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HYDRATED COUNTERIONS IN MOLECULAR
DYNAMICS SIMULATIONS OF DNA DOUBLE HELIX

The DNA double helix is a polyanionic macromolecule that is neutralized in water solutions by
metal ions (counterions). The property of counterions to stabilize the water network (positive
hydration) or to make it friable (negative hydration) is important in terms of the physical
mechanisms of stabilization of the DNA double helix. In the present research, the effects of
positive hydration of Na© counterions and negative hydration of K+ and Cs™ counterions
incorporated into the hydration shell of the DNA double heliz have been studied using molecular
dynamics simulations. The results have shown that the dynamics of the hydration shell of
counterions depends on the region of the double heliz: minor groove, major groove, and outside
the macromolecule. The longest average residence time has been observed for water molecules
contacting with the counterions localized in the minor groove of the double heliz (about 50 ps
for Nat and lower than 10 ps for K™ and Cs™ ). The estimated potentials of the mean force for
the hydration shells of counterions show that the water molecules are constrained too strongly,
and the effect of negative hydration for K* and Cs™ counterions has not been observed in the
simulations. The analysis has shown that the effects of counterion hydration can be described

more accurately with water models having lower dipole moments.
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1. Introduction

The DNA macromolecule consists of two polynu-
cleotide chains that, in a water solution, are twisted
around each other as a double helix [1]. The key fea-
ture of the structure, as discovered in the famous re-
search by James Watson and Francis Crick [2] and
supported by X-ray images by Rosalind Franklin [3]
and Maurice Wilkins [4], is that the hydrophobic nu-
cleotide bases are localized inside the double helix,
minimizing the contacts with water molecules, while
the backbone is faced to the solution. The backbone
of the double helix comprises the phosphate groups,
with each of them having a charge equal to —1e. The
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negatively charged phosphate groups attract the pos-
itively charged ions from the solution resulting in the
formation of a shell of counterions around the double
helix [5—7]. The counterions neutralize the phosphate
groups of DNA reducing the electrostatic repulsion of
the opposite strands of the double helix. Therefore,
water molecules and counterions of the ion-hydration
shell around DNA are indispensable for the forma-
tion of the double helix and may be considered as the
integral part of its structure.

The physical properties of the DNA ion-hydration
shell are essentially different from those of bulk water
and depend on the region of the double helix: mi-
nor groove, major groove, and outside the macro-
molecule [8-13]. In the minor groove of the double
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helix, the mean residence time of a water molecule
is the longest (up to 100 ps), while, in the major
groove, especially near the phosphate groups, it is
several times shorter than in the minor groove of the
macromolecule [12,13]. The counterions can disorder
or stabilize the water structure inside the DNA ion-
hydration shell. Depending on the structure organiza-
tion of water molecules, the ions are usually classified
into the positively hydrated and the negatively hy-
drated ones [14]. In the case of positively hydrated
ions (LiT, Na®, and Mg2"), the water molecules in
the hydration shells are highly ordered, and the mean
residence time of the molecule in the ion’s hydra-
tion shell is much longer than that in the bulk solu-
tion [14]. Therefore, these ions are also known as the
structure-making ions [15]. In the case of negatively
hydrated ions (K*, Rb™, and Cs™), the mean resi-
dence time of water molecules near the ion is shorter
than that in the bulk [14], and the structure of the
hydration shell is more friable than that of pure lig-
uid water. Therefore, these ions are also known as
the structure-breaking ions [15]. The structure and
dynamics of the DNA ion-hydration shell depend on
the character of hydration of counterions.

To describe the structure of the ion-hydration shell
of the DNA double helix, a theory similar to the
statistical theory of electrolytes [16] should be devel-
oped. In the present time, the features of the struc-
ture of the counterion system around DNA are de-
scribed within the framework of different theoretical
approaches. In particular, the polyelectrolyte mod-
els that consider the macromolecule as a chain of
charged beads or as a uniformly charged cylinder
[17,18] describe the effect of condensation of counte-
rions observed experimentally [19-22]. On the other
hand, considering the structure of DNA with coun-
terions as an ionic-type lattice (ion-phosphate lat-
tice), the vibrations of counterions with respect to
the phosphate groups have been found in the low-
frequency Raman spectra of DNA (<200 cm™1) [23-
28]. The concept of a ion-phosphate lattice has been
proven to be useful for describing different effects of
the DNA-counterion interaction [29, 30]. The exist-
ing theoretical approaches make a general outline of
the structural and dynamical properties of the DNA-
counterion systems.

