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Abstract

A methodology to account for non-electrostatic interactions in Quantum Mechani-
cal (QM)/Molecular Mechanics(MM) approaches is developed. Formulations for Pauli
repulsion and dispersion energy, explicitly depending on the QM density are derived.
Such expressions are based on the definition of an auxiliary density on the MM portion
and the Tkatchenko-Scheffler (T'S) approach, respectively. The developed method is
general enough to be applied to any QM /MM method and partition, provided an accu-
rate tuning of a small number of parameters is obtained. The coupling of the method
with both non-polarizable and the fully polarizable QM /Fluctuating Charges(FQ) ap-
proaches is reported and applied. A suitable parametrization for the aqueous solution,
so that its most representative features are well reproduced, is outlined. Then, the
obtained parametrization and method are applied to calculate the non-electrostatic

(repulsion and dispersion) interaction energy of nicotine in aqueous solution.



1 Introduction

Multiscale computational approaches rooted in the so-called hybrid quantum mechanics
(QM) molecular mechanics (MM) methods (QM/MM)!® have nowadays been amply and
successfully applied to a variety of chemical systems and their physico-chemical proper-
ties.10°20

The idea behind those approaches is to treat accurately, by QM methods, a small but critical
part of the overall system, while resorting to much cheaper and less accurate MM methods
for the remaining portion of the whole system. Such a partition is sometimes naturally
applicable (such as in solvation phenomena and non-covalent interactions), however in some
cases (i.e. covalently bound systems) the QM and MM portions are more difficult to define.
In any case, a specific choice of the QM /MM partition introduces some assumptions on the
system, which in the worst cases can negatively affect the quality of the final computed
results. The quality of the results which can be obtained with QM/MM models do not
only depend on the definition of the two moieties, but also (and crucially) on the approach
exploited to model the interaction between the two portions.®?

Different choices are possible in this context, however the model for the QM /MM coupling
must be capable of treating both bonded and non-bonded interactions (electrostatic and non-
electrostatic). The way of treating the electrostatic interaction is generally a key element
of any QM /MM approach, largely affecting the quality of the computed results.?*2* Two
groups of methods exist, the so called mechanical embedding schemes and the electrostatic
embedding methods.? The latter may o may not include mutual polarization effects between
the QM and MM portions: in the first case, a set of atomic-centered partial point charges
are used for calculating the electrostatic interaction at the MM level, which also enters in
definition of the effective QM Hamiltonian. Polarization effects can be included by using
either Fluctuating Charges (FQ),2%?" distributed multipoles,?*3° induced dipoles,?*33% or
3

Drude oscillators.?

Limiting QM /MM interactions to electrostatic-only terms may yield an unphysical descrip-



tion of the systems. Non electrostatic interactions,® also called London interactions, play a
crucial role in many chemical processes. For instance, most of DNA and RNA functionalities,
as well as the adsorption of a molecule on a surface are regulated by repulsion/dispersion
interactions. Moreover, these interactions can also play an important role in solvation phe-
nomena.

Although their paramount importance, in most QM/MM approaches non-electrostatic in-
teractions between the QM and MM moieties are only retained at the MM level and treated
by means of Lennard-Jones or similar parametrized analytical functions.?>

This approach, if computationally inexpensive, introduces a rough approximation in the
computational modeling. In fact, non-electrostatic interactions are primarily due to the
Pauli repulsion principle, which cannot be postulated in a classical framework, and to long-
range electron correlation effects, which are again not defined in the classical realm. In
purely QM approaches, such interactions are modeled by resorting to correlated expensive
QM methods, such as coupled cluster with single, double, and perturbative triple excitations
- CCSD(T) coupled to large atomic basis sets in order to reduce the Basis Set Superposition
Error (BSSE).36:37

The formulation of QM/MM approaches able to account for QM effects affecting disper-
sion/repulsion interactions between the QM and MM portions has received so far only little
attention in the literature. To the best of our knowledge, the only approach which has been
proposed is the so-called Effective Fragment Potential (EFP) method.?%28:29:38-40 Tn this ap-
proach, empirical force-fields are not exploited, but the force-field (FF) for the ”MM?” portion
is obtained from electronic structure calculations of the single fragments. In this way, the FF
is defined in terms of point charges, multipoles, static and dynamic polarizabilities, localized
molecular orbitals and related QM quantities.

Due to the nature of the EFP method, the inclusion of dispersion and Pauli repulsion terms
can be formulated in terms of QM quantities calculated for the fragments. Therefore, such

an approach cannot be straightforwardly extended to generic QM /MM methods based on



empirical potentials.

The account for QM-based non-electrostatic interactions (explicitly depending on the QM
density) in QM /MM calculations will permit not only a more reliable description of the
interaction between the QM and the MM moieties, but also to include them in the QM
Hamiltonian and to propagate such terms also to molecular properties and spectra. The
common approaches, based on Lennard-Jones and similar potentials, which do not bear any
explicit dependence on QM quantities, do not give any contribution to the QM Hamiltonian;
therefore they only result in a correction to the QM /MM energy. As it will be detailed in
the following sections, the development of a model with the aforementioned features is the
goal of this paper.

Notice that we do not aim to propose a way of decomposing the intermolecular energy terms.
Such kind of calculations can be performed by exploiting other approaches, for instance
the general effective fragment potential (EFP2)?° or the Symmetry Adapted Perturbation
Theory (SAPT)*142 approach.

The manuscript is organized as follows: first, a general formulation of Pauli repulsion and
dispersion energy in a QM/MM framework is presented. The formulation that is reported
is based on the definition of an auxiliary density on the MM portion and the Tkatchenko-
Scheffler (TS) approach®¢ for the repulsion and dispersion terms, respectively. Next, the
inclusion of such terms in the QM /MM Hamiltonian is derived, with specific emphasis in the
coupling with the polarizable QM /MM approach which is developed in our group. !3:24:27:47-49
The derived repulsion/dispersion terms depend on some parameters. A parametrization to
treat aqueous solution is then proposed, which allows the application of the methodology
to treat non-electrostatic interaction energies of solvated systems. To this end, aqueous
solutions of (L)-Methyl Lactate (MLAT) and (R)-Methyloxirane (MOXY) are considered, as
well as the more complicated case of Nicotine in aqueous solution, where the focus is on the
influence of non electrostatic interactions on conformational populations and on the electric

dipole. Summary, conclusions and future perspectives end the presentation.



2 Theory

The total energy of a system composed by two interacting moieties A and B can be expressed

as: 9051

Eap = Eqj + By + BiE + Eify + Bl (1)

where, E9% arises from electrostatic interactions and E%’ is the polarization contribution.

ER is the so-called penetration term, E%% is the exchange contribution and E4% arises
from dispersion interactions. In the context of QM /MM approaches, A can represent the
QM portion of the system, while B the MM one. E9Y% and Efﬁé are the energy terms
considered within electrostatic embedding schemes and in particular in polarizable QM /MM

approaches 1,8,23,27,31-33

2.1 Pauli Repulsion Energy

The Pauli Repulsion energy, E'%, also known as Exchange-Repulsion energy, is formally the

sum between the Penetration (E%3) and the Exchange (ES%) contributions in Eq. 1 above.
The penetration term is considered to be twice the exchange term in the van der Waals

region, thus giving rise to the following expression:®!52

e 1 [dridr
B\ = —/ L2 5 a(r1,T2)pp(re, 1) (2)
2 T12

where p, is the density matrix of the A or B moieties, placed at distance 5.

