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Abstract. Researchers can reach important information about cell cycles such as
migration, growth and muscle contraction, by studying the change of ion concentrations
in animal cells. In the current work we have proposed three different techniques to study
the passive ions motion in protein channels on different time scales. Molecular dynamics,
Langevin dynamics and continuum models of mass transport are used to investigate ion
transport from small to large time scales. We have used molecular dynamics to compute
diffusivity and potential of mean force profile of NATtransport across its protein channel.
The diffusivity and potential of mean force of NA™ in this condition was 1.06 Az/ns
and 18 kcal/mol, respectively. Then diffusivity and potential of mean force profile of
NAT calculated from molecular dynamics simulation is incorporated in Langevin dynamics
equation of motion to study NAT transport across a group of channels working in parallel.
Our results show that ion concentration distribution in the membrane protein channel is
close to the phase-lagging model prediction. The achieved shock propagation speed in
NA™" channel is v = 1.2 nm/ns and indicates that an inherent lag exists in the biological
systems. The proposed method can be used in multiscale modeling of NA* diffusion across
cell membranes.

(© 2015 Sharif University of Technology. All rights reserved.

1. Introduction

Variance of ion concentration in animal cells is of
crucial physiological importance to describe cell cy-
cles as cell growth, contraction of muscle cells and
cell migration [1-3]. The main function of the cell
membrane separates the cell from its surroundings.
However, continuous feed of nutrition across the cell
membrane is vital for cell biological activities such as
cell contraction and cell signaling. The hydrophobic
and hydrophilic nature of lipid bilayer is an energetic
barrier against diffusion of charge and polar molecules.
Excluding the endocytosis and exocytosis which are the
main mechanisms of macromolecule transport, passive
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transport across cell lipid bilayer, passive transport via
protein channel and active transport via protein pumps
are three other mechanisms for ions and polar molecule
transport across cell membranes.

Ion permeation through protein channels is a
topic of considerable interest [4,5]. Protein channels, in
all cell membranes, regulate the flow of ions and a small
group of small polar molecules across the membrane in
all living cells [6]. Diffusivity and potential of mean
free force (PMF) which is the Landaun free energy
profile along a reaction coordinate are two transport
parameters describing the ion permeation. Since these
parameters are very sensitive to the computational
method, they are computed often by means of all-atom
Molecular Dynamics (MD) simulation.

All-atom molecular dynamics simulations will be-
come increasingly valuable for understanding the dy-
namic properties of membrane proteins. Traditionally,
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Equilibrium Molecular Dynamics (EMD) is used to
discover the ion permeation in protein channels. The
time scale of the ion passing through its assigned
channel is about 10 to 100 ns. Since the equilibrium
molecular dynamics simulation works only by a small
time step size, the number of time steps needed to
perform an EMD simulation for finding the whole
ion path and its transport properties will be very
large which makes the EMD method hugely time con-
suming. Hence, the traditional expensive simulation
of EMD becomes inefficient, and equilibrium biasing
MD methods have emerged over time. One of these
biasing MD methods is called Umbrella Sampling in
which several EMD simulations should be done and
cause high computational cost [7,8]. Steered MD
(SMD) is an alternative method in which several non-
equilibrium biasing MD simulations are used in one
or two directions along the channel [9]. Using this
method, computational cost of obtaining transport
properties will be decreased. Cuendet [10], using
Forward-Reverse Constant Velocity Steered Molecular
Dynamics (FR-CV-SMD) simulation, computed effec-
tive potential energy involved in membrane receptors
motion. Liu et al. [11] investigated Na™ permeation
through Gramicidin channel using eight one-directional
simulations. Jensen et al. [12] studied sugar transport
across lactose permease using FR-CV-SMD simula-
tion. De Fabriitis et al. [13] calculated diffusivity of
K™ through Gramicidin channel using 25 simulations
of FR-CV-SMD method and estimated the required
number of simulations to achieve sufficient accuracy of
results [14]. Kosztin et al. [15] used this method, for
the first time, to obtain diffusivity and PMF for the
permeation of water molecules through a single wall
nanotube.

