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ABSTRACT: Non-polarizable force fields fail to accurately predict free energies of Aq
aqueous electrolytes without compromising the predictive ability for densities and -

+
transport properties. A new approach is presented in which (1) TIP4P/2005 water and 0 €~ q & q —_— 0

scaled charge force fields are used to describe the interactions in the liquid phase and

(2) an additional Effective Charge Surface (ECS) is used to compute free energies at Liquid ® . Free
zero additional computational expense. The ECS is obtained using a single Properties /@ Energies
temperature-independent charge scaling parameter per species. Thereby, the chemical O &

potential of water and the free energies of hydration of various aqueous salts (e.g, &

NaCl and LiCl) are accurately described (deviations less than 5% from experiments), 6 ®

in sharp contrast to calculations where the ECS is omitted (deviations larger than . ® dA o

20%). This approach enables accurate predictions of free energies of aqueous . [

electrolyte solutions using non-polarizable force fields, without compromising liquid- ]

phase properties.

Accurate modeling of vapor—liquid equilibria (VLE) of enthalpies and saturated vapor pressures are poor.’”’"*?
aqueous electrolyte systems is crucial for a variety of Describing the VLE of water requires accurate modeling of
applications, such as wastewater treatment,’ water electrol- (1) effective interactions between water molecules and (2) the
ysis,”~* and biomedical applications.”® Modeling aqueous excess chemical potential (with respect to the ideal gas
electrolytes is a significant challenge as a result of long-range reference state) of the liquid phase (u)* (dictated by the
electrostatic interactions that make solutions highly non- absolute value of the PES'®), because the coexistent pressures
ideal.”® Significant efforts are made to develop analytical have an exponential dependency upon u¢%** TIP4P/2005
models [equations of state (EOS)] for aqueous electro- consistently underestimates 4’ compared to experiments (e.g.,
ly’ces.gf13 Although these models are computationally efficient, by ca. 10% at 300 K), resulting in a significant underestimation
they rely on existing thermophysical data for parametrization of experimental saturated vapor pressures (by a factor of ca. 4
and do not offer atomistic insight.&13 Molecular simulation is a at 300 1()'29 The second virial coefficients of TIP4P/2005 are
powerful tool for atomistic modeling and predicting also inaccurate compared to experimental data.>***

thermodynamic and transport properties of aqueous electrolyte Rigid non-polarizable water force fields that accurately
solutions at different temperatures, pressures, and electrolyte capture experimental ¢ and the vaporization enthalpy of
concentrations.'*™"” The accuracy of molecular simulations water, e.g,, SPC,** TIP4P,** and TIP4P/u**>° (defined in the
depends upon the potential energy surface (PES) that is used Supporting Information of ref 29), poorly predict other
to compute the interactions between.different species.'* %! important properties of the liquid phase (e, transport
The PES of aqueous electrolyte solutions can be comgg(t)}ezg properties) compared to TIP4P/2005.%2%**2%3 It becomes

from ab initio calculations or semi-empirical force fields."
For this purpose, many classical force fields for water have
been developed.”*™** TIP4P/2005™ is a computationally
efficient and popular water force field, which accurately
predicts many properties of water, such as the shear viscosity,
diffusivity, density, temperature of maximum density, and -
surface tension, despite being rigid and non-polariz- Received: February 9, 2024
able.">?"*** Clearly, the effective interactions of TIP4P/ Revised: Apr%l 11, 2024
2005 (dictated by the relative energy differences in the PES'®) Acce}’ted’ APr}l 12, 2024
in the liquid phase are well-described.'®*° Despite this, the Published: April 18, 2024
TIP4P/200S force field does not yield accurate predictions of
the VLE of water, because predictions for vaporization

clear that modeling both transport properties of water and gy
is not possible using available non-polarizable force fields.'"**
Already in 1987, Berendsen et al.”* discussed this issue: to
obtain effective interactions between water molecules in the
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Figure 1. Schematic representation of the workflow used in this wor
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Excess chemical potentials (with respect to the ideal gas reference

state) are computed using the BRICK-CFCMC software.”">” The details for computing excess chemical potentials are discussed in the Supporting
Information. The excess chemical potential of pure water (4,ikcs, - o) at various temperatures (300—500 K) is computed using a single fractional
molecule of water, with the same L] parameters and geometry as TIP4P/2005 but with different temperature-independent charges (i.e., gfcs and
ggcs)- The computed (4, Ecsm = o) value is used to construct a temperature-dependent free energy correction (&,) with which pf of water at

different salt concentrations can be computed.