In the theoretical descriptions, the water around
DNA is usually presented as a continuum with some
dielectric constant. At the same time, for the consid-
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eration of the hydration effects of counterions, water
should be considered explicitly. In this regard, the
method of classical molecular dynamics seems the
most appropriate. The molecular dynamics studies
[11, 31-37] have shown that the counterion distribu-
tion around the double helix depends on the sequence
of nucleotide bases, region of the double helix, and is
governed by the interplay between counterions and
water molecules. In particular, the study of the coun-
terion hydration [36] has shown that the structure-
making ions interact with DNA mostly via water
molecules of the hydration shell, while the structure-
breaking ions may squeeze through the DNA hydra-
tion shell to the groove bottom and form long-lived
complexes with the atoms of nucleotide bases. The
difference in the interactions of the structure-making
and the structure-breaking counterions with the DNA
double helix is explained by different structures and
dynamics of the hydration shells of the ions.

The purpose of this research is to study the char-
acter of hydration of Nat, K+, and Cs™ counteri-
ons incorporated into the hydration shell of the DNA
double helix. To solve this problem, the trajectories
of atomistic molecular dynamics simulations of DNA
with counterions have been analyzed. The radial dis-
tribution functions of water molecules with respect to
the ions have been built, and the potentials of mean
force have been derived. The average residence times
of water molecules in the hydration shell of counte-
rions have been estimated. The results have shown
that the dynamics of the hydration shells of counte-
rions depend on the region of the double helix, where
the ion is localized. The positive character of hydra-
tion has been observed for all counterions. The effects
of counterion hydration have been shown to be better
described with the use of the water models involving
lower dipole moments.

2. Materials and Methods

The analysis of the structure and dynamics of the hy-
dration shells of counterions, localized in different re-
gions of the double helix, has been performed through
molecular dynamics simulations [36]. The simulations
[36] were carried out for the model systems of DNA
in water solutions with the counterions. The polynu-
cleotide duplex d(CGCGAATTCGCG) that is known
as the Drew—Dickerson dodecamer [9] was used as the
model of DNA double helix. This fragment of DNA is
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Fig. 1. Structure of the Drew-Dickerson dodecamer
d(CGCGAATTCGCG) [9]. The minor and major grooves are
indicated. Nucleotide color scheme: Cytosine (orange), Gua-
nine (yellow), Adenine (blue), Thymine (purple) (a). Thymine-
Adenine and Guanine-Cytosine nucleotide pairs and the refer-
ence atoms are shown as enlarged spheres with the names of
atoms that were used as reference points for the construction
of the radial distribution functions (b)

characterized by the narrowed minor groove in the re-
gion with AATT nucleotide sequence (Fig. 1, a). The
major groove is visibly wider comparing to the mi-
nor groove. The DNA duplex was immersed into the
water box 64x64x64 A with the metal ions of a def-
inite type: Na®, Kt or CsT. The number of coun-
terions was 22 that was equal to the number of the
DNA phosphate groups, making the system electri-
cally neutral. As a result, three systems of DNA wa-
ter solutions with the counterions of different types
were studied: Na-DNA, K-DNA, and Cs-DNA.

The computer simulations [36] were performed
using the NAMD software package [38] and
CHARMM27 force field [39, 40]. The length of all
bonds with hydrogen atoms was taken rigid using the
SHAKE algorithm [41]. The TIP3P water model [42]

Table 1. Reference atoms of the DNA
macromolecule for the radial distribution functions

DNA region | Adenine | Guanine | Thymine | Cytosine
Minor groove | Nz, Ca N3, N2 Og O3
Major groove | Ng, Cs, | Og, Cs, | O4, Csm, | Ny, Cs,
N7, Cg N7, Csg Ce Ce
Phosphates PO172 P01,2 POLQ POLQ
512

and the Beglov and Roux parameters of ions have
been used [43]|. The Langevin dynamics was used for
all heavy atoms at a temperature of 300 °K. The to-
tal lengths of the simulation trajectory in the NVT
ensemble were more than 200 ns for each system. The
simulation data were analyzed after 100 ns of the
equilibration of the systems. The details of the simu-
lation process are described in [36].

