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Abstract We have recently developed a unified “middle” thermostat scheme for
rationally designing molecular dynamics (MD)/path integral molecular dynam-
ics (PIMD) algorithms for efficiently sampling the configuration space for the
classical/quantum canonical ensemble with or without constraints. It significantly
improves the time interval by a factor of 4-10 to achieve the same accuracy for
structural and configuration-dependent thermodynamic properties for MD (as well
as for any thermodynamic properties for PIMD). It has been implemented in AMBER
(2018/2019 version), which is available for MD/PIMD simulations with force fields,
QM/MM, or ab initio methods.

Keywords Canonical ensemble - Molecular dynamics + Path integral molecular
dynamics + Thermostat algorithms + “Middle” thermostat scheme + Quantum
statistics - Classical statistics + Holonomic constraints + Multi-time-step
techniques - Isokinetic constraints - Sampling efficiency

1 Introduction

Molecular dynamics (MD) has been widely used in chemistry, biology, materials,
environmental science, and other scientific fields [1, 2]. When nuclear quantum
effects are important, MD can be implemented to perform imaginary time path inte-
gral (PIMD) by virtue of the ring-polymer isomorphism [3, 4], which in principle
offers a numerically exact tool for practically studying quantum statistical properties
in molecular systems [4-8] where quantum exchange effects are negligible. Many
cases of interest involve the canonical ensemble, of which the number of particles
(N), volume (V) and temperature (T) are constant.
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In this review we focus on recent progress on the efficient “middle” thermostat
[9-12] that has been established in a series of papers [7,9, 11-16] and has been imple-
mented in AMBER [17] (the 2018 and 2019 versions). In 2016 we first suggested the
Langevin thermostat in the “middle” scheme to construct efficient sampling algo-
rithms for PIMD [7, 13, 14]. In 2017 and 2018 we developed a unified framework
[9, 11] based on either velocity-Verlet or leap-frog algorithms to apply various ther-
mostat algorithms for MD [1, 15, 18-32] and those for PIMD [7, 13, 14, 33-39]
proposed for the canonical (NVT) ensemble. In our unified theoretical framework,
we can describe most conventional algorithms [1, 15, 18-27, 33-36, 38, 39] in the
“side” or “end” scheme. The unified “middle” scheme we proposed in Refs. [9, 11]
provides an efficient tool for configurational sampling with either stochastic or deter-
ministic thermostats. We have further extended the “middle” thermostat scheme as
an efficient configurational sampling tool for systems with holonomic or isokinetic
constraints [12]. Even when multiple-time-step (MTS) techniques are employed, the
“middle” scheme leads to new algorithms that outperform original ones [12]. We
have recently extended PIMD to offer an exact tool for quantum statistical proper-
ties in coupled multi-electronic-state systems [40, 41] where the Born-Oppenheimer
approximation breaks down, in which the “middle” thermostat scheme still offers an
efficient sampling tool.

2 “Middle” scheme

The “middle” scheme for MD or PIMD allows for larger time intervals to obtain the
same convergence value, which significantly reduces the computational cost. The
“middle” scheme is a powerful tool for configurational sampling, thus is helpful for
evaluating thermodynamic properties that depend on coordinates in classical MD
simulation For PIMD, all the structural and thermodynamic properties in quantum
mechanics are functions of only the configurations of the path integral beads, the
“middle” scheme is particularly useful because the time interval can be increased by
4 to 10 times without loss of accuracy.

We briefly review three typical thermostats, including stochastic thermostats (the
Andersen thermostat, Langevin dynamics) as well as deterministic ones (the Nosé-
Hoover thermostat and Nosé-Hoover chain). The integration step with thermostats
can be described as three parts, the step for updating coordinates, that for updating
momenta and that for thermostatting, denoted “x”, “p” and “T”, respectively. Then
the equations of motion are

dx M-! 0
(dp) = ( 0 p)dt+ (—ag,ﬁ") )dt+Therm0stat (D)
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Here, x and p are coordinates and momentum in vector forms, U (x) is the physical
potential energy, M the diagonal mass matrix.

The evolution of density distribution for the phase space can be described by the
forward Kolmogorov equation. Define the translational propagator of coordinates as
L, and that of momenta as L,,.