In this paper, Nat permeation through its protein
channel is simulated on different scales - from the
molecular to continuum scales. In the molecular time
scale, we have simulated Na't transport across its
protein channel applying 20 FR-CV-SMD simulations
to obtain transport properties of Nat in this condition.
Then in order to simulate a group of parallel protein
channels placed in the membrane lipid bilayer in meso
time scale, we have used the Langevin Dynamics (LD)
equation and calculated dynamic properties of ion
motion in protein channel from all-atom FR-CV-SMD
results. We have developed an in-house LD Fortran
Parallel code using OpenMP API [16] (LD-FP) for
this case. Finally using LD-FP, ions permeation in
larger time scale is studied and a phase-lagging model
is proposed for this phenomenon.

Lumped parameter models such as a mass trans-
port model are used to simulate the cell behavior
in continuum medium. Fick’s model admits instan-
taneous propagation within the continuum while in
phase-lagging model, the speed of propagation is finite.

There are other models for transport phenomena like
the Cattaneo’s model [17] of heat transfer, the flux
limited diffusion model [18] of radiation energy and the
Narayan’s model [19] of mass transport phenomenon.
In phase-lagging models, there is a time delay be-
tween flux and its driving force. Researchers have
shown that the shock propagation speed in biological
medium is less than that in other mediums which is
equal to the speed of sound [20,21]. The apparent
difference between classical and phase-lagging models
of transport phenomena is the existence of shock, which
is predicted by the phase-lagging models. Therefore
we have used a phase-lagging model to determine the
transport properties of Nat.

We have discussed our approach in the following
three sections. In the first section the theoretical con-
cept and details of the developed all-atom MD method
are described and, in the next sections, governing
equations of LD simulation and phase-lagging model
of mass transport, respectively, are expressed. Finally,
the results are presented.

2. Materials and methods

2.1. All-atom molecular dynamics simulation
In this part, the approach to find diffusivity and PMF
of Na™ transport across its protein channel using FR-
CV-SMD method is explained.

2.1.1. Diffusivity and PMF

In SMD simulation, a target molecule that we intend
to discover its diffusivity and PMF is pulled along the
reaction coordinate at a constant velocity as shown in
Figure 1. In this condition the work done by dissipative

Figure 1. Trace of steered ion through stiff-spring
pulling.
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forces can be calculated by:
Wd =W - F7 (1)

where W, is the dissipative work originated from
motion irreversibility, W is the external work, and F
is the free energy difference. If the velocity of target
molecule goes to zero, then the motion of system is in
equilibrium and the simulation results converge to the
real phenomenon.

The method used to obtain the diffusivity and
PMF of the protein channel is the FR-CV-SMD. In
this method, a stiff-spring is connected to the target
molecule and the other side of spring is pulled by a
constant velocity.

The harmonic potential of spring and external
work done to drive the molecule from zj to z, along the
reaction coordinate, can be calculated, respectively, by:

V= g(z—ZO—vt)Q, (2)

¢ t
a—th' = —kv/ (z — 2z —wt)at'. (3)
0

W= | o

In the above equations, v is the pulling velocity, and ¢
is the time required to traverse the coordinate from zg
to z. The initial length of the spring is assumed to be
Z€ro.

According to Kosztin et al. [20], using stiff-spring
approximation:

k>> 2a 2Umax
ma. —_—
622 (627 |

where 6z is the spatial resolution desired for the PMF,
a > 1, and Uyax is the corresponding maximum en-
ergetic barrier, the diffusivity and PMF of the channel
can be written as:

PMF:<(Wf;WT)_(vf;VT)>7 (4)
W, = <(Wf-2FWr) _ (Vf;'Vr)>. (5)

Here the f and r indices respectively, refer to forward
and reverse path. The angular brackets represent an
average over all the reactive trajectories.

