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Abstract

We present a graph-theoretic approach to adaptively compute many-body
approximations in an efficient manner to perform (a) accurate post-Hartree-Fock
(HF) ab initio molecular dynamics (AIMD) at density functional theory (DFT) cost
for medium- to large-sized molecular clusters, (b) hybrid DFT electronic structure
calculations for condensed-phase simulations at the cost of pure density func-
tionals, (c) reduced-cost on-the-fly basis extrapolation for gas-phase AIMD and
condensed phase studies, and (d) accurate post-HF-level potential energy surfaces
at DFT cost for quantum nuclear effects. The salient features of our approach are
ONIOM-like in that (a) the full system (cluster or condensed phase) calculation is
performed at a lower level of theory (pure DFT for condensed phase or hybrid
DFT for molecular systems), and (b) this approximation is improved through a
correction term that captures all many-body interactions up to any given order
within a higher level of theory (hybrid DFT for condensed phase; CCSD or MP2
for cluster), combined through graph-theoretic methods. Specifically, a region of
chemical interest is coarse-grained into a set of nodes and these nodes are then con-
nected to form edges based on a given definition of local envelope (or threshold) of
interactions. The nodes and edges together define a graph, which forms the basis for
developing the many-body expansion. The methods are demonstrated through
(a) ab initio dynamics studies on protonated water clusters and polypeptide fragments,
(b) potential energy surface calculations on one-dimensional water chains such as those
found in ion channels, and (c) conformational stabilization and lattice energy studies on
homogeneous and heterogeneous surfaces of water with organic adsorbates using

two-dimensional periodic boundary conditions.
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1 | INTRODUCTION

Accurate treatment of molecular properties often requires the correlated study of electronic structure with extensive basis sets. But the size of
systems that can be considered by standard approaches in electronic structure is greatly limited due to the intrinsic computational scaling
of electron correlation methods and the number and quality of the basis functions used. Although there has been significant progress
through algorithmic improvements for the treatment of electron correlation,[*~®! the computational expense is still often too high for most
systems of chemical interest. This is especially true when dynamics calculations are to be performed with on-the-fly electronic structure
or when quantum nuclear effects are to be studied. Alternatively, application of density functional theory (DFT) has allowed the treatment
of moderately sized systems at reasonable accuracy and computational scaling costs, although there still remain significant challenges.!” %!
Another approach that has gained popularity in the past two decades is the treatment of local interactions with high-quality ab initio
methods, which are then combined to form composite energy expressions for the full system. Methods that employ this idea are often
presented as embedding or fragmentation approaches.[1°'27] These approaches are complementary to the intensive work on many-body
methods?8-3¢! that have also greatly contributed towards the development of reduced scaling methods. These methods have allowed
localized treatments of correlation with larger basis sets with substantial computational cost reductions and often in a manner that is trivi-

ally parallelizable.l37-38]

[39-45] we have shown how graph-theoretic methods may be used to adap-

Inspired by these developments, in a series of publications
tively construct many-body approximations to potential surfaces and ab initio molecular dynamics (AIMD) calculations. In the process, both
extended Lagrangian and Born-Oppenheimer-based AIMD simulations can be performed at accuracy comparable to coupled cluster singles
and doubles (CCSD) and second-order Mgller-Plesset (MP2) levels of theory with DFT computational cost.*?=#2 Hence, for the first time,
in refs. [40,41] we presented Car-Parrinello-style dynamics, but with CCSD accuracy. Similarly, we have shown how multiple graphical rep-
resentations of molecular systems may be simultaneously utilized to construct accurate potential surfaces in agreement with MP2 and
CCSD levels of theory, again at DFT cost.[** In ref. [43], we have also shown that weak interactions (specifically hydrogen bonds) can be
accurately captured and efficient approximations to large-basis AIMD trajectories, such as 6-311++G(2df,2pd), can be constructed through
computational effort commensurate with much smaller basis set sizes, sets such as 6-31+G(d). Furthermore, we have also shown in ref. [45]
how condensed-phase simulations on interfaces and liquids may be constructed with hybrid DFT accuracy at gradient-corrected DFT accu-
racy. The approach utilizes graph-theoretic methods to perform an ONIOM-type decomposition of the system where the individual
extrapolatory components in the ONIOM expression are obtained from many-body theory.

The critical aim of these methods is to make it possible to construct accurate post-Hartree-Fock (HF) methods with large basis sets for
accurate treatment of molecular clusters as well as condensed-phase surface problems. The conventional methods that approach chemical
accuracy!¢~4 scale catastrophically as the system size grows. Because of these prohibitive costs, most AIMD calculations are limited to
“on-the-fly” DFT calculations with a modest basis, but these studies are restricted in many ways.”>>> As illustrated in Figure 1A, one
target of electronic structure theory, which is its gold standard, is to provide good estimates for properties derived from post-HF theories in

the large basis limit. The absolute limit of these calculations is the full-Cl limit. When nuclear degrees of freedom of a system are also
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FIGURE 1 A, Gold standard for electronic structure treatment in the limit of large basis sets and accurate post-Hartree-Fock methods.
The complexity of this gold standard is expanded through consideration of nuclear degrees of freedom B, that is, classical degrees of freedom
in ab initio molecular dynamics and quantum freedom when considering potential energy surfaces
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considered (Figure 1B)—whether in AIMD, potential energy surface calculations, or other similar treatments—this problem becomes even

[52-55]

more complicated through the shear exponential scaling nature of electron-nuclear methods. For the case of potential energy sur-

faces, the number of such calculations can be significantly reduced by sampling methods,!*>”!

and data storage bottlenecks may be
addressed through sophisticated techniques such as tensor networks.[*”-%8 The graph-theoretic approach to adaptive many-body approxi-
mations described here are one facet of the grand attempt to achieve the larger goal of computing accurate AIMD and potential surfaces at
reduced computational costs.

The rest of the paper is organized as follows: In Section 2 we present a brief survey of our graph-theoretic approach to low-cost electronic
structure and many-body theory, AIMD, and potential surface calculations. Computational studies are presented in Section 3. Conclusions are

given in Section 4.

2 | EMBEDDED LOCAL MANY-BODY INTERACTIONS FOR AB INITIO MOLECULAR
DYNAMICS AND POTENTIAL SURFACES

The main features of the method presented in refs. [39-45] is the partitioned treatment of a large reactive system based on the significance
of short-range and long-range correlation and basis set completeness effects. In a spirit compatible with the ONIOM formalism,”®?! the
long-range effects are treated at a lower level of theory whereas the short-range effects in turn are treated as a many-body expansion that
extrapolates between a lower and a higher level of theory to provide an estimate of the total electronic energy of a system at a higher level
of theory. Thus

Embed _ plevel0 | plevel1 level,0
E,% =E EMBE.}B EMBEJ (1)

where the quantity % represents the level of the many-body expansion. The innovative idea in refs. [39-45] is that the terms on the right side of
Equation (1) are obtained using graph-theoretic and set-theoretic paradigms. Specifically

