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ABSTRACT
Chiral discrimination of homochiral and heterochiral H-bonded complexes is a
challenge for both experimentalists and computational chemists. It is demonstrated that a twopronged approach based on far-infrared vibrational spectroscopy and the calculation of local mode
frequencies facilitates the chiral discrimination of H-bonded dimers. The local H-bond stretching
frequencies identify the strongest H-bonds and by this the dominating chiral diastereomer. This
is shown in the case of peroxide, trioxide, hydrazine, glycidol, and butan-2-ol dimers as well as
propylene oxide. . .glycidol complexes investigated with the help of second-order Møller–Plesset
perturbation, coupled cluster, and density functional theory calculations where, in the latter case,
the oB97X-D functional was used for an improved description of H-bonding. In some cases,
additional intermolecular interactions overrule the important role of H-bonding, which is found
by calculating chirodiastaltic energies. Chirality 25:185–196, 2013. © 2013 Wiley Periodicals, Inc.
KEY WORDS: chiral discrimination; chiral recognition; local vibrational modes; H-bonding;
chirodiastaltic energy; decomposition of normal modes
INTRODUCTION

Chirality is a fundamental chemical property, which has
drawn the attention of chemists and physicists since its
discovery in the 19th century.1–3 Most biochemical processes
in living organisms involve chiral interactions.4 A fascinating
fact, still not well understood today, is the homochirality of
life. Biomolecules tend to be homochiral, i.e., they are made
up from units of the same chirality.5 The amino acid building
blocks of proteins in human beings all possess the L conﬁguration whereas their D enantiomers are the building blocks
for bacteria cell walls. Nucleic acids are built from D- rather
than L-conﬁgured sugars.6
The ability of a chiral probe to differentiate between the two
enantiomers of a chiral molecule (chiral recognition) is of
relevance in biochemistry,7 analytical chemistry,8,9 asymmetric organic synthesis,10 catalysis,11 polymer and material
design, and in drug design.12,13 Chiral recognition is based on
a sensitive interplay of inter- and intra-molecular non-covalent
interactions,14 which come into play when the reacting partners
approach each other. For example, hydrogen bonding plays a
key role15 with regard to supramolecular chirality16 or in molecular imprinting.17 Another important factor in chiral recognition
is the conformational ﬂexibility of a chiral diastereomer.18
Different conformers of a molecule may show different recognition proﬁles toward a given target, e.g., different types and
numbers of hydrogen bonds or other stabilizing non-covalent
interactions may be established.
In order to understand the mechanism of chiral recognition
much effort has been invested in recent years into the study
of chiral discrimination, utilizing either experimental19,20 or
theoretical means.21 Studies at the molecular level are still a
challenge because energy differences between diastereomeric pairs distinguished only by their homo- and heterochirality are small, as are the differences in other molecular
properties.22,23
One popular way of distinguishing between homochiral
and heterochiral dimers is the chirodiastaltic energy ΔEchir,
introduced by Portmann and coworkers.24 It is deﬁned as
the energy difference between homochiral and heterochiral
complexes, generally expressed as the difference in complex
© 2013 Wiley Periodicals, Inc

binding energies of homo- and heterochiral complexes.
Experimentally, these binding energies can be derived, for
example, from resonance-enhanced two- or multi-photon ionization25 spectra if an aromatic chromophore is present in the
target system. Such energy differences may be in the 0.5
kcal/mol range, which makes measurements challenging.26
The calculation of complex binding energies is also challenging because relatively small errors in the calculations can
falsify the results. Apart from this, one has to consider that
complex binding energies, similar to bond dissociation energies, contain the reorganization and relaxation effects of
the monomers when generated in the decomposition of the
complex, and in this way the binding energies are artiﬁcially
decreased. Only the intrinsic complex binding energy (dissociation of the complex into monomers frozen in the geometry
and electron density distribution they have in the complex)
would lead to an appropriate energy-based descriptor for the
strength of binding in the complex.27 Such a binding energy
is a cumulative property and does not allow detailed insight
into the electronic factors stabilizing the dimer. Therefore
one has to be cautious about directly relating the chirodiastaltic
energy ΔEchir to the difference in H-bond energies28.
Optical and vibrational circular dichroism (OCD and VCD)
spectroscopy have been successfully applied in the investigation of chiral molecules. Also, the calculation of chiroptical
properties has become a powerful tool.29,30 Although OCD
and VCD spectroscopy have been mostly applied to distinguish enantiomers, in selected cases these methods have also
proven to be useful for the determination of the absolute
conﬁguration of diastereomeric structures. A recent example
is the chiral recognition of of diastereomeric 6-cedrols by
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VCD.31 Recently, Del Bene and coworkers32 investigated
whether NMR spin-spin coupling constants (SSCCs) may be
a tool for chiral discrimination. They found that, in most
cases, the values of the spin-spin coupling constants differ
only marginally so that they cannot be used for chiral discrimination. Fourier transform microwave spectroscopy has been
applied to distinguish small structural differences between
diastereomers provided they have a sufﬁciently large dipole
moment. For example, King measured the ﬁrst complete
rotational spectrum of the most stable heterochiral 2-butanol
dimer.33
Vibrational spectroscopy has been frequently employed for
chiral discrimination in the form of jet expansion Fouriertransform infrared (FTIR) spectroscopy, in connection with
laser-induced ﬂuorescence, or in the form of double resonance experiments of the IR-UV type.15,34,35 Most of these
efforts focused on the O-H and N-H stretching modes,
attempting to characterize the dimers via red/blue shifts of
the corresponding frequencies upon dimerization. Feng and
coworkers36 as well as Zielke and Suhm37 suggested a direct
characterization of H-bond stretching modes in the far infrared (FIR) frequency range. Although one can identify a mode
and its associated frequency, which is dominated by H-bond
stretching character,15,23,38 the exact character of this particular mode as it results from mode-mode coupling cannot
be determined experimentally. This can only be done by a
local mode decomposition analysis39 which has been applied by Freindorf, Kraka, and Cremer (hereinafter,
FKC)28 for a comprehensive analysis of H-bonding using
the local vibrational modes ﬁrst introduced by Konkoli
and Cremer.40,41
We will base chiral discrimination on vibrational spectroscopy by determining the local H-bond stretching modes of
homo- and heterochiral pairs of complexes, which have
been the target of recent investigations. As shown by
FKC, the strength of H-bonding, and thereby to some

