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The interaction of Mn?*, being in three possible spin states, with glycine has been studied using quantum
chemical calculations in the gas phase. Seven modes of interaction have been considered in all cases.
Investigation of manganese complexes having various possible spin state including high, intermediate
and low spins shows that the most stable complexes are high spin (total electron spin S=5/2). Calculations
show that the most stable mode of binding involves the simultaneous interaction of Mn?* with two oxygen

- atoms of the zwitterionic conformers of glycine (1?-0,0 (CO,~)), while the second preferred binding
g‘l?; Z‘i’ggds' site consists of chelation between the carbonyl oxygen and the amino nitrogen (m?-O,N). These results
Mn2* indicate that the relative affinity of Mn?* and the glycine zwitterion makes this isomer of glycine more
stable than others, even though it is not stable in its isolated form. The results are in accord with those of
previous reports for some doubly charged cations and in some cases with monocations. The nature of the
interaction between manganese metal cation and glycine is also discussed employing natural population
and molecular orbital analyses. It has been found that electrostatics contribution plays a crucial role in
this interaction. Complexation energy (Do) of the low lying energy isomer, for the most stable sextet spin
state, has been obtained as about 156 kcal/mol. It has also been shown that the computed vibrational
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frequencies could aid in identification of the most stable Mn2*-glycine complex.

© 2010 Elsevier B.V. All rights reserved.

1. Introduction

It is well recognized that manganese (Mn) ion plays significant
roles in many key biological and environmental processes as a con-
stituent of some enzymes and an activator of several other enzymes
[1-4]. Manganese proteins, for example, are important in the oxy-
gen evolution catalyzed by the proteins of photosynthetic reaction
center and are involved in the metabolism of amino acids and pro-
teins [5]. In addition, manganese as a divalent metal ion plays a
significant role in RNA structure and catalysis [6,7]. In many man-
ganese proteins the manganese is in the Il oxidation state [4].

Recently, transition metal cationization has proven to be a very
useful tool for the elucidation of the primary structure of amino
acids [8-10]. The knowledge of the metal cation binding site in the
interactions between these metal ions and amino acids is therefore
the first step for understanding the mechanism of relevant biolog-
ical processes [11]. Further, the details of intrinsic properties such
as the local interactions that take place between the metal cation
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and the biomolecule could be understood by the gas phase study of
the metal cation-amino acid complexes [12]. These studies are also
useful in evaluating the thermochemical data of reaction processes
and in developing models of bonding [13]. In addition, such infor-
mation aids in interpreting the fragmentation mechanisms in mass
spectrometry experiments used for the elucidation of the sequence
of peptides cationized by various metal cations [14-19].

The interaction of different metal cations with glycine (Gly), the
prototype compound of ions with amino acids, have been studied
extensively by several authors from experimental and theoretical
points of view [13,20-44]. The structure of glycine cationized with
singly charged metal cations has been analyzed in previous theo-
retical works [13,31-44]. It has been found that the lowest isomer
of cationized glycine is a charge solvated structure. These calcula-
tions led to the result that charge solvation by chelation of cation
between nitrogen and the carbonyl oxygen seems to be the most
favorable for most of glycine-mono cation complexes. In contrast,
extensive studies on gaseous glycine have shown that zwitteri-
ons (salt bridge forms) are not even local minima on the potential
energy surface of glycine [31,45-52]. One of the ways to induce
the natural to zwitterion transition in the gas phase is favoring
the zwitterion by attaching a charged species such as an atomic
metal cation [13,32,34-37,43,44,53]. Such studies have established
that for complexation of glycine by doubly charged cations the salt
bridge structure, in which the metal ion interacts with the car-
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boxylate end of zwitterionic glycine, is preferred in most cases.
It has been, in particular, reported that several factors may influ-
ence the relative energy of charge solvated and zwitterion isomers
[13,34,35,37,39,44].