In the present work, the VMD software [44]
was used for the analysis and visualization. Using
the VMD plug-in [45], the radial distribution func-
tions (RDFs) have been calculated by the following
formula:

g(r) = p(r)/(47r* ArN, V'), (1)

where p(r) is the average number of atomic pairs
found at the distance within (r+r + Ar); N, is the
number of pairs of selected atoms; V is the total vol-
ume of the system; Ar is the width of histogram
bins which was taken equal to 0.1 A in the present
work. The average number of atomic pairs has been
calculated every 10000 time steps that is 500 frames
per the nanosecond.

The RDFs have been built for oxygen atoms of
water molecules with respect to the ions localized
in different regions of the double helix: in the mi-

nor and major grooves (RDFMr and RDFpAT),

near the phosphate groups (RDFY h ), and in the bulk

Ton
(RDFPuk) . The counterion has been considered to be

Ion

localized in some region of the double helix, if it was
within 5 A of one of the reference atoms. The refer-
ence atoms of DNA are shown in Fig. 1, b and indi-
cated in Table 1. The same radial distribution func-
tions have been calculated for water molecules with
respect to other water molecules localized in differ-
ent regions of the DNA macromolecule (RDFEinor
RDFHMI,ajor, RDF%, and RDF}YX). The reference wa-
ter molecules were not in direct contact with the
atoms of the DNA macromolecule.

3. Results
3.1. Radial distribution functions

The obtained radial distribution functions of water
molecules with respect to the counterions (ion-water
RDFs) are characterized by two maxima: the first is
intense and the second is weak (Fig. 2, a). The posi-
tion of maxima are governed by the size of counterion
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and water molecule. The intensities of the first and
the second maxima depend on a region of the dou-
ble helix, where the counterion is localized. The only
exception was observed in the case of the first max-
imum for ion-water RDFs of Na™ counterions that
have approximately the same height for all regions of
counterion localization. At the same time, in the case
of KT and Cs™ counterions, the difference is essential
for the first and second maxima.

The RDFs of water molecules with respect to wa-
ter molecules (water-water RDFs) are characterized
by the strong first maximum and a flat curve after
(Fig. 2, b). The second maximum is very weak and
hardly visible. The obtained shapes of the RDFs are
characteristic of the TIP3P water model [42,46]. The
difference between water-water RDFs in the case of
different regions of the double helix is observed only
for the first peak that has always a lower intensity in
the case of water molecules in the minor groove.

3.2. Potential of mean force

A water molecule in the hydration shell of an ion is
trapped in the potential well and separated from the
outer water layer by the potential barrier (Fig. 3). In
the present work, the potential barriers for water
molecules were estimated with the use of the poten-
tials of mean force (PMF) derived from the radial
distribution functions:
E(r) = —kgT In (g(r)), (2)
kp is the Boltzmann constant, T is the temperature.

The calculated potentials of mean force are charac-
terized by two potential wells (Fig. 4). In the present
work, the dynamics of a water molecule in the first
hydration shell is in the scope of interest. Therefore,
the first potential well and the potential barrier (AFE)
between the first and second potential wells have been
studied.

The results show that the ion-water PMFs have
different shapes and depths in the case of different
counterions. In the case of Nat, the potential well
is the deepest, whereas, in the case of Cs™, it is the
smallest (Fig. 4, a). The difference of ion-water PMFs
is also observed for different regions of the double
helix, where the counterion may be localized. At the
same time, the water-water PMFs are rather similar,
and the difference is hardly visible for different regions
of the double helix.
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Fig. 2. Radial distribution functions (RDFs) for the oxygen
atoms of water molecules with respect to Na®, K+, CsT coun-
terions (a) and with respect to the other oxygen atoms of wa-
ter molecules (b) in different regions of the double helix: minor
groove (RDFRInOr and RDFINOT) major groove (RDFoe”

and RDFIVI‘],ajor), and near the phosphate groups of DNA back-
bone (RDF?” and RDF%")
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Fig. 3. Schematic structure of the mean field potential en-
ergy of a water molecule derived from the radial distribution
function. AFE is the potential energy barrier; F, and E; are
the energy values in the minimum (rq) and maximum (rp),
respectively
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Fig. 4. Potentials of mean force of water molecules (PMFs).
The PMFs for water molecules with respect to Nat, K+, and
Cs™T in different regions of the double helix (a). The PMF
for water molecules with respect to the oxygen atoms of water
molecules in different regions of the double helix. The lines
correspond to curves fitted to PMF': solid, dashed, and dotted
lines correspond to the cases of the counterion minor groove,
in the major groove, and near the phosphate group of DNA,
respectively (b)

