysis is similar to the
error analysis of the Born radius calculation except that a quadrature error of the integration
over the shell region needs to be added.

To compute the force acting on each of the M atoms, we need to compute (4.15) fori=1, ...,
M. By using the fast summation algorithm, the computational complexity of this part is O(N
+ M + n2 log n), the same as the energy computation. To compute (4.14), since the shell
integration domain is narrow, only a small number of atoms have non-zero densities in this
region, therefore the complexity of computing (4.14) for a fixed o fori =1, ..., M is O(M).
Moreover, since the integrand in (4.14) is very small if atom i and atom « are far apart, we use
a cut-off distance dg in our computation and compute (4.14) only if d(i, ) < dg. Therefore the
overall time complexity of computing (4.13) is O(N +M +n3 log n).

We compare the polarization energy computed based on the fast summation algorithm and the
trivial summation in Table 5.1 for four proteins (PDB ID: 1CGI_I, 1BGX, 1DE4, 1N2C). An
ASMS model is constructed for each protein with Ng number of patches. A three-point Gaussian
quadrature is used on each algebraic patch. We also compare the overall computation time of
the two methods. As we see from the table, for the small proteins (e.g. 1CGI_I), the fast
summation method is slower than the trivial summation. However as the protein size gets larger
(e.g. 1BGX, 1DE4, 1N2C), the fast summation is apparently faster than the trivial summation
without losing too much accuracy. The relative error ¢ between the fast summation and the
trivial summation is small. As for the trade-off between efficiency and accuracy, since in the
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current research of the MD simulation efficiency is more concerned, the fast-summation-based
GB is superior to the trivial GB method.

In Figure 5.1 we compare Gpo) computed by the fast summation based GB and the trivial
summation method along with their computation time for proteins of various sizes. For all
these proteins, we generate the ASMS of the same number of patches (in our test we use 20,000
patches for each protein). We choose the fixed parameters n = 30, m = 4, and ¢ = 2 for all the
proteins. We observe that the Gpo computed by the fastsum GB is close to that computed by
the trivial GB methods and the error gets larger as the molecule gets bigger. Even though the
error analysis in Section 3.3 does not show that the error depends on the size of the molecule,
the analysis is based on the assumption that the kernel function is defined on the domain

[—1, 173 Toensure that xj —ry, i=1,...,M, k=1, ..., Nare all within this range, we scale the
molecule. The larger the molecule, the larger the scaling factor. Later on when we scale back
to the original coordinates by multiplying the scaling factor, the error gets amplified. As we

expect, computation time of the fastsum GB increases as M becomes large but is much faster

than the traditional GB method.

In Figure 5.2, we compare Gpo| computed by the fast summation based GB versus the trivial
summation method and the computation time for a test protein 1JPS where we generate the
ASMS with different numbers of patches. We use the same values for the parameters n, m, and
o as in the previous test. As shown in the figure, as the triangular mesh becomes denser, the
fast summation result converges rapidly to the result of the trivial method but takes less
computation time.

For the test proteins LANA, 1IMAG, 1PPE_|, 1CGI_I, we compute the solvation force Fél¢, for
o =1, ..., M. We show the timing results in Table 5.2. In general, if an atom has a strong
solvation force, this atom is in favor of being polarized, and hence is an active atom. On the
contrary, if an atom has a weak solvation force, it is more likely to be an inactive atom. For
every test protein, after we compute the solvation force for each atom, we sort the forces based
on their magnitude and choose the top most active atoms and the top inactive atoms. As shown
in Figure 5.3, the top 5% of the most active atoms are rendered in red and the bottom 5% of
the atoms are rendered in blue. This provides a convenient and cheaper way, alternative to the
experimental method, to help the biologists quickly find an active site of a protein.