Despite numerous studies [13,20-44] on gaseous metal cation-
ized glycine, however, to the best of our knowledge, the interaction
of manganese and amino acids has not been studied theoretically.
The aim of this work is to study the structure of Mn(Il) complexes
with glycine as a typical amino acid. To obtain a comprehensive
understanding of manganese complexation three possible spin
states namely high, low and intermediate spin states have been
investigated using quantum chemical methods. The examination
of gas phase glycine-manganese (Gly-Mn?*) complexes provides
fundamental information about the probable manganese spin state
and glycine coordination sites. Our results show that as in the case
of other divalent metal cations [13,34,35,37,39,44], for all three spin
multiplicities the ground state structure is the zwitterionic one,
M2-0,0 (CO,~), mainly due to the large electrostatic interaction
between the divalent metal cation and the CO,~ group. Charge sol-
vated structure by chelation of Mn between nitrogen and carbonyl
oxygen (12-N,0) seems to be the second most favorable isomer for
Gly-Mn?*. These results verify the capability and correspondence
of both B3LYP and MP2 among various methods in evaluation of
energy of Mn?* amino acid complexes.

2. Computational details

The adequacy of density functional methods for study of the
conformational behaviors of glycine has been the subject of several
papers [54,55]. It is shown that hybrid functionals, in particular the
B3LYP [56-58], provide very similar structural parameters com-
pared with second order Moller-Plesset (MP2) [59,60] and the
density functional vibrational frequencies and intensities are in
good agreement with experimental data. Moreover, the hybrid
B3LYP has been shown to provide accurate results for many tran-
sition metal-containing systems [61-65]. However, it is always
convenient to confirm the reliability of the B3LYP method applied to
these kinds of systems by using highly accurate methods. Thus, we
have performed geometry optimization and vibrational frequency
calculations at the MP2 level, and also single-point energy cal-
culations on some B3LYP geometries using the MP2 and CCSD(T)
methods.

Geometry optimization and frequency calculations have been
performed using the 6-31G(d,p) [66,67] basis set for all atoms
without constraints by applying an unrestricted formalism. Single
point calculations have been carried out using the 6-311+G(3df,2p)
[66,67] basis set for the O, N, C, and H atoms, and the
[14s11p6d3f/8s6p4d1f] Wachters basis set for Mn [68]. This basis
is denoted as “basis” for simplicity herein. To eliminate the incon-
siderable effect of spin contamination errors in energy estimation
all the open shell single point calculations have been carried out
using a restricted open shell (RO) formalism. We have performed
our single point calibration calculation for complexation of some
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Fig. 1. Selected conformations of glycine considered in this study.

small molecules with Mn?* using the CCSD(T) method [69] and
high level basis set which is indicated by CCSD(T)/basis. Net atomic
charges and spin densities were obtained using the natural pop-
ulation analysis of Weinhold et al. [70]. All the calculations were
performed by means of the Gaussian 98 program [71].

3. Results and discussion
3.1. Glycine conformations

The conformations of glycine have been the subject of many
theoretical and experimental studies [31,45-52]. One of the com-

Table 1

Relative energies (in kcal/mol) of some of the lowest conformations of glycine at various computational levels.
Computational level 1S 2S 31 4s VA Ref.
MP2/6-31G(d)//HF/6-31G(d,p) 0.0 1.7 1.5 6.5 - [46]
MP2/6-31G(d)//MP2/6-31G(d) 0.0 1.6 1.2 6.5 - [31]
CCSD(T)/DZP//CCSD/DZP 0.0 1.5 1.0 - - [47]
MP4/6-311++G(d,p)//MP2/6-311++G(d,p) 0.0 1.5 0.7 5.5 - [48]
MP2/extended basis//MP2/6-311++G(d,p) 0.0 1.7 0.4 4.9 - [48]
B3LYP/DZP//B3LYP/DZP 0.0 1.5 0.2 - - [49]
B3LYP/6-31G(d,p)//B3LYP/6-31G(d,p) 0.0 1.7 0.7 5.7 17.2 This work
MP2/basis//B3LYP/6-31G(d,p) 0.0 1.6 0.5 5.0 15.7 This work

2 Not a local minimum. Optimized structure has been obtained by imposing constraints.
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Fig. 2. Molecular geometry and some important structural parameters of the optimized structures for high spin (5=5/2) Gly-Mn?* complexes at B3LYP/6-31G(d,p) level;
distances and angles are given in angstrom and degree, respectively.
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Fig. 3. Molecular geometry and some important structural parameters of the optimized structures for intermediate spin (S=3/2) Gly-Mn?* complexes at B3LYP/6-31G(d,p)

level; distances and angles are given in angstrom and degree, respectively.