extent also the stability of a H-bonded complex, can be
assessed by the frequency and force constant of the local
H-bond stretching mode.28 Local mode force constants
lead to bond orders characterizing H-bonding from
relatively strong to weak interactions. FKC showed that
there is no correlation between local mode force constants
and complex binding energies, in line with the above
discussion. Xue and Suhm came to a similar conclusion:42
Their H-bonding force constants for carboxylic acid
dimers, derived via a pseudodiatomic model, do not
correlate with the complex binding energies.
In the section immediately following, we will present our
strategy for chiral discrimination based in local vibrational
modes and brieﬂy summarize the theory of local vibrational
modes. The computational methods employed in this work
are then described in Computational Details. The investigation of 26 homo- or heterochiral H-bonded complexes is
presented in Results and Discussion. The last section
summarizes our conclusions and provides an outlook on
how FIR vibrational spectroscopy can be used as a powerful
tool for chiral discrimination.
Chiral Discrimination Based on Local Vibrational Modes

The strategy for chiral discrimination based on vibrational
spectroscopy, as used in these computational and future
experimental investigations, is outlined in Scheme 1. Starting
from either experimental or calculated normal mode frequencies (step I in Scheme 1) the theory of local vibrational
modes, originally developed by Konkoli and Cremer,40,41 is
applied to derive local vibrational stretching frequencies associated with the non-covalent intermolecular interactions from
normal mode frequencies of the chiral complexes in question
(step II in Scheme 1). In this work (for the complexes investigated, see Scheme 2), these are different types of H-bonds;
however, in general, this can be any type of non-covalent
interaction leading to some degree of bonding. Chiral

Scheme 1. Five steps of chiral discrimination based on vibrational spectroscopy.
Chirality DOI 10.1002/chir

LOCAL VIBRATIONAL MODES AND CHIRAL DISCRIMINATION

187

Scheme 2. Molecules investigated in this work.

discrimination (step III, Scheme 1) will be based on the
H-bond strengths as determined by the local H-bond stretching frequencies. Each prediction will be qualitatively tested
by comparing relative stabilities based on the H-bond
strength with the calculated chirodiastaltic energies. In the
case of contradictory outcomes, additional stabilizing factors
resulting from electronic, solvation, entropic, or other effects
will be evaluated utilizing computational means (step IV,
Scheme 1). In this way, intermolecular interactions can be
identiﬁed, which may outweigh energy differences resulting
from H-bonding. Finally (step V, Scheme 1), normal modes
with dominating H-bond stretching character determined
experimentally will be related via an adiabatic connection
scheme to the local H-bond stretching modes39 and their
composition will be determined via the local mode analysis
of Konkoli and Cremer.41 This leads to a two-pronged
approach, in which each quantum chemical prediction can
be veriﬁed by suitable measurements of the complex vibrations. It is noteworthy in this connection that minor differences in the normal mode frequencies may be related to
relatively large differences in the corresponding local mode
differences (as a result of mode-mode coupling and other
effects) where only the knowledge of the latter guarantees
the correct interpretation of the former frequencies. Clearly,
chiral discrimination as described in Scheme 1 involves the
interplay of measurements and computations. In this work,
however, we will outline the usefulness of the strategy given
in Scheme 1 by exclusively using the results of quantum
chemical investigations.
Determination of Local Vibrational Modes
40

Konkoli and Cremer solved the problem of obtaining
local vibrational modes in two different ways leading to the
same results. They ﬁrst solved the Euler–Lagrange equations
of vibrational spectroscopy for an n-atomic molecular fragment described by Cartesian coordinates. They showed that

by suppressing mass coupling (via the kinetic energy term)
local vibrational modes were obtained.40 Then they derived
the formalism for internal coordinates by assigning an internal displacement coordinate for the same n-atomic molecular
fragment that leads its local mode (leading parameter principle).40 When solving the Euler–Lagrange equations under
the constraint that the geometry of the remaining molecule
is relaxed upon a ﬁxed displacement of the leading parameter, the same local vibrational modes were obtained as in
the ﬁrst approach. Based on the second approach, the local
vibrational modes obtained were dubbed adiabatic internal
coordinate modes.40
The determination of local modes requires solving the
Wilson equation of vibrational spectroscopy43
Fq D ¼ G"1 DL

(1)

where Fq is the force constant matrix expressed in internal
coordinates, matrix G is the Wilson G matrix, matrix D
contains the normal mode vectors dm (m = 1, . . . 3N-L; N: number of atoms; L: number of translations and rotations) as
column vectors, and the diagonal matrix contains the eigenvectors 4p2c2om2 (c, speed of light; om, normal mode frequency). By expressing the force constants in normal
coordinates Qm, the diagonal matrix K is obtained, which is
needed for determining local mode vectors an associated with
internal coordinate displacements qn:40
an

¼

K"1 d†n
dn K"1 d†n

(2)

where dn, contrary to dm, is a row vector of matrix D. The
local modes are characterized by force constants kna (subscript
a for adiabatic)
kna

¼

a†n K an

(3)

and vibrational frequencies ona
Chirality DOI 10.1002/chir
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! "2
4p2 c2 ona ¼ kna Gnn

Local and normal vibrational modes are uniquely related
where this relationship can be illustrated by an adiabatic
connection scheme that quantiﬁes the degree of coupling
between the local modes.39,41 In the following, we will use the
local modes of Konkoli and Cremer to describe H-bonding.
Because only H-bonds are analyzed, we simplify the notation
for local mode force constant and frequency to ka and oa,
respectively, by deleting the superscript n.

