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Reduction of self-diffusion coefficient in a coarse-grained model of cytoplasm
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Theoretical predictions for polydisperse hard-sphere suspensions with and without hydrodynamic interaction
are applied to a coarse-grained model of bacterial cytoplasm, which consists of 15 species of spherical
particles. Short-time and long-time self-diffusion coefficients of each species are obtained to the first order in
concentration. It is shown that the hydrodynamic interaction leads to a large reduction of diffusivity for small
particles such as green fluorescent proteins. Moreover, a heuristic modification of the above theory to make it

valid at higher concentrations is presented.
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I. INTRODUCTION

There is considerable interest in macromolecular diffusion
inside cells [1-5] because it plays important roles in vari-
ous intracellular processes such as chemical reactions and
information transmission [6]. Indeed, it is found that the
intracellular diffusion of macromolecules is remarkably slow
compared with diffusion at infinite dilution. For example, the
diffusion coefficient of green fluorescent proteins (GFPs) in
cytoplasm is about 10 times less than that at infinite dilution
[7-9].

To clarify the origin of such a drastic reduction of the
diffusivity, coarse-grained models of bacterial cytoplasm have
been studied intensively [10—13]. In these coarse-grained
models, macromolecules are represented by Brownian spheres
with various sizes, and thus they are polydisperse colloidal
suspension models. For example, in Ref. [11], Ando and
Skolnick numerically studied a coarse-grained model and
reported that the reduction of diffusivity observed in exper-
iments for the GFPs is not explained only by the excluded
volume effect, but hydrodynamic interaction (HI) between the
macromolecules plays a crucial role.

Colloidal suspensions have been analytically studied for
many decades [14,15], and analytical expressions for the
diffusion coefficient D(¢) as a function of the volume frac-
tion ¢ of the suspended particles are available [16—18]. For
example, for monodisperse suspensions (identical Brownian
hard spheres) without the HI, the diffusion coefficient is given
by D(¢) =~ D(0)(1 — 2¢) [15]; similarly, for monodisperse
suspensions with the HI, it is given by D(¢) =~ D(0)(1 —
2.10¢) [19,20]. These theoretical predictions are valid at low
concentrations (i.e., at small values of ¢). According to these
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predictions, the diffusion coefficient D(¢) does not change
greatly by incorporating the HI.

These analytical results, however, are contrasting to the
above-mentioned simulation study of a coarse-grained model
of cytoplasm, in which the diffusion coefficient shows a
large decrease by incorporating the HI [11]. This apparent
contradiction must be caused by the fact that the above the-
ories are for monodisperse suspensions and valid only at low
concentrations, whereas real cytoplasm is highly concentrated
and polydisperse.

This paper studies the effect of polydispersity on the reduc-
tion of diffusivity in a coarse-grained model of cytoplasm. A
theoretical prediction for the reduced diffusivity of monodis-
perse suspensions without the HI is given in Refs. [15,21];
here, this theoretical prediction is generalized to the polydis-
perse suspensions. In contrast, the reduced diffusivity in poly-
disperse suspensions with the HI was theoretically studied by
Batchelor [16-18]. In the Batchelor’s theory, the HI is taken
into account through the so-called mobility functions. In this
paper, far-field approximations of these mobility functions
are obtained by twin multipole expansions [14,22]. Heuristic
modifications of these theories are also presented to make
them valid at higher concentrations.

These theoretical formulas are then applied to the coarse-
grained model of cytoplasm proposed in Ref. [11], which is
a polydisperse colloidal suspension model. Colloidal particles
in this model are hard-sphere particles and classified into 15
kinds of macromolecules, that include GFP, RNA polymerase,
and ribosome. Hereafter, this colloidal suspension model is
referred to as the Ando-Skolnick model. In Ref. [11], roles of
nonspecific attractive interactions, molecular shapes, the HI,
and the excluded volume effect in reduction of diffusion coef-
ficients were intensively studied, and it was found that the HI
and the excluded volume effect are sufficient to reproduce the
drastic reduction in diffusivity observed in the experiments.
Therefore, only the HI and the hard-sphere excluded volume
effect are taken into account in the models of this paper.

By comparing the above two theoretical predictions for the
Ando-Skolnick model with and without the HI, it is shown
that the diffusivity decreases prominently for small particles
by incorporating the HI. For example, it is found that the
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TABLE 1. Parameters and mobility coefficients with and without the HI for the Ando-Skolnick model. The Ando-Skolnick model (a
polydisperse colloidal suspension model) consists of 15 species of particles. The diffusion coefficient at infinite dilution D, and the particle
radius &, are related by the Stokes law a, = kgT /61 nDs s=1,...,15). KSI and K:B are the mobility coefficients of the species s for the system
without the HI, and K", KM, K" and K for the system with the HI. The results for the monodisperse suspension [15] are also given for a

comparison.
No. of Diffusion const. Radius

s Name particles n D, (um?/s) @, (nm) K! KB K" KM KB K"
Monodisperse system 2.00 0.0 1.83 0.00 0.275 2.11

1 Ribonuclease HI 57 114.0 2.15 0.93 0.0 1.16 0.00 0.397 1.56

2 GFP 93 102.0 241 1.00 0.0 1.22 0.00 0.388 1.61

3 Malonyl CoA-acyl 77 95.2 2.58 1.04 0.0 1.26 0.00 0.382 1.64
carrier

4 Initial tRNA 299 88.3 2.78 1.09 0.0 1.30 0.00 0.376 1.68

5 Triosephospate 103 71.3 3.17 1.20 0.0 1.38 0.00 0.363 1.74
isomerase

6 Enolase 75 68.2 3.60 1.32 0.0 1.45 0.00 0.350 1.80

7 Fructose 1-6 75 66.7 3.68 1.34 0.0 1.46 0.00 0.348 1.81
bisphosphate aldolase

8 6-phosphogluconate 26 62.6 3.92 1.41 0.0 1.49 0.00 0.341 1.84
dehydrogenase

9 Phosphoenolpyruvate- 28 57.7 4.25 1.52 0.0 1.54 0.00 0.332 1.87
protein
Phosphotransferase

10 Glyceraldehyde-3-P 35 56.9 431 1.54 0.0 1.55 0.00 0.331 1.88
dehydrogenase

11 Cystathioine 5 54.0 4.54 1.61 0.0 1.58 0.00 0.325 1.90
gamma-synthase

12 Phosphoglycerate 10 49.9 4.92 1.73 0.0 1.62 0.00 0.316 1.93
dehydrogenase

13 RNA polymerase 62 36.9 6.65 2.37 0.0 1.77 0.00 0.277 2.05

14 GroEL/ES 31 28.8 8.52 3.18 0.0 1.88 0.00 0.243 2.12

15 Ribosome 24 21.3 11.52 4.74 0.0 2.00 0.00 0.199 2.20
Total 1000

diffusion coefficient for the GFP is estimated as Dgpp(¢p) =~
Dgrp(0)(1 — 1.00¢) for the system without the HI, and by
Dgrp(¢) =~ Dgpp(0)(1 — 1.61¢) for the system with the HI.
Thus, in contrast to the monodisperse suspension mentioned
above, the diffusion coefficient of the GFP shows a large
decrease by incorporating the HI. Furthermore, for the case
without the HI, the theoretical predictions are compared with
numerical simulations of the Ando-Skolnick model, and a
good agreement is found even for relatively high concen-
trations. For a numerical scheme, an event-driven Brownian
dynamics simulation method is used [23,24].

Although the main focus of this paper is reduction of
the self-diffusion coefficient, anomalous subdiffusion [25-27]
is also observed in many experiments [1-3] and coarse-
grained models of cytoplasms [28-31]. In fact, single-particle-
tracking experiments revealed that relatively large particles
with radii greater than 100 (nm) often show anomalous subd-
iffusion in cytoplasms [1-3].

In contrast, for small particles with radii less than 10 (nm)
(e.g., proteins), it has been still difficult to observe intracel-
lular subdiffusion directly by single-particle-tracking tech-
niques because of the rapid diffusion speed and difficulty in
imaging in depth [32]. Nevertheless, several theoretical and

numerical studies predict that subdiffusion (if any) may be
observed only transiently, and normal diffusion should be
recovered at long times [26,29-31]. Consistently, the particles
in the Ando-Skolnick model are relatively small with radii be-
tween 2 to 12 (nm), and exhibit normal diffusion at long times.
In this paper, we focus on this long-time normal diffusion.

This paper is organized as follows. In Sec. II, the polydis-
perse hard-sphere suspension without the HI is theoretically
analyzed by means of a steady Smoluchowski equation, and
the results are applied to the Ando-Skolnick model. Results of
numerical simulations without the HI are also presented in this
section. In Sec. III, the Ando-Skolnick model with the HI is
analyzed with the polydisperse suspension theory. Section IV
is devoted to a summary and discussion. In Appendix A, the
numerical scheme for the Brownian hard spheres is briefly ex-
plained, while, in Appendix B, numerical procedures to deter-
mine the long-time diffusion coefficient are explained. Finally,
Appendix C is devoted to theoretical derivations of short-
and long-time self-diffusion coefficient for the hard-sphere
suspension with the HI. The data summarized in Table I are
obtained with the far-field approximation up to O(1/r'%),
whereas exact expressions up to O(1/r”) are presented in
Appendix C.
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II. WITHOUT HYDRODYNAMIC INTERACTION

In this section, we study a polydisperse hard-sphere sus-
pension without the HI, and derive a formula for the diffusion
coefficient as a function of the volume fraction ¢ by using a
steady solution of the Smoluchowski equation. The theoretical
analysis in this section is a straightforward generalization of
that for the identical hard spheres [15,21].