prehensive investigations is that of Hoyau and Ohanessian [31].
Thus, in the present work, the notation proposed by the above
authors has been adopted. Hence, mentioned conformations of
glycine were considered for geometry optimization. Selected
geometries of considered conformers are shown in Fig. 1. Although
our results on glycine conformers are similar to those of some of
the above studies, we have included them in the present work
because we found it interesting to compare them with our com-
puted results. As has been reported elsewhere [31,45-52], in the
gas phase, glycine could be either a canonical structure in which
glycine bears no formal charge or a salt bridge structure in which it
isazwitterion. Itis known that glycine exists in neutral form and the
1S conformation is the most stable with a Cs symmetry [31,45-52].
The second most stable conformer is 31. The Z conformer is not
a minimum on the potential energy surface of glycine. Regarding
our results, it is observed that the main structural features of these
conformations are in complete accord with previous studies (not
shown) [31,45-52]. The relative energies of these conformations

have been compared with other works in Table 1. The obtained
energy ordering is consistent with the energy values determined by
various quantum chemical calculations at several levels [31,46-49].
The good agreement with energy ordering obtained for the differ-
ent conformers of glycine further supports the reliability of both
computational levels employed herein.

3.2. Modes of interaction between Mn?* and glycine

The manganese cation is an open shell system with a 3d> (6S)
ground state [72]. Several possible electronic states are arising from
the different occupations of the 3d orbitals. The starting structures
of interaction between Mn?* and glycine involve coordination of
Mn?* on the different electron rich sites of glycine while retaining
hydrogen bonding in glycine as much as possible [31,46-49]. Our
choice of starting structures for geometry optimization is analogous
to that of copper complexes of glycine by Hoyau and Ohanessian
[31]. The Gly-Mn?* complex could also be either a charge sol-
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Table 2
Relative energies (in kcal/mol) of Gly-Mn?* at B3LYP/6-31G(d,p) and MP2/basis levels; Mn?* is in various spin states (S=5/2, 3/2, and 1/2).
Spin Isomers B3LYP/6-31G(d,p) MP2/basis
AE? AEP AE? AEP
Gly-Mn?* 1 7.1 71 9.5 9.5
Gly-Mn?* 2 30.3 30.3 30.1 30.1
=512 Gly-Mn?* 3 349 349 34.8 348
B Gly-Mn?* 4 48.5 48.5 49.4 49.4
Gly-Mn?* 5 55.4 55.4 54.0 54.0
Gly-Mn?* 6 0.0 0.0 0.0 0.0
Gly-Mn?* 1 4.1 47.6 6.5 76.9
Gly-Mn?* 2 NMe¢ NM NM NM
$=3/2 Gly-Mn?* 3 NM NM NM NM
- Gly-Mn?* 4 414 84.9 69.8 140.3
Gly-Mn?* 5 65.7 109.2 66.8 137.3
Gly-Mn?* 6 0.0 435 0.0 70.5
Gly-Mn?* 1 129 99.8 23.6 138.5
Gly-Mn?* 2 NM NM NM NM
s=1/2 Gly-Mn?* 3 NM NM NM NM
B Gly-Mn?* 4 56.7 143.6 57.1 172.0
Gly-Mn?* 5 NM NM NM NM
Gly-Mn?* 6 0.0 86.9 0.0 114.8

2 Relative energies in the same spin state.
b Relative energies in all spin states.
¢ No minimum geometry could be located.

vated structure in which glycine bears no formal charge or a salt
bridge structure in which glycine is a zwitterion. Thus, the coor-
dination of manganese ion with both forms of glycine has been
considered in this work. As is evident from all previous studies
[13,34,35,37,39,44], the interaction of metal cations with glycine
can stabilize the zwitterionic structure more strongly than its
canonical isomer, in such a way that in some cases it can become
the absolute minimum. In general the two structures are competi-
tive. It has been reported that the zwitterion stabilization is larger
for doubly charged cations such as Mg2*, CaZ*, Zn2*, Co?*, and Cu?*
[13,34,35,37,39,44].

Taking into account the above discussion, seven starting struc-
tures of interaction between Mn2* and glycine were employed
to locate stationary points on the potential energy surface. These
structures fall into three types: (i) one monocoordinated struc-
ture (5) in which manganese is only coordinating to the nitrogen
atom,; (ii) five bidentate structures in which manganese is either
coordinating to the nitrogen and carbonyl oxygen atoms (1), or
coordinating to the nitrogen and hydroxyl oxygen atoms (2),
attached to the trans carboxyl group of neutral glycine (3 and 4),
and attached to the carboxylate group of zwitterionic glycine (6),
and finally (iii) one structure in which manganese can interact with
both oxygens and at the same time with nitrogen in a conformation
such as 51. It is notable that the latter structure is converted to 1
during the optimization.