(4)

where Gnn is a diagonal element of matrix G and corresponds
to the reduced mass of local mode an.40 Each local mode has
an infrared intensity, which relates to the effective partial
charges of the atoms of a fragment.44 The local modes of
Konkoli and Cremer lead to vibrational frequencies that are
identical or close to frequencies measured for normal modes
with dominating local character.45–48 The delocalized character of normal modes is preferentially caused by mass coupling. McKean has shown in about a dozen publications that
isolated CH stretching frequencies are associated with massdecoupled modes, which result from a clever isotope substitution pattern and approximate the local modes closely.46 This
was later conﬁrmed by Larsson and Cremer,47 who compared
McKean’s isolated CH stretching frequencies with the local
mode frequencies. A similar observation could be made for
the frequencies extracted from overtone spectroscopy.48

COMPUTATIONAL DETAILS

In this work, the geometry of the 26 diastereomers shown
in Scheme 2 (dimers 1–11 with homo- and heterochiral
forms) were optimized using two levels of theory and two
different basis sets. The characteristics of the H-bond of
dimers 1–11 are summarized in Table 1. DFT calculations
were carried out with oB97X-D, which is a long-range
corrected hybrid exchange-correlation functional with

TABLE 1. Characterization of H-bonds in complexes (1–11); H-bond length R, local mode force constant ka, local vibrational mode
va, normal vibrational mode(s) vm dominated by va as calculated at the vB97X-D/aug-cc-pVTZ level of theory (1–6), vB97X-D/augcc-pVDZ level of theory (7, 10–11) and MP2/aug-cc-pVDZ (8–9)
a)

a)

Mol

Char

Bond

R (Å)

ka (mdyn/Å)

oa (cm–1)

om1 (cm–1)

om2 (cm–1)

1a
1b
2a
2c
3a
3b
4a
4b
5a
5b
6a
6b
7a
7b
8a
8b
9a
9b
10a

homo
hetero
homo
hetero
homo
hetero
homo
hetero
homo
hetero
homo
hetero
SS
RS
RR
SR
RR
SR
RS
RS

10c

RS

10d

RS

11a

SS

11b

SS

11c

SS

11d

SS

1.921
1.924
2.016
2.048
2.234
2.212
2.354
2.330
1.805
1.785
1.813
2.051
1.837
1.818
1.901
1.886
1.881
1.873
1.838
2.555
2.381
1.824
2.483
2.616
1.848
2.483
2.398
1.823
2.518
2.552
1.840
2.510
2.362
1.822
2.593
2.506
1.833
2.558
2.515
1.829
2.560

0.164
0.167
0.094
0.089
0.097
0.103
0.069
0.047
0.169
0.188
0.164
0.006
0.198
0.244
0.164
0.176
0.191
0.189
0.226
0.031
0.060
0.252
0.028
0.008
0.213
0.028
0.031
0.235
0.042
0.048
0.225
0.033
0.059
0.251
0.018
0.032
0.233
0.022
0.038
0.231
0.048

542
547
409
399
419
432
353
291
547
577
539
106
596
661
541
526
584
581
636
237
327
672
225
120
617
225
235
648
273
292
634
244
324
670
178
238
646
201
262
644
294

194(47%)
196(49%)
152(45%)
149(44%)
154(44%)
160(41%)
133(25%)
92(34%)
198(28%)
214(23%)
112(29%)
76(6%)
181(32%)
147(25%)
126(30%)
124(34%)
157(34%)
158(26%)
210(52%)
94(34%)
114(60%)
203(26%)
91(30%)
74(14%)
193(55%)
81(58%)
77(47%)
192(36%)
104(66%)
86(63%)
196(51%)
89(52%)
105(64%)
216(22%)
41(25%)
104(65%)
188(52%)
90(49%)
84(42%)
225(45%)
116(30%)

220(31%)
221(31%)
166(26%)
168(27%)
164(33%)
178(24%)
146(21%)
105(18%)
217(40%)
230(40)
198(37%)
117(24%)
230(14%)
201(18%)

10b

O. . .H
O. . .H
O. . .H
O. . .H
N. . .H
N. . .H
N. . .H
N. . .H
F. . . H
F. . . H
F. . . H
F. . . H
H. . .O
H. . .O
H. . .O
H. . .O
H. . .O
H. . .O
H. . .O
CH. . .O
CH. . .O
H. . .O
CH. . .O
CH. . .O
H. . .O
CH. . .O
CH. . .O
H. . .O
CH. . .O
CH. . .O
H. . .O
CH. . .O
CH. . .O
H. . .O
CH. . .O
CH. . .O
H. . .O
CH. . .O
CH. . .O
H. . .O
CH. . .O

a)

