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Water is an excellent solvent for many reactions; it is essential
for life. The roles of solvent water or individual water molecules
in catalysis have attracted much current interest. The phenomenon
of “on water” catalysis1 may be related to the surface hydrogen
bonding2 or the unusual acidity of water surfaces.3 The role of water
in altering the rates and selectivities of proline-catalyzed reactions,4

or altering the regioselectivities of cascade epoxide openings,5 are
among many recent reports of water molecules as catalysts or
cocatalysts. Diels-Alder reactions and other pericyclic reactions
are accelerated in water.6 The accelerations of organic reactions
such as hydrolysis,7,8 condensations,9 Diels-Alder cycloadditions,8

and the Fisher indole synthesis8 have been observed in supercritical
and near-critical water.

Car-Parrinello molecular dynamics (CPMD) studies of acid- and
base-catalyzed hydrolyses reproduce experimental activation free
energies (∆Gq).10 However, the computed ∆Gq value for the neutral
hydrolysis of N-methyl acetamide by a cyclic mechanism involving
two water molecules exceeds the experimental value.11

Various calculations of neutral hydrolysis reactions in water
postulate the formation of zwitterionic intermediates, networks of
water molecules,12,13 or four-membered cyclic transition states
(TS).14 The computed ∆Gq values by these mechanisms always
exceed the experimentally measured barriers except some of the
ones computed with the Marcus theory.12,14,15 Zwitterionic inter-
mediates are not minima on the gas phase energy surface, and
accurate calculations of free energies for the reactions involving
putative zwitterionic intermediates have not been achieved.16

Autoionization of water is slow but generates both a strong acid
(hydronium) and strong base (hydroxide). The dynamical processes
by which the fluctuations of water can lead to autoionization have
been studied in detail by Chandler and co-workers.17 We have now
explored the hydrolysis mechanism in which the reaction is initiated
by water autoionization.18 We have computed the ∆Gq for the
hydrolysis of methyl formate in pure water with metadynamics
(MT)19 simulations.

The BLYP functional and norm-conserving Troullier-Martins20

pseudopotentials (PP) were used to describe the electronic structure
of the system.21 The plane wave cutoff for the Kohn-Sham orbitals
was set to 85 Ry. The periodic unit cell, with cubic dimensions of
10.1 Å, contained 32 water molecules and 1 methyl formate
molecule. The equations of motion were integrated with a time step
of 3 au (0.07 fs). The simulations were run at the NVT ensemble
at 300 K for 1 M standard state by using a Nose-Hoover
thermostat.22 The MT simulations use the CPMD23 Lagrangian with
a fictitious electron mass of 340 amu. CPMD-MT simulations with
similar settings were shown to predict the energetics and dynamics
of aqueous phase decomposition of peroxynitrous acid accurately.24

The relative free energies of the substrate, products, and the gem-
diol intermediate in water were computed at the CBS-QB325 level
of theory; solvation free energy corrections were computed with
the CPCM method.26 The computed energetics are consistent with
the previously published data.27

Autoionization occurs with a free energy of reaction of 21.4 kcal/
mol and a ∆Gq of 23.8 kcal/mol.28 From hydroxide and hydronium,
separated by many water molecules, the hydrolysis of methyl
formate proceeds via the protonation of the carbonyl oxygen of
methyl formate by hydronium. A free energy profile reconstructed
from MT simulations for the hydrolysis of methyl formate supports
this hydrolysis mechanism (Figure 1). Figure 1 shows the formation
of protonated methyl formate, the conversion of protonated methyl
formate to the gem-diol intermediate, and the conversion of the
gem-diol intermediate to protonated formic acid plus methanol and
hydroxide.

The region of the free energy profile for the conversion of the
protonated methyl formate plus hydroxide to the gem-diol inter-
mediate (Figure 1) was calculated in the reverse direction. The MT
simulation was run by using two collective variables: r(C-OH) and
r(O-H), as shown in Figure 1. The fictitious masses and force
constants for these two collective variables were set to 10 amu and
0.3 au, respectively. The heights of the hills were determined by
the shape of the underlying energy surface and set to be at most
10 kcal/mol for the first 200 MT steps and reduced to 5 kcal/mol
in the subsequent MT steps.21 On average, the hill height was 1.3
kcal/mol. The addition of the hills was allowed with a minimum
time separation of 75 MD steps and with a minimum displacement
of 0.05 Å in the collective variables; if the displacement never
exceeds 0.05 Å, the addition of consecutive hills was forced after
150 MD steps. According to MT simulations, the addition of
hydroxide to protonated methyl formate requires a ∆Gq of 1.3 kcal/
mol, and the reaction is exergonic by 16.3 kcal/mol. The TS was
found to occur at the distances r(C-OH) ) 1.96 Å and r(O-H) )
1.07 Å. The overall ∆Gq for the conversion of methyl formate to
the gem-diol intermediate via protonated methyl formate, plus the
hydroxide intermediate was obtained by summing the free energy

Figure 1. Free energy surface connecting protonated formic acid, methanol,
and hydroxide to protonated methyl formate and hydroxide via the gem-
diol intermediate. The energies are the relative free energies in kcal/mol
with respect to methyl formate in water.
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difference between the gem-diol intermediate and methyl formate
in water (5.3 kcal/mol) and the ∆G q from the MT simulation. This
corresponds to an overall ∆Gq of 22.9 kcal/mol for this step.

A similar simulation was performed for the conversion of the gem-
diol intermediate to protonated formic acid plus methanol and
hydroxide. Two distances, r(C-OCH3) and r(O-H), were used as
two collective variables (Figure 1). The ∆Gq required for the
conversion of the gem-diol intermediate to protonated methyl formate
plus methanol and hydroxide is 18.0 kcal/mol. This process is
endergonic by 14.2 kcal/mol. The TS was found to occur at the
distances r(C-OCH3) ) 1.97 Å and r(O-H) ) 1.14 Å. The activation
free energy for this TS is 23.3 ( 1.8 kcal/mol with respect to methyl
formate in water. This is the same as the water autoionization step,
within the error bars of the simulations. MD snapshots from the
simulations are shown in Figure 2A-D, respectively.

The overall free energy profile for the hydrolysis of methyl formate
is given in Figure 3. The energy profile was constructed from ∆Gq

obtained from MT simulations and the relative free energies among
methyl formate, the gem-diol intermediate, and products. Experimental
data for the autoionization of water were used to construct the free
energy profile. Statistical errors in MT simulations are calculated to
be (1.8 kcal/mol.29 All of the TSs, located along the methyl formate
hydrolysis pathway have similar ∆Gq values, and these agree well
with the experimental value of 25.9.30 Measured ∆Gq values for
hydrolyses of 35 esters in pure water range from 21 to 28 kcal/mol
and support the hydrolysis mechanism presented here.

The evolution of enzymes may have proceeded by the gradual
perfection of such a dual acid/base catalysis mechanism that occurs
spontaneously in water, which may be considered a primordial pre-
enzymatic catalyst. The hydrolysis mechanism demonstrated here for
esters is also being investigated for the hydrolysis reactions of amides,
ketals, ethers, and phosphates in pure water in the absence of added
catalysts.
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Figure 2. Snapshots from MT simulations of the hydrolysis of methyl
formate in water. (A) Methyl formate, hydroxide, and hydronium. (B)
Protonated methyl formate and hydroxide. (C) gem-Diol. (D) Methanol,
formic acid, hydroxide, and hydronium.

Figure 3. Free energy profile for the hydrolysis of methyl formate. Energies
are given in kcal/mol. *Obtained from experimental data.
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