The extension of Eq. 2 to QM/MM partitions, is obstructed by the the difficulty to define
the density matrix pp of the classical region B (no electrons are present in this region).
In the following derivation we will work out an approximate expression for Pauli repulsion in

the framework of the so-called focused models,®® namely models in which the main compo-



nent, that essentially bearing the property, is described at a higher level than the remainder,
which plays a complementary, but not negligible role. Within such an approach, terms re-

lated to two fragments of the MM portion are not considered.

The starting point for the derivation of the equations is the formulation of quantum repulsion
effects for the Polarizable Continuum Model.??%456 In particular, each fictitious valence
electron pair of the MM molecules is localized in bond and lone pair (if they are present)
regions and represented by an s-gaussian-type function. Due to the different physical nature
of the two (bond or lone pair) regions, the two are discerned by using two different sets of

parameters, so that the expression for pp becomes:®?

PMM I, I‘2 252 —Br(r1—-R)? —BR(I‘z—R)2 (3)

where, R collects the centers of the gaussian functions used to represents the fictitious MM
electrons. The § and &£ parameters are generally different for lone-pairs or bond-pairs: their
values are adjusted to the specific kind of environment (MM portion) to be modeled (vide

infra). By substituting Eq. 3 in Eq. 2, the QM /MM repulsion energy reads:

re; dI’l dI'2 _ o R)2 3 R
EQI\I;I/MM Z/ - pom(re, r2) [612;{6 Ar(ri—-R)* ,—Br(r2—R) ()
R

In this formalism, the QM /MM Pauli Repulsion energy is calculated as a two-electron in-
tegral. Interestingly, this differs from the formulation of the same quantity in the PCM

model, *?

where this term is a pure one-electron term.

Eq. 4 holds for every kind of MM environment, independent from its nature, i.e. the
formalism not only holds for solvents, but can be extended to other substrates (proteins,
surfaces) surrounding the QM core region. The specification for the different external en-

vironments is simply done by defining the number of different electron-pair types and the

relative § and & parameters in Eq. 3. Also, due to its simplicity, this formalism is retained



also in case of polarizable QM /MM approaches, such as our polarizable QM /Fluctuating
Charge(FQ) approach® (vide infra), by only refining the parameters if necessary. To end
the discussion, it is worth noticing that in the present work pypy will only defined in terms of
spherical gaussian-type functions. Extension to p/d-type functions is possible, and mainly
implies the definition of additional parameters in Eq. 3. Such an extension (and the related

parametrization work) will be the topic of future communications.

2.1.1 Practical Formulation of Egll\?/[/MM

As pointed out above, Eq. 4 requires the calculation of a two-electron integral. Such an
integral is formally similar to the exchange integral (with opposite sign), where one of the
densities in Eq. 2 has been replaced with an explicit function of r; and ry. A similar
approach is sometimes used within the framework of Density Functional Theory (DFT), in
the development of Hybrid Density Functionals with a non-local contribution to the energy.
Similar to the definition of exchange term, in DFT an exchange-repulsion energy density can

be defined:®”

1
£"°P(ry) = 5 /du pou(ri, 1+ U)jMM(rl, r; +u) )

where u = ra —r; has been introduced (u is its module). In this formalism, pyny acts as

”semi-local density” in the DFT framework.®” 395961 By inserting pyv in Eq. 5, we obtain:

1
grep(rl) _ - /du pQM(rl;rl + u) (Z fae—ﬁRr1—R|26—,3R|r1+u—R2> (6)

2
R
By exploiting the standard approach of expanding noninteracting reference system’s Kohn-

Sham orbitals in a finite basis set of real, nonorthogonal, Gaussian-type atomic orbitals {x,},

the non-local one-particle density becomes:

poum (T, 1+ 1) Z X (T1) Xy (T1 + 1) (7)



where P, is the p, v element of the density matrix P. By substituting Eq. 7 into Eq. 6,

and symmetrizing, to recover the notation of Rung 3.5 functionals, €"P(r;) becomes:

() = 5 3 P {W“)Av@ﬂ ' Au<r1>xy<r1>] N

where, similarly to what is done in the context of the definition of the so-called ”hybrid Rung

3.5 density functionals” 1"%* the A, function is introduced:

Au(er) = [ du ol (ERJ 5§e—ﬁR'f1-RQe—ﬁR'W—R“) 9)
Eq. 9 has the form of an electrostatic potential integral, yielding the potential at point rq
due to the product of a basis function centered at R, and the sum of the Gaussian functions
representing pyv, centered at R. Such an integral can be calculated analytically, for instance
by specifying the Obara-Saika algorithm% 7 to the evaluation of Eq. 9. The details on the
formulation and implementation of this algorithm in the context of the present work are
given as Supporting Information (SI) (Section S1). Notice however, that a straightforward
adaption of the current implementations of Rung 3.5 density functionals®%* to the evalu-
ation of Eq. 9 is impossible. In addition, the definition of pyny (Eq. 3) does not allow the
use of the auxiliary basis sets exploited in Rung 3.5 functionals, because the gaussian func-
tions which we are using (Eq. 3) are centered in the MM grid. Since they are by definition

68

non-symmetric functions, the Miintz theorem® can not be applied to our case.

By re-writing Eq. 9 as a function of rj:

e_BR‘r2_R‘2

AM<I-1) — Zgae—ﬁR‘m—RF /dr2 Xﬂ<r2) (10)
R

[ty — 14|

the exchange-repulsion energy, Egl\’j[ /v can be calculated by numerical integration of the

energy density in Eq. 8:



QM/MM — 9

Frep %%:PMV/drl {XM(I'l)AV(rl)+Au(r1)Xu(r1>} (11)

and the matrix element of the Pauli-Repulsion potential, to be added to the QM Fock matrix,

reads:

Frep _ dr H 2
g l)P[Ll/ 2 / ! |: (1 )

It is worth remarking that the resorting to the DFT formalisms allows to transform the two-
electron integral in Eq. 4 into a one-electron integral, which can be evaluated by integration
over grid points defined in the DFT formalism.

Also, Eq. 11 depends explicitly both on P,, and the atomic basis {x,}. This introduces
an explicit contribution to the QM Hamiltonian, which propagates to the calculation of
molecular properties and spectra, through the definition of suitable analytical procedures.

Such an extension will be the topic of further investigations.

2.2 Quantum Dispersion Energy

The exact quantum-mechanical definition of the dispersion interaction originally proposed by
McWeeny, results in a computational expensive approach, depending on transition densities
of the QM portion.®»% A popular remedy to this issue, widely used in the case of dispersion

43,44,70-81

corrected density functionals, consists of adding a pairwise interatomic CgR~% term

to the DFT energy:
A 1
B = 5™ Faamp(Ras, R, RY)Conn R (13)
A,B

where, R4p is the distance between atoms (portions) A and B, Cgap is the corresponding
Cs coefficient, R and RY% are the van der Waals (vdW) radii. The R % singularity at small

distances is eliminated by the short-range damping function fyumy(Rag, RS, R%).