)
Lop=-p'M P2 ®
0x
AU\ dp
Lop=[—) = 3
pP <ax> op (3)

The definition of £, depends on the thermostat employed. For a time step At, the
phase space propagators are e~ ¢“»" and 72!, The phase space propagation of
velocity-Verlet “middle” scheme we propose is written as

Middle
OEAT ny EVIAL _ L LpAl/2 LyAL/2 L1 AL, LA 2 Ly At 2 (4)

We denote it as “p-x-T-x-p”, where the operations are performed from right to
left. Similarly, the phase space propagation of the leap frog “middle” scheme reads

Middle
PN N LxAt/2 LAt G LyAL/2  LyAT (5)

=e
which is donated as “p-x-T-x-p”, with the operations in a right-to-left sequence.

In the “middle” scheme, the thermostat process for a full time step is performed
immediately after the coordinate translation for half a time step, then the coordinate
translation for another half time step is followed. In contrast, traditional thermostat
algorithms can be included in the “side” scheme

LA o eL?,““,eAz LT A2 LyA]2  LyAl ,LyAL/2 L7 AL)2 ©6)

Side
eﬁAt ~ eﬁLF At — e[:xAzeﬁTAt/ZeﬁpAzeﬁyAt/Z (7)

or the “end” scheme

LA eﬁ‘fg“At —

eﬁrAteﬁpAt/ZeﬂxAteﬁpAt/Z' (8)

2.1 Typical thermostats

Various thermostat methods have been developed for NVT simulations, e.g. Ander-
sen thermostat, Nosé-Hoover chain (NHC), Langevin dynamics, etc. The “mid-
dle” scheme naturally includes the two efficient Langevin thermostat algorithms
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developed for MD in Refs. [29, 30, 32] and in Ref. [28] as shown in Ref. [15].
Below we briefly review the “middle” scheme with the Andersen thermostat and
Nosé-Hoover chain.

2.1.1 “Middle” scheme with the Andersen thermostat

The Andersen thermostat was proposed by Andersen in 1980 for the canonical ensem-
ble [18]. The temperature of the system is controlled by stochastic collisions with a
heat bath. The time between the collisions is exponentially distributed. When a parti-
cle j undergoes a collision, its momentum is reassigned from a Maxwell momentum
distribution of the target temperature 7, while momenta of other particles remain
unchanged. The evolution of the Andersen thermostat step is

, 1
pY) « J;M}/ze,, if uj<vAt(or more precisely pj< 1 — e’”A’) (j =1,N
©)

Here, v is the collision frequency, 0; is a 3-dimensional Gaussian distributed
random vector with zero mean and unit variance, which is independent for each
particle as well as each invocation.

The phase space density propagator for the Andersen thermostat in a time interval
Atis

oo
e“8p = (1 — ™) pvp () / p(x, p)dp + ¢ " p(x, p). (10)
—00
Consider a harmonic system V (x) = %(x - ng)TA(X - xeq). It is easy to prove

the stationary state distribution for the “middle” scheme with the Andersen thermostat
is

- 1 1 Ar?
Middle T -1
= —exp| —8( = M-—-A—
/ Zy© I[ (2p ( ;)P

30— %) A - xeq))], (an

where Z is the normalization constant, while that for the traditional schemes (either
“side” or “end”) reads

. 2
pSide — ,End _ % exp|:—ﬁ<;pTM_lp+ %(x —xeq) 1 —AM—IAT’)A(X - xeq))] (12)
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That is, in the harmonic limit, either the “side” or “end” schemes with a finite
time interval leads to the exact momentum distribution but an approximate con-
figurational distribution, and in contrast, the “middle” scheme produces the exact
configurational distribution but an approximate momentum distribution. Since eval-
uation of most properties in MD and that of all properties in PIMD depend on only the
configurational distribution, the “middle” scheme is a better choice for MD/PIMD
simulations.

2.1.2 “Middle” scheme with the Nosé-Hoover chain thermostat
Nosé-Hoover chain (NHC) [21] performs deterministic MD by adding extended

degrees of freedom to control the temperature of the system. The equations of motion
for NHC read

Gy =2
__ou _ "
pi o o Pi
ORI
T % b
2 i —a
S o = P S S i=1,3N (13)
png) o sT 0> Pn;) ( )
. P NS p, <i) .
Py = Ql (J =2, Mync — 1)
p”ﬁw) 1
— NHC—' k T
(i) —_—
pnMNHC QMNHC—] B

where Mypyc means the number of pairs for the additional variables
{n;i)’ pn}”} ( j=1, MNHC) coupled to each degree of freedom (i = m), the
parameters Q1, ..., Oy, are the NHC thermal masses. For achieving the accu-
racy, one often uses the multiple time-scale techniques including the reference sys-
tem propagator algorithm (RESPA) [23] and higher-order factorizations such as the
Suzuki-Yoshida decomposition framework [42—-44]. When the phase space density
propagator for the thermostat part e“77 is effectively accurate, the thermostat prop-
agation keeps the Maxwell-Boltzmann distribution for the momentum effectively
unchanged, i.e.,