liquid phase (thereby capturing experimental transport proper-
ties), the absolute value of the charges in the water force field
needs to be enhanced to account for the polarization energy of
water (i.e., “the missing term” in non-polarizable force fields
mentioned in the title of the famous paper by Berendsen and
co-workers™*). Explicitly accounting for “the missing term” in
non-polarizable force fields automatically results in an
overestimation of the heat of vaporization and, hence, poor
predictions of the VLE of water.'>**" Some polarizable force
fields (e.g, BK3”® and HBP*°) capture the VLE of water
without compromising the transport properties of the liquid
phase but at the cost of higher complexity, significantly higher
computational time (usually by a factor of ca. 3—10),”%*"*"3*
and lack of transferability.”>**** Therefore, non-polarizable
force fields will likely remain popular for large-scale classical
molecular simulations.

On the basis of TIP4P/2005 water, different force fields for
salts (e.g, NaCl, KCl, and KOH) have been devel-
oped."****~*! The charges of ion force fields are commonl
scaled down (usually by a factor of 0.85* or 0.75'**)*** to
account for the effective charge screening that occurs in the
aqueous medium.*>** Charge scaling follows from the
Electronic Continuum Correction and accounts for polar-
izability of ions in a mean-field way.">*’ Using the “scaled
charge” force fields of Madrid-2019*" (scaled charges of
+0.85/—0.85), Madrid-Transport (scaled charges of +0.75/—
0.75),"" and the Delft Force Field of OH~ (DFF/OH™)"*
(scaled charge of —0.75), many of the properties of aqueous
NaCl, KCI, NaOH, and KOH solutions, such as densities,
viscosities, and interfacial tensions, and their temperature
dependence can be accurately computed.'*'®'”***! Force
fields with integer charges of ions (e.g., +1/—1 for Na*/CIl7),
such as the Joung—Cheatam force field,"* significantly
overestimate the change in liquid-phase viscosities and ion
diffusivities in concentrated solutions (i.e, close to the
solubility limit) with respect to the pure solvents.*” The
infinite dilution free energies of hydration of salts can be
accurately captured using available integer charge force fields,
whereas scaled charge force fields of ions deviate by ca. 20—
30% compared to experiments.45’46

Recently, Han et al.’’ have successfully simulated the
dielectric constant of water using non-polarizable force fields.

4478

This study shows that the charges used in TIP4P/2005 water
should only be used to model the PES, from which effective
interactions between molecules are computed, and a different
set of charges (derived from quantum mechanical simulations)
should be used to model the dipole moment of the aqueous
system, from which the dielectric constant is computed.'”*’
Similarly, Blazquez et al.'” reproduced the experimental
electrical conductivities of aqueous NaCl and KCI solutions
up to the solubility limit (1) using non-polarizable scaled
charge force fields to describe the PES of ions and (2) using
integer charges to compute the dipole moment of the aqueous
solution from which electrical conductivities are calculated.
Here, we introduce a new approach to accurately compute
free energies of aqueous electrolyte solutions using non-
polarizable force fields without compromising the predictive
ability for transport and thermodynamic properties of the
liquid phase. The PES is modeled using the TIP4P/2005>
force field and the Madrid-2019*° scaled charge ions, whereas
a different set of charges, hereafter referred to as the effective
charge surface (ECS), is used to compute excess chemical
potentials in the liquid phase. The ECS corrects for the effect
of both polarization energy (i.e, “the missing term” of
Berendsen et al.”*) and charge scaling"”** on the computed
free energies. We show that, using an ECS trained for TIP4P/
2005*° water at 350 K, the experimental excess chemical
potential of water along the liquid—vapor coexistence line can
be reproduced within ca. 1% at a temperature range of 300—
500 K, thereby yielding accurate predictions for the saturated
vapor pressures. Similarly, a single-parameter ECS trained on
the free energy of hydration of Madrid-2019 NaCl in water at
298 K corrects the free energies of hydration for the Madrid-
2019 family of both mono- and divalent salts, such as LiCl,
KCl, MgCl,, and CaCl,, with ca. 5% accuracy from the
experimental data of Marcus.”” On the basis of the computed
excess chemical potential of pure water using the ECS, we
correct the excess chemical potentials of water/salt mixtures by
applying a free energy correction to the partition function of
the system. Using this, we compute liquid/vapor coexistence
densities of the water/NaCl system at 350 K up to 6 mol of
NaCl/kg of water. Our simulations show excellent agreement
(within error bars) with experiments, in sharp contrast to