A. Smoluchowski equation

Suppose that a hard-sphere suspension consists of N Brow-
nian particles and each particle has a diffusion coefficient
D; (i=1,...,N) at infinite dilution. The radii of the par-
ticles are assumed to be given by the Stokes radii a; =
kgT /(6mnD;) (i=1,...,N), where kg is the Boltzmann
constant, T is the temperature, and 7 is the viscosity of the
water. Moreover, these Brownian particles are assumed to be
classified into S species; the particles belonging to the same
species are identical and therefore have the same diffusion
coefficient and radius. The number of particles in the species
s is denoted as n,, and a cumulative number of particles N
are defined by N; := Zi:l m (s=1,...,5). We also use a
notation a; (s = 1,...,5) to indicate the radius of the species
s. Moreover, the indices i, j, and / are used to indicate the
particle indices, whereas s and k are used to indicate the
species indices.

The Smoluchowski equation for the interacting Brownian
particles is given by [15]

a N
&P(R’ t)=LPR,1), (1)

where P(R,t) = P(ry, ..., ry,t) is the N particle probability
density function, and R is a supervector defined by R =
(ry, ..., ry) with r; the position vector of the particle i. In
addition, £ is the Smoluchowski operator for the interacting
Brownian particles without the HI, and it is given by

N
L(.)=) DV {BIVORI(...)+ Vi(..)}, ()
i=1
where V; is the gradient operator in terms of r;, (...) rep-
resents a function on which L operates, and f is the inverse
temperature 8 = 1/kgT . The function ®(R) is the total poten-
tial energy of interaction between the N particles.

B. Two-particle steady Smoluchowski equation

Here, we derive a steady solution Py, (ry,r,) of the two-
particle Smoluchowski equation under the condition that an
external force Fy is applied only to the particle 1. Let us
denote the difference of the two position vectors as r :=r; —
r, and the potential energy of the two particles as Vi,(r) with
r = |r|. Setting N = 2, and replacing V| ®(R) and V, P (R) in
Eq. (2) with V| V}5(r) — F e and V,V),(r), respectively, we
obtain the steady two-particle Smoluchowski equation

VP12 ay
V. +PVVip — —PppFeq | =0, (3
B 2aip
where V is the gradient operator in terms of r, and ay; is the
mean radius ajp := (a; + ay)/2. In the derivation of Eq. (3),
weuse V=V, = —V,, and D; = kgT /(67T na;).

If we assume that the external force F o is weak, then the
solution of Eq. (3) to the first order in F . is given by [15]

Pia(r) = PO ()1 + BanLin(r)# - Fexl, 4)

where Pl(g)(r) is the equilibrium distribution P]((z))(r) x
e P2 L 15(r) is an unknown function to be specified, and
7 is the unit vector in the direction of r. Note that aj; is
introduced to make L;,(r) nondimensional. Inserting Eq. (4)
into Eq. (3) and neglecting the terms of O(F gxt), we obtain an
equation for Li,(r) as

e P2V g, () + (Ve P2) g, (r) = 0, Q)
where the function ¢q,,(r) is defined by
q1,(r) == 2a}, V[Li2(r)F - Feul — arF ox. (©6)

For the hard-sphere interaction potential, we have
e P20 = 1 for r > 2ay,, and thus the second term in Eq. (5)
vanishes. Therefore, we have

V2[Lia(r)cos8] =0 (r > 2ap), @)

where we postulate that F is parallel to the z axis [i.e.,
Fo = (0,0, Fxt)], and 6 is the angle between r and the
z axis. The Laplace equation (7) can be readily solved by
expressing the Laplacian with spherical coordinates, and we
obtain L, (r) = C/rz, where C is a constant.

The constant C can be determined with a boundary con-
dition. In fact, by integrating Eq. (5) over an infinitesimal
interval (2a;, — €, 2a;, + €), the first term in Eq. (5) vanishes
as € — 0; integration of the second term can be carried out by
using Ve #V2() = #§(r — 2ay,). Thus, Eq. (5) is rewritten as

2a%, ———= —a, =0, (8)
r=2a12

where #-V = 3/dr is used. Inserting Li>(r) = C/r? into
Eq. (8), we obtain C = —2aj,a,. Thus, we have

2azrain

Lix(r) = — o ©))

and obtain a steady solution [Eq. (4)] of the two-particle
Smoluchowski equation (3).

C. Long-time self-diffusion

Using the steady solution obtained in the previous subsec-
tion, here we derive the long-time self-diffusion coefficient for
the N-particle system. Suppose that the constant external force
F o is exerted only on the particle r;. Then, the mean resultant
force is balanced as y;(v)) = Fexy — (V1®P) — kgT (VIn P),
where v| and y; = 1/8D; are the velocity and friction coef-
ficient for the particle 1, respectively. The second term is the
force exerted by the other particles and the third term is the
Brownian force. Thus, the mean drift velocity is given by

(v1) = BD\Fexi — BD((V1 @) — D1(V1InP). (10)

It should be noted that the ensemble average (...) is taken
in terms of the nonequilibrium steady state since the external
force F o, is applied.

Let us begin with the calculation of the second term
on the right side of Eq. (10). We assume that the in-
teraction potential is given by a sum of pair potentials
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N N
@(R) = Zi:l Zj:i-H V,'j(r,'j), where ri_,- =r;— r_,» and rij =
|rij| (the subscript ij is necessary for the pair potential V;;
because V;; depends on the particles radii a; and a; for the
hard-sphere interaction). Then, we have

S

—BD1(V1®) ~ —BD; Y mV1Vin, (rin,)
k=1

S
=—BD1 ) _m / / dR P(R)V Vi, (ri,)
k=1

S
=Dy Y omV [ dr P )¥Vin ). (D)
k=1

where, in the first equality, we use an approximation n; — 1 ~
np; in the second line, P(R) is a steady solution of the N-
particle Smoluchowski equation; and, in the third line, V is the
system volume and r := ryy,. Here, Piy, (r) in Eq. (11) is ap-
proximated by the steady solution for the two-particle Smolu-
chowski equation [Eq. (4)] with Pl(lovi(r) = e P 2 115].
Then, by using —Be P IVV g (r) = #8(r — 2ayy, ) as well
as [dQF =0and [ dQ# = 4r1/3 with I being the identity
matrix and [dQ(...) being the integration over the solid
angle, we obtain

—BDi(V,®) ~ —BDFexiK|9, (12)
where KSI is called a mobility coefficient [17], and is defined
fors=1,...,5as
Zizl ny g

Zi:l "kflf
Here, we define a mean radius g as dg := ay,-
Similarly, the third term on the right side of Eq. (10) is

rewritten with the N-particle correlation function gV (R) :=
VNP(R) as

—D(V{InP) = —D{(V;Ing")

Kl':=2 (13)

~ —D,

R

m(Vilngy, (rin,)), (14)
k=1

where we use the Kirkwood superposition approximation
R ~ I, H_[/Y:i-&-l gij(rij) [33], where g;;(r) is the two-
particle correlation function for the particles i and j. In the
same way as Eq. (11), the ensemble average in Eq. (14) is
rewritten as

(V1 In g, (Fin)) = V / arvPy . (15

This integral can be calculated with Egs. (4) and (9), and it is
found to be vanishing. Thus, we have the third term in Eq. (10)
as

—Dy(V,InP) ~ 0, (16)

and the mobility coefficient for the Brownian force is vanish-
ing, Kf’ = 0, for the case without the HI.
Therefore, Eq. (10) is now given by

(v1) = BD1(1 — K{$)F ox. (17)

From this equation, we obtain an effective friction constant
Vet @S Vet = [BD1(1 — K{ d))]*l. Furthermore, using the Ein-
stein relation D;(¢) = kgT /yetr, we then have the long-time
self-diffusion coefficient for the particle r; as

Di(¢) = D1 (0)(1 — K{9). (18)

Now, it is obvious that the~ diffusion coefficient for the
species s, which is denoted by D,(¢), is given by

Dy(¢) = Dy(0)(1 — K/¢) (19)

for s=1,...,S. It is also possible to express the diffusion
coefficient D,(¢) as a function of the volume fractions of the
species ¢ (k =1,...,5) as in Refs. [17,18]. Here, however,
the expression as Eq. (19) is preferred because this paper
focuses on dependence of the diffusivity on the total volume
fraction ¢, and the composition of species is fixed. Setting
ds; = ag = a in Eq. (13), we obtain the results for identical
particles as Dy(¢p) = Ds(0)(1 — 2¢), and thus we recover the
result presented in Refs. [15,21].