R r—rank R
Bt =2 (- { > B anr) {Z (- 1)'"p:,;m} } )
r= ar m=r
where the summation over a, is over all rank-r or order-r many-body terms, and E''" }(a,, ) is an electronic energy for the a,th rank-r many-body

contribution. In Section 2.1 we develop a graph-theoretic procedure to evaluate Equation (1), where the order-r many-body terms are obtained
from rank-r geometric objects known as simplexes.[®?! As a result, we use order-r many-body terms, rank-r many-body terms, and eventually,
following Section 2.1, rank-r simplexes in an interchangeable manner. A similar expression as Equation (2) can be written for Eﬁ‘geé?@, which is a

[42,43]

unction o T Aay ). € square-bracketed term in cquation contains an over-counting correction, whnere p; " rerers to the number o
function of E***" %(a,,r). Th bracketed term in Equation (2) contai ti ti here pf;™ refers to th ber of

times the a,th rank-r term appears in all rank-m terms (m > r), with phase (—1)". This over-counting correction is along similar lines as those present

[11-13,26,33,61-67]

in molecular fragmentation as well as many-body and double many-body expansions.?®3°-%>! Together, Existl, and Exstd

MBE,% @ N
Equation (1) provide an ONIOM:-like perturbation to E*¥" © and, in ONIOM-style, the electronic energy for the a,th rank-r many-body-term is
computed at two levels of theory, referred to as “level,1” and “level,0” above. Combining Equations (1) and (2), the final expression for the graph-

theoretic many-body embedding energy is

Embed _ rlevel,0 - rok 2 r,m
EEr By (-1 Z AE(arnn) | (=1 3)
r=0 m=r

where AE(qa,, r) is an ONIOM-like energy correction or extrapolation term for the a,th rank-r many-body term:
AE(ar,r) - Elevel,l (a,,r) _EleveI,O(ar’r). (4)

In this manner, local defects, reactive effects, and weak interactions are treated at the necessary higher level of electronic structure and larger
basis, level, 1, whereas long-range effects are considered through an ONIOM-like extrapolation procedure, all of this couched within the success-
ful many-body-expansion?®3°-33 procedure. The central idea here is the introduction of long-range interactions at a lower level of theory
(such as DFT functionals using smaller basis sets), with the perturbative introduction of higher levels of theory (such as hybrid density functionals,
MP2, and coupled cluster theories) and larger basis sets using local many-body expansions that are obtained from graph theory. Hence, the
method discussed in this work aims to form an approximation to the overall energy of a large molecular system through the addition of

perturbative local terms that progressively build a suitable approximation to the full system electronic structure.
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2.1 | Graph-theoretic representation of Equation (1)

The many-body contributions in Equation (3) form an ordered set, where q, identifies one particular rank-r or order-r many-body term from a set
of all rank-r many-body terms V,, that is, {a,| @, € V,; r = 0-- - %}, where V, is the set of all rank-r many-body terms up to a maximum rank %. The
critical contribution in refs. [42,44] is to use graph theory to simplify this process. That is, E:&"Beéf% and E'a;g; provide an ONIOM-like perturbation
to E'®¥e'0 in Equation (1) obtained in refs. [42-44] from a graph-theoretic decomposition of the molecular structure. We have shown[#?44+4°! that
this procedure captures the accuracy at higher levels of theory and basis (level, 1 above) at computational costs commensurate with that from
level, 0. The low computational cost associated with this procedure may be inferred from Figure 2.

Here, the region of chemical interest is coarse-grained into a set of nodes, or vertices, and these nodes are then connected to form edges based on
a given definition of local envelope of interactions (or edge formation threshold). This “local envelope” essentially defines the spatial extent to which
two-body interactions are to be considered. In the graph-theoretic scheme, it then defines a graph and, by inference, edges (two-body interactions), tri-
angles (three-body interactions), and higher order simplexes (or arbitrary-rank many-body interactions), which are then employed with Equations (1) and
(2). In this work, we discuss results from distance-based®? 41444 and connectivity-based®?>*3 envelopes. In ref. [42], we have also evaluated proce-
dures that utilized Delaunay triangulation®7! of coarse-grained representations of molecular structure to compute local envelopes. Our conception of
these local interaction envelopes is similar to the distance-based cutoffs developed in fragment molecular orbital (FMO)"4~78 and effective FMO

[62,81]

(EFMO),"?8% and are currently employed in methods such as molecules-in-molecules (MIM), generalized many-body expansion (GMBE),[*73%! and

hybrid many-body interaction (HBMI),#283! along with many other methods discussed in refs. [11,13,36,84].

The nodes and edges together define a graph G, which forms the basis for developing the many-body expansions as per Equation (3).
Specifically, the nodes and edges define faces, tetrahedrons, and other higher order objects referred to as simplexes in the graph, and these
capture local (bonded/nonbonded) as well as nonlocal (nonbonded) many-body interactions. Such a geometrical decomposition is shown in

Figure 3. Furthermore, the nodal structure or graph in Figure 3 has an associated topological invariance known as an Euler characteristic,[gsl;(,

defined in Equation (5), and guides our definition of EL?,"Beé’; and ELj‘{geé?@:

(A) e —

80 | 30 | — Level,1 = B3LYP/6-311++G(2df.2pd)
o . Leveld = MP2/6-31+G(d,p) 5 Level 0 = B3LYP/6-31+G(d)
= Level,0 = B3LYP/6-31+G(d,p) £ 25 | — Full system B3LYP/6-311++G(2df,2pd) 1
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FIGURE 2 Computational scaling for implementation of Equation (3) (in red) contrasted with the case where the full system calculations are
performed at level, 1 theory (MP2 for A, and the larger basis set for B). The system considered for this figure is polyalanine, (Ala),, for number of
monomers ranging from 4 to 12. The CPU scaling (vertical axis) in both figures is presented as a ratio with respect to the computational cost for (Ala)4

(A) (B)

FIGURE 3 lllustration of the graphical representation for a 314 helical form of polyalanine. The Alay structure A, is partitioned into nodes,
which are then connected by edges B, to define higher order simplexes or higher order many-body expansions as in Equation (3)
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x=no=—my =+ (=) -+ (=15 = (=1)n,. (5)
-0

Here, 7, is the number of geometric entities (nodes, edges, faces, and higher order simplexes) of rank r. That is, 59 is the number of nodes
(rank-0 simplexes) in the graph, 54 is the number of edges (rank-1 simplexes) in the graph, 7, is the number of faces (rank-2 simplexes) in the graph,

[60,68,71-73,758586] Tha quantity & is the largest simplex rank included in the truncated expansion on the right side of Equation (5),

and so on.
which in general can go up to arbitrary orders

Following the graphical decomposition of molecular system as per the above prescriptions, in refs. [44,45], we replace the appearance
of each rank-r simplex in Equation (5), numbered using the index «,, by an energy correction corresponding to the molecular interactions

captured by the specific simplex:

r—rank R
{ZAE wr {Z mp;yw” ©)

m=r

where the summation over «, is over all rank-r simplexes, that is, rank-r many-body expansions. Furthermore, by comparison with Equation (3), it
is clear that Equation (6) represents one part of the summation in the many-body expansion, and hence here the graphical decomposition is essen-
tially used to adaptively determine the many-body expansion that is embedded within a calculation that represents the full system, consistent with
Equation (3). That is, with the substitution of Equation (6) into Equation (5), we again recover the many-body correction in Equation (3), where

E',\eA"Beélq ELe,]VBeéO is now a perturbative term based on the Euler characteristic of the graph:

R r—rank R
EVibe. Eﬁ?&%Z(—i)*{ > AE(anr) {Z(—l)"’p;{"” 7)

r=0 ar m=r

This perturbative term corrects the full system energy E'*vel0 to reproduce Equation (3), where the difference of two many-body expansions is
re-interpreted as a graph-based correction. The advantage of this graphical interpretation is the ability to consider the energy correction up to arbi-
trary many-body terms. For example, a given spatial envelope, that is, edge definition or range of maximum spatial range of two-body interactions, in
conjunction with the set of nodes, or monomers, defines a graph. Following this, truncation of Equation (2) through Z%-rank simplexes in the graph
includes many-body terms containing £ + 1 monomers or nodes. In addition, we also have the flexibility in Equation (2) to define a maximum local
rank, that is, local values of &. Thus, the availability of larger rank simplexes is dependent on the connectivity of the nodes within the graphical repre-
sentation of the system. As the number of available edges surrounding any given node within the graph increases, the available faces, tetrahedrons,
and other higher order simplexes would increase as well. Furthermore, the number of available edges surrounding any given node in turn depends on the
local proximity of these groups and hence influences the extent to which many-body (bonded and nonbonded) approximations contribute to the energy.
In refs. [39-45], we have shown this adaptive and general form of electronic energy to be a robust and powerful way to estimate higher order correla-
tion effects at the cost of DFT. To further clarify Equations (1), (3), and (7) in Appendix A, we explicitly write out these expressions for a few increas-
ing values of &.

2.2 | Formal scaling of the many-body expansions in Equation (3) facilitated by the graph-theoretic
decomposition in Section 2.1

Since the goal of Equation (3) is to reduce the computational effort to allow a calculation of quality previously untenable at a practical cost, we
discuss the formal computational complexity associated with Equation (3). In order to quantify the discussion, we will assume that the target
molecular system is divided into A/ nodes with basis set size of M, which determines the computational complexity for the molecular fragment
associated with each node. Thus the size of basis set for the full system is roughly [A/ «M]. A computationally sequential (or serial) treatment of
Equation (3) leads to the evaluation of each r-body term at two levels of theory and the full system at level, O. If we further assume that the level,
0 calculation scales as O(N') and level, 1 scales as O(N"*), then

Scalingi-:”agl) = O(N*M]Lo) + z@:C,{ ( [M 1] Ll) +(9([M*r]Lo)} (8)

r=

where C, is the number of r-rank many-body terms considered, which, for a given local spatial envelope, would be less than the ,-C, (total) number

of r-body interaction terms. Since the polynomial scaling for the higher level of theory is larger than that for the lower level of theory, the r-rank
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many-body terms for the lower level of theory can be neglected from scaling considerations, leaving two terms that dominate the overall scaling:
the full system at the low level, and the summation of the r many-body terms at the higher level of theory. Furthermore, only the first term is
system-size dependent, and hence the overall scaling of the calculation in Equation (3) is extremely favorable as compared to the full-system level,
1 theory calculations as seen from Figure 2, for both post-HF treatment and basis set extrapolation.

All terms in Equation (8) may, in principle, be computed in a concurrent (or parallel) manner in any order, allowing for connections to (and
associated computational improvements from) the well-known chemical abstract machines!®” 8?1 model of concurrency in computer science.
While these ideas will be further explored in future studies, our current parallel implementation of Equation (3) uses MPI-parallelism within a C++

module to arrive at an effective computational complexity given by

. L
Scalmgngg’;';'=o(w*3v[] ) +O([M*92]L1> 9)

Now, given that M is the number of basis functions for a single node and is not system size (N') dependent, the parallel computational
implementations of Equation (3) is dominated by the first term, resulting in

Scalinggs_’(aé';" arge N O([N* M]L") (10)

A similar argument can be made for basis set extrapolation, where the full system at a smaller basis dominates the calculation, that provides
results in agreement with much larger basis sets. The associated scaling curves are shown in Figure 2B, as described in ref. [43]. The basis set
extrapolations demonstrated in ref. [43] maintain the same electronic structure methods for both the high and low levels of theory with only the
basis set choice changing, as seen from Figure 2B. As we will see later, and as shown in refs. [39-45], Equation (3) does indeed provide a very good
estimate of higher level electronic structure energies and gradients, and hence through this approach we achieve high-quality calculations at
reduced computational cost. In summary

o In refs. [39-42] we demonstrated DFT scaling while achieving MP2 and CCSD accuracy during AIMD simulations for protonated water clusters
and polypeptide fragments. The associated computational scaling is depicted in Figure 2A.

e In ref. [43], DFT-based AIMD trajectories in agreement with a highly diffuse triple-zeta atom-centered Gaussian basis set were obtained at
computational costs commensurate with double zeta basis sets. Figure 2B shows the associated scaling curves.

o In ref. [44], we demonstrated MP2-quality potential energy surfaces at DFT costs using multiple graphical descriptions of the system.

o In ref. [45] we adapted this approach to compute condensed-phase electronic-structure-based lattice energies for adsorbates on the
surface of water, using higher rung DFT functionals®>?®?%! at much reduced costs. The approach also allows large basis set studies in
condensed-matter systems.

e OQur studies are performed using an MPI parallelized C++ module with embedded python function calls that computes the energy and
forces by spawning out the rank-r simplex calculations. There is no restrictions in terms of using any specific electronic structure package
during the rank-r simplex calculations and hence in our AIMD and potential surface calculations. In fact, in ref. [42] the studies incorpo-
rate energies and gradients from multiple electronic structure packages for the rank-r simplexes. For example, the current version of our
computer program is capable of using Gaussian,[”? Psi4,[3! Orca,[?4 Quantum Espresso,l”® and the OpenMX[?®! electronics structure
packages simultaneously during AIMD and potential surfaces, with our immediate goal being to incorporate condensed-phase versions

[971 ).[98]

from packages such as NWChem'””! and Vienna ab-initio simulation package (VASP

The above set of applications is briefly discussed in Section 3.

2.3 | Born-Oppenheimer and extended Lagrangian, atom-centered density matrix propagation-pHF, AIMD
implementations from Equation (1)

The nuclear gradients for the energy in Equation (1) may be written as

5E%mbed(R) ) aEIeveI,O(R) . R (_1)r r—riﬁk aEIeveI,i(ahr) )
IR R — R,

T

ar
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The nuclear coordinates for the molecular fragment or subsystem representing the a,th r-rank many-body term R, may not be entirely a subset

of the system coordinate variable R, as it may include link atoms if bonds are broken in the formation of the nodal definitions in the graph, as

allowed by ONIOM."*?! I link atoms are included, then { (;’R”} is a Jacobian term needed to transform the r-rank many-body gradients back to the
full system gradlents.[39'99] The formation of these gradients enable the direct use of Born-Oppenheimer MD using Equation (3), as demonstrated
in refs. [39-43]. The associated methodology has been referred to as “frag-BOMD” in refs. [39-43]. To further clarify Equation (11) and emphasize
the fragment gradient terms that appear in Appendix B, we explicitly write out these expressions for a few increasing values of %.