Figs. 2-4 depict some of the low energy optimized structures
for the sextet, quartet and doublet states, respectively. Among all
possibilities considered, only these structures have been character-
ized as local minima. The spatial symmetry of all these structures
is C1. Most of these structures have already been considered in
previous studies on cationized glycine [13,31-44]. According to
previous reports, three coordination modes maximize the metal
cation-glycine interaction [13,31-44]. Note that B3LYP and MP2
optimized geometries are very similar, with Mn-O and Mn-N
distances being slightly larger at the MP2 level, by 0.03-0.05A.
Only the B3LYP structures are reported in Figs. 2-4 for clar-
ity.

Table 2 offers the energy ordering (AE® and AEP values) and the
nature of stationary points. By taking a look at AE? values, it is clear
that the most stable complexes are high spin. As shown in Fig. 2,

the high spin manganese gives six stable complexes with glycine.
According to AE? values in Table 2, for this spin multiplicity the
absolute minimum corresponds to the bicoordinated complex (6).
In this complex, Mn?* interacts with the two oxygen atoms of the
CO,~ terminus of zwitterionic glycine (m?-0,0 (CO,~) coordina-
tion). As has been mentioned above, the zwitterionic structure of
glycine is not a minimum on the potential energy surface; how-
ever, the strong ionic interaction between Mn2* and negatively
charged end of the zwitterion has stabilized this form. The same
structure was found to be the most stable in the case of doubly
charged cations such as Co?*, Cu2*, Zn2* [13,34,35,37,39,44]. As can
be seen in Table 2, the second most stable structure (1), n2-N,0, cor-
responds to Mn2* cation interacting with nitrogen atom and with
the carbonyl oxygen, the ground electronic state being 6A in high
spin state. This structure is almost planar and implies the formation
of afive-membered ring. The optimized structure with n2-N,0(OH),
2, is the third stable high spin complex. The remaining structures
lie higher in energy. However, the relative energy of the remaining
structures varies depending on the spin state. Supplementary data
contains all relevant information. Table 3 summarizes the main
structural features in two low-energy complexes, 6 and 1.

As depicted in Fig. 3, for intermediate spin complexes only four
local minima were found. Energy ordering (AE?) for all the struc-
tures is the same as their high spin analogues. For two complexes,
namely 2 and 3, no minimum was found in the quartet spin state.
The AE? values in Table 2 indicate that structures 1 and 4 are more
stable relative to 6 than for the similar structures in their sextet
spin states. It can also be deduced that structure 5 in its quartet
spin state is less stable relative to 6 than for their counterparts
in the sextet spin state. Comparing the geometrical parameters of
complexes in Figs. 2 and 3 shows the decrease of metal-ligand dis-
tances in intermediate spin state relative to high ones except for
the Mn.--OH distance in 4. This causes more monodentate prop-
erties of glycine in intermediate spin complexes. Another obvious
difference between high and intermediate spin complexes is con-
version of N-H. - .0 strong hydrogen bonding in high spin 5 to two
weak hydrogen bondings in intermediate spin 5. In addition, in
high spin 5 a considerable deviation from planarity is observed for
C-C-N-Mn (about 60°), while the corresponding intermediate spin
structure is approximately planar for C-C-N-Mn.
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6

Fig. 4. Molecular geometry and some important structural parameters of the optimized structures for low spin (S=1/2) Gly-Mn?* complexes at B3LYP/6-31G(d,p) level;

distances and angles are given in angstrom and degree, respectively.

As shown in Fig. 4, three minima were characterized for low
spin state complexes. By considering AE® values for this spin
state in Table 2, the same trend for energy ordering as previous
spin states is observable. As can be seen in this table, there is no
minimum for complex 5 along with structures 2 and 3 in the dou-
blet spin state complexes. In contrast to what was obtained for
the quartet states, structures 1 and 4 show lower stability with
regard to the most stable complex, 6, when compared with their
similar sextet spin state complexes (see AE? values). The unvary-
ing shortening pattern for distances relative to higher spin state
is perceived. The mentioned shortening is more sensitive in 4.
Another fact in this spin state is bidentate behavior of glycine
in low spin 4 complex with respect to the two previous spin
states.