D. Obstructed diffusion

It would be interesting to compare the formula in Egs. (13)
and (19) to simulation results for obstructed diffusion, which
is frequently employed to study crowding effect on intracellu-
lar diffusion [30,31]. Here, we suppose that there are only two
species, a tagged particle and obstacles, i.e., S = 2. Moreover,
let us assume that there is only one tagged particle n; = 1, and
many obstacles n; >> 1. Then, Eq. (13) for the tagged particle
is rewritten as

PARTIPYRY)
K~ O 20)
2a;5

Equation (20) has an obvious physical meaning: the nu-
merator is proportional to the scattering cross section between
the tagged particle and an obstacle, and the denominator is
proportional to the square of mean interobstacle distance with
the volume fraction ¢ kept fixed. Therefore, the right side of
Eq. (20) is proportional to the collision rate when the tagged
particle travels the mean interobstacle distance. For small
obstacles (i.e., for small d,), the mean interobstacle distance
becomes short, and therefore the collision rate becomes large.
For large obstacles (i.e., for large a,), both cross section and
mean interobstacle distance become large, and therefore the
collision rate tends to a minimum, and accordingly we have

In Fig. 1, the reduction rate of the tagged particle
D1(¢)/D(0) is displayed for four different values of a,/a;.
The numerical results (symbols) and the theoretical predic-
tions (lines) given by Egs. (19) and (20) are consistent even
at relatively large volume fractions. It is found that, for a
fixed volume fraction ¢, the reduction is greater for smaller
obstacles. Note that these results are qualitatively similar
to simulation results presented in Ref. [30], in which the
obstructed diffusion is intensively studied with lattice models.

E. Application to Ando-Skolnick model

Here, let us apply the theoretical prediction obtained in
the previous subsection to the Ando-Skolnick model. The
Ando-Skolnick model consists of spheres with 15 different
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az/a1 = 3.5 —— N
0 ! | | |
0 0.1 02 03 04

Total volume fraction ¢

FIG. 1. Reduction rate D, (¢)/D(0) of long-time diffusion coef-
ficient vs total volume fraction ¢ for a tagged particle in obstructed
diffusion (without the HI). It is assumed that there are only two
species: the tagged particle (s = 1) and obstacles (s = 2). The ratio
a,/a, between the sizes of these two species is set as d,/a; = 1.0
(triangle down), 1.5 (triangle up), 2.5 (square), and 3.5 (circle). The
symbols are simulation results obtained with the numerical scheme
in Appendix A; the lines are the theoretical predictions [Eq. (19)]
with K[ given by Eq. (20)

sizes; these spherical particles are models of real molecules
whose names are listed in Table 1. For each species s (s =
1, ..., 15), the number of particles ny, the diffusion coefficient
at infinite dilution D, and the radii a; are also given in Table L.
The number of particles n; is determined so that the size
distribution mimics that of real cytoplasm of E.coli [10,11].
The mobility coefficient K! for the Ando-Skolnick model is
calculated by inserting the values of n, and &, into Eq. (13),
and the results thus obtained are presented in Table I.

In Fig. 2(a), theoretical predictions [Eq. (19)] of diffu-
sion coefficients D,(¢)/Ds(0) as functions of the volume
fraction ¢ are displayed with lines. Similarly, in Fig. 3(a),
Dy(¢)/D(0) is plotted as a function of the particle radius ;.
As can be seen from these figures, the reduction of diffusivity
is more prominent for large particles than for small particles.
By recalling the implications obtained in Fig. 1, the reason for
these results can be understood as follows. If a tagged particle
is small, surrounding particles (obstacles) are relatively large;
these large obstacles result in a low collision rate of the
tagged particle with the obstacles, and thereby the diffusivity
reduces mildly as is the case for the GFP in Fig. 2(a). If the
tagged particle is large, however, the surrounding particles
(obstacles) are relatively small; these small obstacles lead to a
high collision rate, and the diffusivity reduces rapidly as is the
case for the ribosome in Fig. 2(a).

At low concentrations, the theoretical results are con-
sistent with the numerical results displayed with symbols
in Figs. 2(a) and 3(a). For large particles, however, huge
deflections are observed at high concentrations; these de-

(a) 1 |
> GFP e
\ 2 4 GAPDH m
‘", RNA Polymerase
0.8 - W " Ribosome w7
\v
\ -
— v
S 06 \ = . |
zQw \ v ) !' [ J
~ \ .
s Y . ®
I Qf 04 - \ v ,- i
\ Y “m.,
\ v :
0.2 - \ v .
\ v
\
0 I \\ I I
0 0.1 0.2 0.3 0.4
Total volume fraction ¢
(b) 1 ‘
> GFP e
\ - GAPDH m=m
= RNA Polymerase
0.8 V\ “m.. Ribosome w7
N "B
= \Y “m..
S 06 - \ o g 1
Q \NY e T i
= \ m
S v e W °
o 04 \ v e
S N
N v ]
N v
0.2 + \\ v E
~ ~ - v
~ ~ -
O L L L L
0 0.1 0.2 0.3 0.4

Total volume fraction ¢

FIG. 2. Reduction rate D;(¢)/D;(0) of long-time diffusion co-
efficient vs total volume fraction ¢ for the Ando-Skolnick model
without the HI. The results for four kinds of molecules are displayed:
GFP (circle), GAPDH (square), RNA polymerase (triangle up),
and ribosome (triangle down). The symbols are simulation results
obtained with numerical scheme in Appendix A. [The data shown
with the symbols in (a) and (b) are the same.] The lines are theoretical
prediction obtained (a) with Eq. (19), and (b) with Eq. (23), where the
values of K[ are given in Table L. The solid lines are the predictions
for GFP, the dotted lines for GAPDH, the dashed lines for RNA
polymerase, and the long-dashed lines for ribosome.

flections are due to the fact that the above theory is valid
only for the first order in ¢, and higher-order contributions
are neglected. The higher-order corrections for monodisperse
suspensions without the HI are studied in Refs. [34,35]. Here,
however, let us improve the above linear theory in a much
simple and heuristic way, which is similar to the method used
in Ref. [36].

When a volume V ¢ in the total free volume V is filled by
the particles, the diffusion coefficient is reduced with the rate
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FIG. 3. Reduction rate D,(¢)/D;(0) of long-time diffusion coef-
ficient vs radius of molecule a, for the Ando-Skolnick model without
the HI. Numerical results for seven different values of the volume
fraction ¢ are displayed: ¢ = 0.025, 0.05, 0.1, 0.15, 0.25, 0.35,
and 0.45 (from top to bottom). The lines are the corresponding theo-
retical predictions obtained (a) with Eq. (19) and (b) with Eq. (23).

Dy(¢)/D;s(0) = Dy(Vg/V)/Dy(0). If the volume V ¢ is filled,
then the remaining free volume is V(1 — ¢). Suppose that a
volume Vd¢ in this free volume V(1 — ¢) is further filled.
Here, the reduction rate Dy(¢ + d¢)/Dy(¢) is assumed to be
given by the same formula as the dilute limit:

D¢ +dg) _Di(wity) _ Di(i%)

? . . . 1
Ds(¢) D;(0) D;(0)

Setting d¢ — 0, we have an ordinary differential equation as

dDy(¢) _KIDS(d))
dp ~ Fl—¢’

(22)

This equation is readily solved, and we obtain a heuristic
theory as

Dy(#) = D,(0)(1 — )% (23)

for s=1,...,S. In contrast to the linear theory given by
Eq. (19), for which the diffusion coefficient could be negative,
in this modified theory [Eq. (23)], the diffusion coefficient is
always positive, and thus it can be applied at least formally
to systems at high concentrations. This modified theory is
depicted in Figs. 2(b) and 3(b), and it is found that, for large
particles, the modified theory is more consistent with the
numerical results than the linear theory [Eq. (19)].

III. WITH HYDRODYNAMIC INTERACTION

In addition to the excluded volume effect, the HI is also
taken into account in this section. In general, the motion of
a Brownian particle creates a velocity field in the solvent,
and this velocity field exerts forces on other Brownian par-
ticles; this type of interaction between particles is called the
HI [15,37]. In many cases, the effect of the HI cannot be
neglected to describe the dynamics of assembly of Brownian
particles [11,38,39]. Here, we incorporate the HI through a
far-field approximation of mobility functions, thereby obtain-
ing a steady solution of the Smoluchowski equation. Once
the far-field approximations of the mobility functions and
the steady solution are obtained, the reduced diffusivity for
polydisperse colloidal suspensions can be calculated by a
procedure developed by Batchelor [16-18].

In the following subsection, far-field approximations of
the mobility functions are given up to O(1/r") for an illus-
tration. However, in obtaining the main results of this paper
summarized in Table I, far-field approximations of O(1/r'%)
are utilized for the mobility functions; this approximation is
numerically obtained by a twin-multipole expansion for the
Stokes equation and resulting recursion relations [14,22]. A
steady solution of the Smoluchowski equation is then obtained
numerically up to O(1/r%).

By using these mobility functions and steady solution
(more precisely, their series expansions), the reduced diffu-
sivity is obtained with the Batchelor’s method. This analysis
is outlined in Appendix C, where a formula for the reduced
diffusivity is given explicitly by using the mobility functions
of O(1/r"). In contrast, theoretical predictions for the re-
duced diffusivity of the Ando-Skolnick model (summarized in
Table I) are numerically obtained by using the twin-multipole
expansions up to O(1/r'%). The explicit expressions given in
Appendix C with the accuracy of O(1/r") were used to check
the correctness of this numerical scheme.