6. Conclusion

We introduce a fast summation based algorithm to calculate the effective Born radii and their
derivatives in the generalized Born model of implicit solvation. The algorithm relies on a
variation of the formulation for the Born radii and an additional analytical volumetric density
function for the derivatives. For a system of M atoms and N sampling points on the molecular
surface, the trivial way of computing the Born radii requires O(MN) arithmetic operations,
whereas with the aids of the Fourier expansion of the kernel functions of the Born radii (and
their derivatives) and the NFFT algorithm which essentially approximates the complex
exponentials in the NDFT by the DFT of a fast decaying smooth window function, the Born
radii as well as their derivatives can be obtained at cost of (M +N +n8 log n) where n is the
number of frequencies in the Fourier expansion. We show that the error of the algorithm
decreases as the mesh gets denser, or as any of the parameters o, m, n increase. Other than the
Born model developed with a Coulomb field approximation, there has been other models for
the Born radii evaluation, for example the Kirkwood-Grycuk model [35] where

1/3
RFIZ(TR i dl’) . This model is recently applied to the GBréNL model which
approximates the solvation energy of the nonlinear Poisson-Boltzmann equation [36]. It is
interesting to note that we can utilize a similar quadrature point generation via ASMS and the
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fast summation algorithm to speed up this GBr®NL computation. In fact, by the divergence

theorem, [, —sdr=4 [ “X2%"dr and the rest follows similar to the methods in this paper.
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Appendix A. NFFT

The NFFT [28] is an algorithm for fast computation of multivariate discrete Fourier transforms
for nonequispaced data in spacial domain (NDFT?). The NDFT? problem is to evaluate the
trigonometric polynomials

G(x j)=ZGwe2"iw"‘f j=1,..., M,
wel, (A1)

wWhere 1 —((w,, wy, w3) € Z*: — # < w; < 1}- Without loss of generality, we assume
x; € [—1, 4]* Instead of computing the summations in (A.1) directly, one can approximate G

2

by a function s(x) which is a linear combination of the shifted 1-periodic kernel function &
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1
s():= ) mEx = —),
i€l an (A.2)

where 1 -~ b, ):l; € [-2, 2] NZ,o>1}and L= L 5y We have o > 1 because of

C on* on® on’ on

the error estimation discussed in Section 3.3.3.

The kernel function & is defined as

E(X):= ) Eo(x+),  where £ € Ly(R?),

iez3

Good candidates for & include Gaussian, B-spline, sinc, and Kaiser-Bessel functions. Expand
the periodic kernel function & by its Fourier series

£0)= ) Co§)e™,

weZ3 (A.3)
with the Fourier coefficients

Col@)=[ |y pé@e ¥ dx= [, o(x)e N dx=Eo(w).

ol—

1
3

Cut off the higher frequencies in (A.3), one can get

E(X):[ Z + Z ]Cw(f)ehimx - Z Cm(f)ezmm-x.

wely, CI)EZB\I(,—,, W€l (A‘t)

Plug (A.4) into (A.2), we get

S(Xj)z Z 2 Z Cw(f)eZHiw-(xj—U]—”)

lely, welyy,

= ¥ GoCul@)eX e,
wEly, (A.5)

with the coefficients

~ L
Guw:= Zgle—bnm-ﬁ )

Il (A.6)

By defining
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Gm
é(u::{ s forwely,
0 forw € Iyp\Iy, (A7)
one can immediately get
s(x)) ~ ZGwez”i“”‘f:G(x 2.
wel, (A.8)

The next problem is to compute g;. From (A.6), one can compute the coefficients g; which are
also coefficients in (A.8) by the discrete Fourier transform

— 1 ~  2riw--L 1 Ga) Iriew- L
gl—m Z Gue "”—0_3’13 Z me o, 1€ Iy,

wel s, wel,

(A.9)

with complexity O(n3 log n) by the FFT algorithm.

Since the function & drops very fast, one can further reduce the computation complexity of (A.
8) by cutting off the tail of & Define a function #g:

1M0:=E0(X)X|_n_m 3(X) where m < on,m € N.

on’on

Construct the one-periodic function # the same way as ¢ is constructed:

77(X)=Z'70(X+i)-

i€z3

Replacing & with 7 in (A.8), we obtain that

1
Goxp~ D, alxj— =),
1€l (X)) 7 (A.10)

where Ionm(Xj) = {(I1, 12, 13): onXjj —m < lj <onx;j + m, i =1, 2, 3}. There are at most (2m +
1)3 nonzero terms in (A.10). Therefore the complexity of evaluating (A.10) forj=1, ..., M is
O(m3M). Adding the complexity of computing the coefficients gj, the overall complexity of
NFFT algorithm is O(n® log n + m3M).