Contribution of local mode oa is given in parentheses.
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empirical dispersion corrections for the description of van der
Waals interactions.49,50 It has been shown that oB97X-D
yields H-bond interaction energies close to results obtained
at the CCSD(T) level of theory.51 We have included some
CCSD(T)52,53 calculations to verify this point (see Table 2).
In addition to DFT, second-order Møller–Plesset (MP2)
perturbation theory 54,55 was used for two reasons: to
compare with DFT results and to compare with MP2 results
from the literature (as, e.g., in the case of butan-2-ol dimers
8 and 9; see Scheme 2).
Calculations for dimers 1–6 and the corresponding monomers were carried out with Dunning’s augmented correlation
consistent valence triple-zeta basis sets, aug-cc-pVTZ56,57,
whereas complexes 7–11 were investigated employing
the corresponding valence double-zeta basis sets, augcc-pVDZ.56,57 Geometry optimizations and vibration frequency calculations at the DFT level were performed with
an ultraﬁne grid applying tight convergence criteria for selfconsistent ﬁeld (SCF) calculations and geometry optimizations. All optimized geometries presented in this article correspond to minima on the potential energy surface as conﬁrmed
by the vibrational frequencies, i.e., no imaginary frequencies
were found.
Local vibrational modes and their properties (force constants ka and frequencies oa) were calculated from normal
vibrational modes according to Konkoli and Cremer,40 utilizing
the program package COLOGNE12.58 This package was also
used for the CNM analysis in terms of local modes.41 Atomic
charges were obtained with the Natural Bond Orbital (NBO)
analysis 59–61 as included in the Gaussian program package.62
The latter program was used for the quantum chemical calculations leading to relative energies ΔE and relative free energies
ΔG0. By assuming an equilibrium between homo- and heterochiral complexes, the equilibrium constant at room temperature was obtained from ΔG0(298) differences, which in turn
were used to calculate relative concentrations (given in percent) of the chiral complexes assumed to be connected by an
equilibrium. For two reasons, ΔG0(298) have been complemented by ΔG0(100) values. First, spectroscopic measurements of
H-bonded complexes are often carried out at reduced temperatures. Second, since harmonic vibrational frequencies were
used to calculate enthalpy and entropy corrections, ΔG0(298)
values may be somewhat exaggerated, which is less problematic when calculating ΔG0(100).
Since most of the chiral complexes investigated form rings,
the planarity or puckering of these rings was quantitatively
determined utilizing the Cremer–Pople puckering coordinates.63–65 An N-membered ring possesses N-3 puckering
TABLE 2. Comparison of chirodiastaltic energies (kcal/mol)
a
calculated at the vB97X-D and the CCSD(T) level of theory
Mol
1a-1b
3a-3b
4a-4b
5a-5b
6a-6b
7a-7b
a

oB97X-D

CCSD(T)

0.25
0.56
0.63
0.46
"5.84
0.59

0.37(0.36)b
0.48
0.34
0.47(0.47)b
"5.38
0.55

CCSD(T) single point calculations at DFT geometries carried out with the
same basis set as in the original calculations. b Values in parentheses: Geometry optimization at the CCSD(T)/cc-pVTZ level.

amplitudes and pseudorotation phase angles, i.e., 2 for a
ﬁve-membered ring, 3 for a six-membered ring, etc. As a
result of double H-bonding, the rings formed can adopt only
speciﬁc nonplanar ring forms, which makes it possible to
focus on just one speciﬁc puckering amplitude q in the discussion. However, for each case considered all N-3 puckering coordinates were calculated with the program COLOGNE12.58
RESULTS AND DISCUSSION

The results of this work are presented in Tables 1–3 and
Figures 1–5. In the following, we will preferentially discuss
calculated local mode frequencies although these frequencies
depend (apart from their dependence on the electronic structure) on the mass of the atoms forming a molecular fragment.
The local mode force constants are more reliable because
they depend only on the electronic effects determining atomatom interactions. Nevertheless, we stick to the frequencies
because they can be much easier related to the measured
quantities.
Self-Discrimination in Hydrogen-Bonded Homchiral and
Heterochiral Dimers with Axial Chirality

In Figure 1, homo- (C2- form, optically active) and heterochiral dimers (Ci- form, optically inactive) of (HOOH)2 (1),
(HOOOH)2 (2), (H2NNH2)2 (3), (FHNNH2)2 (4), (FOOH)2
(5), and (FOOOH)2 (6) (see also Scheme 2 and Table 1)
are shown. With the exception of the FOOOH dimer (ΔE = 5.84
kcal/mol), chiraldiastaltic energy differences are small
(ΔE range: 0.25–0.63 kcal/mol). However, the ΔG0(298) values
reveal that at room temperature one form dominates between
65% and 99.5%. The dimers form rings that are described in
terms of their planarity or puckering with the help of the
puckering amplitude q.63
The equilibrium conformation of hydrogen peroxide
possesses a dihedral angle of 110# , which is a result of
the avoidance of bond (lone pair) eclipsing and anomeric
elocalization of the oxygen pp electron lone pair into the
neighboring s*(OH) orbital. 66–69 The monomer retains this
conformational preference also in the dimer, which has consequences for the intermolecular H-bonds. They involve the
pp(O) lone pair and are best developed when a six-membered
ring with two H-bonds is formed. The Ci dimer 1b adopts an
almost planar chair form with one OH bond above and the
other below the ring plane (Fig. 1). The slight degree of
puckering (q = 0.076 Å, Fig. 1) optimizes the orientation of
the donor OH bond toward the lone pair of the acceptor and
leads to relatively strong H-bonds, as is reﬂected by a local
mode frequency of 547 cm–1 similar to that found for the
TABLE 3. Rotational constants (in MHz) of butan-2-ol dimers
8–9
MP2/aug-cc-pVDZ
Dimer

A

B

C

8a,RR
8b,SR
9a,RR
9b,SR

1854
2170
1792
1558

516
437
480
587

Dimer
9b,SR

A
1569

577
466
565
615
a
Experimental
B
570

a

C
550

Ref. 33.
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Fig. 2. Hydrogen bond local harmonic vibrational frequencies in cm–1,
O. . .H distances in Å, puckering amplitudes q as well as energy differences
ΔE and free energy differences ΔG0(298) and ΔG0(100) between homo(C2)- and heterodimer (Ci) in kcal/mol for glycidol dimer. oB97X-D/aug-ccpVDZ calculations. The relative concentration in % of homo- and heterodimer
at room temperature and that at 100 K is given in parenthesis.