While all high spin relative energies are well reproduced using
B3LYP, it is less true for relative energies within intermediate or
low spin isomers. Comparison of relative energies among differ-
ent spin states reveals very large differences between B3LYP and
MP2 results. It is not clear at this point which method is the most
reliable.

3.3. Nature of interaction between Mn2* and glycine

3.3.1. Molecular orbital (MO) analysis point of view

To gain some insight into the nature of binding between Mn2*
and glycine, molecular orbital (MO) analysis has been employed.
This analysis is useful to unravel the factors influencing the sta-
bility of such complexes [13,39,44]. On account of high stability of
the high spin complexes relative to other complexes this section is
focused mostly on the nature of binding and structures in the sextet
states.

Fig. 5 shows the highest mono-occupied orbitals (HMOOs)
and lowest mono-occupied orbitals (LMOOs) of high spin com-
plexes. While the LMOOs are nearly exclusively based on Mn
3d orbitals, HMOOs include contributions of both Mn?* and
interacting heteroatoms of glycine. All the HMOOs in this fig-
ure reveal an antibonding interaction between metal ion and
ligand orbitals. These antibonding MOs are arising from the
interaction of do orbital of the metal and lone pairs of oxy-
gen and nitrogen atoms. All of the singly occupied molecular
orbitals (SOMOs) of the most stable high spin Gly-Mn?* com-
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Fig. 5. High and low mono occupied orbitals (HMOOs and LMOOs) of different
minima of high spin Gly-Mn?* complexes (1-6) at MP2/basis level.
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Table 3

Selected geometrical parameters of Gly-Mn?* optimized structures in isomers 6 and
1at B3LYP/6-31G(d,p) level; O1 is carbonyl oxygen except being in 6 which O1 atom
is the one nearest to nitrogen.

Isomer Parameter S=5/2 S=3/2 S=1/2
Mn-01 2.080 1.958 1.913
Mn-02 2.020 1.926 1.893
Mn-01-C 86.5 87.0 87.5

6 Mn-02-C 89.2 88.6 88.6
01-Mn-02 64.9 68.0 69.0
Cc-01 1.277 1.282 1.283
Cc-02 1.272 1.275 1.275
Mn-0O 1.972 1.907 1.858
Mn-N 2.157 2.064 2.012
Mn-0-C 117.0 116.4 115.6
O-Mn-N 82.8 85.0 86.9
c-0 1.281 1.278 1.273

i =0 1.262 1.268 1.281
C-N 1.509 1.513 1.514
O-H 0.982 0.983 0.984
N-H 1.026 1.027 1.027
C-0-H 114.6 115.0 115.2

plex (6) have been included in supplementary data, Fig. I, page
SD3.

In intermediate spin complexes, the manganese in quartet state
interacts with the 'A’ state of glycine. The salt bridge isomer 6
is found to be more stable than 1 as for sextet complexes, albeit
with a slightly larger difference. The HMOOs of both structures in
the quartet state (Fig. 6) shows that the antibonding character is
between T orbitals, leading to smaller electronic repulsion than in
o HMOOs of high spin complexes (decreasing the Pauli repulsion).
This is consistent with the structural parameters listed in Table 3,
which show the shortening of the Mn-0O and Mn-N metal-ligand
distances in intermediate spin complexes relative to high spin ones.
The same trend is seen by comparing 1 and 6 in low spin com-
plexes with their intermediate spin counterparts. One reason for
this is the low contribution of ligand heteroatoms in antibonding
interaction in low spin relative to intermediate spin HMOOs (see
Figs. 5 and 6). The d orbitals (including doubly occupied, singly
occupied, and the lowest unoccupied molecular orbitals) of the
quartet state for the salt-bridge Gly-Mn2* complex (6) are pre-
sented as supplementary data, Fig. II, page SD4. A thorough analysis
on the MOs arising from d orbitals of Mn in the sextet and quar-
tet 6 complexes (Figs. I and II in supplementary data) shows that
after flipping spin of one electron in the quartet state a partial
electron transfer occurs in the unoccupied d orbital of the quartet
complex. This fact can be evidenced by the negative energy of this
MO (-0.23 eV for unoccupied d arising MO in the quartet complex
versus —0.34 eV for the singly occupied MO in the sextet complex).