Using the obtained PMFs, the parameters describ-
ing the energy of counterion hydration were calcu-
lated by formula (2). The resulted values of the po-
tential barriers for a water molecule in the hydration
shell of the ion (AE;,,) are the highest in the case of
Na™ ions, whereas, in the case of Kt and Cs* ions,
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the values of AFE;,, are about two times lower. Such
behaviour is a result of different surface charges of
the ions due to their different sizes. The energy bar-
rier for a water molecule in the hydration shell of the
counterion is much higher than the energy barrier of
a water molecule in the bulk (AE;, > AE,,). Moreo-
ver, in the case of counterions in the minor groove,
the potential barrier is the highest, whereas, in the
case of a counterion near the phosphate groups and
in the bulk, it is much lower (Table 2).

The calculated values of the potential barriers (Ta-
ble 2) have been compared with the results of molec-
ular dynamics simulations [47] for the ions in aque-
ous solutions at 25 °C. The values of AFE;,, for wa-
ter molecules in the hydration shells of Nat, KT,
and Cs*t ions obtained in work [47] are equal to
2.3 kcal/mol, 1.3 kcal/mol, and 0.9 kcal/mol, re-
spectively. Such values are rather close to our results,
but, in general, the potential barriers in Table 2 are
slightly higher than in work [47]. The reason for dif-
ferent values of AE;,, may be related to different wa-
ter models and ion parameters that have been used
in the present work and in work [47].

The difference of the energy barriers for a water
molecule in the hydration shell of a counterion and

Table 2. Parameters of the potentials of mean

force. The positions of the minimum and maximum
of the potential well r, and 73, respectively (in A).
The values of the potential barriers in kcal/mol

for water molecules in the hydration shell

of the ion (AFEjon) and for a water molecule
surrounded by the other water molecules (AE.)

System Na-DNA K-DNA Cs-DNA

Ton-water| rq | 7y |AFion| Ta | 7 |AFion| Ta | 76 |AFion

1.20
1.03
0.97
1.03

Minor gr.|2.36|3.20
Major gr.|2.36|3.20
Phosph. |2.36|3.20
Bulk 2.32(3.15

3.00
2.85
2.78
2.82

2.75(3.60
2.75(3.60
2.75(3.60
2.71(3.55

1.77
1.65
1.45
1.58

3.15(4.10
3.16(4.10
3.17(4.10
3.10(4.05

‘Wrater-
water

Ta Ty AE‘ion Ta T AEion Ta T AEion

0.68
0.66
0.66
0.69

2.85(4.20
2.85|4.20
2.85(4.30
2.84|4.20

0.67
0.67
0.66
0.67

2.85(4.20
2.85(4.40
2.85(4.20
2.84|4.20

Minor gr.|2.85(4.20
Major gr.|2.85(4.30
Phosph. [2.85|4.25
Bulk 2.7914.05

0.68
0.64
0.67
0.67
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in the bulk (dE = AFEi,, — AE,) determines the
character of the counterion hydration. The structure-
making (positively hydrated) ions have dE > 0,
while the structure-breaking (negatively hydrated)
ions are characterized by dE < 0. The obtained re-
sults (Table 2) show that the values of dE are posi-
tive for all counterions: 2.15 kcal/mol, 0.91 kcal/mol,
0.34 kcal/mol for Na™, K*, and Cs™ counterions, re-
spectively. At the same time, the experimental data
[14] show that, among the considered counterions,
only a sodium ion has the positive difference of the
potential barriers dE = 0.25 kcal/mol, and it is
much lower than in the simulations. The potassium
and cesium ions have a negative difference of the
potential barriers dE = —0.25 kcal/mol and dE =
= —0.33 kcal/mol, respectively [14]. That is why they
are negatively hydrated. The reason for the difference
between obtained energy barriers and experimental
data may be related to the parametrization of water
models that will be discussed in the following section.