Fig. 1. Hydrogen bond local harmonic vibrational frequencies in cm–1,
puckering amplitudes q as well as energy differences ΔE and free energy differences ΔG0(298) and ΔG0(100) between homo- (C2)- and heterodimers (Ci)
in kcal/mol for molecules 1–6. oB97X-D/aug-cc-pVTZ calculations. The relative concentration in % of homo- and heterodimers at room temperature and at
100 K is given in parentheses.
Chirality DOI 10.1002/chir

water dimer.28 If both external OH bonds are on the same
side of the ring as in the C2-form 1a, repulsion between the
positively charged H atoms (462 melectron, HH distance:
3.81 Å), rotates the monomer units outward and leads to a
twist-boat form of the six-membered ring with a signiﬁcantly
larger degree of puckering (q = 0.306 Å, Fig. 1). The OH
donor bonds are no longer optimally oriented toward the pp
(O) lone pair and accordingly H-bonding is slightly weakened
as reﬂected by a H-bond stretching frequency of 542 cm–1.
Repulsion between the (ring-) external H atoms and the
weakening of the two H-bonds are responsible for a 0.25
kcal/mol lower stability of 1a. Also, the six-membered ring
of dimer 1a is more rigid than that of 1b, which reduces
the entropy of 1a and leads to a larger difference in the free
energies between 1a and 1b (ΔG0(298) = 0.72 kcal/mol, Fig. 1).
We note in this connection that the frequencies of local
H-bond stretching modes are usually 300–400 cm–1 higher
than the frequencies of those normal modes being dominated
by H-bond stretching. This is a result of mode-mode coupling,
mass coupling, and anharmonicity effects, which disguise the
actual strength of the H-bond as was shown in the case of
water dimer.70
The homo- and heterochiral forms of the dihydrogen trioxide dimer 2 also contain a six-membered ring, the stabilities
of which are affected by similar electronic interactions as
found for 1a and 1b. Hence, one would expect 2b to be more
stable than 2a, which is not the case, because of a third effect
not present in 1a and 1b. The H-bonds between the monomers are formed involving the pp lone pair of the central O
atom, which is involved in two rather than one anomeric interaction.71 This makes the pp electron lone pair less available
for H-bonding and the local H-bond stretching frequency is
reduced to 399 cm–1 (Fig. 1, Table 1). For anomeric delocalization, the monomer should have a HOOO dihedral angle
of 90# , which is largely fulﬁlled for the C1-symmetrical form
2b (87# ). Repulsion between the external OH groups in 2a
lowers this dihedral angle to 82# , reduces anomeric delocalization of the central pp electron lone pair, and makes it more
available for H-bonding. Consequently, the local H-bond
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Fig. 3. Hydrogen bond local harmonic vibrational frequencies in cm–1, O. . .H distances in Å, dihedral angles COOC and OHOH in degree for the two most stable
homochiral and two most stable heterochiral butan-2-ol dimers 8–9. MP2/aug-cc-pVDZ calculations. Energy differences ΔE and free energy differences ΔG0(298)
and ΔG0(100) in kcal/mol are given relative to the most stable form 9b. Steric repulsion in 8b and 9a is encircled.

stretching frequency of 2a (409 cm–1) is higher than that
of 2b as is its stability (0.16 kcal/mol, Fig. 1). It remains,
however, that the six-membered ring of 2a is more rigid
and its entropy lower. Therefore, form 2b has a 0.39 kcal/mol
lower free energy at room temperature than 2a.
Hydrazine adopts its equilibrium form due to the gauche
effect,69 which also dominates the dimer conformations.
Apart from this, the intermolecular interactions of the hydrazine dimers resemble those of the peroxide dimers. The more
planar chair form 3b (Fig. 1) possesses a somewhat stronger
H-bond (oa = 432 cm–1) than the more puckered C2-symmetrical
form 3a as reﬂected by a local mode frequency oa of 419 cm–1.
Again, the differences are caused by increased steric repulsion
between external H atoms in the 1,3 positions of 3a. It is
noteworthy that the entropy and free energy changes between
Ci- and C2-symmetrical forms of 1, 2, and 3 are relatively
constant, which is a result of the fact that entropic changes are
directly related to speciﬁc ring forms.
Substitution of one H atom by F in 3 leads to an extra electronic effect, which overwrites differences in H-bonding. This
extra-effect results from the large electronegativity of F that
(1) leads to a large dipole moment of monoﬂuoro hydrazine
(2.32 Debye) and (2) decreases the availability of the electron
lone pair at the second N atom for H-bonding as reﬂected by
relatively low H-bond stretching frequencies of 353 and
291 cm–1, respectively (Table 1, Fig. 1). Distortion of the
hydrazine geometries leads to more puckered 6-rings
(4a: q = 0.826; 4b q = 0.437 Å). As indicated in Figure 1, form
4b has the advantage that the molecular dipole moments can
align in an antiparallel form almost perfectly, which increases
the stability of 4b via dipole-dipole attraction; however, this
also increases the charge transfer from the NH2 to the NHF
group, and by this decreases the availability of the electron
lone pair for H-bonding. In 4a, the molecular dipole moments
are aligned at an angle larger than 15# , leading to a reduced
attraction and an energy increase ΔE of 0.63 kcal/mol. The
weaker H-bonding in the more stable Ci-form 4b compared