3N MNHC p (l) 3N MNHC p (t)

eLTA[exp - 7pTM_P+Z Z 3 =expy—B TM P*Z Z
0; 20,

i=1 j=I1 i=1 j=1

The stationary state distribution of the variables (x, P, pn) for the harmonic system
propagated with “middle-NHC” scheme is
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Middle - NHC _ 1 1 A 1 T
P Z, eXp /3 —P (M_AT) p+ E(X_Xeq) A(X_Xeq)

3N Mnuc p (1)

+>° Z : (15)

i=1 j=1

where Z), is the normalization constant. The stationary marginal distribution is
obtained by integration over p, in Eq. (15) for the phase space variables (x, p),
which is the same as Eq. (11). Similarly, the stationary state marginal distribution of
the physical phase space variables (x, p) for the harmonic system obtained by either
“side-NHC” or “end-NHC” is the same as Eq. (12).

2.2 Simulation results

2.2.1 Quartic potential

We test the quartic potential U (x) = x*/4 as a typical example in the anharmonic

region, where the mass is 1 au and the temperature parameter is § = ﬁ = 8 au.
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Fig. 2 MD results for liquid water at 7 = 298.15 K using different schemes, a average
potential energy per atom (U (X))/(Nawomkp) (unit: Kelvin) b average kinetic energy per atom
(pP"M~"p)/(2Naomk ) (unit: Kelvin) (Reproduced with permission from Ref. [11])

Figure 1 shows that the “middle” scheme is more efficient as well as more stable
than the conventional “side” scheme, irrespective of the type of thermostat employed.
To obtain the same accuracy, the “middle” scheme can employ a (much) larger time
interval.

2.2.2 Liquid water

We have implemented the “middle” scheme in the AMBER2018 package [17]. A
liquid water system containing a box of 216 water molecules using the TIP3P water
model is used as a test case.

Figure 2 demonstrates that all algorithms lead to the same converged results as
the time interval decreases to zero. As the time interval increases, both “VV-Middle”
and “LF-Middle” schemes perform better than the “side” scheme or the conventional
algorithm of AMBER (denoted “Old” in Fig. 2) for estimating the average potential
energy. In addition, “LF-Middle” is more accurate than “VV-Middle” for evaluating
the kinetic energy when the time interval becomes large.

3 Path integral molecular dynamics

Imaginary time path integral maps a quantum system into a classical ring polymer.
Each bead of the ring polymer is a replica of the system, connected with adjacent
beads by harmonic springs [3, 45, 46]. By assigning fictitious momenta and masses
to the beads, one can employ MD to perform imaginary time path integral for the
quantum system [4]. This approach is denoted path integral molecular dynamics
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(PIMD), which has become a powerful tool for estimating quantum thermodynamic
properties of realistic molecular systems [5, 7, 9, 38—40, 47].

3.1 Thermodynamic properties

One can write any thermodynamic property of the canonical ensemble in quantum
mechanics in the general form

<1§>=%Tr(e_ﬂﬁ é), (16)

where Z = Tr|e #¥ | is the partition function and B represents a relevant operator
of our interest. Eq. (16) can be expressed in the configuration space X, i.e.,

<§>:M A7)
[ dx(x|e=PH|x)

Substituting the expression of the identity operator in the configuration space
1= f dx;|x;)(x;|, one can express the partition function as

Z= [ dx(xlePH|x)

X=X
3
= Jim [dxi [dx:... [ dxe(55)

P P
X CXP{—Z,‘% 2 [(Xi1 — %) M(xi —x)] — £ ; U(Xi)}

NP/2
M| 772 . 318)

where Xp,; = X; and P is the total number of path integral beads. Similarly, the
numerator of Eq. (17) becomes

—BH i ¥EX | PN e
dx(x|e Blx) = lim dxy | dxo... | dxp| —— M|
P—00 2mBh?