3.3. Residence time

The determined potentials of mean force allow us to
estimate the residence time 7 for water molecules us-
ing an equation of the Arrhenius type [14]. In the
present work, this equation is presented in the fol-
lowing form:

AFE
T = 279 €Xp (kBT>’ (3)

where 1 is the characteristic time for the molecule
to approach the potential barrier AE. The factor 2
in formula (3) means that the water molecule being
at the top of the potential barrier may leave the hy-
dration shell or return back to the potential well with
the equal probability. The value of 7 is estimated as
a period of vibrations of a particle in a potential well
using the law of energy conservation for the finite mo-
tion [48]:

a dx
70 =1/2p / i) (4)

ZTmin
where p is the mass of a water molecule; x = r —r, is
the displacement of a water molecule from the equi-
librium position 74; Tymin and xn,.x are the ampli-
tude displacements; FEj is the amplitude energy of
vibrations of a water molecule in the potential well
(Fig. 3). The potential function F(z) is determined

ISSN 2071-0194. Ukr. J. Phys. 2020. Vol. 65, No. 6

from the potential of mean force in the approxima-
tion of a polynomial function:

E(z) = Ey + Cox?/2 + C323 /3 + Cya* /4, (5)

where F, is the depth of the potential well; Cs, Cs,
and C} are the fitting parameters. The amplitude dis-
placements (Zmin and Tmax) were determined from
the condition: E(z) = Ey (Fig. 3). Taking Boltz-
mann’s law of equal distribution of energy over de-
grees of freedom into account, the magnitude of the
vibrational amplitude energy was determined as fol-
lows: Ey = E, + kgT. By substituting (5) to Eq. (4),
we obtain the elliptic integral.

The calculated average residence times of water
molecules in the hydration shell of an ion are within
the range from about 2 ps to 50 ps (Table 3). The
longest residence time was observed for the case of
sodium counterions, whereas, in the case of potassium
and cesium ions, it is several times lower. The depen-
dence of 7 values on the region of counterion local-
ization is also observed. The longest residence times
of water molecules have been observed for the hydra-
tion shells of the ions localized in the minor groove
of the double helix (7iinor), whereas, in the major
groove (Tmajor) and near the phosphate group of the
macromolecule backbone (7,5), the residence times
are shorter: Tminor > Tmajor > Tph-

Table 3. Residence times (7)

and the half-period of vibrations (7g)

in ps for water molecules in the hydration
shell of a counterion and for those
surrounded by other water molecules

System Na-DNA K-DNA Cs-DNA
Ton-water T 0 T 0 T 70
Minor gr. 52.33 | 0.18 | 8.87 | 0.23 | 5.02 | 0.34
Major gr. 41.54 | 0.18 | 7.60 | 0.24 | 4.29 | 0.39
Phosph. 37.02 0.18 5.26 0.23 4.10 0.41
Bulk 39.28 | 0.18 | 6.51 | 0.24 | 4.05 | 0.36

Water-water T 0 T 70 T 70
Minor gr. 3.61 0.58 4.22 0.69 4.34 0.71
Major gr. 3.79 0.65 | 4.19 | 0.69 | 4.31 | 0.72
Phosph. 4.15 0.69 | 4.23 | 0.71 | 4.68 | 0.85
Bulk 3.25 0.54 | 3.29 | 0.54 | 4.86 | 0.74
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Fig. 5. Dependence of the average residence time of water
molecules near Na®, KT, and Cst counterions on the distance
from the ion. The range of residence times from Table 3 is
grayed out. The dotted lines show the distances of RDF min-
ima (rp) that also correspond to the position of the potential
barriers of PMF. Inset: the dependence of the average residence
time on the O-O distance for water molecules in the bulk in
the case of three simulated systems. The asterisks show the
values of the residence times obtained in work [47]