to that in the less stable C2-form 4a indicates the extraelectronic effect caused by dipole-dipole attraction.
The mono-ﬂuorinated hydrogen peroxide dimer 5, which
forms an eight-membered ring, is more stable, by 0.46 kcal/
mol, in the less puckered long-chair form of 5b than in the
long-boat form 5a. In the long-chair form, the two monomers
can get closer together because of smaller electrostatic repulsion. H-bonding is decisive as reﬂected by the local vibrational H. . .F stretching frequencies (5b: oa = 577 cm–1, 5a:
oa = 547 cm–1).
For the ﬂuorinated trioxide dimer 6, the largest differences
between the Ci- and C2-symmetrical form are observed:
The local H-bond stretching frequencies differ by 430 cm–1
(6a: oa = 539 cm–1, 6b: oa = 106 cm–1) in line with the large
chiral diastaltic energy of 5.8 kcal/mol (Fig. 1). In 6a, there
are two strong anomeric effects per monomer (OOF and
OOH), whereas in form 6b there is just one (OOF). This is
a result of the different orientation of the terminal F and H
atom in the two chiral forms: In 6a, the same side orientation
(with regard to the OOO-plane of a monomer) makes H-bonding possible without monomer deformation, whereas in 6b
OF and OH group have to rotate by 8# and 37# (relative to
the equilibrium conformation in the monomer) to adopt a suitable, but suboptimal position for H-bonding. This explains the
large energy difference between 6a and 6b. The anomeric
effects in 6a lead to a more negative F and a more positive
H atom, thus increasing the electrostatic part of H-bonding.
Obviously, the strength of H-bonding is decisive in ﬁve of the
six homo/heterochiral pairs investigated. Local vibrational
modes disclose which H-bonds are stronger. However, chiral
differentiation via H-bond stretching frequencies has to be
veriﬁed by the chiral diastaltic energies. If this is done, electronic effects, which overrule H-bonding, can be easily identiﬁed as in the case of the mono-ﬂuorinated hydrazine dimer 4
for which dipole-dipole attraction becomes decisive. In passing,
we note that Del Bene and coworkers32 recently tried to base
chiral discrimination of homo- and heterochiral pairs 1–6 on
Chirality DOI 10.1002/chir
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Fig. 4. Hydrogen bond local harmonic vibrational frequencies in cm–1, O. . .H distances in Å for the PO(O. . .H) and the two Gly(O. . .H) bonds for the four most
stable (S,R) heterochiral pairs 10a–10d, and the four most stable homochiral pairs 11a–11d of propylene oxide (PO). . .glycidole (Gly). oB97X-D/aug-cc-pVDZ
calculations. Energy differences ΔE and free energy differences ΔG0(298) and ΔG0(100) in kcal/mol are given relative to the most stable form 10a.

NMR SSCCs. These authors found that the calculated differences
in the SSCCs are too small to be detectable experimentally.
Conformationally Rigid and More Flexible Alcohols
Glycidol dimer. Glycidol consists of a rigid oxirane ring with a

hydroxy-methylene substituent (Fig. 2, bottom part). Only
two conformers were observed so far by jet FTIR spectroscopy with an intensity ratio 4:1.72 Suhm and coworkers38,72
carried out supersonic jet FTIR experiments on the chiral discrimination of glycidol dimers. They assigned the main O–H
stretching band at 3492 cm–1 to homochiral and that at 3488
cm–1 to heterochiral dimers.72 Based on argon expansion
studies and conﬁrmed by quantum chemical calculations,
they suggested that the most stable complex of two glycidol
Chirality DOI 10.1002/chir

monomers results from a head-to-tail combination in which
the hydroxy-methylene part of each subunit interacts with
the oxirane oxygen atom of the other subunit leading to a
10-membered ring that is held together by two H-bonds.
The C2-symmetrical conformer 7a corresponds to a homochiral (SS) form whereas the Ci-symmetrical conformer 7b
is a heterochiral (RS) form, both being built from the most
stable glycidol conformer (Fig. 2). Caminati and coworkers
were able to characterize 7a via microwave spectroscopy.73
We will restrict the following discussion to the most stable
homo- and heterochiral pair, 7a–7b.
According to the somewhat larger red shift in the latter
case, the heterochiral compound 7b should have a stronger
H-bond and should be more stable. However, the oB97X-D
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Fig. 5. Correlation between local modes oa(X. . .H) (X = O, N, and F), and
normal modes om(X. . .H) with largest oa(X. . .H) contribution (see Table 1),
for all 26 molecules. All frequencies are given in cm–1. oB97X-D/aug-cc-pVTZ
calculations for molecules 1–6; MP2/aug-cc-pVDZ calculations for molecules
8 and 9; oB97X-D/aug-cc-pVDZ calculations for molecules 7, 10, and 11. In
the case of multiple hydrogen bonds, the strongest is given.