https://doi.org/10.1021/acs.jpclett.4c00428
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Figure 2. Computed (a) liquid densities (p,), (b) liquid-phase excess chemical potentials (), and (c) gas densities (pg) as functions of
temperature T along the vapor—liquid coexistence line of H,O. In panel (d), the saturated vapor pressure (P,,) of H,O on the vapor—liquid
coexistence line is shown as a function of T. The computed results using the ECS developed in this work are compared to the results of the TIP4P/
2005>° and TIP4P/ ”29 water force fields and the experimental data obtained from REFPROP.>** For TIP4P/2005>° and TIP4P/ u, the results

provided in ref 29 are used for the values of p; and p3;.

simulations that do not have this correction (e.g., ca. a factor of
4 deviation for saturated vapor densities at 350 K).

The workflow of our method is shown in Figure 1.
Continuous fractional component Monte Carlo
(CFCMC)*™°° simulations in the isobaric—isothermal
(NPT) ensemble are performed to simulate pure water and
aqueous electrolyte solutions [i.e, NaCl(aq), KCl(aq),
MgCl,(aq), and CaCl,(aq)] using the BRICK-CFCMC open
source software.”””” We define charge-neutral “fractional
groups”, which contain one or more ions or molecules.”" For
water, the fractional group contains a single molecule of water.
For salts, it contains all ions in the molecule (e.g., for MgCl,,
the fractional group consists of one Mg** and two CI~ ions).
These molecules or ions have their interactions modified by
the order parameter A. At 4 = 0, the molecules/ions in the
fractional group behave as ideal gas particles, and at A = 1, the
fractional group fully interacts with the surrounding. Sampling
of the A space is performed in CFCMC simulations. Details of
CFCMC simulations can be found in the Supporting
Information and in refs 48 and 51. We first simulate pure
water in the absence of ions. With the exception of the single
fractional molecule, all water molecules interact via the TIP4P/

4479

2005>° force field. The fractional H,O molecule is a new
species (i.e., ECS-TIP4P/2005 with parameters listed in Table
S1 of the Supporting Information) with the Lennard-Jones
(LJ) parameters and geometry of TIP4P/200S but with a
different set of charges (i.e., gfcs for the charge on H atoms
and ggcg for the charge on the M site, which are obtained by
multiplying the charges of TIP4P/2005 by a factor of 0.965).
This ensures that bulk properties of liquid water (i.e., densities
and transport properties) are computed using the TIP4P/2005
water force field, while the ECS charges are used when
sampling the A space and calculating the excess chemical
potential of pure water (4, ke, - o; i-€., at the molality of the
salt, m = 0 mol of salt/kg of water). To compute the excess
chemical potential of water at finite salt concentrations,
Mwe,ﬁcs,m _ o is used to compute a free energy correction (ew)
for water

ex

~ My pES,m=0

(1)

where fibgs ,, - o refers to the excess chemical potential of pure
water computed using the PES charges (i.e., TIP4P/2005). ¢,,
depends only upon the temperature (T) because it is
calculated along the liquid branch of the vapor—liquid

e = ex
w 'uw,ECS,m=0

https://doi.org/10.1021/acs.jpclett.4c00428
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coexistence curve (i.e., when evaluating eq 1, the pressure, P,
should be fixed to the saturated vapor pressure). €, is applied
as a background energy in the isolated molecule partition
function of water and changes the partition function (Qupr) of
the system (here shown for the isobaric—isothermal ensemble)
Ni
4o,

N /dVVN exp —PV
NIA; kgT

~u(s™) + X Nl.si]