As the size of the system considered increases, the full system gradients [%} dominate the overall computational costs for AIMD treatment.
This limitation is already clear from Equation (11), in light of Equation (10), where it is shown that the scaling of the extrapolation is constrained only by
the full-system lower level calculations in the large system limit. (Also see Figure 2 where scaling curves are presented and the method represented by

Equation (3) is constrained only by the choice of lower level of theory). It is possible to reduce this complexity further by introducing linear scaling

[100-105]

methods with SCF parallelism®71%? for the full-system low-level calculation. But in refs. [40,41,43] a r-rank many-body extended Lagrang-

jan(106:107] implementation is introduced where the electronic parameters (such as the single-particle density matrix Pieyelo for single-particle treatment at
E|eve|0

level, 0) that depict the energy for the full-system low-level calculation, in Equation (3) are treated as dynamical variables. Specifically, here the

E'®vel0 are propagated along with the nuclear degrees of freedom through an adjustment of the rela-

tive timescales between the full system, low-level treatment, and nuclear degrees of freedom. This is essentially a Car-Parrinello-like method, 10!

EIeveI,O

electronic parameters Pievelo that determine
but implemented using the atom-centered Gaussian basis functions and single-particle density matrices that determine and hence follow
the atom-centered density matrix propagation (ADMP)1%?-112! hrotocol. One of the critical results of this treatment is the ability to calculate post-
HF-based extended Lagrangian (Car-Parrinello-like) trajectories, as the underlying density matrix Pjevei0 remains within a single-particle formalism.
This methodology is termed “atom-centered density matrix propagation with post-HF accuracy” and abbreviated as ADMP-pH F.[4041 The ass0ci-

ated extended Lagrangian, which serves for post-HF accuracy as well as basis-set-extrapolated dynamics, is given by

1 1 2
L= ETr [VTMV} + ETr |:<u|le/vt|yo WIeveI,O uﬂe/vim) } - E%mbed(R: PIeveI,O)

—Tr {Alevel,o <PI2eve|,0 - P'e"e'v°>]

Here, the parameters R and V represent the classical nuclear positions and velocities, with masses M. The single-particle density matrix Pjeyer0

represents the full system, at the lower level of theory, and is propagated to determine E''®'°, which is part of E;,Wbed in Equation (12)

113 integration technique is used to evolve the dynamical parameters of the full system {R, V; Pievel 0, Wievelo}-

[108]

(Equation (3)). The velocity Verle

This extended Lagrangian dynamics of the density matrix Pievel0 is tempered by the fictitious velocity Wieyelo (in the spirit of Car-Parrinello
and ADMPI10%119)) with fictitious inertia tensor pevero. This fictitious inertia tensor is constructed by fixing the inertia for valence electrons at a spe-
cific value piyalence, and weighting the core orbitals using jyaience and appropriate diagonal elements of the single-particle Fock matrix Fieyei0, Which

determines E.e\,em,m"'“o Specifically, the elements of pevero are represented using a diagonal scaling tensor Ajevel 0, With elements defined as

AIeveI,Oi'i =1, I:It-:vel,Oﬁ >—-2a.u.
i i o2 11° ii
AIeveI,O = 2‘Flevel,o + 2‘ +1], FIeveI,O <-2a.u. (13)
Alevel,Oi'i =0, i#j.
and
Hievel,0 = HvalencePlevel 0 (14)

This particular choice of mass tensor has been used for many single-particle ADMP applications!®??9:111:114-126] 54 also for ADMP-pHF in refs. [40-43].
The choice of the fictitious inertia tensor scaling factor yyajence determines deviations from the Born-Oppenheimer surface. The precise devi-
ations from the Born-Oppenheimer surface have been discussed in Appendix A of ref. [40] (informed by the discussions in refs. [110,112]), and

[110.112))

additional forces (which only nominally contribute to the computational expense arise in the extended Lagrangian dynamics. These addi-

tional forces modify the level, O contributions to the embedding gradient in Equation (11) and are given by

aEféer\I/ﬁl— oHF (R, PIeveI,O)
JRij

_IEER)
aRi'j

Plevelo

Plevelo (15)
= du _ ds,
=Tr |: {Plevel,Ov I:Ievel,0:| ( level0 U|e\:,le| 0 I:,Ievel OUIeveI 0 level0 Ulevel o) :|

Ri; Ri;
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where Pievelo is the McWeeny purified™?”! form of the density matrix, that is, Pievelo = 3Piye 0 — 2Pyeio - The quantity Si,qo is the overlap
between the atomic orbital bases used in E'¥®'° calculation, and Ulevelo is the associated transformation matrix to an orthonormal basis (Léwdin
symmetric orthogonalization and Cholesky transformations are used here). That is, S,’evel’o = U.eveLoTU.eveLo. The additional nuclear forces on the
right side of Equation (15) are proportional to the commutator of the single-particle description of the full system, that is, the associated Fock
matrix Fievel,0 and the density matrix Pieyel 0.

The Lagrange multiplier matrix Ajevelo Maintains the N-representability!*°%:1191271 of p,_ . This is done (a) by conserving the idempotency

[40,41,110]

of Plevero through an iterative procedure, and (b) by conserving the particle number. Thus, to assemble the full system energy in Equa-

tions (12) and (3), we utilize the propagated density matrix Pjeyei0 to obtain ‘75:;:‘0, and the remaining parts of the embedding energy in Equation (3)

are obtained through regular electronic structure calculations including gradients on the fragments with low- and high-level treatments, yielding
‘;Elevell<a r an d aEIeve\O (lr
7

ar.r

). The gradients with respect to the density matrix are computed as described in refs. [40,109,110], as

aEE}mbed (R, PIeveI,O) _ aEIeveI,O ( R)

|
aplevel,o ‘R - aPIeveI,O

- [ hevel,o, Flevel,o] ’ﬁ'e"d‘o] .

and these gradients tend to zero as the density matrix converges (as is the case in frag-BOMD).

2.4 | Hypergraph, multi-topology formalism for potential energy surfaces

In the previous sections and in refs. [39-45], we discussed the formation and efficient evaluation of correlation energy and basis-set extrapolation contribu-
tions based upon a graphical presentation of many-body theory for molecular systems and condensed-phase ensembles. Equation (3) achieves a
perturbative enhancement of high-order correlation and basis-set effects through a facilitating map of the relevant molecular geometry to a graph G,
where significant bonded and nonbonded interactions are captured as edges and higher rank simplexes. But since the graphs are defined based on
the instantaneous molecular geometry, the connectivities encoded within the graphs (which help capture local and nonlocal correlation and basis-set
effects) are likely to change when atoms move, either during dynamics or when potential energy surfaces are computed, presumably to account for
quantum nuclear effects. This creates singular hops in potential surfaces when such “graphical hops” occur, and in ref. [44], a new approach is intro-
duced to compute potential surfaces using a weighted set of graphs. Hence, for graphs defined based on (a) a prescribed notion of local spatial inter-
action or spatial envelope used to define edges surrounding a given node, and (b) a truncation of maximum rank (as in Equation (3)), it is possible to
define multiple graphs {G,} for a given molecular configuration R. While such effects are perhaps most dominant for protonation and
deprotonation events, as discussed in ref. [44], it is foreseeable that these could also be critical in large-scale conformational changes.