If we reorganize the above equations, it is not hard to see that, in fact, (A.1) is approximately
computed by the expression
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G(Xj):ZG ) Cw(f) ZU( Xj— _)e2m¢u =

wel, lel,, (A.11)

From a linear algebra point of view, equation (A.11) can be written as the product of a matrix
and a vector. For example, for a one dimensional NFFT, (A.11) is equivalent to

g==ZFDg (A.12)

with vectors

— 1]
g=Gu)IY,. B=[G,l2_,

= is a sparse matrix

l:
E:z[n(x,- - —’)] ,
on

Mxon

F is the classical Fourier matrix

. 1;
F::[emej#”] ,

onxn

and D is an n x n diagonal matrix with the iith element being ... 2t For a multi-dimensional
NFFT, it is the same as the 1D case as long as one orders the indices of the multi-dimension
into one dimension.

As discussed in [28], in the first approximation (A.8), we see that s is equal to G after its higher
frequencies in the Fourier series are cut off. Hence the error introduced in (A.8) which is known
as the aliasing error is

NFFr Z glf(xj E) G(Xj)

Il

= Z Z Gw+l¢r/zcw+irfn(é‘:)ezm(wﬂ(m)AXj-
i€Z3\{0}wElrn (A.13)

Note that from (A.6), we have the condition GNwH(m = (§w, fori € Z3and € |,y By the
definition (A.7), one obtains

Cution(®)
Bl € 2, 260G G5

i€Z3\{0}wEl, (A.14)
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=20t

wel, The

|E1 ||a| max Ca)+ia'n (é‘) |
Nt Lwel,. 3 Culé)
i€z \[0} (A.15)

In the second approximation (A.10), since & is replaced by 7, the so caused error, known as the
truncation error, is

E2 = Zgnf( -Ly— ¥ amx-21)

€l rnm

= 2 aléx— L)y —pix— L

lelon\lonm

1 G Iricw- L 1 1
= 2 ==X eememEx - ) - nx - ).
el nn " wet, <@ o o (A.16)

Thus

2 1 1
|ENFF1‘ = o3’ Z |C(u( - rf_n) - T](X - rr_n)]l

Elon
115 60 = 2) = m(x = 7).

max(C;,
”} wel, ¢

(A.17)

Appendix B. NFFTT

The NFFTT algorithm deals with the fast computation of multivariate discrete Fourier
transforms for nonequispaced data in frequency domain (NDFT?):

N
a(w):che_z”i“"”, w €I,
(B.1)

Define a function

N
A(x)::zckf(x —Tp),
k=1 (B.2)

where £ is defined as same as in Appendix A. The Fourier series of A(X) is:

AX)= Z C,(A)e¥ o,
weZ3 (B.3)

On the other hand,
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N

N
chf(x - I‘k):ZCk Z Cw(f)ehiw'(xfl‘k).
k=1

k=1 wez?

Hence we get the relationship of Fourier coefficients of A and ¢&:

N
Cw(A):che_z”i“”‘Cw(f), weZ
k=1

Comparing (B.5) with (B.1) one obtains

a(w):w, wEl,.

Cu(®)
It remains to compute C,, (A). By definition,

Col)=_y 4pA®e 7 dx
N .
:f 1L L]3 ( Yeré(x— rk)) e~ 2mox g
v =
—1 C .
k§1 Af

1E(X = r/\)e 2mid; Xdx.

u.:|_.
x.>|,_

Discretizing the integration in (B.7) by the left rectangular rule leads to

a(w) = w(E)ZCA )3 ZE(— —rp)e 27w A

lel,,

Replacing & with # yields

- —2mw—
a) ~ ((Tn)3 ca,(fs>Z

lel,,

where

N
. 1
glt=;cm(5 -1, lel,,.