A. Hydrodynamic interaction

The Smoluchowski equation for a suspension with the HI
is again given by Eq. (1), but the Smoluchowski operator £
should be replaced by [15]

N
LC.)=Y ViDy-(BIV;OBI..)+ V,(...)}

i j=1

(24)
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The (3 x 3)-dimensional matrices D;; in Eq. (24) are the
diffusion tensors (or BD;; are usually referred to as mobility
tensors), which represent the effect of the HI between particles
i and j. In fact, the inside of the curly brackets in Eq. (24) is a
direct force —BF ; (i.e., it is the sum of potential and Brownian
forces, but not the hydrodynamic force) exerted on the particle
J» and then D;; - (—BF ;) represents the hydrodynamic effect
on the particle i. [Strictly speaking, D;; - (—BF;) includes
not only the hydrodynamic effect, but also the direct effect
DiI . (—,BF,) = _,BDiFi' See Eq (25)]
For i = j, the diffusion tensors are given by

N
D;; =D+ D; Z [A5 (riDFufa + By (ra)d — Fyfa)], (25)
pot
where I is the identity tensor of rank three. The first term
on the right side gives exactly the same term encountered in
Eq. (2), and thus it represents a direct effect (i.e., not the HI).
The second term, however, is the hydrodynamic effect due to
the velocity field which is generated by the direct force on the
particle i, is reflected by the other particles / # i, and returns
back to i. Moreover, Afj(r) and Bl?j(r) are called mobility
functions [16,40], and their superscripts “s” stand for “the
self-part.” These mobility functions are given up to O(1/r")
as [14-16,40]

. 15aa, _aa, 154 a) 1
Ai*i(r):_ZrT_ZF—i—? P +0 5 ) (26)
17 aia 1
B?j(r)=—1—67+0(ﬁ), (27

respectively.
Similarly, for i # j, the diffusion tensors D;; are given by

Dj; = D[} (rip)#ijiij + By (ripd —#yiip)]. (28)

The diffusion tensor D;; (i # j) represents a hydrodynamic
effect on the particle i due to the velocity field generated by
the direct force on the particle j. The mobility functions Aj; (r)

and Bj;(r), where the superscripts “c” stand for “the cross

part,” are given up to O(1/r7) as [14-16,40]

2 2
34 _ 44t

AS 75 a?a‘; (0] ! 29

i) = 2r 2 7 + 4 7 + <ﬁ>’ 29
3a; a;al+a’ 1

B(rn==--2L+21"-1 _J110l—). 30

i) 4 r + 4 3 + r8 (30)

We also use notations such as /ﬁk(r) and /T?k(r) to indicate
that these are the mobility functions for the species s and k.
For example, A$, (r) is defined by

A (r) = 15 a,a; Zasa,i N 15aa; Lo 1 a1
k) ="="""3 6 7 /6 A
The other mobility functions for species are defined similarly.
The mobility tensor up to the third order O(1/r%) is
referred to as the Rotne-Prager-Yamakawa tensor [41,42],
which is frequently used in numerical simulations of col-
loidal suspensions [43,44]. The mobility tensor defined with
Egs. (25)-(30) describes only far-field two-body HI, but far-
field many-body HI is also important to study concentrated

systems. In fact, in Ref. [11], so-called Stokesian dynamics
[45,46] is employed as a simulation method in order to take
into account the many-body HI. Moreover, in the Stokesian
dynamics, a near-field two-body interaction called a lubrica-
tion effect is also taken into account.

Another, more simple, method to incorporate the many-
body HI is employed in Refs. [13,47-49]. In these studies, the
Brownian dynamics simulation is carried out with a theoret-
ical prediction for the short-time diffusion coefficient given
in Refs. [50,51], where the HI is approximately taken into
account. Then, the Brownian dynamics simulation is carried
out as if it is a hard-sphere colloidal suspension without the
HI; the HI is incorporated only through the short-time diffu-
sivity. Also, it should be noted that the theoretical prediction
for the short-time diffusivity in Refs. [50,51] is valid only for
the monodisperse suspension and, therefore, in this numerical
method, polydispersity is taken into account only through
direct interaction (such as the hard-sphere interaction).

In Egs. (25) and (28), only far-field two-body interactions
are taken into account. In other words, HIs between three
or more particles are neglected in this paper because these
contributions are of the order of O(¢?) [15]. We also assume
the no-slip boundary condition [40].

B. Reduction of diffusion coefficient

Here, an outline of the calculation of the long-time self-
diffusion coefficient for polydisperse suspensions with the
HI is presented. Details of this calculation are presented in
Appendix C. The final result is that the long-time diffusion
coefficient Dy(¢) for the species s is given by

Dy(¢) = D,(0)(1 — K}'¢) 32)
fors=1,...,S. Here, Ksh is a total mobility coefficient for
the species s and it is defined by

K!':=K" + K" + K®, (33)

where K, KM, and K" are mobility coefficients concerning
the short-time diffusivity, the hard-sphere interaction, and
the Brownian force, respectively. In these definitions, the
superscript “h” stands for the HI. These mobility coefficients
KPS, KM and KM are given explicitly up to O(1/r7) in
Appendix C [Egs. (C30), (C42), (C48), and (C50)]. Moreover,
the modified theory can also be obtained in the same way as
in the case without the HI [see the derivation of Eq. (23)] as

Dy(¢) = D,(0)(1 — ). (34)

To calculate K (s =1, ..., ), first the far-field approxi-
mations of the mobility functions A§j(r), A;?j(r), B‘?j(r), and
Bj;(r) are obtained by the twin-multipole expansion of the
Stokes equation and resulting recursion relations [14,22]. [In
Egs. (26), (29), (27), and (30), expansions up to O(1/r") are
given for reference. But, expansions of O(1/r'%) are used to
obtain the data shown in Table 1.]

Second, a series expansion for the steady solution of the
Smoluchowski equation is derived. More precisely, the ex-
pansion coefficients o, (n =1, ..., M) of Li»(r) in Eq. (C15)
are obtained by numerically solving a system of linear equa-
tions with M — 1 variables o, (n =1,...,M —1). M — 2 of
these linear equations can be obtained by inserting Eq. (C15)
into Eq. (C11) and making M — 2 equations for the orders
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1/r" (n=1,3,...,M — 1). The one remaining linear equa- 1
tion is obtained from a boundary condition given in Eq. (C22).
[In obtaining the data in Table I, M is set as M = 99.] N

Third, by using these series expansions of the mobility 0.8 L ™ |
functions and the steady solution, the values of K", K™, and ) N ™
K" are obtained. In fact, K'S, K™, and K" are calculated by N ™
inserting the series expansions into the left side of Eq. (C28), S N
the right sides of Eqs. (C42) and (C48), respectively. All of — 0.6 | N N 7
these calculations are performed numerically. Accordingly, IQ N
the sum of these coefficients gives the total mobility coeffi- = N
cient K", and thus we obtain the diffusion coefficient Dy(¢) of — 04 + \ -
species s at the concentration ¢ [Eq. (32)]. R o /dl 10 — — \ N

C. Obstructed diffusion 02 I C:lz/ €L1 =1.5 \\ ,T

As an example, the two-species system explained in Fig. 1 a2/ a1 = 2.5 reeveeee \
is analyzed again, but here the HI is taken into account. as / A1 = 3.D  =—m— \N
Again, let us assume that there are only two species: the 0 \ \ \ \ AN
tagged particle (s = 1) and the obstacles (s = 2). By using the 0 0.1 0.2 0.3 0.4

procedure explained in the previous subsection with n; = 1
and ny > ny, the values of the mobility coefficients K", KM,
K" and K" are calculated for four different values of the ratio
of radii: a,/a; = 1.0, 1.5, 2.5, and 3.5. Then, the diffusion
coefficient for the tagged particle is obtained by Egs. (32)
and (33).

For the case with the HI, the most significant contribution
to the reduction rate is from the leading term of the mobility
coefficient KM [Eq. (C30)] as

hS E 1

! 4 14+ a / a ’
This term arises from the leading term of the mobility function
Afj(r) [Eq. (26)]. Thus, the diffusivity reduction is mainly
attributed to the first reflection of the velocity field at the
obstacles. Moreover, this leading term of KM is in a finite
range (0, 15/4), in contrast to K| for the case without the
HI [Eq. (20)], which is unbounded. Moreover, the mobility
coefficient KM depends on the ratio @, /@, almost oppositely.
Namely, KI'S decreases with @,/ ; in contrast, KI'® increases
with a, /a;, if the ratio is not too large. The contribution from
the direct interaction K[! is almost vanishing.

Therefore, it might follow that the reduction of diffusivity
(characterized by K[' = KPS + KM + KP'B) for the system with
the HI is less dependent on the obstacle size than that for the
system without the HI. In fact, this is the case as is clear from
comparison of Figs. 1 and 4. This weak dependency on the
obstacle size seems qualitatively consistent with a numerical
simulation presented in a previous study (Fig. 8 in Ref. [48]),
where the HI is incorporated by using a theoretical formula
for the short-time diffusion coefficient given in Refs. [50,51].