Among the several corrections proposed in the literature, we found the approach by Tkatchenko
and Scheffler (TS) the most suitable for our purposes, due to its mathematical formulation
and its performances.*® Starting from the Casimir-Polder equation and the Padé series, the
Ceap coefficients are defined by only using homonuclear parameters, i.e. Cgaa, Copp, 0494,

a9 (the latter being static polarizabilities of the A and B moieties):

CGAB = — 26’GAAC’6BB

OCBC 06(1)40
0 G644 + S0 Cenn
A B

(14)
Similarly to repulsion, also for dispersion terms only the interaction between QM (A) and
MM (B) atoms will be considered. The TS model resorts to an Atom in Molecules®? approach

and adopts the Hirshfeld®? partition of the density to define effective homonuclear coefficients

Cell of the A atom in the molecule:

ff vt i / 2 ~f
Coaa = Viree Csan = MaCiaa (15)
A

where (ij ! ) is the effective volume of the A atom in the molecule, (V,/7¢¢) is the free volume

of the same atom, and C/7% are the free homonuclear coefficients CJ7%. 14 can be written
in terms of the electron density of the system by employing the Hirshfeld partitioning of the

density:®3
 [dr Pl

S P "
wa(r) = P () (17)

>, ()
where, w,(r) is the Hirshfeld atomic partitioning weight for the atom A, r is the distance
from the nucleus , p(r) is the total electron density, p/“(r) is the electron density of the

free atom A, and the summation runs over all atoms J in the system.

10



By following this approach, the QM /MM dispersion energy, Egﬁ/[/MM’ becomes:

Cfreecfeff
SRy (18)

15 1
Edvimnm = 3 Z Z faamp(Rap, Ry, Rp)

o0
op 2 free % eff
AeQM BeEMM 0 CA C

6BB

The CS4, are the effective homonuclear coefficients of the B (MM) atoms. Due to the
difficulty to express them through Eq. 15, in this work their values are parametrized in
an atom-type fashion with respect to QM calculations based on the Hirshfeld partitioning

proposed in T'S. 8485

o’ and a% are parametrized with respect to high-level QM calculations
(vide infra).
faamp(Rap, B%, R%) in Eq. 18 is a Fermi-type damping function, which is specified by fol-

lowing the standard approaches exploited to define dispersion corrected density function-

als: 43,7081
1
faamp(Rap, Ry, Rp) = (19)
1+ exp [—d <%Br — 1)}
SRitAB
where, R = RY + R%, and d, sg are free parameters (see Section 5.1).
The dispersion contribution to the QM /MM Fock matrix is:
, OFq4s Op 1 0p 0CsaB
Fls = =—c amp(R RS 20
pv 8p aPMV 2 8PM,/ Z Z fd p AB) a AB ( )

AeQM BeMM

By considering that the free atomic related quantities are independent of the density matrix,
and that the same obviously applies to MM-related quantities, the terms in Eq. 20 can be

written as follows:

dCL, _ CGBB aCH, (21)

0 af 2.0
' (ﬁ%ﬁ+ﬁ%w) '

8Oeff ree a

;;A Ciaa2n AaL: (22)
IMna _ o = Jdr rPwa(r)xu(r) X (r)
op [ dr 3plre(r)

(23)

11



where the ef f superscript in the Cgpp term is omitted for the sake of readability of the
equations. In Eq. 23 the term due to the partial derivative of the density with respect the
density matrix is accounted for. By recollecting all the terms in of the above equations, the

quantum dispersion contribution to the Fock matrix becomes:

0
2 a_éq CGQBB ngxejQUA

dzs = -3 Z Z fdamp RAB

i el 214
2 feM periv ( BCeiy + ;ﬁ%BB)

Similarly to the Pauli repulsion term, Eq. 24 introduces an explicit contribution to the QM
Hamiltonian, which propagates to the calculation of molecular properties and spectra, which

will be considered in future communications.

3 Coupling dispersion/repulsion to non-polarizable
QM /MM approaches

In electrostatic embedding QM /MM models the MM atoms are endowed with fixed atomic
charges, that produce an electric field which polarizes the electron density. The electrostatic
embedding introduces a new term in the molecular Hamiltonian, that is, the interaction

between the potential generated by the MM charges and the electron density:

Frele - PQM )4;

Honyvm = Z /R3 r— 1] dr (25)
In Eq. 25 the summation runs over the 5 MM charges. Notice how the MM charges, that are
parameters of the employed force field, are a fundamental quantity: their quality is crucial
as they provide a representation, albeit crude, of the electron density of the environment.

Quantum Pauli repulsion and quantum dispersion act as additive contributions to Eq. 25:

12



Honnan = He s + Hon i + HE v =

Nuvm

Z/ PQM q]d—i—
R3 |r—rj|

dry d
_Z/ - r2pQM (r1,12) | e IR, omirlra R (26)

IS Y fumRan B Ry A s gy o)
9 damp\L{VAB, 1l g, O‘B O‘A C'eff AB

free
AEQM BeMM a0 ma CA 6BB

By expanding pqu in a finite basis set {x,} and taking the derivative with respect to the

density matrix P,,, it is possible to define the contribution to the Fock matrix:

Xu(r1) Ay (r1) + Au(ra)x,(r1)
2

1
Fu =l +Guw®P)+ Vi g+ - /dr1 { +

5 5 S fuunnlRan) RS (28)

AEQM BEMM ( BC’eff + CGBB)

2 a_f? C2BB Cgﬁf%A

3.1 Coupling dispersion/repulsion to the polarizable QM /FQ model

In polarizable embedding QM /MM models, the mutual polarization of the MM and QM
portions is explicitly taken into account. The MM force field contains a response term,
which modifies the electrostatics as a reaction to the presence of the QM density. In a
symmetric fashion, a polarization term is included in the core’s Hamiltonian to represent
the interaction of the electronic density with the MM electrostatics. If the polarizability
of the MM region is introduced by means of induced point dipoles,3"3%% the electric field
produced by the QM density appears in the equations that determine the dipoles and the
dipoles appears in an interaction term in the Hamiltonian multiplied by a field operator. If

26,27,49,87,88

instead a fluctuating charge (FQ) description is adopted to make the force field

polarizable, the electrostatic potential produced by the QM density gives rise to a charge

13



flow in the MM region; the MM fluctuating charges in turn interact with the QM density.
Therefore, the expression for the interaction between the QM and MM portions is the same
as Eq. 25, but the charges are in this case calculated by solving the following response

equation: 4’

Dax = ~Cq — V(Pou) (20)

where D is the response matrix whose diagonal terms are the atomic electronegativities, q
is a vector containing the FQs and the Lagrangian multipliers, C is a vector containing the
atomic electronegativities and the constraints to ensure that each MM molecule has fixed
charge, and V(P) is the potential due to the QM density matrix P. The Pauli repulsion
and quantum dispersion terms developed in the previous pages can be added to the QM/FQ
Hamiltonian in the same fashion as in Eq. 27. The resulting expression is the same,

however the g; charges in Eq. 27 and Eq. 28 this time are the FQs calculated through Eq.

29 at each step of the SCF procedure.