In order to calculate diffusivity, the well-known
Einstein relation is used [13]:

D (6)
dWgq )\’
v ( dzd)
where v = }J% the position dependent friction
coefficient.

Figure 2. Arrangement of the protein channel solvated in
water molecules.

2.1.2. Molecular modeling

The starting structure was obtained from protein data
bank (PDB ID:1YCE [22]). Then, we embedded
it in 1-palmitoyl-2-oleoyl-sn-glycero-3-phosphocholine
(POPC) lipid bilayer, which was generated by VMD
membrane builder plugin [15], with a cross sectional
area of 94 x 94 A% made up of 232 lipids before
and 128 lipids after locating the protein channel using
VMD [23]. We choose POPC membrane model because
this model was used in the previous simulations, and
it had provided good results [24]. This structure is
dissolved with 14414 TIP4P water molecules and ionic
strength of 140 mM Na+Cl~. The final simulation box
contains 75282 atoms and its height is 100 A. Figure 2
shows the arrangement of the protein channel and the
water molecules. First of all, the lipid bilayer is melting
for 1 ns in the NPT ensemble at 1 atm and 310 K
using Langevin thermostat and barostat with friction
of 1 ps—L.

Two sets of 20 SMD simulations are performed
after initial equilibrium simulation. The runs are
executed with the CHARMM?27 [25] force field in the
NVT ensemble using Langevin thermostat with friction
of 1 ps~t. According to [13], the time step size is set by
1 fs with the pulling velocity of 30 A/ns for 1 ns each
run. The spring stiffness is set to 250 keal/mol.A? to
satisfy the stiff-spring approximation. We employed
NAMD 2.9 program [26], with particle-mesh Ewald
electrostatics [27] and cubic periodic boundary con-
ditions. According to [13], we applied a harmonic
restraining potential to the center of mass of the Ca
atoms of the protein located at the central plane of
the channel, shown in Figure 3, in order to avoid
the protein channel atoms to protrude through the
membrane caused by external force applied on the
system. Our computer system is an Intel i5 2500 k
(4% 3.3 GHz) with 8 GB RAM and a NVIDIA GeForce
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Figure 3. Fixed protein Cav atoms (in the center of
protein) during FR-CV-SMD simulation; z axis coordinate
is shown in the contour.

Figure 4. The ions permeation through parallel channels.

GTX-580. Computational speed is 0.626 days/ns to
track a Nat in its channel.

2.2. LD simulation

This method can be exploited to simulate the ion
diffusion across the membrane in the time scale of
traverse of one or more ions through the channel. The
results of simulations in the molecular and continuum
medium can be connected in the LD simulation as a
meso scale. To study the ion permeation in a group
of protein channels working in parallel as shown in
Figure 4, we can use the LD equation as:

ma = —VU — mvyv + / 2myk,TN(1), (7)

where U, v, ky, T, m, a and v are applied potential,
friction coefficient obtained from Eq. (6), Boltzmann
constant, temperature, mass, acceleration and speed
of Na™, respectively. N(t) is a random number with
Gaussian probability distribution function that satisfies
the conditions:

(N(1) =0, (8)
(N(ON(E)) = 8(t — ). (9)

According to Egs. (6) and (7), atom acceleration can
be achieved by:

vU [ 2

In this equation, D is diffusivity of the desired atom.

In order to track dynamic motion of ions through
the parallel channels, 10000 Na® are located at the
entrance (x = 0) of a virtual channel with 20 A
length. This simulation is equivalent to the transport
of the 10000 NAT through 10000 parallel channels.
We have implemented the zero mass flux and constant
concentration boundary conditions at the end and
entrance of the channel, respectively. In LD equation,
the Brownian, dissipative force and constant potential
gradient are applied for 1 ns simulation using velocity-
Verlet integration algorithm [28] with a time step of
1 fs. These simulations are performed on the above
mentioned system using LD-FP code.