calculations reveal that the homochiral dimer 7a is more stable than the heterochiral dimer 7b, by 0.59 kcal/mol. Dimer
7b is less puckered (q = 1.11 Å) compared to 7a (q = 1.41 Å)
and the four oxygen atoms are lying in one plane, whereas
in 7a the OO. . .OO dihedral angle is 41# . In the planar oxygen
arrangement, the two monomers can come closer together as
is reﬂected by a H. . .O distance of 1.818 Å compared to 1.837
Å found for 7a. This leads to a stronger H-bond and a larger
local H-bond stretching frequency of 661 cm–1 compared to
596 cm–1 in the case of 7a, which is in line with the observed
red shifts.38,72 Obviously, H-bonding is not decisive in this
case. Other electronic effects play a role. In view of the different orientation of the CH2OH groups at the stereogenic
center (down for R; up for S with regard to the viewing plane
in Fig. 2), the dimers have to adopt different forms: a more
rectangular one is possible for the SS-form 7a and a more
parallelogram-like RS-form 7b. Accordingly, the CH2OH
groups have to be rotated differently in the dimer to establish
effective H-bonds. In 7a and 7b, the HCOH dihedral angles
of the hydroxy-methylene groups are 27# and 7# , respectively,
indicating that bond eclipsing is larger in 7b than in 7a
(see Fig. 2). The same holds for the OCCO angles within
the monomer unit (7a: 21.1# ; 7b: 12.3# ). Considering that a
rotation about the CC bond of methanol or ethylene glycol
have barriers of 1 and 2 kcal/mol,74–76 respectively, bond
eclipsing causes the energy difference of 0.59 kcal/mol. To
summarize, in the glycidol dimer, chiral discrimination is
determined by bond eclipsing caused by the different positioning of the four O atoms with regard to each other, which
overwrites the H-bonding strength.
Butan-2-ol dimer. Butanol-2-ol is a ﬂexible molecule that can

adopt a number of different conformations. Its dimers are
connected by a single H-bond, which makes them much more
ﬂexible than dimers 1–7 possessing two H-bonds. Only the
most stable heterochiral dimer has been fully characterized
by rotational spectroscopy.33 The jet FTIR spectrum of a
homo/heterochiral pair of the 2-butanol dimer shows little
chirality discrimination in the O–H-stretching region, which
makes it difﬁcult to assign the individual frequencies to the
correct diastereomer.77 We will show in the following
that the local vibrational H-bond stretching modes are
more decisive.

According to DFT and MP2 calculations, the two most
stable homo- and heterodimer pairs correspond to complexes
8 and 9 (see Fig. 4), the geometries of which are close to
those calculated by King and Howard.33 We will focus here
on the MP2 results to be able to compare with data from their
investigation. The most stable form is heterochiral dimer 9b.
The corresponding homochiral form 9a is less stable, by 0.59
kcal/mol.
As shown in Table 3, the calculated rotational constants for
9b agree with the experimental data (deviations: ΔA = "11
MHz, ΔB = +45 MHz, ΔC = 37 MHz, Table 2). The small energy differences between the two chiral forms result from steric repulsion. Steric repulsion prevents the two monomers in
9a from approaching each other as closely as is possible in
9b, in line with calculated H. . .O distances of 1.873 Å (9b)
and 1.881 Å (9a). The relative stabilities of 9b and 9a reﬂect
the compromise between a reduction of steric repulsion paid for
the price of a weaker H-bond. The H-bond stretching frequency
in 9b is 581 cm"1. The OH donor bond forms an angle of 85# with
the CO bond of the acceptor O. In 9a the H-bond stretching frequencyof 584 cm"1 is somewhat larger than that found for 9a,
however the steric repulsion is increased. The OH donor bond
in 9a forms an angle of 104# with the CO bond of the acceptor O.
According to the calculated H-bond stretching frequencies
of 562 and 541 cm–1 (Fig. 3), heterochiral dimer 8b and
homochiral dimer 8a should be less stable than 9b and 9a.
This is conﬁrmed by MP2 relative energies of 1.73 and 0.80
kcal/mol (Fig. 3), which is a result of even more intermolecular steric repulsion between the methyl groups. In all these
cases, there are additional close intermolecular interactions
between CH bonds and the O atom of the other monomer.
Each of these interactions involve H,H-repulsion with the positively charged H(O) atom at an even shorter distance. We
ﬁnd that, in the case of 8a, H,H(O) repulsion is smaller than
in 8b, which lowers the energy of 8a relative to that of 8b. In
summary, the strength of the (stabilizing) H-bonds in 8 and 9
as reﬂected by the local H-bond stretching frequencies
competes with the (destabilizing) steric interactions between
the alkyl groups, and in this way the former provides a simple
measure of the steric effects.
Decisive Hydrogen Bonds in Chiral Recognition
Lock-and-key model for chiral recognition in drug design. Often