Taking into consideration AEY values in Table 2, it is observed
that at the MP2 level all high spin structures are far more stable than
similar intermediate and low spin structures. For example, the least
stable high spin structure (5) is about 16.5 and 60.8 kcal/mol more
stable than the most stable complexes in intermediate and low
spin states respectively. Thus, the focus will be more on high spin
complexes below. Lengthening the C-N and C-0O1 bond distances
and approximately fixed C-C bond distance as well as maintain-
ing the hydrogen bond in 1 relative to free Gly shows the limited
deformation of Gly. Such low deformation of Gly in 1 relative to
other structures corroborates with the major contribution of elec-
trostatic and polarization interactions. This could also demonstrate
the stability of 1 relative to the three remaining structures.

By taking a look at the stability of two other stable structures in
Table 2, higher stability of 3 with reference to 4 in high spin states
may be related to larger electrostatic interaction and maintaining
N...H-O hydrogen bonding. An inversion take place in hydrogen
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Fig. 6. High and low mono occupied orbitals (HMOOs and LMOOs) of the interme-
diate and low spin (MOOs) of 6 and 1 Gly-Mn?* complexes at MP2/basis level.

attached to nitrogen in 4 because of the contribution of carbonyl
lone pairs in interaction to metal. As a result, the internal hydrogen
bonding is diminished due to the decreasing basicity of carbonyl
oxygen.

The structural parameters of Gly in lower spin complexes reveal
higher deformation of these species relative to high spin ones. By
paying attention to the higher relative stability of high spin 1 and
6 relative to their analogues in intermediate and low spin states, it

Table 4

Table 5
Relative energies (kcal/mol) of bare Mn?* ion and H,O0-Mn?*, NH3-Mn?*, and
CH,0-Mn?* complexes in various spin states at different levels of theory.

System Spin AE
B3LYP/6-31G(d,p) MP2/basis CCSD(T)/basis

S=5/2 0.0 0.0 0.0
Mn2* S=3/2 75.3 94.0 95.0
S=1/2 1253 2053 98.4
Ho O_Mn?* S=5/2 0.0 0.0 0.0
20~V S=3/2 68.4 79.7 76.8
. S=5/2 0.0 0.0 0.0
3= S=3/2 745 80.7 745
oMz 3= 0.0 0.0 0.0
20-Mn S=32 1252 83.4 77.7

may be concluded that the contribution of deformation energy of
Gly in relative energies in various spin state is more crucial than
contribution of electrostatic interaction.

3.3.2. Natural population analysis (NPA) point of view

Table 4 indicates that the metal charge in all high spin complexes
is larger than 1.89 and the spin density is almost entirely located on
the manganese atom. This is consistent with a dominant electro-
static/polarization nature of binding. By taking into account charge
and spin densities of Gly interacting sites in all structures, a strong
electrostatic interaction may be also evidenced. For instance, an
approximately constant charge and spin density lies on interacting
oxygens in 6 which was expectable from the above discussion. The
charge and spin density analyses of 1 also confirms the major con-
tribution of electrostatics in the nature of interaction of Mn2* and
Gly. As can be seen in Table 4, the spin density is almost focused on
the manganese atom in this complex. The decreasing metal charge
from sextet to quartet state complexes (by ca. 0.1e) may be associ-
ated with the existence of an empty 3d metal orbital in the latter
spin state, allowing for some electron transfer from the lone pairs
of Gly binding sites. The change is much smaller from the quartet to
the doublet state, since the two empty orbitals can hardly be both
optimally oriented for electron transfer.

3.4. Complexation of Mn?* and small molecules

The relative energies of the various spin states of the bare Mn%*
ion and of H,0-Mn?2*, NH3-Mn?*, and CH,0-Mn?%* complexes have
been computed at different levels of theory. They are summarized
in Table 5. Based on the known high energies of doublet states of
bare Mn?* and the results described above for Gly-Mn2*, doublet
states have not been considered.

Computed interaction energies (Dg and D.) of complexes of
Mn?* and some small molecules are given in Table 6. Small com-
plexes of the type L-Mn2* where L is a small, non-deprotonated

Natural population analysis at MP2/basis level; net atomic charges and spin density of the interacting atoms for the complexes of Gly-Mn2* (the spin densities are in
parentheses). Total dipole moments (. in Debye) are also included. O1 is the carbonyl oxygen except in 6 in which O1 atom is the one nearest to nitrogen.