From this analysis, and the appropriate discussion in ref. [44], it is clear that for a given conformation, multiple implementations of Equation (3)

may be considered depending on the graphical representation of the system such that
(R.Gs)~E;T (R, Gp) (17)

When considering multiple simultaneous graphical representations of a system {Qﬂ} with associated maximum ranks %, the energy of the
system becomes a probabilistic sum over the set of energies obtained from the associated set of graphs. The graphs that may be considered are

du[1287130]

those that represent a certain kind of locality in electronic structure, and thus can be thought of loosely as “valence bon constructs or

»[131-138] [139]

“diabatic states, which are reminiscent of non-adiabatic electronic structure theory.

Thus, the energy of the system represented by multiple graphs (or a single hypergraphlas'“o]) is obtained from a probabilistic sum
Zpﬁ E;";;ed (R.Gp) (18)

where a graph G; contributes Ee’l}?}ed( ) to the overall energy based upon the associated probability p4(R). In ref. [44], we introduced a graph-the-
ory-based Hamiltonian, where the individual graphs are treated as basis functions, and the eigenstates of such a Hamiltonian are used to compute

p4R) in Equation (18). Generalizations to multiple dimensions are currently in progress.

3 | EFFICIENT AND ACCURATE TREATMENT OF GAS- AND CONDENSED-PHASE SYSTEMS
USING EQUATION (3)

In Section 3.1 we present a brief discussion of the criteria employed for the generation of the graphical representation, which is comprised of

choice of node definition and the spatial envelope used for edge generation. Graphical representations of protonated water clusters, polypeptide
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chains, and water surfaces with organic adsorbates are used to demonstrate the efficiency and accuracy afforded by Equation (3). Next, the princi-
ples outlined in Section 2 are tested by the use of an object-oriented MPI-parallelized C++ module (with added Python functions), which is capa-
ble of utilizing multiple electronic structure packages. Here, the simultaneous use of two different electronic structure packages within our
calculations, namely Gaussian'®? and Psi4,”® to compute E;’“bed and all associated gradients is demonstrated through accurate AIMD and poten-
tial surface calculations. To facilitate this discussion, the following nomenclature is used to describe the extrapolations from Equation (3): the
extrapolation from method level, O to method level, 1 is referred to as (level, 1): (level, 0). For example, the notation CCSD:B3LYP would indicate
that the full system is treated at the B3LYP level and the embedded graph in Equation (2) is treated at both CCSD (level, 1) and B3LYP (level, 0)
levels. First we demonstrate this method to compute post-HF AIMD trajectories (Section 3.2) at DFT cost, and to obtain reduced dimensional
potential energy surfaces (Section 3.3), again with post-HF accuracy at DFT cost. Next, hybrid DFT treatment for condensed phase problems is
realized at pure DFT functional costs in Section 3.5. Finally, in Section 3.4, large-basis-set DFT accuracy is demonstrated with computational
expense corresponding to a much small basis set for both molecular cluster and for condensed-phase calculations.

3.1 | Graph-theoretic representation of molecular and condensed-phase systems

In order to employ Equation (3), the chemical system of interest is first “coarse-grained” into nodes. Following this, the family of two-body interac-
tions between pairs of nodes is included by defining a local spatial envelope that yields graphical edges and, correspondingly, the graphical defini-
tion of the system. The coarse-grained nodes are chosen to represent individual chemical units. In the calculations discussed here, and in refs.
[39-44], these nodes include amino acid groups, methanol molecules, and water molecules. Critical local interactions between these nodal units
are captured through edges and potentially higher order simplexes that form the graphical representation of the system. As noted above, the
edges are constructed based upon a spatial envelope, where the envelope may be defined either as node-dependent Cartesian distance
[89-41.45] or connectivity along a covalent bonding network.“?4%! Such distance- or connectivity-based cutoffs have been traditionally used
in many fragmentation-based methods such as FMO7¢"78 and EFMO,"?2% MIM,BY GMBE,!*73¥) HBM|,[828%! and along with many other

methods discussed in refs. [11,13,36]. Once the nodes and edges are defined, higher order r-body interactions can be considered within this

cutoffs

graph. All simulations shown here only employ two-body (rank-1) interactions.

For the case where covalent bonds are broken in defining the nodes and other higher order simplexes, the resultant dangling valency is satu-
rated by the use of link atoms (principally hydrogen atoms), in a manner consistent with the ONIOM method.*?! (Although it has been shown that
other atomic groups can be used based on matching eIectronegativities,[lm these have not been considered here and will be part of future stud-
ies.) As mentioned in the discussion surrounding Equation (11), and discussed in refs. [99,142,143], the forces on these link atoms are transformed

back to the full system coordinates using the appropriate Jacobians needed to obtain gradient corrections on the real system.

3.2 | Low-cost post-HF AIMD with Born-Oppenheimer and extended Lagrangian flavors

In refs. [39-43], the effectiveness of Equation (3) for the construction of dynamics trajectories at post-HF accuracy is demonstrated by studying
protonated water clusters and polypeptide fragments. As discussed in Section 2.3, there are two classical trajectory methods that have been uti-
lized with our graph-theoretic many-body expansion methodology. Both Born-Oppenheimer and ADMP-pHF trajectories are obtained through
the energy and gradient expressions discussed in Section 2.3 (Equations (11), (B1), and (B2) for BOMD and Equations (15) and (16) for ADMP-
pHF). The efficiency and accuracy of these trajectories are gauged in refs. [39-43] in multiple ways. First, given the Hamiltonian nature of both
simulation methods (Born-Oppenhemier and ADMP-pHF), total energy conservation and the drift in total energy are both probed for a variety of
simulations and a variety of systems in refs. [39-43]. It is found that the total energy is conserved to within fractions of kcal/mol for all these stud-
ies, and the energy drift is also similarly found to be within the same acceptable range. A second measure of the accuracy of the trajectories is the
accuracy of the vibrational density of states obtained through the trajectories. In this case, it was also required to compute classical trajectories at
the higher level, namely level, 1, of theory. Because of the cost-prohibitive nature of level, 1 (CCSD), these conclusive studies were conducted
only for small systems such as those in Figure 4, where full-system CCSD-based trajectories could be obtained. The vibrational density of states is
a spectral (Fourier) representation of the trajectory, which partitions the nuclear velocity contributions as a function of frequency. This description
provides the extent of classical inertia that is present in the trajectory at any given frequency and is found from the Fourier transform of the
nuclear velocities[11>116:120121,144,145] Through the convolution theorem,!**! the Fourier transform of nuclear velocities is also related to the
Fourier transform of the velocity-velocity autocorrelation function. The comparison of these spectral features is used to gauge the effectiveness
of the low-cost, graph-theory-based many-body expansions used within AIMD as compared to standard AIMD treatments.

The graph-theoretic frag-BOMD trajectories demonstrate great ability to accurately estimate the vibrational density of states and the struc-
tural features of the full-system BOMD trajectories at MP2!2%42 and CCSD™ levels of theory. In Figure 4 we provide one specific illustration

of such a comparison with several others in refs. [39-43]. The arrows in Figure 4B demonstrate the quality of the frag-BOMD CCSD:B3LYP
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FIGURE 4 Vibrational density of states for the eigen A, protonated water cluster presented at the CCSD level of accuracy. B, Averaged
spectra reproduced, with the agreement in frequencies between BOMD CCSD and BOMD CCSD:B3LYP emphasized by arrows. C, Comparison
of vibrational density of states from BOMD CCSD, BOMD CCSD:B3LYP, and ADMP-pHF CCSD:B3LYP

trajectory in computing accurate vibrational modes in agreement with full BOMD CCSD. In ref. [41], it was also shown that these trajectories pro-
vide structural features in good agreement with full CCSD BOMD trajectories. Similar quality results were also found for frag-BOMD MP2:B3LYP
trajectories of water clustersi®®! and polypeptide fragments.[?