2.3. Continuum modeling

Lumped parameter models, sometimes, are used to
investigate some of the cell behaviors such as cell
contractions. Most of mass diffusion problems are
described and analyzed by Fick’s law. It is well known
that this classical diffusion theory may break down
when one is interested in the transient problems in an
extremely short period of time, very high flux, or in
very low temperatures. Then, a modified flux model
for the transfer processes with a finite speed wave,
called phase-lagging model, is suggested [29]. In this
model, the speed of propagation is finite and mass flux
is related to concentration gradient as:

AJ(r,t)
ot

where J is the mass flux and 7 is the relaxation time
which is related to shock propagation speed by:

J(rt)y +7

= —DVn(r,t), (11)

Vi =1/ —. (12)
T
At the end, the diffusivity and PMF resulted from all-
atom MD simulation are substituted in LD-FP code to
estimate the speed of shock propagation in the phase-
lagging model of Nat transport across the protein
channel.

3. Results

3.1. All-atom MD results

PMF and the work done by dissipative force along
the Nat channel are shown in Figures 5 and 6. In
these figures, each of the dash lines corresponds to
a forward-reverse simulation and the solid line shows
their average.

As discussed previously, we can derive PMF and
dissipative work, using Eqs. (4) and (5), in which W,
and Vy,, can be calculated from Egs. (2) and (3). It
should be noted that ¢ is omitted from these equations
considering z = 2(¢). The resulting PMF and W, are
shown in Figures 5 and 6, respectively.

According to Figure 5, the free energy barrier
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Figure 5. Free energy profile obtained from Eq. (4).

800 —-—-—- 20 trajectories
Averaged
600 |- £
°
g L
o
§ 400
< L
N I
200 |-
0

PO S U T U S T VT S W T 0 W U 0 W S S SN W 0 SO MR |

15 10 5 0 -5 -10 -15

Reaction coordinate (A)

Figure 6. Dissipated work performed on the ion within
the channel reconstructed from Eq. (5).

can be obtained from the maximum of the PMF
experienced by the Na't ion across the channel which
is equal to 18 kcal/mol.

Also, according to Figure 6, the dissipated work
can be expressed by a linear function related to the
channel coordinate. We can find the diffusivity using
the derivative of W, as stated in Eq. (6). The
calculated value of the Nat diffusivity in its channel
is 1.06 A?/ns.

3.2. Ion permeation through its protein
channel using LD

By calculation of Nat diffusivity and channel PMF, we

can investigate ion permeation in the protein channel

using LD equation, without expensive all-atom simula-

tion.
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Figure 7. NA™T trace in its channel using Langevin
dynamics simulation.

We have incorporated the results of FR-CV-SMD
simulation into Langevin equation and performed a LD
simulation. It is noteworthy that the computational
speed to track a NaT in its channel, in this approach,
is 1.57 x 10° days/ns, which is very fast in comparison
with all-atom method. The resulting track of Na™
through channel with this method is shown in Figure 7.
As shown, it takes 40 ns for an ion to traverse 3.5 nm
of the channel length. Therefore, with this method,
we can find the time order of ion transport across the
channel.

3.3. Continuum transport properties of Nat
permeation through its channel

In order to obtain the speed of shock propagation
defined by Eqs. (11) and (12), we have tracked 10* Na™
ions in a 20 A virtual channel using an LD simulation
under the effect of Brownian force with the diffusivity of
1.06 A?/ns and a 100 pN force representative of linear
potential through channel.

The dimensionless distribution of ion concentra-
tion along the channel is shown in Figure 8 The
dimensionless reaction coordinate and concentration
was obtained by dividing with the channel length and
initial concentration, respectively. Since the concentra-
tion gradient along the channel is very steep, a phase-
lagging model, like Eq. (11), can describe the mass
transport on this time scale.