Spin Isomer State Mn 01 02 N '
§=5/2 Gly-Mn?* 1 5A 1.89 (4.96) —0.93 (0.02) - —1.04(0.01) 5.67
Gly-Mn?* 2 5A 1.89 (4.96) - -1.01 (0.01) -1.05 (0.01) 8.94
Gly-Mn?* 3 5A 1.91 (4.98) —0.88(0.02) —0.87(0.00) = 5.01
Gly-Mn?** 4 5A 1.93 (4.98) —0.99 (0.01) —0.74 (0.00) - 8.13
Gly-Mn?* 5 5A 1.90(4.98) - - —1.17 (0.01) 12.47
Gly-Mn?* 6 5A 1.89 (4.97) —0.93 (0.02) —0.91 (0.01) = 3.44
5=3/2 Gly-Mn?* 1 4A 1.80(2.99) —0.90 (0.01) - —1.01 (0.00) 5.14
Gly-Mn?* 6 4A 1.79 (2.99) —0.90 (0.01) —0.86 (0.01) - 4.28
S=1/2 Gly-Mn?* 1 2A 1.79 (0.98) —0.89 (0.00) - —1.03 (0.02) 4.85
Gly-Mn?* 6 2A 1.77 (0.99) —0.89 (0.00) —0.86 (0.00) - 4.58




M.H. Khodabandeh et al. / International Journal of Mass Spectrometry 291 (2010) 73-83 81

Table 6

Interaction energies (De, Do, AHa05°, and AGygg°) of high spin Mn?* complexes of NHs3, H,0, and CH,0 at 298 K.
Interaction energies Method H,0-Mn?* NHs;-Mn2* CH,0-Mn?*
D. MP2 71.2 77.74 [76], 75.6" [77] 91.9 95.1° [77] 82.7

CCSD(T) 742 75.7¢ [77] 92.9 95.3¢[77] 84.4

Dyd 72.4 90.2 83.1
AH>98°¢ 72.0 90.0 82.2
AGyos°® 77.6 929 84.4

a MP2/6-311G(d,p)//MP2/6-311G(d,p).
MP2/6-311++G(d,p)//MP2/6-311++G(d,p).

b
¢ CCSD(T)/6-311++G(d,p)//MP2/6-311++G(d.,p).
d
e

molecule cannot be formed directly by electrospray ionization [73].
This is why there are mass spectrometric studies on multi-ligated
Mn?2* complexes only [74-76]. Thus there is no experimental bind-
ing energy to which the present results could be compared. There
have been reports of computed binding energies for H,0-MnZ2* and
NH3-Mn?* [76,77]. Results of our calculations in Table 6 show a
good agreement with these reports. As can be seen in this table,
the complex between Mn2* and H,0 indicates a weaker inter-
action compared with other small molecules, in agreement with
recent work [76]. As has been mentioned elsewhere [75], the
relatively weak interaction of Mn%* and the OH end of Gly is
stronger than that of Mn?* and H,O0. By taking a look at interac-
tion energies it is revealed that the strength of small molecules
complexation with Mn?* is in the order H,0 < CH,0 <NHjs. Thus
manganese ion reveals higher affinity towards ammonia than the
simplest carbonyl group. Accordingly, by considering the results
of Blades et al. [75], it is expected that addition of other lig-
ands, chelation, or substitution of alkyl (R) group instead of H
carbonyl group (like ~-OH and -CH,;-NH; in Gly) increases the
complexation strength and as a result makes manganese ion more
stabilized.

3.5. Interaction energies of Gly-Mn?* complex

Computed interaction energies (Dg and De) of 6 Gly-Mn?* com-
plex are given in Table 7. As shown in this table, the B3LYP D,
value is larger than its CCSD(T) counterpart by 19.2 kcal/mol (177.6
compared to 158.4 kcal/mol). It has been reported previously that
B3LYP method overestimates metal ion-molecule interaction ener-
gies because of the self-interaction problem in DFT [44]. To the best
of our knowledge there is no experimental data on the interac-
tion energies of Gly-Mn2* complex. On the other hand, it has been
emphasized that doubly charged complexes are difficult to gener-
ate due to the charge transfer dissociation processes and proton
transfer reactions [44]. Thus, the present computations of interac-

400 (a) 1
300
2007

100
- - A

100

Determined using CCSD(T) value and the B3LYP/6-31G(d,p) unscaled harmonic frequencies.
After taking into consideration thermal corrections determined at the B3LYP/6-31G(d,p).

Table 7
Interaction energies (De, Do, AHags°, and AGyes®) of high spin (S=5/2) Gly-Mn2*
complex 6 (in kcal/mol).