4 Computational Details

The equations presented in the previous section were implemented in the Gaussian16 com-
putational package.® Notice that the current implementation of Eq. 9 is restricted to uncon-
tracted basis sets of s-, p- and cartesian d-type primitive gaussian functions. In all QM/FQ
and QM /non-polarizable MM calculations were performed by treating the QM portion at the
DFT level of theory, combined with selected Pople-type basis sets. The parameters to treat
the electrostatic component in FQ calculations were taken from Rick et al.?¢ The TIP3P%
force-field was exploited in non-polarizable MM calculations. All the classical Molecular Dy-

9194 with the same

namics (MD) simulations were performed by using the Gromacs package,
settings as previously reported by some of the present authors.'®% The Kitaura-Morokuma

Energy Decomposition Analysis (KM-EDA)%97 was performed by using the GAMESS pack-

14



age.”®9 Symmetry Adapted Perturbation Theory (SAPT)**? calculations were performed

by using Psi4 1.1.1%

5 Numerical Results

In this section the methodology explained in Sections 2-3 is applied to test cases. In partic-
ular, the model is first parametrized to treat the aqueous solution, so to reliably reproduce
some of the most relevant properties of bulk water. Then, the method is applied to the cal-

culation of the non-electrostatic interaction energy of molecular systems in aqueous solution.

5.1 Parametrization Strategy: Aqueous Solutions

The methodology stretched in the previous sections is general enough to be applied to differ-
ent polarizable and non-polarizable QM /MM approaches and to model any kind of external
environment, pending an appropriate parametrization of the quantities entering Eqs. 11, 12,
18 and 24. Such a parametrization is a crucial step towards the routinely application of the
method to real cases. The development of accurate parametrizations for various kinds of
environments is beyond the scope of this paper. Here, we will present the strategy that is
followed to parametrize the method coupled with our polarizable QM /MM model based on
FQs (QM/FQ), and specifically tailored to aqueous solutions. 132447101

In the specific case of water, Eq. 4 requires the definition and the numerical setting of 4
parameters: the exponents of the lone pairs and bond pairs Sr and the coefficients {g. In
fact, the use of the same parameters for bond and lone pairs would not been justified. Also,
the actual positions of the gaussian-type functions (Eq. 3) has to be set, and this introduces

a further degree of freedom in the parametrization procedure. In case of water, eq. 3 reads:

Nu,o 4

s RN g (e RV
pHQO(rer) = Z ZS?@ A ) Bi(r2—R;)? (30)

j=1 i=1

where j runs over the water molecules of the MM portion, while ¢ runs over the electron

15



pairs of a single water molecule. Two sets of indices 3; and &; are set, and again they differ
if a lone-pair or a bond-pair is considered. jo ) collects the points where the gaussian-
type functions are centered, which are chosen in analogy with what is done in the TIP4P
force field.'%? In particular, the jo ) centers are set as the charge centroids of the localized
molecular orbitals, as defined according to the Boys method!® (see Figure 1), which in the
present case were calculated at the B3LYP/6-311++G** level of theory (see Section S2 in
SI).

S

Figure 1: Calculated B3LYP/6-3114++G** Boys localized orbitals centroids (purple spheres)
for a single water molecule.

Notice that the way the pypy is constructed, permits to extend this approach to solvents/environments
other than water. Also, in the present work pypy is defined in terms of spherical gaussian-type
functions only.

By further substituting Eq. 30 in Eq. 2 we obtain:

] et dry dr @) (2
re 1 2 —B.(r J7)\2 r J
Efio =5 2o 2 [ 2 pqu(ra,ra) [ RO s (a1
j=1 i=1

In order to set the parameters entering Eq. 31, selected water clusters, chosen by following
Refs. 194105 (see Figure 2), were exploited. In particular, the reference full QM data for the
Pauli repulsion energy of such clusters were calculated by performing a full QM calculation on
each structure in Figure 2 at the Hartree-Fock (HF) level in combination with selected Pople-
type basis sets, also including diffuse functions (6-31G, 6-31+G*, 6-311G, 6-311+G*). Then,
the repulsion contribution to the energy was extracted by resorting to the KM-EDA, 97 by
104,105

following what has already been proposed in the literature.

Then, the Pauli Repulsion on the same water clusters was calculated with our method (Eq.

16



TR

Figure 2: Water clusters used for the parametrization of Egﬁ /1,00 See text.

31). This has been done by treating only one water molecule at the QM level (B3LYP
functional combined with the same selection of basis sets) and the other one (or two, in
case of the trimer in Figure 2) at the FQ level. For each dimer structure, we performed
two calculations, by exchanging the QM and FQ water molecules in order to average among
hydrogen bond donor and acceptor moieties. Three calculations were performed for the
trimer, by exchanging each time the QM molecule with one of the two F(Q molecules.

Eq. 31 depends on 4 parameters (the exponents and the coefficients of each gaussian func-
tion): their best values were defined by performing a least square roots fitting on full QM data
obtained with the KM-EDA approach, without setting any constraint on the parameters.
The best fitted values are reported in Section S2 in SI. Notice that such values give repulsion
energies not perfectly fitting the KM-EDA data (see Table S1 in SI); this is probably due to
the absence of the contributions due to p-type gaussian functions in the MM moiety. Such
functions can possibly be added by extending the formalism in a straightforward way, by
only making the computations more cumbersome.

Moving to quantum dispersion (Eq. 18), its expression depends on several parameters, which

were set according to the following scheme:

e qg are static atomic polarizabilities. They were calculated at the CCSD(T)/aug-cc-

pVTZ level of theory, or taken from the literature.!%® The used values are reported in

Table S2, in SI.

107,108

e The homonuclear CJ™ coefficients were taken from Chu and Dalgarno, and are

reported in Table S3 in SI.
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e The homunuclear C§/ coefficients of the MM atoms cannot be intuitively defined,
because they actually depend on the effective volume of a given atom in a molecule.
Since our target environment is water, the effective volumes of oxygen and hydrogen
atoms in a water molecule optimized at the B3LYP/6-3114++G** were calculated.
From these values, the Cgéé and and Cg;{;{ were calculated, being 14.8 Hartree-bohr®
and 2.8 Hartree-bohr%, respectively. Notice that these data are in agreement with those

proposed by TS.43

e The d coefficient of Eq. 19 was set to 20, according to the TS approach.*® An extensive
testing was however performed, showing that similar Eg4;, values are obtained for any

choice of d between 15 and 40.

e The van der Waals radii R? were set to the Bondi reference values. %

e As previously noticed in the literature,?3 the sy coefficient in Eq. 19 is actually the only
empirical parameter. sg was chosen in such a way Egs of a water dimer as a function
of the intermolecular distance O-O (calculated at the B3LYP-D3 level of theory) is
accurately reproduced. The si coefficient was therefore set to 0.92, which gives an
average error of about 5% in the region of hydrogen bonding (do_o 2.5-3.0 A) (see
below for more details). Notice that the calculated Egys at the equilibrium distance

110

between two neighbour water molecules (do_o = 2.9 A )19 is very close to the value

reported recently by Guidez and Gordon.!'*!