The shock velocity is the measure of information
propagation through the channel length. Consid-
ering Figure 8, the shock velocity can be approx-
imately obtained by dividing the evidence position
of the sharp concentration gradient to the corre-
sponding simulation time. In Figure 8, we have
plotted dimensionless concentration profiles for times
of 0, 0.5 and 1 ns corresponding the dimensionless
shock positions of 0, 0.3 and 0.6, respectively. This
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Figure 8. The Na™ concentration through its channel
using Langevin dynamics Fortran parallel code.

shows that the shock propagation velocity is about
1.2 nm/ns.

The velocity of information propagation is differ-
ent in different materials. This velocity in Cu, Ag,
Au and Pb is 1.56 x 104, 1.46 x 104, 1.26 x 10* and
2.67 x 10 nm/ns, respectively, as discussed in [30].
In this study, the velocity of information propagation
in protein channel is obtained to be 1.2 nm/ns which
is very small compared with other materials. This low
speed in protein channel indicates that an inherent time
lag exists in the biological systems.

4. Discussion and conclusion

The linear free energy profile for Na® transport
through the protein originates from the relatively large
diameter of its pore channel (approximately 15 A). In
fact, because of the large diameter of the pore, channel
shape has no significant effect on Na' transport and
the effective force applied to water molecules and Na™
is the long-range electrostatic force. This implies
that the protein channel distributes the electrostatic
forces uniformly along the reaction coordinate and
consequently the linear profile of PMF is a result of
the ion concentration gradient across the cell mem-
brane. Because of linear slope of the dissipated work
(Figure 6), the diffusion of Na' is constant across the
membrane. The order of magnitude of the resulting
value of diffusivity is in agreement with similar ion
simulations [13].

The LD simulation shows that it takes 40 ns for an
ion to traverse 3.5 nm of the channel length. Therefore,
with this method we can find the time order of ion
transport across the channel. The natural ion motion
through the protein channel can be investigated using

the FR-CV-SMD, while by means of the EMD such
computation is very time consuming. Although LD
simulation is not capable to obtain diffusivity and PMF
accurately, it can then be coupled with particle models
of the cell to simulate transport phenomenon across cell
boundaries.

In the phase-lagging model, there is a shock in
the concentration gradient along the channel which
is not previewed in Fick’s model. This is due to
finite speed of propagation in phase-lagging model.
The result shows that the phase-lagging model can
predict mass transport phenomenon more accurately
in this case. The computed shock propagation speed
in the Nat protein channels as a biological system is
1.2 nm/ns. Thus, using a phase-lagging model has a
distinct advantage over classical Fick’s model of mass
transport in the lumps modeling of cell activities.

Using an accurate model for ion permeation in
the protein channels is requisite to achieve valid results
from cell cycle simulations. In this work, we have pro-
posed three techniques to investigate ion permeation
through its protein channel in different time scales.
In order to achieve this purpose, we have performed
an expensive set of FR-CV-SMD simulations. Since
molecular systems consist of a large number of atoms,
in this case 75282 atoms, all-atom MD simulations have
many limitations. Thus we have developed an in-house
LD-FP code to simulate ion permeation for a longer
time. The computational speed of all atom MD and
LD-FP simulation to track a NaT across the specific
length of its protein channel, are 0.626 days/ns and
1.57x 1075 days/ns, respectively. It shows that we have
reached an ultra-high computing capability to model
ion permeation by means of the LD simulation. In
addition, since in the LD simulations, the interaction
between particles is absent, we can benefit from parallel
processing without focusing on these details. In this
regard, we have developed our in-house LD-FP code
using the OpenMP API to model diffusion of a large
number of ions through a set of protein channels
working in parallel, simultaneously. In fact, LD can
be used as a bridge connecting between molecular and
continuum scales. Therefore three different techniques
presented in this paper can be employed to investigate
the different mass transport phenomena in the cell
membranes.