The residence times of water molecules near the
counterions have been also calculated using the sim-
ulation trajectories. In the analysis, a water molecule
was taken into account as a part of the hydration shell
of the ion, if the oxygen atom was localized within a
distance r,. The distance r, characterizes the outer
boundary of the hydration shell and should be close
to the minimum of the radial distribution function
(values of ry, are given in Table 2). The values of the
residence times were averaged over all counterions
of the system. The obtained values of the residence
times increase with the distance rp (Fig. 5). In the
case of Nat counterions, the 7 values obtained from
PMF (Table 3) agree with the values obtained from
the analysis of simulation trajectories at the distance
rn = 1p (grey region in Fig. 5). In the case of KT and
Cst counterions, the values of the residence times
calculated by different methods are close at some dis-
tance that is lower than r,. The difference r;, — rp
is less than 0.2 A, i.e., within the accuracy limit of
the estimations. The 7 values for water molecules in
the bulk (inset in Fig. 5) are in agreement with the
calculated values from PMF. Thus, the values of the
average residence times of water molecules estimated
in the present work by two different methods are in
the sufficient agreement.

516

The obtained average residence times (Table 3)
have been compared with the other results of molecu-
lar dynamics simulations for alkali metal ions in water
solutions [47]. The residence times obtained in work
[47] have the same dependence on the ion size as that
in the present work, but the absolute 7 values are
different (asterisks in Fig. 5). There may be several
reasons for such disagreement. However, the most
essential reason may be the use of different defini-
tions of the residence time and the methods for its
calculation. In the present work, the residence time
was calculated from the mechanistic approximation
of the motion of a water molecule in the potential
well that was obtained on the basis of the potential
of mean force. In work [47], the residence time was
calculated as the integral of the time correlation func-
tions. These methods are not equivalent and the ad-
ditional analysis should be done to find, where they
give the same result.

Thus, the results of molecular dynamics simula-
tions for DNA with the positively hydrated Na™, and
negatively hydrated K™ and Cs™ counterions show
that the dynamics of water molecules in the hydra-
tion shells of counterions depends on their localization
around the double helix. In particular, the longest
residence time was observed for a water molecule
near the counterion that is localized inside the mi-
nor groove of the double helix, and it is longer than
for the case of a water molecule near the same ion,
but in a bulk water. This difference may be due to
the confined space inside the double helix and due
to the structured system of water molecules that is
formed in DNA grooves. At the same time, the results
clearly show that the obtained energy barriers for wa-
ter molecules near the ions are too high, making the
hydration shell too rigid. The counterions Na®, KT,
and Cs™ in the simulated systems are positively hy-
drated, and the effect of negative hydration for KT
and Cs™ was not observed.

4. Discussion

To explain the reason for high values of the poten-
tial barriers, the possible influence of a water model
should be analyzed. The TIP3P water model that was
used in the simulations is characterized by the dipole
moment value 2.35 D, while the experimental values
for a water molecule are 1.86 D in the gas phase
and 2.95 D in the liquid phase [51]. In this regard,
let us analyze the potential barrier as a function of
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the dipole moment. For this purpose, the potential of
mean force has been estimated as a change of the free
energy of a water molecule after its replacement from
the hydration shell of the ion to the bulk water:

E=AG=AH-TAS + AG(), (6)

where AH and TAS are the enthalpy and entropy
contributions, and AGy is some constant part of the
free energy change.

The enthalpy contribution is featured mostly by
the interaction of a water molecule with the ion. In
work [49], the energy of a water molecule near the
ion was successfully described by presenting the wa-
ter molecule as a dipole in the field of the ion. In our
model, the repulsion between a water molecule and
an ion at small distances is also taken into consider-
ation. As a result, the enthalpy change may be pre-
sented as a sum of the average dipole-dipole (U;_q4(7))
and repulsion (Usep(r)) terms:

AH = Ui,d(T) + Urep(’l“). (7)

Taking into consideration that the direction of a
dipole vector in the electric field of the ion is described
by the Boltzmann distribution, the average ion-dipole
interaction may be presented in the following form:

Ui—q (r) = =kgTL(a)a(r), (8)

where L(a) = cotha —a ! is the Langevin function,
and

a(r) 1 qd

- kpT Ameegr?’

(9)

Here, ¢ is the charge of the ion; e is the dielectric
constant of the media near the ion; ¢ is the dielectric
constant of vacuum; d is the dipole moment of a water
molecule.