"y

I1

i

N
fd ’ ()

where V, N, sV, kg, A, and n, refer to the system volume, total
number of molecules, scaled coordinate vector of all molecules,
Boltzmann constant, thermal wavelength of species i, and total
number of species types, respectively. o, N, and ¢; refer to
isolated molecular partition functions (excluding the trans-
lation part), the number of molecules of species i, and the free
energy correction for species i, respectively. The derivation of
eq 2 after applying the free energy correction ¢; to the isolated
molecule partition function of species i is shown in the
Supporting Information. €, is not a function of V and s", and
therefore, it does not influence the density, virial pressure,
liquid structure, or transport properties at a given temperature
or pressure. The chemical potential of species i (4;) can be
computed using

dln(QNpT)

P
ks T

Qupr =

kT

_ i
_Ml_

T.p)N, jxi

ex
N Hipps T &

()

where pi is the ideal gas contribution and MipEs is the excess
chemical potential computed from the PES. The chemical
potential, y;, at m = 0 is shifted to equal the values obtained
using the ECS. After the free energy correction is applied, the
charges of TIP4P/2005 can be used to compute excess
chemical potentials at finite salt concentrations, because
changes in the chemical potential as a function of m can be
computed accurately using the PES.* Activities (a, = X,
where y,, and «x,, refer to the activity coefficient and mole
fraction of water, respectively) of water at different molalities
of salts are computed using”’

By ('M::PES,m +e,) - (ﬂ‘:‘PES,m=O +e,)
a, = exp
<pw,m=0> kBT
_ <pw,m> 'uv:(PES,m - ﬂviTPES,m:O
<pw,m=0> kBT
(4)

where {p,,, - o) and (p,, ) are the ensemble averaged number
densities of water at molalities  and 0, respectively. fi5pgs ,, is
the excess chemical potential of water computed using the PES
at a molality m.> &,, does not depend upon m (at constant T),
therefore, &, cancels out for all m (as shown in eq 4) when
computing a,, (i.e., a,, only depends upon the PES).

The ECS approach is used to correct the excess chemical
potential of TIP4P/2005”° water. Panels (a) and (b) of Figure
2 show the computed liquid densities and excess chemical
potentials of water at the simulated vagor—liquid coexistence
line at 300—500 K for TIP4P/2005,” TIP4P/u,” and the
ECS approach of this work. As shown in panels (a) and (b) of
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Figure 2, TIP4P/2005> accurately predicts the liquid densities
at coexistence, but it overestimates the attractive electrostatic
interactions of water, leading to lower excess chemical
potentials (and higher vaporization enthalpies).'® The over-
estimation of attractive electrostatic interactions is required to
obtain correct intermolecular interactions, because polarization
of water can then be modeled in a mean-field way as described
by Vega'® and Berendsen et al.**

At 300 K, the excess chemical potential of TIP4P/ 20053
water in the liquid phase is —30.0 kJ/mol,”” while the
experimental value is —26.37 kJ/mol (REFPROP, version 10,”*
computed on the basis of IAPWS-95°°). This underprediction
of the excess chemical potentials for TIP4P/2005” leads to a
saturated vapor pressure that is ca. 4 times smaller than the
experimental value at 300 K.*”***° Saturated vapor pressures
(P,,) are related to the excess chemical potential of liquid
water using33’56
My
kT

_ kgTpy
sat ¢w (5)

where ¢, is the fugacity coeflicient of water vapor at a given T
and Pg. Equation 5 can be solved iteratively to obtain
consistent P, and ¢,,. The derivation of eq S and the iterative
scheme for a multicomponent mixture are discussed in section
S2 of the Supporting Information. When Py, is calculated using
eq S, it is assumed that the liquid phase is incompressible (i.e.,
pr and p5 computed in the liquid phase are not influenced by
the pressure in the range of 1—50 bar). The TIP4P/200S force
field cannot accurately model the virial coeflicient of water in
the gas phase,”** and hence, it does not correctly describe
deviations from the ideal gas behavior, leading to an inaccurate
relation between T, P, and ¢,,. The relation between T, P,
and ¢, is obtained from the Peng—Robinson EOS”"** for
water vapor, from which the saturated vapor densities (pg)
follow for the ECS approach, TIP4P/ 2005,23 and TIP4P/u.
For TIP4P/2005°° and TIP4P/y, the results provided in ref 29
are used for p;, and .