5.2 Dependence of E,., and E;;; on the water-water intermolecular

distance

In this section, the dependence of E,, and Eg;s on the water-water intermolecular distance
is studied. To this end, the water dimer depicted in Figure 3 has been exploited, and the dis-

tance d between the oxygen atoms has been taken as reference. Notice that this distance has
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been chosen as reference because it is generally reported in the experimental /computational

evaluation of radial distribution functions. 10

(oLl

an

Figure 3: Structure of the water dimer used to study the dependence of Eg, on the
water-water intermolecular distance.

In Figure 4, E,, is reported as a function of d. The plot was constructed by performing
80 calculations increasing the O-O distance from 2.54 A to 6.49 A by a step of 0.05 A. Erep
was calculated both with the QM/FQ and non-polarizable QM/MM/(TIP3P) methods, by
exploiting the B3LYP/6-314+G* level to treat the QM moiety. Also in this case, the QM
and MM moieties were interchanged, and the average values were taken. In Figure 4, these
data are compared with the repulsion energy obtained at the full QM level by means of the
KM-EDA approach.

An almost perfect superposition of QM/FQ and QM/MM results is observed. For d <
3.5 A, for which E,, is large, the QM/FQ method shows an average percentage deviation
from the full QM KM-EDA of around 10%, similarly to the non-polarizable QM/TIP3P
approach. Notice that the QM/FQ results are in very good agreement with KM-EDA results
in the region around d = 3 A. This is not unexpected, because the water-water structures
that were exploited to perform the parametrization of this contribution (see Figure 2) were
characterized by a similar intermolecular distance (2.04 A).

The inset in Figure 4 shows in more detail the difference between the calculated QM/FQ
and KM-EDA values in the region between 2.5 and 4 A, the two curves obtained for the
QM water molecule acting as H-bond donor and acceptor are given. We notice that E,, is

larger when the QM water molecule acts as H-bond acceptor. This is due to the fact that the
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Figure 4: Plot of E,, as a function of the O-O intermolecular distance in the water dimer
depicted in Figure 3. QM/FQ and non polarizable QM/MM(TIP3P) values (B3LYP/6-
31+G* for the QM moiety) are compared to KM-EDA (HF/6-314+G*) calculations. The
inset shows E,., calculated values with the QM /FQ approach, in case the QM water molecule
acts as H-bond donor or acceptor.
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Gaussian function in eq. 30 on the MM O-H water bond is larger than that related to the
fictitious MM oxygen atom lone pair (i.e. the exponent of the function placed in the middle
of the O-H distance is smaller than the exponent of the function placed at the position of the
fictitious O lone pair). Therefore, the overlap between the Gaussian functions and the QM
density is larger when the MM water molecule acts as H-bond acceptor, and this corresponds
to a greater value of E,,. The inset in Figure 4 also shows that the KM-EDA values lie
almost always in between the two QM/FQ curves. This supports the averaging of the two
values in the parametrization procedure (see the previous section). At small intermolecular
distances the repulsion contribution is underestimated. This is probably related again to the
absence of p-type Gaussian functions on the MM moiety, which would guarantee a greater
overlap of the QM and MM densities.

Let us pass to discuss the dependence of the Ey;; as a function of the intermolecular O-O
distance. The data are plotted in Figure 5, which also reports the curve obtained with the
B3LYP-D3 functional.®!

Notice that also in this case the QM and MM moieties were interchanged (see inset in Figure
5). Different from E,.,, Egs is larger (in absolute value) when the QM water molecule acts
as H-bond donor. This can be explained by considering the values obtained for the effective
C7 coefficients for the MM molecule (see previous section). In fact, when the QM molecule
acts as H-bond donor, the oxygen atom of the MM water molecule is close to the QM
portion:because C’gé{) is greater than Cglf{fH (14.8 vs. 2.8 Hartree-bohr®), Ey;, increases.
The behaviour of the total quantum non-electrostatic interaction energy Egpe, i.e. the
sum of E,., and Eg,, as a function of d is plotted in Figure 6, which also reports the
SAPT2+43(CCD)/aug-cc-pVDZ curve. Also in this case the QM and MM moieties were
interchanged (see inset in Figure 6). Comparison of Figure 5 and Figure 4 shows that the
repulsion term is generally larger than the dispersion contribution: this clearly emerges from
the trend reported in Figure 6, which closely resembles Figure 4. It is also worth pointing

out that QM/FQ and non-polarizable QM/TIP3P give similar E(),,; values. This is a further
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Figure 5: QM/FQ and non polarizable QM /TIP3P (B3LYP/6-314+G* for the QM moieties)
quantum dispersion energy, Eg,, of the water dimer in Figure 3 as a function of the O-
O distance. B3LYP-D3/6-31+G* data are also reported. The inset shows Eg; calculated
values with the QM /FQ approach, in case the QM water molecule acts as H-bond donor or
acceptor.
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evidence of the stability of our parametrization, which gives similar results as changing the

force field used to represent the MM portion.
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Figure 6: QM/FQ and non polarizable QM/TIP3P (B3LYP/6-314+G* for the QM moieties)
quantum non electrostatic interaction energy, Eqgy.;, of the water dimer in Figure 3 as a func-
tion of the O-O distance. SAPT2+3(CCD)/aug-cc-pVDZ data are also reported. The inset
shows Eg,e calculated values with the QM/FQ approach, in case the QM water molecule
acts as H-bond donor or acceptor.

To end this discussion, the total interaction energy as a function of d is plotted in Figure
7 and compared with CCSD(T)/aug-cc-pVTZ data (counterpoise corrections are included).
The differences in the two curves can be attributed to the electrostatic contributions and the
lack in our model of charge transfer effects and multipole terms. The equilibrium distance is
a bit shifted in our model (3.14 A vs. 2.99 A), but the interaction energy at the equilibrium
distance is accurately reproduced with an error of only 7% with respect to the CCSD(T)

data and comparable with similar data reported in the literature. 1113
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Figure 7:  QM/FQ (B3LYP/6-314+G* for the QM moieties) and CCSD(T)/aug-cc-pVDZ
total interaction energy for the water dimer in Figure 3 as a function of the O-O distance.

5.3 Testing on water dimers

In order to test the quality of the parametrization presented in the previous sections, the
methodology was applied to ten water dimer structures, taken from Kratz and coworkers
(see Figure 8).114

All the calculations were performed with both the QM/FQ and QM/MM/(TIP3P) methods,
coupled with the B3LYP/6-31+G* level for the QM moiety. Again, each time the QM
and MM portions were exchanged, and the two values averaged to get the final results (see
previous section). E,., values were compared to KM-EDA data (see Figure 9 and Table 1).
QM/FQ and QM/TIP3P values are very similar, although the parametrization has been
performed only with the QM/FQ method, thus confirming once again the stability of our
approach. The largest deviation from KM-EDA results is given by structures 4-6, which
show the smallest oxygen-oxygen distance, probably due to the absence of p-type gaussian

functions placed at lone pair positions.

The A values in Table 1, i.e. the half-difference of the two calculations performed by ex-
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Figure 8: Selected water dimer structures, taken from Kratz et al. !
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Figure 9: Calculated QM/FQ and QM/TIP3P (B3LYP/6-31+G*) E,, values for the water
dimer structures in Figure 8. KM-EDA (HF/6-314-G*) data are also reported for comparison.
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Table 1: Calculated E,., (1073 Hartree) for the ten water dimers. A shows the deviation
obtained by exchanging the QM and MM moieties. The percentage error from the KM-EDA
values is also reported.