An additional, but critical, computational gain from the use of Equation (3) is facilitated through post-HF quality-extended Lagrangian trajectories. But
there is a vibrational frequency dependence upon the fictitious electronic parameters in trajectories of extended Lagrangian treatments (i aience in ADMP
and ADMP-pHF). Since the density matrix is propagated along with the nuclear degrees of freedom, there are additional forces (Equation (15)) that deviate
from the Born-Oppenheimer surface that can add coherently to the nuclear forces producing a red shift in the vibrational frequency. To remedy this red
shift, a uniform scaling factor is introduced in ref. [41] to obtain the observable vibrational frequencies. As demonstrated in ref. [40], this scaling factor is
system-independent and has a quadratic dependence on choice of uyaence @S seen in Figure 4C, and for the trajectories in Figure 4C the vibrational

[40-431 (A complete study

frequencies are scaled by 1.021, which signifies a 2.1% blue shift to generate good agreement with the BOMD trajectories.
of a range of scaling factors is considered in ref. [41] and obeys the quadratic dependence noted in Figure 5) In summary, graph-based frag-BOMD and
ADMP-pHF replicate well the full BOMD results with a significant reduction in computational cost per time step, and because of the quality of constructed

trajectories, this graph-based approach offers an attractive method to achieve post-HF accurate BOMD and extended Lagrangian dynamics.

3.3 | Computing reduced-dimensional potential energy surfaces through multiple, simultaneous graphical
representations of molecular structure

The molecular graph generation approach is a dynamic phenomenon that, in general, constructs different graphical representations with the
change in nuclear configuration. Different graphical representations may occur during potential surface calculations, molecular dynamics, and
reaction pathway studies, and may be of critical importance in constructing potential energy surfaces to compute quantum nuclear effects. Exam-
ples of such problems include studies involving protonated and hydroxide-rich water clusters, where the excess charge may tend to be

1146 where quantum nuclear effects!**”! (such

delocalized. Similarly, one can also expect these effects to be critical in hydrogen-transfer reactions
as tunneling) may have a critical role.

In Figures 6 and 7, we illustrate the dynamic nature of graph-theoretic decomposition as seen during a frag-BOMD simulation performed
using the CCSD/6-31+g(d,p):B3LYP/6-31+g(d,p) protocol on a solvated Zundel [(H50,) - (H20)4]* cation. The singular hops in the potential energy
function plotted in Figure 6 are at time steps where the fragmentation topology (or graph description) changes during dynamics. Two of the many
molecular graphs seen during this trajectory are shown in Figure 6. The shifted total energies (shown in Figure 7A) and the forces (shown in
Figure 7B) are well behaved and do not show significant deviations associated with change in topology despite the fact that there exist numerous
jumps in total energy. However, the consequences for the quantum nuclear treatment, which are generally nonlocal, are nontrivial as described in
Figure 8. Simple one-dimensional potential surfaces constructed using graphical topologies, found on either side of a hop, provide different sur-
faces (red and blue) with pronounced difference in quantum nuclear eigen energies.

In ref. [44], we introduced a method to use a set of fragmentation protocols, or a set of graphs, such as those in Figures 7 and 8, together to
obtain efficient, high-quality potential surfaces. For a range of potential energy surfaces, represented using oxygen-oxygen donor-acceptor dis-
tances in Figure 9B, these high-quality (post-HF) potential surfaces are well reproduced by using multiple graph-theoretic fragmentation proto-

cols, as highlighted in Figure 9C.
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FIGURE 5 Quadratic dependence of the uniform scaling factor on the
choice of pyaence- The ADMP-pHF trajectory in Figure 4C is scaled by the Quandratic fit
scaling factor obtained here, leading to frequencies in agreement with the 1.03
BOMD trajectories. A full range of scaling factors is considered in ref. [41]
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FIGURE 6 Evolution of the electronic potential energy during a frag-BOMD calculation performed at the CCSD/6-31+g(d,p):B3LYP/6-31+g
(d,p) level for the solvated Zundel cation. The sudden hops in the figure are due to changes in graph description, two of which are presented on
either side with nodes (shown in blue and orange) and edges describing two-body interactions. Note that the graphs on either side are different in
their nodal definitions in that a blue node represents H,O and an orange node indicates H;O". Also see Figure 7
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FIGURE 7 Asseen in Figure 6, change in graphical topology leads to hops in the total energy during dynamics. However, when, in each case,
the total energy is simply shifted by the extent of hop A, the total energy is quite well behaved with deviations of the order of a few hundredth of
a kcal/mol. In fact, from A, the RMS deviation in total energy is 0.009 kcal/mol and the associated drift in total energy is 0.019 kcal/mol, both of
which are well within acceptable range for AIMD simulations. Similarly, the nuclear forces (maximum and RMS forces) presented in B are also well
behaved
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FIGURE 8 Zundel (HSOQ) substructure inside a protonated water wire system. The shared proton in the Zundel substructure has a different
graph-theory-based potential surface from Equation (3) depending on which water is protonated. (Molecular geometry and graphical
representations are on either side, as in Figure 6). This leads to different eigen energies (horizontal lines in the bottom panel) and eigenfunctions
(top panel). The methods described in ref. [44] provide a completely general way to treat such problems involving an arbitrary number of

graphs, {gﬂ,E;%ed (R, gﬂ);pﬂ(R)} in Equation (18), in a system-independent manner. A summary of the associated error analysis is presented in

Figure 9, where the target level of theory is MP2 (computed at DFT cost)
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FIGURE 9 Shared proton in the Zundel substructure in a wire-wire (Figure 8) encounters a different potential surface depending upon the
geometry of the surrounding water molecules. These potentials are sampled from the distribution shown in B, to conduct an error analysis of the
scheme represented by Equation (18) (detailed in ref. [44]) with an MP2 target accuracy. The associated errors in ground state eigen energies and
eigenfunctions are shown in C. In all cases, MP2 surfaces are obtained using multiple graphs as highlighted by Equation (18) at DFT cost
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FIGURE 10 Calculated stabilization of polyalanine conformers is highly dependent upon the choice of basis. A, Convergence to the complete
basis set limit with the increase of basis set quality. B, Stabilization error of Equation (3) in reference to 6-311++G(2df,2pd) using much smaller
basis sets as level, 0. Also see Figure 2B

3.4 | Basis-set-extrapolated AIMD for molecular clusters

Although nonorthogonal atom-centered Gaussian basis sets may have the preferred boundary conditions for studying molecular clusters, these
also lead to an expansion of effective functional space of neighboring atoms depending upon interatomic distance and molecular geometry.
Because of this effect, as the degrees of freedom evolve in AIMD, the effective linear vector space spanned by the electronic structure changes

(114 which is related to the well-known basis set superposition error (BSSE).[*48-15%1 This error becomes critical

over the course of the trajectory,
when weak interactions are involved, as demonstrated in the conformational energy studies provided in Figure 10A.