The TIP4P/u force field” accurately describes the excess
chemical potentials of liquid water (and thereby the saturated
vapor pressures and densities), yet it underestimates the liquid
densities at T > 300 K (as shown in Figure 2) because it
cannot correctly capture the interactions between liquid water
molecules. This also explains the ca. 30% lower viscosities for
TIP4P/u at 298 K and 1 bar compared to experiments.*®
Using the ECS approach for TIP4P/200S, we accurately model
the excess chemical potentials of pure liquid water compared
to experiments for a wide temperature range (i.e.,, 300—500 K).
The ECS charges are computed by multiplying the charges of
TIP4P/2005> by a temperature-independent charge scaling
parameter equal to 0.965. This charge scaling parameter is
obtained by fitting only the simulated excess chemical potential
of liquid water at 350 K to the experimental value. As shown in
Figure 2, the ECS approach leads to accurate modeling of the
VLE of pure water without compromising liquid-phase
densities and at the same computational expense as TIP4P/
200S. The heat of vaporization computed using the ECS at 298
K and 1 bar is 45 + 2 kJ mol™' (obtained as explained in
section S1 of the Supporting Information) and has a much
closer agreement with experiments (44.01 kJ mol™!)*’ than the
TIP4P/2005 force field (i.e., 50.2 kJ mol~1).>’

After obtaining the infinite dilution excess chemical
potentials of water using the ECS, we computed the free

https://doi.org/10.1021/acs.jpclett.4c00428
J. Phys. Chem. Lett. 2024, 15, 4477—-4485


https://pubs.acs.org/doi/suppl/10.1021/acs.jpclett.4c00428/suppl_file/jz4c00428_si_001.pdf
https://pubs.acs.org/doi/suppl/10.1021/acs.jpclett.4c00428/suppl_file/jz4c00428_si_001.pdf
https://pubs.acs.org/doi/suppl/10.1021/acs.jpclett.4c00428/suppl_file/jz4c00428_si_001.pdf
https://pubs.acs.org/doi/suppl/10.1021/acs.jpclett.4c00428/suppl_file/jz4c00428_si_001.pdf
pubs.acs.org/JPCL?ref=pdf
https://doi.org/10.1021/acs.jpclett.4c00428?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as

The Journal of Physical Chemistry Letters pubs.acs.org/JPCL
(a) (b)
1.1 T 1250 v
— Expt - - Expt
® Joung-Cheatam 1200 } ® Joung-Cheatam ®
1% ® Madrid-Transport (] ® Madrid-Transport _ B
R A Madrid-2019 _ A Madrid-2019 <
S~. “c 1150} ° .-
\$ R s
0.9 S~ ] ~ .-
o Tl 2 1100} e
£ \ o
~ -
08} - % < 1050 e
@ "X -7
1000 ~
07k i‘ ' 1
. - . . 950 . - . .
0 1 2 3 4 5 6 0 1 2 3 4 5 6
m /[mol/kg] m /[mol/kg]
(c) (d)
0.4 T 0.6 T
ECS ECS
@ TIP4P/2005 05k @ TIP4P/2005 |
— -Expt : = =Expt
__ 03
™ — e
e T ==<_2_ a 0.4 - - - -
~ -~ - £ - - -
2 02} - ~ 03}
~ a
& % o2t
0.1F
®
* ° ° q 01f ° ® L |
0 . - . . 0 . - . .
0 1 2 3 4 5 6 0 1 2 3 4 5 6
m /[mol/kg] m /[mol/kg]

Figure 3. Computed (a) activities of water (a,,) and (b) liquid densities (p,) at 298 K and 1 bar as a function of molality (m, in units of mol of
NaCl/kg of water). The Madrid-2019,** Madrid-Transport,”" and Joung—Cheatam** NaCl force fields are combined with the TIP4P/2005>° water
force field. The experimental correlation of Tang et al.*’ is used for the activities of water at 298 K, and the experimental correlation of Laliberté
and Cooper(’l is used for the densities. Computed coexistence: (c) vapor densities (pg) and (d) saturated vapor pressures (P,,,) of water at 350 K
as a function of m. The liquid densities and excess chemical potentials used to calculate p; and P, from eq S are computed at 1 bar. The ECS
approach combined with TIP4P/2005>* water and Madrid-2019 NaCl force fields are used to compute p¢, and the results are compared to the data
of Clarke and Glew.®” The computed coexistence vapor densities of TIP4P/2005 and Madrid-2019 NaCl force fields without the ECS approach are

shown for comparison in panel (c).

energy correction (&) for TIP4P/2005 as a function of the
temperature. €, is fitted as a linear function temperature using

ex

= HypEsmeo = Ao + AT

(6)
where A, (5.00 k] mol™) and A; (—4.36 X 107> kJ mol™* K™')
are the fitting parameters. Equation 6 provides an excellent fit
for &, (within the error bars), as shown in Figure S2 of the
Supporting Information.