The repulsion between a water molecule and an ion
is described by the potential in the Born-Mayer form
that is used in the description of ions in ionic crystals
[50] and the DNA ion-phosphate lattice [27]:

Urep (1) = Ae™/b, (10)

where A and b are the parameters describing the re-
pulsion between the ion and the water molecule as
hard cores.

The motions of dipole moments of water molecules
around the ion are hindered, and, in general, the
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molecules are highly oriented due to the electrostatic
field. Therefore, the entropy in our model is assumed
to increase with the ion-water distance in the same
way as the average direction of the water dipole de-
scribed by the Langevin function L(«a). As a result,
the change of the entropy is presented as follows:

AS = —soL(w), (11)
where sg is the entropy of a water molecule in the
bulk. The parameters A and sy can be derived from
the condition for maximum and minimum at the dis-
tances r, and rp: ddATG r=r, =0, %“:n =0.

The energy contribution AGyq is featured by the
interaction energy with other water molecules of the
system that includes the both enthalpy and entropy
contributions. The determination of these contribu-
tion is a complex problem and is not necessary for
the estimation of the potential barrier height. In the
present work, it is determined from the condition
AG(re) = 0; r. is some point, where the potential
of mean force is equal to zero. Taking this into con-
sideration and using Eqs. (6)—(12), the change of the
potential of mean force in kgl units can be written
in the following form:

r—

E(r) = —L(a)[a(r) + s0] + Be™ " + Ago,  (12)
where E(r) = E/kgT, B = —A/kgT; Agy =
= —L(ae) (e + 50) + Be~(7e=7a)/b "and a. = a(re).

To estimate the energy using formula (12), the
parameters have been determined in the following
way. The repulsion parameter is taken the same as
in the case of the crystals of alkali metal ion that is
b~ 0.3 A [50]. The temperature is taken the same as
in the molecular dynamics simulations 7" = 300° K
[42]. The dipole moment d = 2.35 D was taken the
same as in the TIP3P model of a water molecule. The
values of equilibrium distances (r,) and the bar-
rier distance (r,) were taken from Table 2. The dis-
tance . is defined as r. = (rq + rp)/2. The dielec-
tric constant has been determined using the dielec-
tric function [52] developed for the description of
the electrostatic interactions in nucleic acids: (7)) =
= 78 — 77(0.0128 72 + 0.16 7 4 1) e~ *167 where 7 is
the distance between charges in A. At the distance
about (2+4) A, this function gives the value within
the range € ~ (1.3+3).

The estimations show that the height of the po-
tential barrier AE = E(r,) — E(r,) decreases as the
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Fig. 6. (a) The distance dependence of the energy of a water
molecule in the first hydration shell of the ion. (b) The de-
pendence of the potential barrier AE on the dipole moment
of a water molecule. The values of the potential barriers that
correspond to the dipole moments of different water models
[53-57] and experimental values for a water molecule [51] are
shown as the figured points. The lines in (a) and (b) are made
in the solid, dashed, and dotted styles corresponding to Na™,
K™, and Cst ions, respectively

size of the counterion increases: AFEyN,+ > AEg+ >
> AFEcg+ (Fig. 6, a). The same dependence of AE
has been observed in our molecular dynamics simu-
lations (Fig. 4 and Table 2). To analyze the role of
the dipole moment of a water molecule, the poten-
tial barrier has been calculated using formula (12) for
different values of the dipole moment (Fig. 6, b). The
results show that the potential barrier for a water
molecule in the hydration shell of the ion increases
linearly with the dipole moment. The values of the
potential barriers that correspond to the dipole mo-
ments of different water models and experimental
data [51, 53-57] (the points in Fig. 6, b) are within
the range (1.6+2.6) kcal/mol, (1.0+1.5) kcal/mol,
and (0.7+1.2) keal/mol for Nat, K*, and Cs™ ions,
respectively. Taking this into consideration, we may
conclude that the models of a water molecule with
lower dipole moments should give a more accurate
description of the hydration effects of counterions.