Page 25

(B.4)

(B.5)

(B.6)

(B.7)

(B.8)

(B.9)

(B.10)

To compute g, if one scans the ry list, then for each ry there are at most (2m + 1) grid points

(1) that contribute nonzero 5. Hence, the complexity of computing g; is O(m3N). After

computing g, one can easily evaluate (B.9) by the FFT algorithm at the complexity of O(n3 log
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n). Lastly the complexity of computing (B.6) is O(n®). So the overall complexity of the
NFFTT algorithm is O(m3N +nS log n).

Similar to the NFFT algorithm, we may write the one-line formula for computing (B.1) by the
NFFTT:

. 1
)e—2m(u~ﬁ

1
a(w)= m(— — Tk
Z )3 m(f)]eI on (B.11)

which in one dimension is equivalent to the linear system:

a=DTF*ET¢ (B.12)

with vectors

_[a(w)]w ns ::[cklll\,vzl.

Matrix = is similar to that defined in Appendix A

- lj
E=In—-r)| .
on
Nxon

F” is the conjugate transpose of the Fourier matrix F, and D is the same as that defined in
Appendix A. From the matrix expression, we see why the algorithm is called the “transpose”
of NFFT.

Let E,, designate the error of a(w). E,, can also be split into the aliasing error E! introduced

in (B.8) and the truncation error E2 introduced in (B.9), E,=E. +E2, for @ € I,y By taking
the Fourier expansion of & we get form (B.8), so

k=1 jez?

N
| 1 1 2ri( L — )
Ey=aw)=g,5 X c ng LZ Ci(@)e¥ i ")J)e w7

N
=a(w) - =5 (() TPy Ci(©e Fimi_Ls 5 pril-wrz;
=1 jez? (’”) .

Since

Z 27i(j-w) L { 1, ifj— w=ion,ieZ?,

3 0, otherwise,
(‘T”) elon
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we have,

N
1 _ . —27ir,-(w+ion)
E,=a(w) - C.@® (f) E Ck § Cotion(é)e ¢ s

k=1 jez3

By (B.1),

N

ch Z Cw“a_”(f)e—bnn (w+nm)

k 1 iez3\{0}

Define |l¢] :Zszl lexl. Then we have

C 'o’n(f)
Y < o, Y Coim®
’ liezZ:\m] Col@)

In (B.9), the truncation error

2 _L _ _L 72niw'#
Ew—ch o CQ(S)Z[E(rk —) — (e~ —)le :

lely,

which has the bound

|E2 )3” ||1C ({:) /\ Zlf(__rk)_ (__r[\)l

Appendix C. Continuity of f

As defined in Section 3.3.1,

(r —x;) - n(r)
Ir —x|*

/=

’

Page 27

(B.13)

(B.14)

(B.15)

(B.16)

(B.17)

(c.1)

where r £ x; and n = VF with F given in (2.2). r(by, by, ) is simply defined in (2.3). In this

appendix, we mainly discuss the continuity of n. As derived in [22],

OF 9F 9F\"
_ a1
VF=5 (ab.’abg’ak)
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(c.2)
where
(Vi(A) = vi(A))
{:h (n; + fJgI’Ij ~+ b_’-!.ll;;}
on on
is a nonsingular matrix. Hence n is well defined. Consider (ﬁ’ 3_,)2):
an 6“ F pag F Xy F Xz o‘;’T‘l UZT‘:
EaME i) E2)
Let v:(%, o %)T We have
Fu Fy Fo v
( Fy Fy Fy ) =(% & Z )( v )  TMTT
F. F. F. v
(c.3)
where - #.2-%, and
Fop,  Fpp, Foa
M=[ Fuiss Fishy Foi ]
Fra Fpa Fua (C.4)

Toshow 7 is differentiable, we take the first row of .7 and compute its derivative with respect

to X, i.e. (24 2% 24) as an example. We write (2.3) in the form of

y=y(b1, b3, 1),

{ x=x(by, by, 1),
z=z2(b1, b, Q). (C.5)

Taking the second derivatives of both sides of (C.5) with respect to x, we get
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where

So we get

SIAM J Sci Comput. Author manuscript; available in PMC 2010 March 2.