P P r }3 P
X exp T2 ;[(Xl‘ﬂ = x;) M(xi41 —Xi)} - F;U(Xi)
X B(Xy,..., Xp) (19)
The estimator B(x, ..., Xp) for the operator lg’(f() is

8 1 &
B(X],...,XP)ZFZB(XJ‘). (20)
j=1
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When operator B involves the momentum, the estimator E(xl, ...,Xp) can also
be expressed. For instance, the primitive version of the estimator for the kinetic
energy operator B = %f)TM’lf) is

3NP

- P
B(Xl,n-aXP):T_

W[("Hl = ;) M(xj41 —x,-)], 2n

P

j=1

and the virial version is

- aU (x;
B(Xl,...,Xp)Z3—N+LZ|:(Xj—X*)Tﬂi|, (22)

P
1
X*:X"EFZXf (23)

or any specific bead.

3.2 Staging Path Integral Molecular Dynamics

Consider the staging transformation [6, 38, 47, 49]

£ =x
D L
gj:xj—% (j=2,P). 24)
Define
1
wr = g5 25)

Eq. (18) becomes

£i=x P 3NP/2
zZ = ngo(TW) |M|P/2/d§1/d'§2---/d§f'

P, — 1
X exp —ﬁZ[EwgngjngrFU(xj(gl,...,gP))} , (26)
j=1
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The diagonal mass matrices are given by

M, =0
M, = j]T.lPM (j =2, P). 27)
Define
1 P
o &) =5 D U8 Ep)). (28)

=R (29)

3%,
Adding fictitious momenta (py, ..., pp) into Eq. (26) leads to
~1/2
= PN T e !
22 i () et (T ]) [ {TTasam,
j=1 j=1
><exp[—,BHeff(El,...,EP;pl,...,pp)] (30)

with the effective Hamiltonian of the form

P
1 -
Heff(glv I ) EP; p]a e 7pP) = Z Eprj_]pJ + Ueff(g]a ceey EP)? (31)
j=1
where
Py o
Uet(§1. .- Ep) = Ew]%g]T.Mjgj + o8, ....8p) (32)
j=1

The fictitious masses are defined as

M, =M

S j e

Mj:Mj:jTlPM (]:2, P) (33)
such that all staging modes (Ez» R P) move on the same frequency. The estimator

of the thermodynamic property in Eq. (17) is
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P ~
f (]_[l dg,-dpj) exp{—BHer(§.....§p:P1,....PP)}BX1,....Xp)
]:

()= Jim
P—o0 P
i (]_[] dﬁjdpj> exp{—BHe(§.....Ep: P1,....PP)}
J=
(34

Equations (31) and (34) suggest the Hamilton equations of motion

e =M p.

%’ iR (35)

by =—wpME; — & (j=1P)

One should couple it with a thermostat to ensure the canonical distribution for
(§.....&p.P1,....pp). Note that the estimator of any thermodynamic properties
in Eq. (34) depends on only the configurational distribution of the beads in PIMD.

The choice of the fictitious masses in Egs. (25), (27), and (33) is different from
that in Refs. [7, 9]. The procedure in Egs. (24)—(35) for PIMD makes it possible to
use the same time interval to obtain converged results, regardless of the value of P,
the total number of path integral beads. This has been suggested earlier in Ref. [6].

The conventional wisdom often employs the decomposition of the equations of
motion in PIMD algorithms

. Vi~ ! p. 0 _
.E’ = M% _Pj + 3¢ | + (Thermostat) (j =1, P) (36)
p; —wpM;E; o -

—_————  — — T

X p

because the fictitious ring polymer force term —w%M ;& varies more frequently than
3¢ ’
E’
available [39]. E. g., Eq. (36) leads to exact results in the free particle limit. Our

recent work [7], however, shows that

. o -
‘El _ (M P + QUM + (Thermostat) (j =1,P)  (37)

T

the physical force term — and the exact solution to the first term of Eq. (36) is

x p

is a more accurate and efficient decomposition scheme for developing PIMD
algorithms in the “middle” thermostat scheme.

E.g., when one apply the Langevin dynamics as thermostat, it has been clari-
fied in Appendix C of Ref. [7] (and its Supplementary Material [50]) that Eq. (37)
guarantees the exact marginal configuration distribution of the path integral beads
in the harmonic limit, irrespective to the time interval, while Eq. (36) does not. The
conclusion holds for any thermostat as long as the thermostat faithfully maintains
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Fig. 3 PIMD results using different time intervals for liquid water at 7 = 298.15 K. a Absolute
difference between the primitive and virial estimators for averaged kinetic energy per atom (unit:
Kelvin). b The averaged potential energy per atom (U (X))/(Nawmks) (unit: Kelvin). Statistical
error bars are included. (Reproduced with permission from Ref. [9])

the Maxwell momentum distribution. This is verified by the simulation results for
PIMD in Ref. [9] when the Andersen thermostat and NHC are used.