References

1. Cooper, G.M., The Cell: A Molecular Approach, 2nd
Ed., Amer. Soc. Microbiol., Washington and Sinauer
Assoc., Sunderland, MA (2000).

2. Lindert, S., Kekenes-Huskey, P.M., Huber, G., Pierce,
L. and McCammon, J.A. “Dynamics and calcium
association to the N-terminal regulatory domain of
human cardiac troponin C: A multiscale computational



10.

11.

12.

13.

14.

16.

17.

M. Rismaniana et al./Scientia Iranica, Transactions B: Mechanical Engineering 22 (2015) 459-466 465

study”, J. of Physical Chemistry B, 116(29), pp. 8449-
59 (2012).

Seton-Rogers, S. “Medulloblastoma, pump up the
volume”, Nat. Rev. Cancer, 12(9), pp. 583-583 (2012).

Roux, V. and Raoult, D. “Phylogenetic analysis of
members of the genus Rickettsia using the gene en-
coding the outer-membrane protein rOmpB (ompB)”,
Int. J. of Systematic and Evolutionary Microbiology,
50(4), pp. 1449-1455 (2000).

Kuyucak, S., Andersen, O.S. and Chung, S.H. “Models
of permeation in ion channels”, Reports on Progress in

Physics, 64(11), p. 1427 (2001).

Yellen, G. “The voltage-gated potassium channels and
their relatives”, Nature, 419(6902), pp. 35-42 (2002).

Torrie, G.M. and Valleau, J.P. “Nonphysical sampling
distributions in Monte Carlo free-energy estimation:
Umbrella sampling”, J. of Computational Physics,
23(2), pp. 187-199 (1977).

Berneche, S. and Roux, B. “Energetics of ion conduc-
tion through the K+ channel”, Nature, 414(6859), pp.
73-76 (2001).
Crooks, G.E.

driven far from equilibrium”,

61(3), p. 2361 (2000).

Cuendet, M.A. and Michielin, O. “Protein-protein in-
teraction investigated by steered molecular dynamics:
The TCR-pMHC complex”, Biophysical J., 95(8), pp.
3575-3590 (2008).

Jensen, M.P.; Yin, Y., Tajkhorshid, E. and Schulten,
K. “Sugar transport across lactose permease probed
by steered molecular dynamics”, Biophysical J., 93(1),
pp- 92-102 (2007).

Liu, Z., Xu, Y. and Tang, P. “Steered molecular
dynamics simulations of NAT permeation across the
gramicidin A channel”, J. of Physical Chemistry B,
110(25), pp. 12789-12795 (2006).

De Fabritiis, G., Coveney, P. and Villa-Freixa, J.
“Energetics of KT permeability through Gramicidin
A by forward-reverse steered molecular dynamics”,
Proteins: Structure, Function, and Bioinformatics,

73(1), pp. 185-194 (2008).
Giorgino, T. and De Fabritiis, G. “A high-throughput

steered molecular dynamics study on the free energy
profile of ion permeation through gramicidi”, J. Chem.
Theory Comput., 7(6), pp. 1943-1950 (2011).

Kosztin, 1., Barz, B. and Janosi, L. “Calculating
potentials of mean force and diffusion coefficients from
nonequilibirum processes without Jarzynski’s equal-

ity”, J Chem. Phys., 124(6), p. 64106 (2006).

Sato, M. “OpenMP: Parallel programming API for
shared memory multiprocessors and on-chip multipro-

cessors”, System Synthesis, 15th Int. Symposium, pp.
109-111 (2002).

“Path-ensemble averages in systems

Physical Review E,

Cattaneo, C., Kampé de Fériet, J. (France) “On a form
of heat equation which eliminates the paradox of in-
stantaneous propagation” [Sur une forme de léquation

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

de la chaleur éliminant le paradoxe d’une propagation
instantanée|, C.R. Acad. Sci., 247, pp. 431-433 (1958).

Levermore, C. and Pomraning, G. “A flux-limited
diffusion theory”, The Astrophysical J., 248, pp. 321-
334 (1981).