However, there seems to be a qualitative discrepancy: the
diffusion coefficient obtained by the present theory overesti-
mates the numerical result presented in Ref. [48]. The range
of volume fraction in Fig. 8 of Ref. [48] seems to be limited
to relatively low concentration. [In that figure, 100 g/L might
correspond to ¢ = 0.085.] In this low concentration range, it
is probable that our result would give a better estimate.

(35)

D. Application to Ando-Skolnick model

By using the procedure given in Sec. IIIB with the pa-
rameter values n,, Dy, and d, listed in Table I, we obtain the

Total volume fraction ¢

FIG. 4. Reduction rate D, (¢)/D(0) of long-time diffusion coef-
ficient vs total volume fraction ¢ for a tagged particle in obstructed
diffusion (with the HI). It is assumed that there are only two species:
the tagged particle (s = 1) and obstacles (s = 2). The ratio a,/a,
between the sizes of these two species is set as a/a; = 1.0, 1.5,
2.5, and 3.5. The lines are the theoretical predictions [Eq. (32)]
with KI' given by Eq. (33). The values of KI' are calculated by the
procedure explained in Sec. III B with expansions of the mobility
functions of O(1/r'%); for a,/a, = 1.0, 1.5, 2.5, and 3.5, we obtain
KM =2.11, 1.95, 1.70, and 1.59, respectively.

values of the mobility coefficients k'S, KM, K'B, and K for
the Ando-Skolnick model. These values, summarized also in
Table I, are accurate up to O(1/r%%).

The mobility coefficient K concerning the short-term dif-
fusion is much greater than the other two coefficient KshI and
KP®_ This term K is due to purely hydrodynamic effect, and
therefore absent for the case without the HI. In addition, this
effect (Kj,‘s) is greater for large particles than for small ones.
This can be roughly understood with Eq. (35) as follows. For
a large particle (with a radius d;), surrounding particles are
relatively small (with a mean radius &, < d;), and accordingly
@y/ay is small thereby resulting in a large value of K1'S.

In contrast, the effect of the direct interaction K™ is quite
small. It is consistent with the results of near-field analysis
which shows that this term is actually vanishing [22]. The
effect of the Brownian force K8 is also small, but its con-
tribution to the reduction of the diffusivity is measurable. In
addition, K" is greater for small particles than large ones;
this correlation with the size is opposite to that of K'S. Note
also that the effect of the Brownian force is absent for the case
without the HI.

In Fig. 5(a), the reduction rate of diffusion coefficient
Dy(¢)/D4(0) is shown as a function of the volume fraction ¢.
Comparing Fig. 5(a) with Fig. 2(a), it is found that variations
of the reduction rates over particles with different sizes (with
¢ being fixed) is weaker for the system with the HI than for
the system without the HI. In some sense, the HI plays a role
of averaging the diffusion dynamics of particles with different
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FIG. 5. Reduction rate D(¢)/D,(0) of long-time diffusion co-
efficient vs total volume fraction ¢ for the system with the HI. The
lines are theoretical prediction obtained (a) with Eq. (32) and (b) with
Eq. (34). The solid lines are the predictions for GFP, the dotted
lines for GAPDH, the dashed lines for RNA polymerase, and the
long-dashed lines for ribosome.

sizes. This is more clearly seen from Fig. 6(a), in which the
reduction rate is plotted as a function of the radius dy; in
fact, the curve at each concentration ¢ is flatter than that in
Fig. 3(a).

Moreover, the mobility coefficient for most of the species
shows large increases by incorporating the HI. This means
that the diffusion coefficients for these species decrease by
incorporating the HI. For example, the diffusion coefficient of
the GFP is estimated as Dgpp(¢p) >~ Dgprp(0)(1 — 1.00¢) for
the system without the HI, and by Dgpp(¢) =~ Dgpp(0)(1 —
1.61¢) for the system with the HI. This tendency agrees
qualitatively with the results presented in Ref. [11].

Although there are approximated theories for the higher-
order terms in ¢ [50-52], these theories are formulated for

0.2 + i

0 1 1 1 1 1
2 4 6 8 10 12

Radius of particle @, [nm]

04 ~ i

Ds(¢)/Ds(0)

0 1 1 1 1 1
2 4 6 8 10 12

Radius of particle @, [nm]

FIG. 6. Reduction rate D;(¢)/D(0) of long-time diffusion co-
efficient vs radius of molecule d, for the Ando-Skolnick model
with the HI. The lines are the theoretical predictions obtained
(a) with Eq. (32) and (b) with Eq. (34). The results for seven
different values of the volume fraction ¢ are displayed: ¢ =
0.025, 0.05, 0.1, 0.15, 0.25, 0.35, and 0.45 (from top to bottom).

monodisperse systems. Therefore, we again employ the mod-
ified theory given by Eq. (34) to study the Ando-Skolnick
model, which is a polydisperse suspension. This modified
theory is displayed in Figs. 5(b) and 6(b). As shown in these
figures, differences between the modified theory [Eq. (34)]
and the original theory [Eq. (32)] are smaller for the case with
the HI than those for the case without the HI.

An interesting problem concerning diffusion in cytoplasm
is how its concentration might be optimized; one of the
possibilities is that it might be optimized to make chemical
reactions as fast as possible. For example, in Refs. [53,54], a
reaction rate of a single molecule is estimated by means of a
theory of identical Brownian particles (i.e., the monodisperse
suspension) in Ref. [55]. It was found that the optimal volume
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fraction for which the reaction rate attains its maximum is
about ¢* ~ 0.18; this value is much lower than the con-
centration in real cytoplasm. (For the Ando-Skolnick model,
a concentration 300 mg/mL of macromolecules, which is a
typical value for E.coli, corresponds to the volume fraction of
¢ ~0.51[11].)

However, the use of the theory of the identical Brownian
particles seems difficult to be justified, and thus it is tempting
to apply the present theory to the optimization problem in
cytoplasm. Assuming that the reaction is diffusion limited, it
can be shown that the reaction rate R(¢) is proportional to
D(¢)¢ [56]. If D(¢) = D(0)(1 — K¢) or D(¢p) = D(0)(1 —
@)X, where K is the reduction coefficient, then the reaction
rate R(¢) is maximized at ¢* = 1/2K or ¢* = 1/(K + 1),
respectively. For example, the maximum reaction rate for the
GFP is attained at ¢* ~ 0.31 or ¢p* & 0.38, respectively; these
values are much closer to the realistic value ¢ = 0.51 than that
given by the monodisperse theory (i.e., ¢* =~ 0.18).

IV. DISCUSSION

Reduction of diffusion coefficients of macromolecules in
cytoplasm has been observed both in experiments [7,8] and
numerical simulations of coarse-grained models of cytoplasm
[10,11,13]. In particular, it was numerically found that the
diffusion coefficient decreases significantly by incorporating
the HI [11]. To fully understand what causes such a decrease
in diffusivity, however, it is important to address the problem
theoretically.

By applying a colloid theory [15-18] to the Ando-Skolnick
model with and without the HI, this work presented an analyt-
ical prediction for the reduction of diffusivity up to the first
order in concentration ¢ [Figs. 2(a) and 5(a)]. Moreover, to
obtain predictions that are valid for more concentrated sys-
tems, heuristic modifications of these theories were developed
[Figs. 2(b) and 5(b)]. In particular, it was found that the diffu-
sion coefficients for small particles decrease prominently by
incorporating the HI. For example, the diffusion coefficient of
the GFP is estimated as Dgpp(¢p) =~ Dgpp(0)(1 — 1.00¢) for
the system without the HI, and by Dgpp(¢) =~ Dgrp(0)(1 —
1.61¢) for the system with the HI. This is contrasting to the
monodisperse systems for which the decrease of diffusivity is
very small (see the Introduction).

In contrast, the diffusion coefficients for the three large
particles such as the ribosomes increase by incorporating
the HI, which is inconsistent with the results of Ref. [11].
Moreover, although the theoretical predictions for the dif-
fusivity shown in Fig. 6(b) exhibit a trend qualitatively
similar to simulation data reported in Ref. [11], the for-
mer is slightly larger than the latter. In addition, the re-
duction rate Dgpp(¢)/Dgpp(0) for the GFP at ¢ = 0.51'
is about 0.32 in the theoretical prediction presented in
Fig. 5(b); this prediction overestimates the experimental ob-

! At this value of the volume fraction, ¢ = 0.51, the concentration
of the molecules is about 300 mg/ml, which is close to the intracel-
lular condition. The concentration of the Ando-Skolnick model can
be calculated from the molecular weight of each molecule, which is
given in Ref. [11].

servation of the reduction rate which is about 0.07-0.09
[7,8]. These differences should be mainly ascribed to the
fact that applicability of the present theory is limited to
the first order in concentration ¢. In numerical simulations
reported in Ref. [11], many-body far-field interaction is taken
into account with the Durlofsky-Brady-Bossis method [45],
whereas, in this paper, only the two-body far-field interaction
is taken into consideration. Moreover, in Ref. [11], near-field
contributions of the HI are taken into account by a lubrication
theory, whereas it is not considered here. These differences in
the ways of incorporating the HI should be another source of
the deflections observed.