Interaction energies Method Mn?*, 6A
D, B3LYP 177.6
MP2 156.4
CCSD(T) 158.4
Dg? 156.1
AHjo5°P 155.3
AGZQgOb 159.3

2 Determined using CCSD(T)/basis values and the B3LYP/6-31G(d,p) unscaled har-
monic frequencies.

b After taking into consideration thermal corrections determined at the B3LYP/6-
31G(d,p).

tion energies for the Gly-Mn?* complex provide new insight into
the strong binding of manganese.

3.6. Vibrational spectrum of Gly-Mn?* complexes

There has been considerable recent interest in the structural
information that infrared spectroscopy can yield on metal ion com-
plexes of amino acids [53]. In this context, the computed IR spectra
of Gly-Mn?* complexes are valuable in predicting the experimen-
tal vibrational spectra since the complexation of Mn%* with glycine
has not been investigated so far. The IR spectra of the most stable
structures of high spin Gly-Mn?2* complexes (1 and 6) computed
at the B3LYP/6-31G(d,p) level are displayed in Fig. 7(a) and (b),
respectively.

The main features in the spectrum of 1 include a dominant
C=0 stretch component at 1628 cm~! and a less intense NH, scis-
sor band at 1611 cm~!. While neither mode exists in 6, there are
two less intense bands in the same frequency range in the spec-
trum of 6, at 1608 and 1612 cm~!. Both are scissoring modes of the
ammonium group. Thus this region cannot lead to clear distinc-

400
300 (b) 6

200
100
odnm~ e

IR intensity (km/mol)

T
1400

T T T T T

T
1600

wave number (cm™)

Fig. 7. Computed spectra of the most thermodynamically favored high spin Gly-Mn2* complexes at the B3LYP/6-31G(d,p) level. The frequencies have been scaled by 0.97.
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tion between 1 and 6. The carboxylate stretches could in principle
be helpful (at 1508 and 1464 cm™!, respectively), however their
low intensities make their identification difficult. The most specific
and intense signature is that of the ammonium umbrella motion
at 1508 cm~! in the spectrum of 6, which is intense and in a rela-
tively silent part of the spectrum of 1. Conversely, the COH bending
motion, which leads to a band at 1149 cm~"! in the spectrum of 1,
is absent from that in 6. Although less intense, it may also serve as
a structural identification tool.

IRMPD spectra of amino acids attached to divalent metal ions
have been published recently [78-81]. It was found that several
diagnostic bands are red shifted in doubly charged complexes rel-
ative to their positions in singly charged complexes. The present
results confirm this trend. A recent report on the IRMPD spectra of
two tryptophan molecules attached to several divalent metal ions
including Mn?* revealed that in most cases, including Mn2*Trp,,
the observed structure involves one CS and one SB complexation
mode. In this respect, manganese was found to be rather similar
to other metal dication including Co?* and Zn?*, while Ni2* was
found to behave differently [81]. The Ba2*Trp complex was the first
for which an IRMPD spectrum was obtained for a doubly charged
metal ion and a singly amino acid attached [78]. The intense peak
near 1450 cm~! arising from the NH3* umbrella motion is in good
agreement with the computed peak displayed for 6 in Fig. 7(b).

4. Conclusions

Quantum chemical calculations have been performed in order to
identify the Mn2* binding sites of glycine. Seven modes of Gly-Mn?2*
interaction were considered as starting structures in each case. Sta-
ble complexes on the potential energy surface have been located. It
has been found that among three possible spin state of Mn2* includ-
ing high, low, and intermediate spins in Gly-Mn?* complex, the
most stable complex is high spin. Two low energy complexes were
characterized in each spin state: one in which the metal ion inter-
acts with the carboxylate terminus of zwitterionic glycine (12-0,0
(CO57)), and another in which it chelates with the amino nitrogen
and the carbonyl oxygen of neutral glycine (n2-O,N). Analysis of
the nature of metal-glycine binding shows that the large electro-
static interaction established with the zwitterionic conformation of
glycine makes the bidentate coordination with carboxylate group
the most stable structure. The gas phase interaction energy of man-
ganese cation (Mn2*) with glycine (6) was established at B3LYP,
MP2 and CCSD(T) levels of theory. Finally, the computed IR spectra
of the most stable structures of the high spin Gly-MnZ2* complexes
were discussed.

Supplementary data

Optimized structures and total energies as well as zero point cor-
rections of all considered complexes and the conformers of glycine.
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