We apply the “middle” and conventional “side” schemes with PIMD algorithms
for liquid water system to study the canonical ensemble at constant temperature
T = 298.15K and p; = 0.997 g - cm™3. As presented in Fig. 3, in comparison
to the “side” scheme, the “middle” scheme reduces the error by about an order of
magnitude with the same time interval.

3.3 Normal-mode Path Integral Molecular Dynamics

Consider the normal mode transformation of path integral beads [48, 51, 52]

X = Cnormq (38)

. T T
with ¢ = (qo...qp-;) and x = (x;...xp) , where the clement of the
orthogonal transformation matrix C*"™ is
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JV1/P, k=0
norm __ \/2/_PCOS(2]ij/P)’ 1<k< P/2-1 ) -
T VIR (-1, k=P (J

V2/Psin@rjk/P), P/2+1 <k <P —1

for even P and

JI/P, k=0
crem = 3 J2]P cos(2mjk/P), 1 <k < (P —1)/2 (j=T1,P), (40
V2/Psin2mjk/P), (P+1)/2<k<P—1

for odd P. When one employs the normal mode transformation, the partition function
becomes

P \NP2
7 Plggo(m) |M|”/2/dqo/dq1.../dqm

P-1 P
1 —nor 1
xexpy —B| Y zw,%q,{MkO "q, + > > V(xj(qo. ... qp-1)
k=0 =1

(41)

The mass matrices are defined as Mg"”" = (0and M:mm = PM (k =1,P—1),
the frequency for each mode is given by

wx = 2wpsin(kw/P) (k=0,P —1), (42)
respectively. Eq. (28) then becomes
1 E
oo, ---,qp-1) = _ZV(Xj(qo,--qu—l))» (43)

P

and the derivatives d¢/dqy is obtained from

9 ax\" d
9 (& 9 = (C””””)T—¢. (44)
aq aq/ 0x ox

Employing fictitious momenta (py, ..., pp—1) into Eq. (41) produces

p NP/2 P-1 -1/2 P_1
Z= L“;(m) 'M"’”(H )MZ‘”’”) / (H qudpk)
k=0 k=0

X exp[_ﬂHe’}?rm(qO’ e qp—15P0Os - - pP—l)]’ (45)
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where the effective Hamiltonian can be expressed by the normal mode variables
Pl
HE™ @ p) = 3 50 M 1Pk + U™ (@ (46)
k=0

In Eq. (46) the effective potential is

P—-1

1 N grorm
U™ (@ = 3 50iai M g + (@), (47)
k=0

and the fictitious masses {N/Inwm,k} can be arbitrary, which can be chosen as

1\7["0””’ reo =M and M = PM (k =1,P—- l) such that all non-zeroth normal

modes (k =1, P — 1) move on the same frequency.
The thermodynamic property Eq. (17) can be evaluated by

norm,

-1
f( [1 kode) exp{—BHIZ™ (qq., . ... qpP_1;P0s -+ pp_1)}Bxi,..., xp)

(é): lim
P—00 P—
/ <k1_10 qude) exp{—BH L™ (q0.-- .. ap-1:P0. ... PP—1)}
(48)

It then suggests a MD scheme to sample (qg,...,qp—1,Po,--.,Pp—1). The
equations of motion derived from the effective Hamiltonian (Eq. 46) are

qk = 1\~/In_olrm kpk

. oxFhorm a
Pr = M qk__¢ (k: ,P—l', (49)

aqy

which must be coupled with a thermostat to ensure the correct canonical distribution
for (qo, ..., qp—1,Pos - .., Ppr—1). This is denoted normal mode PIMD (NM-PIMD).

Similar to Eq. (37), the equations of motion of NM-PIMD should be decomposed
into three parts

qk V ;olrm k Pk 0
) = , +| _suy |+ (thermostat) (k=0,P—1) (50)
Px 0 Iqk

- 2 ) e/ T

X P

in the “middle” thermostat scheme for designing efficient NM-PIMD algorithms.
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3.4 Multi-electronic-state PIMD

Consider a Hamiltonian with N, electronic states of the form H=T+ V, where
V = V(R) is a N; x N, symmetric diabatic potential energy matrix and T is the
kinetic energy matrix. The canonical partition function is defined as

Z = Tryele ] (51)
and a specific physical property of interest is evaluated by
1 i
<B> =~ Trle "B) (52)

In Egs. (51) and (52) the trace is integrated over both the nuclear and electronic
degrees of freedom, i.e.