Future work is therefore needed to extend the present
theory to take into account contributions of higher orders in
the concentration ¢ [34,35,50-52,57]. Indeed, in this work,
the two-particle correlation function g;;(r) is treated only to
the leading order, but it is evident that the higher-order con-
tributions must be included for analyzing highly concentrated
systems.

Moreover, in many single-particle-tracking experiments,
it has been reported that the diffusion coefficient shows
large scatter [1-3,5,58]. Intensive theoretical efforts have also
been devoted to explain such fluctuation of diffusivity, and
simple stochastic models such as continuous-time random
walk [28], fractional Brownian motion [59], random walk in
fractal lattices [60,61], and random diffusivity models [62—64]
were widely investigated through various time-series analysis
methods [28,39,65,66]. In addition to the studies of these sim-
ple models, however, it would be important also to elucidate
whether more realistic models, such as the Ando-Skolnick
model, can describe such large scatter.

As stated in the Introduction, the transient subdiffusion is
frequently observed in experiments and simulations, though
we focus only on the long-time normal diffusion in this
paper. The existence of such transient dynamics in the
Ando-Skolnick model should be explored in future studies.
Moreover, chemical reaction is also discussed at the end of
Sec. III D through the mean first passage time. It might be
necessary to take reaction kinetics into account directly in
the coarse-grained model, if copy numbers of reactants are
very small [12]. Finally, it is found that the diffusivity in the
bacterial cytoplasm depends on the cellular metabolism [5].
Therefore, an important question for future studies is eluci-
dation of effects of activeness such as active conformational
changes of colloidal particles.
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APPENDIX A: NUMERICAL SIMULATION OF
HARD-SPHERE SUSPENSION WITHOUT
HYDRODYNAMIC INTERACTION

In this Appendix, we briefly review the numerical scheme
proposed in Ref. [24] for Brownian hard spheres without the
HI. For such systems, the equation of motion is given by the
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Langevin equation

dr

d_tiz\/zT)igi(t) i=1,...,N),

where r;(¢) is the position of the particle i, and &;(¢) is
Gaussian white-noise vector which satisfies

(&) =0,
<$i(t)§j(t/)> =16;;6(t — t,

where I is the identity matrix of order three. The Euler method
is used as an integration scheme of Eq. (A1) [67] with periodic
boundary conditions, and the Mersenne twister method is
employed as a pseudorandom number generator [68].

To take into account the hard-sphere interaction potential
®(ry, ..., ry) [Eq. (2)], a simulation scheme of event-driven
Brownian dynamics for polydisperse hard-sphere suspensions
is employed [24]. In this scheme, Eq. (A1) is discretized as

ri(t +6t) —ri(t) = /2D;6t §,(1),

where 8¢ is the time to the next collision. Accordingly, it can
be interpreted that each particle undergoes a linear uniform
motion with a pseudovelocity v;(t) = +/2D;/5t &;(¢) until t +
ot at which two of the N particles collide. Therefore, during
this time interval §t, the particles follow classical Newtonian
dynamics without any external force. It follows that the time
to the next collision §7 can be determined in the same way as
the classical hard-sphere system.

In addition, at every time step 87, the thermal noise &;(¢)
and the pseudovelocity are updated. The value of 57 is deter-
mined so that the mean number of collisions for each particle
during 8t is less than 1. Thus, the time step 8t is shorter
for systems with higher concentration. For example, for ¢ =
0.025 (the most dilute system in our simulation), we set
6t ~ 20 nsec, whereas, for ¢ = 0.45 (the most concentrated
system), we set §T ~ 0.1 nsec.

The collision dynamics is given as follows. Suppose that
the particles i and j collide at time ?., then the collision
dynamics during a short-time interval which includes 7, can
be described by the two-particle diffusion equation

oP(ri,rj, 1)
ot

with a suitable boundary condition (see below). Here,
P(r;,rj,t) is the two-particle probability density function at
time 7. Let us change the variables as [24]

‘ Db D
(R> :A(’ ) with A=[2 2|, (A6)
r ri 1 -1

where D := (D; + D,) /2. In each element of the matrix A, the
identity matrix I is omitted for brevity. After a straightforward
calculation, we have [69]

dPR,r,t)

ot

with a boundary condition dP/dr = 0 at r = a; + a;, where
Dr:=D /(2D;D;) and D, := 2D. The equation (A7) can be
easily separated by assuming that P = V(R, t)W (r, t) and the
boundary condition is imposed only on W (r, ¢). Thus, R and

(A)

(A2)

(A3)

(A4)

=D;VP(r;,r;,t)+D;V;P(rir;t), (AS)

= DrVRPR,r,t)+ D, V.P(R,r,t), (A7)

r defined in Eq. (A6) can be considered as mutually indepen-
dent. (In Ref. [24], the fact that R and r are correlationless is
proved.)

Therefore, vg := 0R/dt does not change through the col-
lision, and only v, := dr/dt changes just in the same way
as the classical hard spheres (see Ref. [24] for a detailed
discussion). To be more precise, let us define parallel and
perpendicular elements as v = v/l + v, where vl := v - #;;#;;
and vt :=v- - — F;;F;;). Then, the collision dynamics of the
parallel components v}'e and v/ is given by

()06 5)()

where T)}‘e and 9! are the velocities after the collision. In con-
trast, the perpendicular components 93 and ¥;- are unchanged.

Parallel components of the post-collision pseudovelocities
; and v; are then given by

)=+ 21C)

I
1 (D,-D; 2D; (v
=ﬁ< o, D,-—D,)(vj)‘ (A9)

(A8)

From these facts, the transformation of the pseudovelocities is
given by

£)-()+)
~ =1. ~1
'Uj v‘]‘A Uj
1 Dj—D,' 2D, le vf‘
=535\ 2p;  D;—D; )\ 1) T Wt
2D J 1 J vl J
(o) L U\ (A10)
= v, 5 Dj —Dj Uﬂ rij.

Thus, we obtain the post-collision pseudovelocities ¥; and ¥ ;.

APPENDIX B: NUMERICAL ESTIMATE OF LONG-TIME
SELF-DIFFUSION COEFFICIENT

The long-time diffusion coefficient displayed in Figs. 2
and 3 is estimated by using time-averaged mean square
displacements (MSDs) instead of ensemble-averaged MSDs.
This is because the time-averaged MSD has been frequently
used in single-molecule-tracking experiments [1-3,5,58] as
well as molecular dynamics simulations [70,71]. The time-
averaged MSD for the particle i is defined as [72-74]

o T
Sri(AsT) = %f dt'lri(t' + A) — ()T, (B1)
0

where A is a lag time, and T 4+ A is a total measurement
time. The time-averaged MSD is further averaged over the
particles belonging to the same species to obtain the MSD for
the species s as

Ny
BRI =~ Y ST, (B

$ =N,y +1
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@ 1l 1w 4L ] derivation procedure is essentially the same as that presented
‘ in Refs. [16—18]. But, here explicit formulas of the mobility

so0sp RS S— 1 coefficients K'S, KM and K"™ are given up to O(1/r7).

s N g These formulas are useful in checking numerical schemes for

M T T T T T3 06 ‘\\ . 7 obtaining estimates with more accuracy. For example, a nu-

Soal 1 S04l T T merical scheme used to obtain the data in Table I was checked

Q Q by these formulas.

0.2} 1 02t E
0 25‘00 50‘00 75‘00 10(‘)00 0 25‘00 50‘00 75‘00 10600 1. Two-particle steady Smoluchowski equation
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FIG. 7. Finite-time diffusion coefficient D;(¢, A) [Eq. (B3)]
rescaled by D;(0) as a function of the lag time A for (a) GFP,
(b) glyceraldehyde-3-P dehydrogenase, (c) RNA polymerase, and
(d) ribosome. In each figure, results for five different values of
the volume fraction ¢ are displayed: ¢ = 0.05 (solid), ¢ = 0.15
(dotted), ¢ = 0.25 (dashed), ¢ = 0.35 (long-dashed), and ¢ = 0.45
(dashed-dotted).

In numerical simulations, this MSD [Eq. (B2)] is further
averaged over Ny, sets of different initial conditions (N
is set as 10 to 300 depending on the concentration ¢; for
example, Ngm = 300 for ¢ = 0.025, whereas Ny, = 10 for
¢ = 0.45).

By using the MSD, a finite-time diffusion coefficient for
the species s can be defined by

(6r3(A; T))s

Dy(¢, A) := oA

(B3)
Then, the long-time diffusion coefficient D,(¢) for the species
s is given by

Dy(¢) := Algllool_)s(¢, A). (B4)

In numerical simulations, the long-time diffusion coeffi-
cient Dy(¢) is estimated for a large value of the lag time
A. In Fig. 7, the finite-time diffusion coefficient E‘Y(cl), A) is
displayed for five different values of the concentration ¢. In
each case, Ds(¢), A) is almost saturated to a constant at large
A, and thus the estimated value of the long-time diffusion
coefficient Dy(¢) should be quite accurate.