KM-EDA QM/FQ A Err.% QM/TIP3P A Er%

1 11.245 10.831 1.517  3.68 11.013 0.550  2.06
2 9.284 9.138 1.203 1.57 9.334 0.320 0.54
3 8.856 8.687 1.154 1.91 8.897 0.285  0.46
4 7.892 9.167 - 16.16 9.118 - 1554
5 6.600 8.185 0.003 24.02 8.139 0.001  23.32
6 6.046 7.769 - 2851 7.756 - 28.28
7 4.858 5.174 0.039  6.51 5.100 0.516  4.99
8 1.255 1.478 - 1775 1.391 - 10.81
9 5.556 6.161 1.506 10.89 6.164 1.159 10.94
10 2.727 3.168 0.738 16.17 3.162 0.533 15.95

Average Error 12.72 11.29

changing the QM and MM moieties, are larger for structures characterized by a strong H-O
intermolecular interaction. Furthermore, except for structure 7, the QM/FQ A values are
greater than the corresponding QM /MM ones. This difference is linked to the different phys-
ical description of the MM portion in the polarizable and non-polarizable models. In fact,
the polarizable QM /FQ approach emphasizes the H-bond acceptor or donor characters of
the MM molecule, thus resulting in a different interaction with the QM densities.

The total calculated quantum non-electrostatic contribution (Egpe,i-e. the sum of the Pauli
repulsion and quantum dispersion) is reported in Table 2. Only QM/FQ data are shown,
due to the similarity of the calculated results by exploiting the QM/FQ and QM /TIP3P
approaches. According to what is expected for aqueous solutions, which are dominated by
electrostatic interaction, Egy,; is always smaller than the electrostatic term (Epg). However,
the London contribution is not negligible, being as large as 35% of the total interaction
energy.

A closer look at Table 2 shows that E¢,,; is generally dominated by the Pauli repulsion inter-
action, which is always larger than Eg;s. This behavior confirms the results reported above,

where the dependence of such contributions on the intermolecular distance was outlined.
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Table 2: E,p, Egis, Egner, €lectrostatic energies (Epgs) and total interaction energies, Eqy,
for the ten water dimers. The values in parentheses give the percentage of the corresponding
contribution with respect to E;y. All energy values are given in 10~2 Hartree.

Erep Edis EQnel EFQ Etot
1 10.831 -1.123 9.708 (34%) -18.483 (66%) -8.775
2 0138 -1.005 8.133 (33%) -16.823 (67%) -8.690
3 8.687 -0.977 T7.710 (31%) -17.014 (69%) -9.304
4 9167 -1.005 8.162 (35%) -15.190 (65%) -7.028
5 8185 -0.988 7.197 (33%) -14.516 (67%) -7.319
6  T7.760 -0.986 6.783 (31%) -14.852 (69%) -8.069
7 5174 -1.687 3.487 (24%) -11.068 (76%) -7.581
8 1478 -1.046 0.432 (12%) -3.169 (88%) -2.737
9 6161 -1.174 4.987 (29%) -12.498 (71%) -7.511
10 3.168 -1.119 2.049 (18%) -9.409 (82%) -7.360

Furthermore, the two terms are very similar for some structures, such as 8 and 10, thus

demonstrating that the inclusion of both terms is compulsory to get a reliable description of

EQnel .

To end the discussion on these water dimers, in Table 3 the total Quantum non electrostatic

calculated by our approach is compared with SAPT2+4-3(CCD)/aug-cc-pVDZ values.

Table 3:

Egner for the ten water dimers calculated by using our model and the

SAPT2+3(CCD)/aug-cc-pVDZ. The values in parentheses give the percentage of the corre-
sponding contribution with respect to the last column. All energy values are given in 1073

Hartree.

Egna (QM/FQ

EQne(SAPT)

= O 00 1 O U = W N =

)
9.708 (1 %)
8.133 (3 %)
7.710 (3 %)
8.162 (19%)
7.197 (35%)
6.783 (44%)
3.487 (20%)
0.432 (50%)
4.987 (6 %)
2.049 (2 %)

9.814
7.882
7.451
6.863
5.348
4.707
4.381
0.866
4.693
2.000

As already pointed out, the largest deviation from SAPT values is given by structures 4-6,
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which show the smallest oxygen-oxygen distance. Notice that the largest error is shown by
dimer 8, for which, however, Eg,; is very small and the deviation in absolute value is even
smaller than for the other structures.

To further testing the quality of our approach, the model is applied to the water dimer in

Figure 10, previously studied by Guidez and Gordon!'!' by exploiting the EFP2(FEs + Er)

> @

Figure 10: Structure of the water dimer optimized at the MP2/aug-cc-pVDZ level of the-
ory ' previously studied by Guidez and Gordon.!*!

model.

In table 4, the three terms entering in the definition of the interaction energy are reported as
calculated by our model, the EFP2(Eg + E;) and the Energy Decomposition Analysis per-
formed at CCSD(T)/aug-cc-pVQZ level of theory, with the further inclusion of counterpoise

corrections.

Table 4: Electrostatic, exchange-Repulsion, dispersion and total interaction energy for the
water dimer depicted in Figure 10 calculated by using our model, EFP2(Eg+ F7)!! and En-
ergy Decomposition Analysis EDA (CCSD(T)/aug-cc-pVQZ//MP2/aug-cc-pVQZ).'? The
values in parentheses give percentages with respect to the values in the last column. All
energy values are given in kcal /mol.

@; for EFP2 and EDA the electrostatic term is the sum of Coulomb and polarization contri-
butions.

level of theory QM/FQ EPF2(Es + E;)'''  EDA!?
Electrostatic® -11.01 (2 %) -9.32 (14%)  -10.79
Exchange repulsion 6.57 (8 %) 5.59 (22%) 7.16
Dispersion -0.70 (47%) -0.51 (62%) -1.33
Charge Transfer N/A -0.47 N/A
Total interaction energy  -5.15(4 %) -4.71 (5% ) -4.95

In the QM/FQ approach, electrostatic and polarization contribution cannot be separated,

as previously reported by some of the present authors.*” Therefore a single term is reported
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in Table 4. The largest deviation with respect to the EDA is shown by the dispersion
term. However, as pointed out by Guidez and Gordon,!'! EDA overestimates the dispersion
interaction due to the fact that it is computed as the difference between CCSD(T) and HF
interaction energies. Overall, the agreement between our data and EDA is satisfactory, being
the errors for the single terms generally small and the total interaction energy similar to the

EDA value.

5.4 Dependence of E,., and E;;; on the QM description

In this section, the dependence of calculated E,., and Eg;s values on the level used to model
the QM moiety is studied. To this end, the water dimer depicted in Figure 3 with d =
2.64 A is exploited. Eight different DFT functionals were selected, by following the recent

116,117

literature, ranging from pure (B97D!'#19) {0 different classes of hybrid functionals

(B3LYP, 20 B3PW91,!2! M062X,'?? PBE0,'* SOGGA11-X1?%)  also including long-range
(CAM-B3LYP'?®) and dispersion corrections (wB97xD'®). Each functional was coupled
to several Pople-type basis sets (see Figure 11 and Figure 12), in order to separate the
contribution arising from polarization and diffuse functions.