Narayan, R. “A flux-limited model of particle diffusion
and viscosity”, The Astrophysical J., 394, pp. 261-267
(1992).

Mitra, K., Kumar, S., Vedavarz, A. and Moallemi, M.
“Experimental evidence of hyperbolic heat conduction
in processed meat”, J. of Heat Transfer, 117(3), pp.
568-573 (1995).

Volz, S., Saulnier, J.B., Lallemand, M., Perrin, B.,
Depondt, P. and Mareschal, M. “Transient Fourier-
law deviation by molecular dynamics in solid argon”,
Physical Review B, 54(1), p. 340 (1996).

Meier, T., Polzer, P., Diederichs, K., Welte, W. and
Dimroth P. “Structure of the rotor ring of F-type
NA+-ATPase from Ilyobacter tartaricus”, Science,
308(5722), pp. 659-662 (2005).

Humphrey, W., Dalke, A. and Schulten, K. “VMD:
Visual molecular dynamics”, J. of Molecular Graphics,
14(1), pp. 33-38 (1996).

Kopeé, W., Telenius, J. and Khandelia, H. “Review:
Molecular dynamics simulations of the interactions of
medicinal plant extracts and drugs with lipid bilayer
membranes”, FEBS J., 280(12), pp. 2785-2805 (2013).

MacKerell Jr, A.D., Bashford, D., Bellott, M., Dun-
brack Jr, R.L., Evanseck, J.D., Field, M.J., Fischer,
S., Gao, J., Guo, H. and Ha, S. “All-atom empirical
potential for molecular modeling and dynamics studies
of proteins”, J. of Physical Chemistry B, 102(18), pp.
3586-3616 (1998).

Phillips, J.C., Braun, R., Wang, W., Gumbart, J.,
Tajkhorshid, E., Villa, E.,; Chipot, C., Skeel, R.D.,
Kale, L. and Schulten, K. “Scalable molecular dy-
namics with NAMD?”, J. of Computational Chemustry,
26(16), pp. 1781-1802 (2005).

Darden, T.,; York, D. and Pedersen, L. “Sequence-
specific binding of counterions to B-DNA”, J. Chem.
Phys., 98, pp. 10089-10092 (1993)

Martys, N.S. and Mountain, R.D. “Velocity Ver-
let algorithm for dissipative-particle-dynamics-based
models of suspensions”, Physical Review E, 59(3), pp.
3733-3736 (1999).

Rahideh, H., Malekzadeh, P. and G.H.M. R. “Non-
Fourier heat conduction analysis with temperature-
dependent thermal conductivity”, ISRN Mechanical
Engineering, Article ID 321605, 10 pages (2011).

Tzou, D.Y. “A unified field approach for heat conduc-
tion from macro- to micro-scales”, J. Heat Transfer,

117(1), pp. 8-16 (1995).

Biographies

Milad Rismanian received his BSc degree in Me-



466 M. Rismaniana et al./Scientia Iranica, Transactions B: Mechanical Engineering 22 (2015) 459-466

chanical Engineering from Bu-Ali Sina University,
Hamadan, Iran, in 2009. He obtained his MSc degree
at the Center of Excellence in Energy Conversion,
School of Mechanical Engineering, Sharif University
of Technology, Iran, in 2013. His research interests
are molecular modeling, particle transport, nano-micro
mechanics and biological heat transfer.

Mohammad Said Saidi is Professor of Mechani-
cal Engineering at Sharif University of Technology,

Tehran, Iran. His research interests include: Modeling
and numerical analysis of transport and deposition of
aerosol particles, modeling and numerical analysis of
biofluids.

Bahar Dehghan Firoozabadi is Professor of Me-
chanical Engineering at Sharif University of Technol-
ogy, Tehran, Iran. Her research interests include:
Modeling and numerical analysis of biofluids, particle
laden flow and density current in settling tanks.