APPENDIX C: REDUCTION OF DIFFUSION
COEFFICIENT FOR POLYDISPERSE
SUSPENSIONS WITH HI

In this Appendix, a derivation of the long-time diffusion
coefficient for the system with the HI is presented. The

In the same way as the case without the HI, we derive
a steady solution Py, (ry, ;) of a two-particle Smoluchowski
equation with the HI under the condition that an external
constant force F is applied only to the particle 1. From
Egs. (1) and (24) with N =2, it is found that the steady
solution Pj,(ry, r,) satisfies the two-particle Smoluchowski
equation

0=Vy-[D - (BP12V1Via — BP12F o + V1 P12)
+ Dy - (BP12VaVip + Vo Pl
+ V- [Dyy - (BP12V1Via — BP1oF exi + V1P12)

+ Dy - (BP12VLVip + Vo P, (CDH

where V| ®(R) and V,®(R) in Eq. (24) are replaced with
ViVia(r12) — F e and V, Vo (1)), respectively.

By using a difference vector r := r; —r, with a gradient
operator V in terms of r, Eq. (C1) is rewritten as

0=V - [(D11 —Da1)- (BP12VVis — BPoF e + VP12)
+ (Dxn —Dy2) - (BP2VVi2 + VP, (€2)
where we use V = V| = —V,. Here again, we assume that a
solution Pj,(r) of Eq. (C2) takes the form of Eq. (4). Inserting
Eq. (4) into Eq. (C2) and neglecting terms of O(F gxt), we
obtain
V- (e (D)) — Dyy) - [anaV (LigP - Fex) — Fex]

+ (D2 —Dy3) - anV(Liof - Fey)}) = 0. (C3)

Using Eqgs. (25) and (28), the differences between the diffu-
sion tensors are rewritten as

Dy — Dy = Di[Biol 4 (A1p — Bpp)if], (C4)
Dy, — Dy = Dy[Byl + (Ax; — By i), (&)

where nondimensional functions A;;j(r) and B;;(r) with
(i, j) = (1,2) or (2, 1) are defined by

Aij(r) =1 —i—A‘?j(r) —A;i(r), (C6)

Bij(r) = 1+ B3, (r) — BSi(r), 7
respectively.

Assuming that the constant external force is in the z direc-
tion F ¢ = (0, 0, Foxe), and using # - V = 9/0dr, we obtain the
following equation from Egs. (C3)—(C7):

V.- [e g, ] =0, (C8)

013279-12
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where ¢, (r) is a three-dimensional vector given by

q12(r) :==DBz[ainV(Lizcos ) — 2]
dL1s
+ Di(A;2 — Bp2) d—p =~ 1 )7 cosé
+ D2B21a12V(L12 Ccos 9)
oL,
+ Dy(Ay — le)auwr cosf, (C9)

with Z being the unit vector in the direction of the z axis, and
0 being the angle between 7 and Z.

Rewriting the differential operators in Egs. (C8) and (C9)
with three-dimensional polar coordinates, we obtain (after a
somewhat lengthy but straightforward calculation)

e Py . q,(r) + (Ve—ﬂVlz) g ()
ajp cos b

_ v t12() n de P2 Kiy(r)
r2 dr ap

—0. (C10)

Here, the function Ji5(r), which is defined by Ji,(r)/r? :=
V - q,(r)/(apcos ), is expressed as

Jio(r) = (D1A2 +D2A21)" d
+2(D B + D2321)<V— - L12>

+ (Dywyp + D2w21)r

—Dlwni, (C11)
apn
where a nondimensional function w;;(r) with (i, j) = (1, 2)
or (2, 1) is defined by
w;(r) i=r—— o7 +2(A,J B;;). (C12)
Similarly, in Eq. (C10), the function K;»(r) is defined by
Kix(r)/an =7 q,(r)/(aip cos0), and it is expressed as

dL
Ki2(r) = (D1A12 + DyAs)ar drlz — DjAj,. (C13)

By inserting Egs. (26), (27), (29), and (30) into Egs. (C6),
(C7), and (C12), the functions A »(r), B12(r), and w,(r) up
to O(1/r") are obtained as

=13 [ (2] 5
SRRV,
o= 1= =[G+ ()] T ()
TG
) ()TN

Moreover, Ayi(r), Byi(r), and wy (r) are obtained by ex-
changing the subscripts 1 and 2.

wip(r) =

(C14)

2. Calculation of L,(r)

To derive a far-field approximation for the steady solution,
we expand the function L, (r) in Eq. (4) in terms of the inverse
distance as [15]

M-1

L =Y (), + 0((“—;2)M),

n=1

(C15)

where M is the order of the far-field approximation, and for
explicit formulas given below it is set as M = 7. Moreover,
the nondimensional parameters «, should be written as o3 ,
because it depends on the particle indices (here, 1 and 2); but,
for the sake of brevity, we use the simple notation «,,.

For the hard-sphere interaction, Vi,(r) = 0, if r > a; + a,.
Thus, from Eq. (C10), we have J12(r) = 0 for r > a; + a».
Therefore, when substituting Eq. (C15) into Eq. (C11), each
coefficient of 1/r* (n =1, ...,6) must be vanishing. Thus,
we have the following set of formulas:

o =0, (C16)

3 5p1
== 3" _— ), Cl17
8( a + 7 ) (C17)

9 5 25
32y + — C18
oy = 20( oy + 2) ( )

1/276% 45p%0  5p3* 9gplo
_ _pi3 _pit -
* 4( 4 @t 3 6 T x

(C19)
3 [81 25
g = b44 6(b24 + b42) 4 _(bl4 4 b4l) o
28 4
15 (27bY 7077 25p%
— —5b , C20
56( 2 s+ 5t ) (C20)

where, to express these formulas with a; instead of Dj,
the Stokes-Einstein relation D; = kgT /(6mrna;) (i =1,2) is
used. Moreover, b*# is defined as

B
asa
P = 12 (C21)
“atB
a12
Note that, if the value of o, is obtained, a3, ..., og can be

calculated by using Egs. (C16)—(C20).

The value of «; can be determined by a boundary condition
as follows. Since de™#"2")/dr = §(r — 2ay,) for the hard-
sphere interaction, integrating Eq. (C10) over an infinitesimal
interval (2ai, — €, 2a;, + €), we obtain

Ki2(2a;n) =0 (C22)
Evaluating Eq. (C22) with Egs. (C16)—(C20), we have the
following formula for o:

! |:R + _r ] (C23)
|12 1Az (2az))
Q12 I+ ot
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where Q, and R, are functions of the particles’ radii a; and
a,, and defined, respectively, by
216 135 729

=64 + 54 + ——p?* 4+ —
O + + b b

b44

54 225
_(b13+b3l)<5+7b11>+§(b14+b41)’

25 135
Ri» :=9[b14 (5 +4p'" + =pP 4 —b33)

8 56
5 1 50 25 125
blf) = _bll _b34 i _bll _b44 .
+ <8 + 8 27 + 14 + 56
(C24)

For given values of a; and a,, the coefficients «; (j =
1,...,6) can be calculated by means of Eqs. (C16)—(C24).
Then, a far-field approximation of the steady solution is given
by Eq. (4) with Eq. (C15).

By using these values of ; (j =1,...,6) in Eq. (C15),
we obtain the function Li>(r) up to O(1/r®). Here, the sub-
scripts 1 and 2 of Lj,(r) indicate the particle indices, whereas
we also use a notation L () to refer to the same function but
for the species s and k. To obtain explicit form of Ly (r), just
replace aj, ay, and aj; in the expansion of L, (r) with aj, dy,
and ag, respectively.

3. Short-time self-diffusion

In this section, the short-time diffusion coefficient is in-
vestigated. The short-time diffusion coefficient for the system
without the HI is equivalent to that at infinite dilution D;(0)
because particles do not interact with each other for timescales
shorter than a mean collision time. In contrast, for the system
with the HI, the short-time diffusion coefficient is different
from D;(0) because the particles interact with each other
through the HI even for the short-time scale.

Let us denote a short-time diffusion coefficient of the
particle i as D?S (¢). The short-time diffusion coefficient for
isotropic systems is simply given by

DS (@) = (Di)eq (C25)

where (...),, is the equilibrium average (see Chap. 6 in
Ref. [15] for a derivation). To make the notation simple, we
set i = 1 hereafter; note that the particle 1 belongs to the first
species s = 1. From Eq. (25), we have
N
(Di1)eg = DiI+D1 Y (AS (rdPufy+B3,(n)d — i),
1=2
s
~ DI + D, an(fﬁk(rwk WinF1in,
k=1

+ By (riv)d — PivFin)), (C26)

@
where we use the fact that the ensemble averages for the ny
particles belonging to the species k are equivalent. Moreover,
the approximation n; — 1 & n, is used in the second equality.