Considering the above rationale, in ref. [43], we have used Equation (3) to perturbatively and locally (as dictated by the choice of maximum
many-body rank and spatial envelope for graphical edge definition) expand the linear vector basis depicting many-body interactions within molecular
systems using the graphical representation discussed above. Similar to the discussions in the previous subsections, the rank-r simplexes capture the
local treatment of interactions without incurring the global costs of these treatments. Here the many-body terms in Equation (3) act to construct a
more extensive local vector space constructed by an extensive basis set, while the full system is considered using only a smaller basis set.

In ref. [43], we demonstrated large, triple-¢ basis DFT accuracy at costs commensurate with smaller basis set treatments, primarily the 6-31
+G(d) basis. The computational scaling gained from this approach was illustrated in Figure 2B, where the costs approach that of the full system at
the smaller basis set chosen. Accurate conformational energies were obtained for polypeptide conformers, as illustrated in Figure 10B. We found
that the choice of the basis set 6-31+G(d) as level, O in Equation (3) is sufficient to produce conformational energies close to the extensive basis
6-311++G(2df,2pd), which approaches the complete basis set limit as seen in Figure 10A. Our ability to achieve conformational energies of substan-
tive basis set quality at lower scaling costs supported the use of these methods for AIMD trajectories using similar conditions as outlined in Sec-
tion 3.2. These basis-set-extrapolated dynamics calculations demonstrated great agreement with the triple-¢ basis function 6-311++G(2df,2pd) at
the computational costs of 6-31+G(d). To illustrate the quality of these trajectories, Figure 11 presents both frag-BOMD and associated extended
Lagrangian dynamics using Equation (12) for a polyalanine tetramer strand (Figure 11A). These basis-set-extrapolated trajectories showed reasonable
agreement with the large basis trajectory. As was discussed in Section 3.2, the vibrational modes obtained from extrapolated, extended
Lagrangian dynamics trajectories were scaled by 1.021. This scaling of frequencies led to similar vibrational modes as in the benchmark trajec-
tory; the basis-set-extrapolated frag-BOMD demonstrated greater agreement with the full system trajectory. With this approach, we were able
to achieve basis-set-extrapolated dynamical trajectories for more than 100 atoms at reasonable computational costs.[?!

3.5 | Hybrid functional and large basis set contributions to condensed-phase systems and molecule-surface
interactions using the graph-theoretic methodology

Next, when these highly diffuse, nonorthogonal, atom-centered Gaussian basis sets are used in condensed-phase periodic simulations, significant
density may be found either (a) outside of the periodic cell, or (b) in regions with limited atomic density, and these lead to instabilities in the SCF

procedure.*>%1%2] Furthermore, from using Ewald summation!*>%!

and from fast multipole-type approximations,'1°41°! the long-range portion of
the Coulomb repulsion term is computed in reciprocal space (k-space) for improved efficiency; the associated integration over k cells contributes
in a significant manner to the cost of expanding the chosen (diffused and polarized) basis set size. However, as mentioned earlier, larger basis sets

are often needed to represent weak interactions*>1°% that are present in catalytic problems.[*54-15¢ We utilized Equation (3) to capture local
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FIGURE 11 Vibrational density of states for a helical conformation of Ala, at B3LYP/6-311++G(2df,2pd) level of accuracy. The full system
B3LYP/6-311++G(2df,2pd) trajectories are given as a comparison, the key peaks are well matched from both the use of Equation (3) in
constructing basis-set-extrapolated BOMD and through the related extended Lagrangian trajectories arising from Equation (12). The graphical
decomposition is shown in A

interactions with an extensive basis set treatment while obtaining the stability and costs of a smaller basis treatment of the periodic
wavefunctions. This approach is applied to both bulk systems and films of water, along with organic impurities adsorbed onto films of water.
These latter systems act as prototypes for the study of condensed-phase, heterogeneous problems that may be of significance in “on-water”
chemical catalysis.[*>#*°6-15] We found great computational cost reduction while obtaining sub kcal/mol accuracy in lattice energy; to illustrate
these results, we present this graph-theoretic basis set extrapolation methodology on water films with a methanol adsorbate (Figure 12). We
observe a factor of 8 to 14 computational reduction (Figure 12D) when we use this method to achieve accuracy commensurate with that of
6-311++G(df,pd) for a variety of pure and range-separated functionals with similar accuracy independent of the choice of functional. This would
seemingly indicate that this basis set treatment is extendable across a variety of different DFT functionals.

Hybrid density functional methods are cost-prohibitive for production-level periodic and condensed phase calculations, such as interac-
tions and adsorption of solutes on surfaces, because of their incorporation of nonlocal HF exchange. Lower-rung DFT methods only utilize
pure, gradient-corrected exchange-correlation functional, so they do not incur the same computational costs as the hybrid functionals, but
these typically struggle to appropriately capture hydrogen-bonded and other noncovalent interactions.[>%°%1¢%:161] Equation (3) can be used
to the reduce complexity by obtaining approximations to higher rung functionals with semi-local treatment of the condensed phase. This is
achieved by treating the condensed-phase portion of the calculation, E'*®"°, with periodic pure DFT, while offering perturbative many-body
corrections with higher rung DFT using the graph-theoretic interpretation of Equation (3). See Figure 12B. This approach bears similarity to
range-specified “screened” exchange functionals,!*¢272¢¢! put here the nonlocal HF exchange is spatially confined through the locality
imposed by the graphical representation. Additionally, here the extent of locality captured by the HF exchange can be tailored adaptively
and made spatially dependent through (a) the inclusion of faces and higher order many-body terms as allowed by Equation (3), and (b) the
inclusion of a node-dependent spatial envelope that defines edges, and hence the graph. The accuracy of this approach is quantified by
the deviation of lattice energy for the adsorbate-water surface structures calculated by Equation (3) compared to (cost-prohibitive) periodic
hybrid DFT calculations. Using these studies, we find that hybrid periodic DFT accuracy can be achieved at sub-kcal/mol deviation of lattice
energy with computational cost corresponding to pure DFT treatment. This is illustrated in Figure 12E for the adsorption of methanol onto
the surface of a water film (Figure 12). For this illustration, a set of pure functionals (BLYP,[*¢”! PBE,!*¢®! and revTPSS[*¢?)) were employed
to recover the hybrid functional lattice energies (PBEO™7® and B3LYP!™7!). The combinations of PBEO:PBE and B3LYP:revTPSS demon-
strated remarkable accuracy, suggesting periodic hybrid DFT calculations can be very well approximated by Equation (3) with the appropri-
ate choice of pure DFT functional. The presence of the impurity on the water surface would suggest a possible need for three-body

interactions, which are represented as faces in the graphical representation where the adsorbate interacts with two water molecules
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FIGURE 12 Accuracy of the energy expression of Equation (3) evaluated for a film of 24 water molecules with a single methanol molecule on
its surface A. Several solutes were considered in ref. [45], but only methanol is highlighted here. The associated graphical decomposition B,
provides a detailed many-body treatment of adsorbate/surface interaction. In C, we choose the basis set 6-31+G(d) as the lower level and these
are used within the graph-theoretic formalism in Equation (3) to provide results for higher level basis sets presented along the horizontal axis.
The graph-theoretic basis set extrapolations consistently shows accuracy to within 0.5 kcal/mol in lattice energy C, while demonstrating a
computational gain of roughly a factor of 8 to 10 D. Similarly, E, shows that accurate lattice energies, at hybrid DFT quality, can be obtained using
Equation (3) at the lower computational cost shown in F

simultaneously. In the systems we have considered in ref. [45], it was found that these terms offered minimal improvement and these will be

further probed in future publications.