5. Conclusions

The dynamics of water molecules in the hydration
shell of the positively (Na™) and negatively (K™ and
Cs™) hydrated counterions around the DNA double
helix has been studied. The molecular dynamics sim-
ulations for the DNA fragment in a water solution
with the counterions at a temperature of 300° K have
been used. As a result, the potential barriers and the
residence times of water molecules near the counteri-
ons have been estimated. The analysis shows that the
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dynamics of water molecules in the hydration shell of
counterions depends on their localization around the
double helix that is the manifestation of the inter-
play between water molecules in the hydration shell of
DNA and counterions. The longest residence time of a
water molecule has been observed for the case of coun-
terions in the minor groove of the double helix: about
50 ps for Na™ counterion and less than 10 ps for K™
and Cs™ counterions. In the major groove and outside
the double helix, it is essentially lower. In the simula-
tions, the counterions constrain water molecules too
strongly making the hydration shell more rigid than
it should be. As a result, the effect of negative hydra-
tion in the case of K™ and Cs™ counterion was not ob-
tained. The analysis performed within the framework
of the developed phenomenological model shows that
the strength of the hydration shell is proportional to
the value of the dipole moment in a water model. The
water models with lower dipole moments are expected
to give a better description of the effects of counterion
hydration.

The present work was partially supported by the
project of the Department of Physics and Astron-
omy of the National Academy of Sciences of Ukraine
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JOJATHO I BII'’€MHO I'ITIPATOBAHI
IMPOTHUIOHU B MOJIEJIFOBAHHI ITOABIMHOT
CIIIPAJII JHK METO/JI0M

MOJIEKVYJ/ISIPHOI IVMHAMIKI

Pesmowme

Ilongiitna crnipaas JJHK — 1me nosmianionna MakpoMosekysia,
sIKa y BOJHUX PO3UMHAX HEUTPaJIi3yeThCsl ioHaMu MeTastiB (po-
Tuionamn). BiacrusicTs nporuionis crabinizyBaTu cTpyKTYypy
Boy (HO3WTHBHA TigpaTarisi) abo poburtu i1 po3ynopsiKoBa-
HOIO (HeraTWBHA rigpaTaris) BasKJIuBa 3 TOUYKH 30py (DisuaHnX
MexaHi3zMiB crabinizanil noasiitnoi cripadi JITHK. ¥V manomy mo-
crtiykenHi edekTH MOZUTHBHOI rigparamnii mporuionis NaT Ta
HEraTUBHOI TifgpaTarliil MpoTuioHiB Kt i Cs+, 1o BOYy/I0BaHO B
rizpaTHy obosouKy noasiitnol cmipasni JJHK, Busuasmcsa 3a mgo-
IIOMOI'0I0 MO/IEJIIOBAHHS METOJIOM MOJIEKYJISIpDHOI JuHaMiku. Pe-
3yJIBTATU MOKA3aJIH, 110 JUHAMIKA rigpaTHOl OOOJIOHKHU IIPOTH-
ioHiB 3aJieskuTH Bix obsacTi moABifHOI cmipasii: MiHOPHUI KO-
7100, TOJIOBHHI 2K0J100 i 06/1acTh 330BHI MakpoMoJiekystu. Haii-
[OBIINN cepefHiN dac mepebyBaHHSI CIIOCTEPIraBCs AJIsS MOJIe-
KyJ BOJIM, 1[0 KOHTAKTYIOTh 3 IIPOTHIOHAMH, JIOKAJII30BAHUMU
y MiHOpHOMY 2K0J1061 nozBiiiHOl cripasi (pubiusuo 50 1c st
Nat, i mennre 10 nc st K+ i Cs1). Pospaxosani morenmiamm
CepeJIHbOI CHJIM JIJIs DipaTHUX OOOJIOHOK IIPOTHIOHIB ITOKa3y-
IOTh, IO MOJIEKYJIM BOAH 3B’sI3aHi 3aHAJTO CHJIBHO, 1 edekT
HEraTUBHOI rizipaTariil [Jis TpOTUIOHIB KtiCsts CUMYJIAILI-
X He crocrepirapcs. AHaji3 moKasaBs, 1Mo edeKTu rigpaTaril
POTHIOHIB MOXKHA OiBII TOYHO OMMCATU 33 JOIOMOIOIO MO-
Jesieil MOJIEKYJT BOJIH, 1[0 MAIOTh HUXKYl 3HAYEHHS JTUIIOJIBHOIO
MOMEHTY.
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