In the ensemble average in Eq. (C26), integrals should be
taken over the supervector R = (ry, ..., ry) in terms of the
equilibrium N-particle distribution P*4(R). But, the integrals
over r; with j # 1, N, can be readily carried out, whereas the

integrals over r; and ry, are expressed in terms of spherical
coordinates. Accordingly, the ensemble average in Eq. (C26)
is rewritten as

47 [

I—

dr gel(}v (r)rz[Aslk(r) + 2351',((}’)],
3V Jo g

(c27)

where g?;l (r) is the equilibrium pair correlation function of the
particles i and j, and r is defined as r := ryy,. To the leading
order in the volume fraction, gf.’_?(r) can be approximated
as g?;’(r) ~ exp[—BV;;(r)] (see Chap. 1 in Ref. [15]). For
the hard-sphere systems, g;}(r) = 1 for r > 2a;;, otherwise
g;(r) = 0. Thus, by changing the variables as r = a@;;x and
using Egs. (26) and (27), Eq. (C27) can be rewritten as

drad, [ - _
IT”‘/ dx x*[A (@yx) + 2B, (@)
2
o Am@a [ 15 1la | 5 a €28
3V oanl 8 64a,  16a, |

where a, is the radius of species s, and d; = (G + @s)/2 as
in Sec. II C. Comparing Eq. (C25) with Egs. (C26)—(C28), we
have

DiS(¢) = Di(1 - K5¢). (C29)
where KShs (s=1,...,8) is a mobility coefficient for the
species s and is given by

Y mad (2 nag ii)
ns _ k=1 kag \ 8 64 @2, 16 a2, . (C30)
’ Zi:l ”k‘iz

Note that K" is independent of the volume fraction ¢. If we
denote the short-time diffusion coefficients for the species s as
D?S (¢), Eq. (C29) is rewritten as

DS(¢) =D,(0)(1 —KS¢) (s=1,...,8). (C3D)

4. Long-time self-diffusion

Here, we derive the long-time self-diffusion coefficient
up to O(¢). Suppose that the constant external force F*' is
exerted on the particle 1. Then, the drift velocity (v;) of that
particle is given by

N
(V1) =B Y (D1 [Fextdj — V;®R) — kg TV, In P),
j=1

(C32)

where the inside of the square brackets is the force exerted on

the particle j, and the ensemble average (. ..) should be taken

with respect to the steady state, which is nonequilibrium due

to the external force F**'. By using Egs. (C25) and (C29), the
above equation can be rewritten as

(v1) ~ D1 (1 = K{°¢)Fexe + (v}) + (v7),  (C33)

where, in deriving the first term, we neglected higher-order

terms with respect to Fey by using the approximation (. ..) -

Foxi > (.. .)eq - Fext. In addition, (v}) and (v}) are the drift
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velocities due to the direct interaction and the Brownian force,
and they are given by

N
(o)) = =8> (Di; V;®®R)),

j=1

S
~ —B(Dy - V1P) — ,ank(DlNk -V, @),

k=1

(vF) ==Y (D1;- V;InP@®))

j=1

(C34)

w“

A~ =Dy - VilnP) =Y m(Diy, - Vy, InP), (C35)
k=1

where the approximation n; — 1 & n; is used.

a. Direct interaction

First, let us calculate the velocity (v{) by assuming that
the potential energy is given by a sum of pair potentials
as O(R) = Z?,ljzl,kj Vij(rij). By using V;;(r) = V;(r) and
rij = rj, we have V;®(R) = Zl}l:l,j;él V.V;i(rj;), and thus
Eq. (C34) becomes

S
(i)~ -8 an (D1 - Vi Vin (riny))
k=1
N
+ DD VN Vin (i) |- (C36)
Jn,

By substituting Eq. (25) into the first term in the right
side of Eq. (C36), a summation Z;VZZ appears. But, the terms
with [ # N, are of O(¢?) and can be neglected. This is be-
cause a three-particle correlation function g (ry, r;, ry,)/V?
encountered in the ensemble average can be approximated as
gV r,rn)/ VP~ guri)gin, (rin)giv, (riy,)/V? for the
leading order in ¢. Integration over one of the three variables
is readily carried out, and results in V; the remaining double
integral is independent of V. Hence, the terms with [ # Nj, are
proportional to 1/V?2, and thus they are of O(¢?). Similarly,
Eq. (28) is substituted into the second term in Eq. (C36). Then,
again, the terms with j # 1 are of higher order in ¢, and thus
we also neglect these terms.

Consequently, we have

w“

(v}) ~ —BD1 Y mi{[Gualrin v,
k=1

+ Hi(rin) (I — Fintin) ] - Vivin (rin)) - (C37)
s
=—BD; Y mV / dr Py, (D)[G i (r)##
k=1
+ Hy(r) — 7#)] '?w, (C38)

where Vy, f(rin,) = =Vif(rin,) is used. The functions
G, (r) and Hg () are defined, respectively, as [19]

G (r) =1+ A%(r) — ?l—‘/iﬁkm, (C39)
k

Hy(r) i= 1+ BS,(r) — g—fégk(r). (C40)
k

Moreover, for obtaining Eq. (C38), we set ryy, :=r and

integrated over the remaining N — 1 variables. Note also that

the term with Hy;(r) in Eq. (C38) vanishes because (I — ##) -

F=0.

Now, let us substitute Eq. (4) into Py, (r) in Eq. (C38).
Namely, we set Py, (r) = e PV )21+ Baag Ly (r)i -
F], where the function L (r) is derived in Appendix C2,
but, here, indices 1 and k should be considered as the
species indices, and thus a;, a», and a;, appeared in
Egs. (C15)—(C20) should be replaced by da;, a, and ap.
Then, the integral in Eq. (C38) can be carried out, by using
—Be PV (r)/0r = 8(r — 2a1,) as wellas [dQF =0
and f dQ2 7t = 41 /3. Thus, we obtain the drift velocity due
to the hard-sphere interaction as

(v}) ~ —BDIK"¢F e, (C41)

where K™ is a mobility coefficient for the species s, and it is
given by

A0 m@ Ly (2a5) Gy (2a)
Zi:l nkﬁi

fors =1,...,S. The value of K calculated by Eq. (C42) is
quite small. This is consistent with the analysis of a resistance
matrix [22], where it is shown that G (2dy) = 0 in general.
Thus, there is no contribution from the direct interaction, i.e.,
K" = 0 for the hard-sphere interaction.

hl __
Kv -

(C42)

b. Brownian force
Next, the drift velocity due to the Brownian force (v"B)
is calculated. First, the N-point probability density func-
tion P(R) is approximated as P(R) o gV (R) ~ ]_[f\;j 8ij(rij),

where g¥(R) is the N-point correlation function. Thus, we

have V;In P(R) ~ ZJJY:L#I V;1Ing;;(r;;), and thus Eq. (C35)
becomes
N
CHEES an (D11 - Vigin (riny))
k=1

N
+ Z (Dini - Vg (7))

Jj=1
J # Ni

(C43)

Let us substitute Eq. (25) into the first term on the right
side of Eq. (C43). Then, in the same way as the case of (vll‘I),
we can neglect the terms with / # N, because they are higher
order in concentration. Similarly, in the second term on the
right side of Eq. (C43), the terms with j # 1 can be neglected.
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Consequently, we obtain

X
s
M-

([ Gk (rinv P P,
=1

+ Hiy(rin)(I = FivPin,) | - Vilngiy, (riy,)) (C44)

S
=Dy % f dr[Go (r)it
k=1

+ Hi (r)I — 1)) - Vg, (r). (C45)
By using Eq. (4) with Py, (r) = glNk(r)/Vz, Vgin,(r) can
be expressed as

JeBVin (1) ae*ﬂvwk(r)ilk(r)
Ve (r) = F——— + Ban |:—f’i‘

or or

—BVin, (Y)Z
eI ﬁ)] Foi.  (C46)

Here, the first term in Eq. (C46) does not contribute to the
integration in Eq. (C45) because [d2# = 0. Substituting
Eq. (C46) into Eq. (C45), we obtain

(V}®) ~ —BDIKPF o, (C47)

where K™ is a mobility coefficient for the species s. K is
given by

KhB — _ Zi=1 nkflfk /200 dx Xi‘sk (Gskx )Wk (Ggiex)

b — (C48)
Zi:l ”kali

fors =1,...,S. Here, the function Wy, (r) is defined as
k( )
Wy (r) := r———— 4 2[Gy(r) — Hy(r)]
15a; 81a,a° asad 375
_ a‘ak + a1 _3Oasak a ak'

2r 8r6 ro 4r7
(C49)
Substituting Egs. (C15) and (C49) into Eq. (C48) and then
carrying out the integration, we obtain an explicit form of

the mobility coefficient K}?B; an explicit expression for the
integral of Eq. (C48) is expressed as

26: 80 szi LAy
= 247 n+2 at  n+4 a5

80 aa; 125 &4a2
n+4 a5  n+5a,

(C50)

¢. Reduction of diffusion coefficient

Finally, here let us derive the diffusion coefficient as a
function of the concentration ¢. From Egs. (C33), (C41), and
(C47), we obtain

(v1) ~ BDy[1 — (K{° + K" + K®)$]F et
= BD (1 - Kh¢)Fext’

where Kh is the total mobility coefficient for the species s
defined in Eq. (33). Using the Einstein relation and Eq. (C51)
just as in the case without the HI [see the derivation of
Eq. (18)], the diffusion coefficient is given by D;(¢) =
D;(0)(1 — K{’(f)); or, more generally Eq. (32) holds for the
species s (s =1,...,5).

(C51)
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