4 | CONCLUSION

In this paper, we have discussed a new graph-theoretic embedding procedure with strong connections to many-body theory. The many-body
approximation is adaptively computed using rank-r graph-theoretic simplexes, each of which is composed from considering a power set

of “coarse-grained” local partitions of a chemical system; the higher rank simplexes capture increasingly nonlocal interactions between the
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“coarse-grained” units that represent nodes in the graphical procedure. The graph-theoretic many-body expression introduced here perturbatively
improves upon a full-system calculation conducted at an affordable lower level of theory and basis. The approach introduced here also has strong
connections to the ONIOM method and to several molecular fragmentation methods.

This method allows the accuracy of higher quality (post-HF) electronic structure methodologies with lower computational scaling costs
(commensurate with DFT). The methods introduced also scale much more favorably with system size as compared to standard post-HF methods.
The flexibility of this method was demonstrated through the treatment of protonated water clusters,??=42%4 condensed-phase water films,4”!
interaction of organic adsorbates on the surfaces of water, and the treatment of polypeptide fragments.[42'43] We obtain (a) post-HF accuracy at

DFT costs, 137742441 (b) periodic hybrid DFT treatment at pure DFT costs,**! and (c) large triple-¢ basis DFT at small DFT costs.****! The approach

[39,41-43 [40-43]

was used to efficiently compute post-HF AIMD trajectories within both the Born-Oppenheimer ! and extended Lagrangian flavors,

reduced-dimensional potential energy surfaces for the study of nuclear quantum effects where the surfaces are obtained at post-HF accuracy
with DFT cost,*¥ and the efficient study of interaction of solutes with surfaces.*®! The cost reduction and accuracy demonstrated render great
promise to the methods discussed here.
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APPENDIX A.: EXPLICIT FORM OF EQUATION (1) FOR A FEW VALUES OF %

The precise fragment energies that arise in the treatment may be understood by explicitly writing out Equations (1), (3), or (7) for a few values of
R.Forr=1

EGPS=E%+ 3" AE(a,1)- ) AE(a,0)[p0"-p2°] (A1)

acedges aenodes

where p2! is the number of times the node « (one-body term) appears in all edges (or two-body interactions), and p20 is the number of times the

node a appears in all nodes and hence p®° = 1. Using Equation (4), we may explicitly write Equation (A1) as

a

E;mfgd = [level0 4 Z [Elevel,l( al)— EIeveI,O( a,l)]

acedges ( A 2)
_ Z [Elevel,l(ayo) _EleveI,O(ayO)} (p2’1 _ 1)
aenodes
- EIeveI,O
+ { Z Elevel,i (a,O) + |: Z Elevel,i (05, 1) _ Z pg,lEIeveI,l (a,O)] }
aenodes acedges aenodes (A3)
_ { Z EIeveI,O (a,O) + |: Z EIeveI,O (a, 1) _ Z pg,lEIeveI,O (a,O):| }
aenodes acedges aenodes

In Equation (A3), we have clubbed terms belonging to level, 1 and level, O separately. The terms inside each of the curly brackets {- - -} are the

level, 1 (or level, 0) two-body energies. This may also be clear upon comparison with Equation (1). Equation (A3) also explicates the actual
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fragments that need to be computed in this formalism. But, as noted earlier, Equation (3) includes many-body contributions to arbitrary orders.
Thus, to include three-body interactions, one may use Z% = 2 in Equation (3), to obtain

=r

R=2 r—rank R=2
EGTsY =0+ Y (—1)'{ > AE(@r) { (—1)%;"’} }
r=0 a m

- EIeveI,O
+ { Z Elevel,l (a,O) + Z Elevel,l (a’ 1) _ Z pg,lEIeveI,i (aY O)
aenodes Lacedges aenodes

+ Z Elevel,l (0’2) _ Z prll,ZEIeveI,l ((1, 1) + Z p2,2EIeveI,1 (a’o):| }
|:rxefaces acedges aenodes

: : (A4)
_{ Z EIeveI,O(a’O) + Z EIeveI,O(ayl)_ Z pg,lEIeveI,O({x‘O)

aenodes Lacedges aenodes i
" |: Z Ele"el,o ((172) _ Z pi,ZEIeveI,O ((l, 1) + Z pg,ZEIeveI,O ((1,0):| }
aefaces acedges aenodes

_ rlevel,0 level,1 level,1 level,1
=E + {Ei—body + EZ—body,corr. + E3—body,corr,}

level,0 level,0 level,0
- {El —body + E2 —body,corr. + E3 —body,corr. }

It is clear from Equations (A3) and (A4) that Equations (1), (3), and (7) provide an ONIOM-type extrapolation approximation (“high” minus
“low” or level, 1 minus level, 0) where the “high” and the “low” levels are themselves many-body approximations.

APPENDIX B.: EXPLICIT FORM OF EQUATION (11) FOR A FEW VALUES OF #

This section may be considered in parallel with Section A and provides explicit gradient expressions for two- and three-body-based studies. Using
% = 1in Equation (11)

aEE/?m:bfd (R) aEIeveI,O(R) . Z <8E|evel'1 ((l, 1) é)EIevel,O ((l, 1)) 9Ra,1

R JaR acedges (9qu1 aRu,i JR (Bl)
level,1 level,0
-y <aE (@,0) IE(a, 0)> R0 p01-1)
a€nodes aR"ro aR«xO dR

The similarity in form between Equations (B1) and (A1) may be clear. These gradients are attenuated by a Jacobian factor, ‘?';‘é"' as seen in
Equation (A4). Similar to Equation (A3), Equation (B1) may also be presented in many-body form. For % = 2 in Equation (11), there will be as many
terms as in Equation (A4) and these may be explicitly written out by differentiating the energy corresponding to each simplex, using the real-space

variables corresponding to that simplex:

IRy 2 Ry 2

B R

aE;@:bgd (R) aEIeveI,O(R) . aEIeveI,l ((l, 2) aEIeveI,O (a, 2) aRaZ
JR JR -
a€ctriangle

level,1 level,0
~ IE®M (1) JE™°(a,1)) IRaz pi2-1) .
acedges IRy IRy1 JR
. Z aEIeveI,l (a,O) _ aEIeveI,O ((X’o) aRa,() [poz _po’l . 1]
aenodes aRﬂvo d Rq0 JR « @

As can be seen, as the maximum simplex rank £ is increased, the gradient contributions of the lower rank simplexes are additive with the
appropriate Jacobian and over-counting p/™ corrections. When considering ADMP-based dynamics, the propagation of the full system's density

matrix additionally generates additional gradients shown in Equations (15) and (16), which augment the gradients in Equations (B1) and (B2).
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