Panels (a) and (b) of Figure 3 show the computed water
activities and densities for TIP4P/2005>* combined with the
Madrid-2019,* Madrid—Transport,41 and the Joung—Chea-
tam** NaCl force fields at 298 K and 1 bar. Activities of water
at molality m (a,,) are computed using eq 4 and do not depend
upon &,,. As shown in Figure 3, activities of water are predicted
best using scaled charge force fields, especially for concen-
trations higher than 4 mol of NaCl/kg of water, despite all
force fields having accurate density predictions (within 1%
agreement with the data of ref 61, as shown in Figure 3b). The
Madrid-2019"° NaCl force field combined with TIP4P/2005*

e =y
w = My BCs,m=0
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predicts the activities of water with deviations smaller than ca.
3%. Accurate predictions of water activities indicate that the
mean activity of the salt is correctly described as a result of the
Gibbs—Duhem relation (binary mixture).”> Because the
Madrid-2019*° NaCl and TIP4P/2005° water combination
has the best agreement with the experimental activities of
water, these force fields are used with the ECS approach (i.e,,
using &,,) to simulate the coexistence vapor densities at 350 K
at various NaCl molalities. The chemical potential of liquid
water at molality m is equal to p,(m) = u,(m = 0) + kT
In(a,,), where p,(m = 0) is the chemical potential at m = 0. In
the ECS approach, the value of y,(m = 0) is shifted by ¢, (eq
3), thereby changing P, (as computed by eq S) and pg. As
shown in panels (c) and (d) of Figure 3, the ECS approach
results in perfect agreement (within the error bars) with the
data of Clarke and Glew® for the vapor-phase coexistence
pressures and densities of water/NaCl mixtures, while TIP4P/
20057 at 350 K, underpredicts the vapor densities of water/
NaCl by a factor of ca. 4. The saturated vapor pressures and
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densities of aqueous NaCl and CaCl, solutions are computed
at 300—350 K and shown in Figure S3 of the Supporting
Information. As shown in this figure, the ECS approach
combined with TIP4P/2005 and Madrid-2019 force fields can
accurately capture the experimental saturated vapor pressures
and densities for aqueous NaCl and CaCl, solutions (within
5% deviation).

The computed free energies of hydration of several aqueous
salts (i.e,, NaCl, KCl, LiCl, MgCl,, and CaCl,) in TIP4P/2005
water are shown in Figure 4. The free energy of hydration of a

I Expt
CaCI2 g, =085
[ ECS
Mgmz_: ]
KClI J
NaCl J

400 600 800 1000

IDAERVIN mol ]

1200 1400

Figure 4. Computed infinite dilution excess chemical potentials (¢,
i.e, free energies of hydration) at 298 K and 1 bar for aqueous NaCl,
KCl, LiCl, MgCl,, and CaCl, solutions at infinite dilution. g, is
normalized with respect to the integer cation charge (z,, ie., 1 for
Na*, K* and Li* and 2 for Ca’" and Mg**). The ion force fields of
Madrid-2019*" (scaled charge of 0.85; g. = 0.85 for Na*, K*, Li",
Mg*, Ca®*, and CI") are considered. The TIP4P/ 2005 water force
field is used for all calculations. In the ECS approach, a single
fractional group of cations and anions is used, with the same LJ
parameters of Madrid-2019*° force fields. ECS charges of +0.95/—
0.9S for monovalent ions and +1.90/—1.90 for divalent ions are used
to sample the free energies of hydration (ECS charges are fitted only
to the free energy of hydration of an aqueous NaCl solution at infinite
dilution at 298 K and multiplied by the valency, i.e., 2, for divalent
jons). The experimental data of Marcus®’ are shown in black. All of
the raw data are listed in Table S6 of the Supporting Information
(along with the experimental free energy of hydration data of
Marcus’” and Schmid et al.%®).