Figure 11 reports schematically the trends obtained by computing E,., with the different
DFT functionals and the different basis sets. Numerical values are given in Table S4 in
the SI. All DFT functionals predict very similar E,., values as varying the basis set, with
CAM-B3LYP always showing the highest values for a given basis set (on average, the CAM-
B3LYP values are about 2% higher than the average value of the other functionals). This
is not surprising, if the tendency of the CAM-B3LYP of spreading out the QM density is
considered. Thus, the overlap between the QM density and the MM one is enlarged, resulting
in an increase of E,,.

The reported dependence on the choice of the basis set is also not surprising. In fact, the
addition of functions on the hydrogen atoms (e.g. from 6-31G to 6-311G) increases the

QM-MM overlap, and E,., increases of about 6% on average. Such an increase is reduced
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when diffuse functions are included. The effect of polarization functions is usually negligible,
however the addition of such functions generally results in the decreasing of E,.,, especially
moving from single to double polarization functions. The addition of diffuse functions causes

instead an increase of E,,, due to an enlarged overlap between the QM and MM densities.
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Figure 11: Dependence of E,., on the basis set and DFT functional for the water dimer
depicted in Figure 3.

Figure 12 reports the same analysis applied to Egs (raw data are given in Table S5 in the
ST).

The results reported in Figure 12 show some general trends, that are very similar to what
already observed for E,.,. Firstly, CAM-B3LYP predicts the highest Eg;, and again this is
probably due to the peculiarities of this functional. The observed trend as varying the basis
set is similar to what has already been commented for E,.,. In fact, the addition of functions
on hydrogen atoms increases Eg;, of about 8%, and this increment is reduced when diffuse
functions are considered. Once again, the effect of polarization functions is negligible, and
finally results in the decreasing of Egy,, especially when double polarization functions are
included. An opposite effect is observed when diffuse functions are added: an increase of

Egis is noticed, due to larger effective volumes of QM atoms and C’gf I coefficients (see Eq.
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Figure 12: Dependence of Eg;; on the basis set and DFT functional for the water dimer
depicted in Figure 3.

The global effect of the choice of the DFT functional and basis set on Eqye is reported in
Figure S3 in the SI (raw data are given in Table S6 in the SI). To end this discussion, it
is worth pointing out that the results of the model here proposed are very stable as the
functional and basis set vary. Furthermore, stable values of E,., and Eg;s are obtained by
adding diffuse functions, so that their inclusion appears mandatory. For this reason, in the
following section the 6-31+G* basis set, which adequately reproduces the total Eqy., is

exploited.

6 Molecular Systems in aqueous solution described with
the QM /FQ approach

We have shown in the previous section that our model permits a correct reproduction of
the properties of the aqueous solution. In this section we will focus on the calculation of

the non-electrostatic contribution to the energetic properties of molecular systems in bulk
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aqueous solution, as modeled with the QM /FQ approach. We first notice that only the
closest FQ solvent molecules will reasonably give a not negligible contribution to the solute-
solvent interaction energy, due to the short-range character of E,., and Eg;,. This feature
can help at reducing the computational cost of the calculation. In fact, suitable thresholds
can be set. For quantum dispersion (Eq. 18) a cut-off is set, so that this term vanishes at
intermolecular distances larger than 10 A. Notice however that the further consideration of
larger solvent shells would not increase much the computational demand.

On the contrary, the computational cost of the quantum repulsion term (Eq. 4) strongly
depends on the number of water molecules around the solute, because each of them bears
the gaussian functions used to represent pyp; increasing the number of gaussian functions,
makes the calculation of the the two-electron integral in Eq. 4 more and more cumbersome.
Thus, the setting of a threshold appears beneficial.

To this end, only those FQ water molecules having a geometric center closer to at least a
QM atom than a given geometric parameter R are included in the calculation of E,,. In the
practice, this requires to build up a cavity made of the union of identical spheres centered
on each QM atom: only the MM molecules lying inside this cavity are considered in the
evaluation of E,.,. Notice that in the present implementation the same radius R is used for
different QM atom types: this may be possibly refined.

In order to validate this approach and to set a reasonable value of R, we took as test cases
two random snapshots taken from a MD simulation of (L)-Methyl Lactate (MLAT) and
(R)-Methyloxirane (MOXY) in aqueous solution. MOXY is a small rigid almost spherical
molecule, whereas MLAT develops in the plane of the sp? carbon atom. On such snapshots,
E,., was calculated as a function of R by using the B3LYP/6-31+G* level to treat the QM
solute. The results of such calculations are reported in Figure 13 for the resulting systems
depicted in Figure 14 and 15. Notice that such figures only show the FQ water molecules
relevant for the evaluation of E,.,, i.e. those within a range of variation of R between

1.5 A and 5 A with a step of 0.5. The other FQ water molecules are indeed present, but
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only contribute to the electrostatic interaction. The numbers of relevant water molecules

associated at each radius for the structures depicted in Figure 14 and 15 are reported in

Table 5.
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Figure 13: E,., of (L)-Methyl Lactate and (R)-Methyloxirane in aqueous solution as a
function of R. B3LYP/6-31+G* is used to treat the QM solute. E,., calculated by exploiting
the KM-EDA approach, at the HF /6-31+G* level of theory, is also reported.
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Figure 14: (L)-Methyl Lactate - water clusters arising from different choices of R.

Figure 13 clearly shows that the trend of E,., as a function of R strictly depends on the

studied system. Also, the structure of the resulting clusters for a given R differs for the
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Figure 15: (R)-Methyloxirane - water cluster arising from different choices of R.

Table 5: Radii (A) of the spheres centered in each QM atom, and the total number of
relevant waters for the structures depicted in Figures 14 and 15.

Structure Radius N, Structure Radius N

ML-1 2.5 2 MO-1 3.0 5

ML-2 3.0 9 MO-2 3.5 13
ML-3 3.5 16 MO-3 4.0 19
ML-4 4.0 25 MO-4 4.5 27
ML-5 4.5 32 MO-5 5.0 32

ML-6 2.0 39
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two systems. MLAT has a greater surface area and a larger number of H-bond sites with
respect to MOXY. This implies a greater exchange repulsion energy contribution for MLAT
than for MOXY. Convergence in the repulsion energy value is reached at different values
of the atomic radius R. In particular, imposing R = 3.5 A is sufficient to describe the
repulsion contribution for MOXY, whereas for MLAT a slightly larger value (R = 4 A) is
required. This is connected to the relative atomic positions: in case of MOXY, which is
almost spherical, the majority of the relevant F(Q molecules are shared by more than a single
QM atom. MLAT has a more extended structure: therefore, increasing the R value causes
new independent relevant FQ molecules to be included in the calculation.

Figure 13 also reports E,., values obtained by using the KM-EDA approach. The error
between our values and the reference KM-EDA data is about 9 % for MOXY, and about 20
% for MLAT. These findings confirm the applicability of our procedure to molecular systems
in aqueous solution, in fact the calculated errors are of the same magnitude as what has been
previously reported for water dimers (see Figure 8). Table S7 in the SI gives a more detailed
comparison between our calculated values, KM-EDA data, and what can be obtained by

exploiting the EFP2 approach.