N,
Tr,[O] = Z (n|O|n) (53)

and
Tr,[0] = / dR(R|OIR). (54)

Substituting the resolution of the identity into Eq. (51) yields

P2 P
i
7 = Plgl’cl)o TW /dR] .. dRp exp|:—5w% ; (Rl - RH_])TM(RI‘ — Ri+1)i|
P
x Tr []‘[ 0T(R»O<R»} (55)
i=1

where O(R;) is related to the splitting scheme. We have studied three typical
decomposition schemes, namely, the “diagonalization”, “first-order expansion”, and
“hyperbolic function” methods in Ref. [40].

Because Tr, []—[f:] or (R,-)O(R,-)] is not always positive-definite for general
multi-electronic-state (MES) systems, regardless of which decomposition scheme is
employed, it is not recommended to use either Tr, []_[l.Pz1 or (Ri)O(Ri)] or its abso-

lute value to define an effective potential function ¢ (Ry, ..., Rp) for performing
PIMD. A reasonable effective potential is defined by
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P
e PP RIRp) _ Tr, |:1_[ eﬁvdiag(Ri)/P:| . (56)

i=1

Note that the right-hand side of Eq. (56) is always positive-definite. Here Vg;ag (R;)
is adiagonal matrix, whose elements are the diagonal elements of V(R). The partition
function [Eq.(55)] may then be expressed as

PM

Z = lim
2 Bh2

P—o0

P2 . .
/de...dRpexp[—ﬂUé?fla)(Rl ..... Rp)]Z(d“‘)(Rl ,,,,, Rp), (57)

of which the estimator is

P
Tre[]_[ OT(Ri)O(Ri)]
Z9OR,,... Rp) = —— (58)
Tre[H eﬂvdiug(Ri)/P:|
i=1
and
Vg Ri.... . Rp) = Z0p >~ Ri = Riy)” PMR; = Riy1) + ¢ Ry, Rp).  (59)

i=1

Then one can obtain any specific physical property of interest in Eq. (52) from

[dR;...dRp exp[—ﬁUgg‘}ia)(Rl, o RP)]§<dia>(R1, ...Rp)

<1§> — — — (60)
[dR;...dRp exp[—ﬁUe(H“)(Rl, . Rp)]Z(d‘a>(R1, ....Rp)
The estimators é(dia)(R] , ..., Rp) in the diabatic representation for some typical

operators are described in Ref. [40].
Define an effective Hamiltonian

P
; - -
Hig "Ry, Rpipr oo pp) = 3 P My P+ Ut "Ry, Rp) - (61)
i=1

with the fictitious masses 1\711. and momenta p;. It leads to the MES-PIMD equations
of motion

R,‘ :Mflp,' _
. . ia) - i=1,P). 62
b= A USIR,,.. Ry (TP ©
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Their coupling to a thermostat produces a proper canonical distribution for
Ry, ..., Rp;p1, ..., ppr), which changes Eq. (60) into

P .
d 7 (dic
/ (H dRidpi>exp{—ﬁH§ff‘a>(R1,...,Rp;pl,...,pp)}B<d“)<R1,...,Rp>
i=1

. (63)

(B)= i,

P .
d. ~ .
/ (_HldR,-dp,)exp{ﬂHéff“‘)(Rl ..... Rpipi....pp) | ZEOR,.... . Rp)
i

Similar to Eq. (37), the MES-PIMD equations of motion are decomposed into
three parts

R,’ Vi ._1 . 0 —
= M; pi +| sy@o |+ (Thermostat)y (i =1, P). (64)
Pi 0 - dlL{”
i T
X p

The “middle” scheme then yields efficient MES-PIMD algorithms. As discussed
in Sects. 3.2 and 3.3, the staging or normal-mode transformation of path integral
beads can be used in Eq. (64).

We have investigated a seven-state system in Ref. [40]. It is shown in Fig. 4 that the
“middle” thermostat scheme greatly improves the efficiency over the conventional
“side” scheme.