salt refers to the free energy change associated with bringing an
ion pair (ions infinitely apart) from a dilute gas phase to the
aqueous phase.”* Even though scaled charge force fields can
accurately predict experimental activities in aqueous electrolyte
solutions (as shown in Figure 3a), the free energies of
hydration computed using the scaled ion force fields of
Madrid-2019*° (0.85 charge scaling for Na*, K, Li*, Mg*,
Ca®, and CI7) underestimate the experimental values by ca.
20—30%. The Joung—Cheatam™* NaCl force field with integer
charges of +1/—1 reproduces the free energies of hydration
within 5% from experimental values;***® however, it largely
overestimates the change in viscosities at higher molalities with
respect to the pure solvent (i.e., at 298 K and 4 mol of NaCl/
kg of water, the viscosity computed using the Joung—Cheatam
NaCl force field combined with TIP4P/2005 deviates by ca.
100% from experiments'’). The ECS approach can be used to
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correct the free energies of hydration of these scaled charge ion
force fields without influencing the predictive ability for the
transport properties and activities of salt/water mixtures. For
this, a single fractional group (i.e., consisting of a cation and an
anion) molecule is introduced to a system with 300 TIP4P/
2005 water molecules. This fractional group uses the same L]
parameters as the Madrid-2019*" ion force fields but with
different ion charges (i.e., +0.95/—0.95 for monovalent ions
and +1.90/—1.90 for divalent ions). This ECS for the ion pair
is trained at 298 K based on the free energy of hydration of an
aqueous NaCl solution at infinite dilution using a single charge
scaling parameter. For divalent ions, such as Mg“, the ECS
obtained for Na* is multiplied by 2 (i.e., ion valency). Figure 4
clearly shows that the ECS approach leads to free hydration
values that deviate by ca. 5% or less from the experimental data
provided by Marcus"” for all ionic species considered. The free
energies of hydration of Madrid-Transport'' ions (scaled
charges of +0.75/—0.75) and DFF/OH~ (scaled charge of
—0.75)"* can also be corrected using the ECS, as discussed in
Figure S4 and Table S7 of the Supporting Information. This
shows the applicability of the ECS approach to different ion
force fields. It is important to note that these free energies of
hydration of salts are computed at infinite dilution. To
simulate the excess chemical potential of salts at finite
concentrations, the free energy correction for the salt (&)
needs to be computed using the same workflow followed for
water (values of & = UEcsm =0 — MoDEs,m <0 at 298 K are listed
in Tables S6 and S7 of the Supporting Information). This
ensures that only the initial free energy offset is corrected,
while energy differences (i.e., related to activities) are
computed using the PES.

In summary, we have shown that TIP4P/2005 can
accurately model the vapor—liquid properties of aqueous
electrolyte solutions, provided that an additional charge
surface, the so-called ECS, is used to correct for the infinite
dilution excess chemical potentials of water and salt. The
excess chemical potential of water is corrected using the new
ECS, and excellent agreement with experiments is obtained for
both gas and liquid coexistence densities. A temperature-
independent ECS trained at 350 K using a single charge scaling
parameter (scaling factor of 0.965 with respect to the charges
of TIP4P/2005>*) can be used to model the infinite dilution
excess chemical potentials of water from 300 to 500 K with
differences smaller than 1% with respect to experiments. The
excess chemical potentials of water at infinite dilution
computed using the ECS are used to obtain a free energy
correction that corrects the saturated vapor densities of water/
NaCl systems. An ECS with charges of +0.95/—0.95 [e] for
monovalent ions and +1.90/—1.90 [e] for divalent ions,
trained only on an aqueous NaCl solution at infinite dilution
(for divalent ions, the ECS is multiplied by the valency 2),
successfully corrects the free energies of hydration of Madrid-
2019* force fields for aqueous KCl, LiCl, MgCl,, and CaCl,
solutions with deviations of ca. 5% or less from the
experimental data of Marcus.”’ The ECS approach enables
accurate computation of free energies and VLE in large-scale
molecular simulations using simple non-polarizable force fields,
without compromising the predictive ability for thermody-
namic and transport properties of the liquid phase. This
method is transferable and can also be used for other non-
polarizable water and ion force fields. An interesting future
direction would be to investigate if the same approach can be
used to accurately compute free energy differences between
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water (combined with salts) and ice, because these have a
profound impact on computed nucleation rates of ice.
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