the processes related to the interaction of a chiral drug with
a chiral receptor, enzyme or protein, follow a special enantioselective pattern.12 Pharmaceutical agents are usually synthesized from simple achiral starting materials and, as a result,
most chiral drugs are obtained as racemate.78 There have
been several cases in which one enantiomer showed the
desired biological activity whereas the other unexpectedly
revealed undesirable side effects.79,80 For example, thalidomide was used in the 1950s and 1960s on pregnant women
to avoid morning sickness. The (R)-enantiomer is for this
purpose the effective form whereas the (S)-enantiomer is
teratogenic and causes birth defects.79 Hence, the detailed
understanding of chiral recognition and discrimination in
drug receptor interactions is of paramount importance.
Xu and coworkers81 suggested the use of propylene oxide
(PO). . .glycidol (Gly) complexes (Fig. 4) as simple lockand-key models simulating drug receptor recognition and
binding.82 PO represents the rigid lock. It is a chiral molecule
with a single conformation apart from the internal rotation of
the methyl group. Gly is the more ﬂexible key, which can
Chirality DOI 10.1002/chir
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adjust to the lock in an induced ﬁt manner by rotation at the
C-OH and C-CH2 single bonds. Setting the dihedral angle
CCOH to +60# , –60# , and 180# (denoted as + g, –g, and t) and
the dihedral angle OCCO to +60# , –60# , and 180# (denoted
as + G, –G, and T) nine rotamers result. Gly can bind to the
oxygen atom of PO either on the same side (syn) or on the
opposite side (anti). Considering that homo- and heterochiral
pairs can be formed, this leads to 9 $ 2 $ 2 = 36 PO. . .Gly conformations, 18 homochiral and 18 heterochiral forms.
In the following, the four most stable heterochiral (Fig. 4(a)
and Table 1) and the four most stable homochiral forms
(Fig. 4(b) and Table 1) calculated with oB97X-D will be
discussed. Special emphasis will be laid on the characterization of all H-bonds and their contributions to the complex
stability. The most stable complex is the heterochiral form
10a, which agrees with the MP2 calculations of Xu and
coworkers.81 The next most stable form is the homochiral
complex 11a, with a ΔE value of 0.46 kcal/mol. Complexes
11b, 10b, and 10c follow with ΔE values of 0.51, 0.53, and
0.54 kcal/mol. The next group is 10d and 11c with ΔE = 0.93
kcal/mol. The least stable complex is 11d with a ΔE value of
1.28 kcal/mol.
As shown in Figures 4(a) and 4(b), there are three H-bonds
in all PO. . .Gly complexes, with the exception of the least
stable complex 11d. The H-bond (HB1) formed between
the oxygen atom of PO and the OH group of Gly is the strongest in all complexes with oa values ranging from 617 to 672
cm–1. The second H-bond (HB2) involves one of the hydrogens of the CH2 part of the PO oxirane and the oxygen of
Gly. The third H-bond (HB3) is formed either between the
hydrogen atom of the H-CCH3 group of PO oxirane and the
oxygen of Gly or between one of the methyl hydrogen atoms
of PO and the oxygen of Gly. As is obvious from the data in
Figure 4 and Table 1, HB1 is not decisive for the complex
stability. The strongest HB1 bond is found for 10b with
oa = 672 cm–1 whereas oa values of 636 and 634 cm–1 are
calculated for the most stable complexes 10a and 11a. Decisive is HB2, which has not been considered so far.81 The
corresponding oa values are 327 cm–1 for 10a and 324 cm–1
for 11a. The corresponding normal mode with highest HB2
contribution possesses a frequency om at 114 cm–1 (59.6%
HB2 contribution) for 10a and at 105 cm–1 (64.3% HB2 contribution) for 11a (see Fig. 4 and Table 1). It is interesting to
note that an HB2 bond is not possible in 11d, the least stable
complex, because the CH2 group of PO points away from the
Gly oxygen.
This example shows that it is not necessarily the strongest
H-bond that decides the complex stability and chiral differentiation. Additional H-bonds can change relative stabilities.
Recently, Scuderi and coworkers reported the same observation in the case of cis-1-amino-2-indanol complexed by methyllactate and protonated dimers of Cinchona alkaloids.15 By
analyzing the relevant local modes the necessary information
is obtained to identify the decisive interaction in case of
multiple H-bonds and to quantify them.
CONCLUSIONS

In Table 1, we list the frequencies of these normal modes
that possess the highest H-bonding character. In most cases,
the relative order of these normal mode frequencies is that of
the corresponding local mode frequencies discussed in the
previous section. Figure 5 reveals that there is, however, no
Chirality DOI 10.1002/chir

linear relationship between the local and normal mode
frequencies because mode-mode coupling leads to strong
changes in the frequencies. In previous work, Cremer and
coworkers44 showed that it is always possible to obtain local
mode frequencies from experimental frequencies, no matter
whether only some or the complete set of 3N-L normal mode
frequencies has been measured. Since coupling effects
reduce the local H-bond stretching frequencies by 300–400
cm–1, the normal modes, which possess strong H-bond
stretching character, can be expected between 100–200 cm–1,
i.e., in the FIR.39
FIR vibrational spectroscopy and Raman scattering83,84
have emerged in recent years as a powerful tool in the hands
of the chemists and, accordingly, these analytical techniques
should be useful in connection with the chiral discrimination
of the diastereomers of H-bonded dimers. The analysis
presented here suggests that a two-pronged approach,
combining FIR measurements with computations, will be
successful in this connection. This is outlined in Scheme 1
and implies the measurement of IR-active frequencies in the
FIR, their conversion into local mode frequencies with the
help of reliable quantum chemical calculations (improved, if
needed, by anharmonicity calculations to obtain reliable local
mode frequencies85), and the identiﬁcation of H-bond stretching frequencies, which can be used chiral discrimination. The
vibrational analysis always requires the reliable calculation of
chirodiastaltic energies to verify whether H-boding is the only
decisive non-covalent interaction.
In this work, we have focused on calculated local H-bond
stretching frequencies to successfully differentiate between
homo- and heterochiral diastereomers of H-bonded peroxide,
trioxide, hydrazine, glycidol, and butan-2-ol dimers. In
addition, we have investigated propylene oxide. . .glycidol
complexes as simple lock-and-key models simulating drug
receptor recognition and binding and have rationalized their
chirodiastaltic energy differences on the basis of the local
mode frequency analysis. Currently, we are extending these
investigations to more complicated intermolecular interactions, which involve H-bonding to aromatic ring systems with
a focus on dispersion and the decisive role of CH. . .O interactions. For example, we are investigating how secondary
H-bonds controlled by stereochemical factors are decisive
for the molecular recognition between (R)-(+)-2 napthyl-ethanol
and methyl-lactate or between (R)-(+)-2 napthyl-ethanol and
butanol.
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