--A--middle primitive
- side primitive
110° 1D-7state model %t g;(ljdedlleirival:'\al
T T T T T T 1D-7state model | -_a--m; O si
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Fig.4 Results for the “middle” scheme in comparison to those for conventional thermostat schemes
for MES-PIMD for a 1-D seven-state system. Results for the heat capacity and coherence length are
plotted as functions of the time interval A¢. Atomic units (au) are used (Reproduced with permission
from Ref. [40])
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4 “Middle” scheme with constraints

4.1 Holonomic constraint

Define the holonomic constraint
o(x) =0, (65)

where ¢(x) is n.-dimensional vector function of the configuration x. Its derivative
yields the constraint for the momentum p

d 3o\ " 1
dto(x) = <3x> M 'p=0. (66)

SHAKE [53] and RATTLE [54] are two typical algorithms for applying con-
straints to molecular systems. While SHAKE guarantees only the position constraint,
RATTLE satisfies both the position and momentum constraints. It is straightforward
to employ the “middle” scheme with the SHAKE or RATTLE algorithm for sampling
the canonical (NVT) ensemble. Various versions can be constructed to guarantee
that the position and momentum satisfy Egs. (65)—(66) at the end of a time step. Our
recommended “VV-Middle” scheme with holonomic constraints is

[ At U At
P(T) <~ p0) - —-—

ax(0) 2
G, Solve p : (a 0) ( )+ ax(o)”“) 0
f’( f) (%) ax(o)lL

L[ At 1z At At
x(7)<—x(0)+M p(7>7

~ (At
Thermostat for a full time step At (in which f)<7> is updated)

xan <5 20) +mtp( o)A
X <~ X| —
2 P\2)2
Solve '\ : G(i(AI) +M" 1022’0) )‘) 0

Ci: x(A1) < X(A1) + M~ lai’z’o)x
A 1 0
p(3) < B(5) + 2y M

H) <
f)(At)<—p< > U At
(

Ix(A) 2

x(At)) (p(At) + Bx(Ar) “) 0
P(AD) < P(AD) + 5551

Solve u :

C2 . s (67)
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which is denoted “C2-p-C1-x-T-x-C2-p”, where the operations are performed from
right to left. When “LF-Middle” is used, our recommended version is

P\3 P72 ax(0)
T .
C, Solve . : (6}((0)) M*1<f’(%) + aig))lk) =0
p(3) < p(3) + nih

_( At o o M-l AT A
(5) —xoewi(3) 3

~ (At
Thermostat for a full time step At (in which 13<7> is updated)

can ALY | ypis( Ar) Ar
X X — =
2 Pl5)3
Solve \ : a(i(At) + M e x) =0

C;: X(Ar) « X(A1) + M~ 10;3;’0)1

( ) ( )+A_tax(0)
M

o N\T
Solve p : (ax(ZZr)) - <
p(5) < (%

We denote it “C2-C1-x-T-x-C2-p”.

We use AMBER2018 [55] to simulate a liquid water system subject to intramolec-
ular bond length and angle constraints. The system contains a box of 216 water
molecules (with periodic boundary conditions). The TIP3P model are employed as
the force field. Fig. 5a implies that the two “middle” schemes (Eqs. 67 and 68)
perform better in configurational sampling than the conventional “side” scheme as
well as the BBK algorithm [25] for systems subject to constraints. Fig. 5b shows
that “LF-Middle” leads to a more accurate marginal momentum distribution than
“VV-Middle”.

Jo
C,: ( f)+ 8x(At)“‘> 0
+ dx(At)u’

P 68)
)

4.2 Isokinetic constraints in the “middle” scheme

Nonholonomic constraints (that involve the constraint of momenta) are also widely
used in MD simulation in the canonical ensemble. In Ref. [12] we have recently
extended the application of the “middle” thermostat scheme to the isokinetic con-
straint as well as to the MTS technique, which leads to a more efficient version for
the Stochastic-Iso-NH-RESPA [SIN(R)] algorithm [56].
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Fig. 5 MD results of liquid water with intramolecular O-H bond length and H-O-H angle
constraints at 7 = 298.15 K using different schemes, a average potential energy per atom
(U(x))/(Naomkp) (unit: Kelvin) b average kinetic energy per atom (pTM_1p> /(2Natomkp) (unit:
Kelvin). “Old” stands for the BBK algorithm [25] used in AMBER (Reproduced with permission
from Ref. [11])

Given At = nédt, with At as the outer time interval and 57 the inner time interval,
respectively. The propagating order of original SIN(R) [56] is expressed as
WIND eLNar/zeL;f’at/2+L§;’Az/zeaxar/zeﬁosrezxaz/zeL;”Sz/zeLNaz/z
v -2
% (eﬁNaz/zeq,f)sr/zeﬁxaz/zeﬁoazez:xst/zeci,f’az/zez:m/2>"