dx 9*by

dx by dxd*A

0=C 42X D1 OX 0Dy OXO°A
I b, 02 "ok, 02 | 9102

0=C,+

02C11+

Oy br Oy by dy A
5[)1 (9)(2 abz 6x2 (3/’. 6)62’
9z 0%b, N 0z 62b2+3z A
0b; 0x2  O0by dx2 01 9x2
. §2x b §2x b
2 Z,Tfa_\l"'abdlabz 7t 3
Cr= "% ' az?l:’a;rz %\L+az‘ #+
a %%+ff—
p &y b &y
i ;TfEL 6:1_51‘2 k3
_| 2y ab 2y by
= = | 61161‘6172 Er St

22 22
Cy= %‘: . ﬁg%’\y.}_zf;@l.{_
J
=

&
T
]

,,_
- "2
SR 3

N

Q)
53
)

T

o
)

2|

< )

53
e

o
S

o

e
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Using the same method, we can get the other rows of %, matrices % and 7 by changing Cs,
Cg, Ch in (C.9). Therefore 7 is differentiable. Similarly, we can compute the higher order
derivatives of .7 and prove that .7 € C®, thus prove F € C* (Qg), where Qg defined in Section
3.3.1 is the canonical triangle. Therefore, as defined in (C.1), f € C*(Qp).
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Fig. 1.1.

Top left: the discrete van der Waals surface model (436 atoms); top middle: the triangulation
of the continuum Gaussian surface model with 6004 triangles; top right: the regularized
triangular mesh where the quality of the elements is improved (making each as close as possible
to an equilateral triangles); bottom left: the continuum ASMS model generated from the
triangular mesh up right; bottom right: the molecular surface rendered according to the
interaction with the solvent where red means strong and blue means weak interaction.
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Fig. 2.1.
A prism Dijji constructed with a triangle [Vvjv;jv] as a basis.
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Fig.2.2.
The control coefficients of the cubic Bernstein-Bezier basis of function F
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Fig. 2.3.

(a) is the discrete van der Waals model of protein 1BGX with 19,647 atoms; (b) and (c) are
the zoom-in views of the the initial triangulation of the continuum surface with 85656 triangles;
(d) and (e) are the zoom-in views of the quality improved mesh; (f) is the a continuum ASMS
model generated based on the quality improved mesh.
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Fig. 3.1.

The effective Born radius reflects how deep a charge is buried inside the molecule. The Born
radius of an atom is small if the atom is close to the surface of the molecule, otherwise the Born
radius is large therefore has weaker interaction with the solvent.
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(a) 1PPE

5N

(¢) IMAG (d) 1CGL1

Fig. 3.2.

Gaussian integration points on the surface of protein (a) 1PPE, (b) 1ANA, (c) IMAG, and (d)
1CGI I. The surfaces are partitioned into 24244 triangular patches for (a), 28620 triangular
patches for (b), 30624 triangular patches for (c), and 29108 triangular patches for (d). There
are three Gaussian quadrature nodes per triangle. The nodes are then mapped onto the ASMS
to form the red point cloud.
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(a) shell (b) surface

Fig. 4.1.

When computing the derivatives of the Born radii 2, the quadrature points of the first integral
are points within a spherical shell around atom o, as shown in (a), whereas the second integral
is necessary when i = o and the quadrature points are points on the surface, as shown in (b).
The dark region represents the molecule, the light grey region is the shell of width w around
atom o.
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Fig. 5.1.

—=—Fastsum S-GB
—e—Non-fastsum S-GB

Number of atoms (x103)
(a)

—e—Fastsum S-GB
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4 8 12 16

Number of atoms (x103)
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Page 38

In (a) we compare Gpo| computed by the fastsum GB and the non-fastsum GB for various
proteins containing different number of atoms. In (b) we compare the computation time of the

two methods.
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For protein 1JPS, in (a) we compare Gy, computed by the fastsum GB and the non-fastsum
GB with various number of surface elements. In (b) we compare the computation time of the

two methods.
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(a) 1PPE (b) IMAG

(c) 1ANA (d) 1CGI1

Fig. 5.3.
Atoms that have the greatest electrostatic solvation force (top 5%) are colored in red; atoms
that have the weakest electrostatic solvation force (bottom 5%) are colored in blue.
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