6.1 Nicotine in aqueous solution

To end the section on the numerical testing of the developed procedure, the approach re-
ported in this paper is applied to nicotine in aqueous solution (Figure 16, panel a)).
Starting from the MD performed previously by some of the present authors, 300 snapshots
were selected (more details on the MD protocol and the procedure for the extraction of
the snapshots are given in the SI, section S5.1). The QM portion of the system was then
described at the CAM-B3LYP/6-314+G* level of theory, according to previous studies on
this molecule. %127 Figure 16, panel b) depicts a randomly selected snapshot taken from the
MD of Nicotine in aqueous solution.

The analysis of the MD trajectory® shows that nicotine exhibits 3 different conformers in
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Figure 16: (a) Nicotine structure and definition of the §; dihedral angl, defining the con-
formers; (b) a random snapshot selected from the MD simulation of nicotine in aqueous

solution; ¢) conformational analysis extracted from MD.%
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aqueous solution: the A conformer, having an average value of §; = 106.4 degrees, the B
conformer (6; = —65 degrees) and the 0 conformer, where ¢; = 0 degrees. Figure 16, panel
(c) shows the distribution of each conformer obtained from the MD simulation. 2" The most
populated conformers belong to the B family, followed by the 0 and A families. Also, the
analysis of the MD trajectory? shows that at least two water molecules are bound to nicotine
nitrogen atoms through hydrogen-bonding interactions.

The distribution in panel (c) of Figure 16 is maintained in the 300 snapshots selected in this
study, for which E,.,, Egs and consequently Eg,e were calculated. The resulting values of
such energies are reported in the Figure 17 as a function of the snapshot. On the basis of
the values depicted in Figure 13, E,., was calculated by imposing the R= 5 A, which in the

present case implies on average 52 water molecules to be considered in the evaluation of this

term.
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Figure 17: Calculated E,.p, Egs and Egpe as a function of the snapshot for nicotine in
aqueous solution. The trends in average values as a function of the snapshot are given as
inset.

Figure 17 clearly shows that, as previously reported by some of the present authors for other

13,2449 |

molecular properties, rep, Dais and Egpe may differ as a function of the snapshot.
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Egner 1s always positive, showing that the attractive, negative, Eg;s terms is always smaller
than the repulsive, positive E,., contribution. The average value of the three terms as a
function of the snapshot is depicted as inset in Figure 17. Clearly, convergence is reached
very quickly, when only 80 snapshots are considered, that different from other investigated
properties of this and other molecular systems, requiring hundreds or thousands of snapshots
to get a fully converged value for molecular spectral properties. !3:24:49

To refine the analysis, the 300 snapshots were assigned to the three different conformers, that
in order to dissect the role of the different E,., and Eg;s terms in each subclass of structures.
To this end, a snapshot was considered to belong to the A family of conformers if 70 < 6; <
180, B conformers if —180 < d; < —40 and 0 conformers otherwise. This partitioning allows
the snapshots to be divided in subclasses of structures and the contributions for each class

to be calculated. The results of this analysis are summarized in Table 6, where also standard

deviations are reported.

Table 6: Calculated E,.,, Egs and Egpe for nicotine in aqueous solution. AEg, is the
non-electrostatic energy difference between the various conformers and the most stabilized
one (0). All data are given in 1072 Hartree unless differently stated and refer to 300 selected
snapshots. Standard deviations are reported in parentheses.

Conformer Erep Edis Eonei AEgner
A 12.8 (£1.5) -2.2 ( £0.1) 10.6( £1.5) 0.4 (2.4 kcal/mol)
B 12.6 (£1.7) -2.2(£0.2) 10.4( £1.6) 0.2 (1.2 keal/mol)
0 124 (£1.1) -2.2(+£0.1) 10.2( £1.1) 0.0

Table 6 clearly shows that the calculated Egye values are similar for the three conformers,
and they do not differ statistically. In particular, the lowest Eq,¢ is exhibited by conformer
0, due to the fact that this conformer shows the lowest value of E,., in combination with a
rather small absolute value of Eg;,. As it has been noticed by some of us in previous works, %
the analysis of the MD shows that the 0 conformer is characterized by a short lifetime (10
ps), and this is due to the weak hydrogen bonding pattern exhibited by this conformer with

respect to the other two. Therefore, the nearest water molecules are placed farther than in

38



the two other cases, thus giving rise to lower E,, values.

The total non-electrostatic energy difference of the various conformers with respect to 0 is
reported in the last column of Table 6. The values are small, but not negligible, and in
particular their magnitude is such to potentially affect the predicted conformational weights

in aqueous solutions.

Table 7: Calculated dipole moment of nicotine in aqueous solution, obtained by exploit-
ing non polarizable (QM/TIP3P), polarizable (QM/FQ) and polarizable+non electrostatic
(QM/FQ + Qnel) approaches. All data are given in Debye and refer to 300 selected snap-
shots.

HQM/TIP3P  HQM/FQ HQM/FQ + Qnel
3.1 5.9 4.2

In Table 7, the average dipole moments calculated by exploiting the three QM /TIP3P,
QM/FQ and QM/FQ 4+ Quantum non-electrostatic interactions approaches are reported.
The difference between the dipole obtained by including polarization effects is huge, as
expected (an increase of about 50% is observed). The third column in Table 7 shows the
dipole moment calculated by using the QM/FQ approach coupled with our description of
repulsive and dispersive interactions. By referring again to Table 6 and Figure 17, we note
again that the repulsion term is dominant if compared to the dispersion. This results in a
confinement of the molecular density, which causes the decrease of the molecular dipole, as

expected.

7 Summary, Conclusions and Future Perspectives

In this paper, a general route to calculate quantum repulsion and quantum dispersion effects
in polarizable and non-polarizable QM /MM approaches has been formulated. A remarkable
peculiarity of the proposed approach is that repulsion/dispersion contributions are explicitly
introduced in the QM Hamiltonian. Therefore, such terms not only enter the evaluation of

the energetic properties of the systems but, remarkably, can be propagated to the calcula-
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tion of molecular properties and spectra. Due to the specific form of the contributions, a
reliable yet extensive application of the methodology requires a compulsory parametrization
for different MM substrates, however the number of parameters entering the definition of our
method is remarkably low. In this paper, a parametrization for the aqueous solution, which
is the natural environment for most biomolecules, is proposed. Such a parametrization is able
to reproduce the most important features of the aqueous solution, for which the reported data
are in good agreement with reference data. The application of the obtained parametrization
to the calculation of the non-electrostatic interaction energy of aqueous nicotine shows that
the Pauli repulsion contribution is larger than the dispersion term for all the representative
snapshots extracted from the MD. This feature can potentially impact QM /MM geometry
optimization of molecular systems in aqueous solution, which are currently performed by
only resorting to the electrostatic term.*® The results of this study pave the way to similar
studies, aimed at extending the parametrization to environments other that water, in which
non-electrostatic terms can compare (or even overcome) with the generally dominating elec-
trostatic component of the molecule-environment interaction. Such studies, and the related
parametrizations, together with the extension of our method to the calculation of molecular

properties and spectroscopies, will be the topic of future communications.
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