(f) f) (s)
x @LNO/2 gLy 81/2 L5112 4 Lot L5112, L6124 L3 At/2 , Lidt/2 (69)

where the Kolmogorov operators in Eq. (69) are explicitly defined in Ref. [12]. Refs.
[9, 11] have already suggested that applying thermostat in the middle of the propa-
gation step always leads to much better performance in sampling the configuration
space. When the middle thermostat scheme is used to design new SIN(R) algorithms,
the propagating order of the “VV-Middle” version is

LA A eLf,f)«St/z-&-LE,‘”At/zeﬁxét/2e£;v6t/2€£06teﬁNat/ZeﬁxérﬂeLf,/)ét/Z
L8672 £.8t/2 Last)2 L6t Lydt)2 L.8t)2 L568t)2 n=2
X e™P e~ xO cemNO 2= 0% @ =NOI 2 p=x 01 2 pp

2 o )
% eﬁp (St/Ze[lx&r/2e£N6t/26L06teLN(St/Ze[,szt/ZeLp 8t/24+Ly AI/Z’ (70)

[denoted “VV-Middle-SIN(R)’] and that of the “LF-Middle” version becomes

)
eﬁAz ~ eﬁxaz/zeﬁNat/zeﬁoateﬁNSz/zeﬁxaz/zeﬁp 8t
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(g \"2
% (eant/ZeﬁNézﬂeﬁoézeLNat/ZeLx(St/Zeﬁp az)

f) Q)
% eﬁxét/Ze,CNét/ZeL‘oéteENSI/ZeLXBt/Ze,Cp St+Ly At (71)

[denoted “LF-Middle-SIN(R)”]. Egs. (70) and (71) yield the same efficiency
and accuracy for sampling the configuration space. These versions in the “middle”
scheme are all easily extended with more than two time steps for SIN(R).

We have simulated a system of liquid water [216 H20 molecules in a box with
periodic boundary conditions at the state point 7 = 298.15 K(temperature) and 0.997
g'cm‘3 (density)] to compare the original version of SIN(R) [Eq. (69)] and its new
version with the “middle” scheme (“VV-Middle-SIN(R)”) [Eq. (70)]. POLI2VS-a
polarizable and flexible force field [57] for liquid water is used. In MTS, one may
treat the force contributed by the intramolecular interactions as the fast part and
consider the force derived from the noncovalent interactions as the slow part. Fig. 6
demonstrates the results with the inner time interval §¢ varied from 0.1 to 2fs while
the outer time interval Az are fixed at 2 or 4fs. As the inner time step 8¢ increases,
“VV-Middle-SIN(R)” performs more efficiently than conventional SIN(R).

All versions in the “middle” scheme for MD in Sect. 4.1 (with holonomic con-
straints) and Sect. 4.2 (with nonholonomic constraints as well as resonance-free
multiple time-step techniques) can easily be extended to PIMD. We have already
applied some of them in PIMD simulations for liquid water [10].

(a) Liquid water (POLI2VS model) (b) Liquid water (POLI2VS model)
1470 Outer time step At:? fs 1380 Outer time step At=4 fs
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Fig. 6 Average potential energy per atom (U (X))/(Naomkp) (unit: Kelvin) of liquid water at
T = 298.15 K as a function of the inner time step §¢ with a fixed outer time step. a At =2 fs b Az
=4 fs (Reproduced with permission from Ref. [12])
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5 Conclusions

In many remarks, the “middle” thermostat scheme [7, 9, 11, 12, 15, 16] (either
“VV-Middle” or “LF-Middle”) provides a promising approach to design efficient
MD/PIMD algorithms for sampling the configuration space of the canonical ensem-
ble with or without constraints. Combination of the “middle” scheme with resonance-
free MTS techniques leads to more efficient and robust algorithms for sampling the
configuration space for multi-time-scale systems [12].

It is straightforward to employ the “middle” thermostat scheme with various
advanced enhanced sampling techniques [55, 58—68] to accelerate configurational
sampling for molecular systems where rare events become important [12]. Since
the “middle” thermostat scheme is useful for any types of potential energy surfaces
or force fields (for realistic molecular systems), it will be helpful to implement
the “middle” scheme for ab initio MD or ab initio PIMDJ[21, 69] to reduce the
computation cost. It will be interesting to develop more efficient MD and PIMD
algorithms in the unified theoretical framework for these purposes.
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