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ABSTRACT: Understanding the interactions of chiral molecules with water is crucial,
given the central role that water plays in chemical and biological processes. We report the
investigation of the amino alcohol prolinol, a widely used chiral catalyst and auxiliary in
asymmetric synthesis, and its interactions with one to three water molecules by applying
broadband rotational spectroscopy. Bare prolinol adopts two low-energy conformations
stabilized by an intramolecular O—H---N hydrogen bond. Upon complexation with a single
water molecule, four prolinol—H,O isomers are identified, showing addition and insertion
structures, where the original prolinol conformations are conserved. Notably, complexation
with two and three water molecules induces prolinol to adopt its highest energy
conformations, which lie more than 9.5 kJ mol™" above the global minimum and feature an
intramolecular N—H--O hydrogen bond. In prolinol—(H,0),; water acts as a
conformational switch for prolinol, binding to both the amino and hydroxyl groups. |
Combined NMR studies and molecular dynamics simulations reveal that, in bulk water,
prolinol exists as a highly flexible conformational ensemble, with no evidence of a stable intramolecular hydrogen bond, and mainly
samples the same conformational space as that displayed in prolinol—(H,0),;. Our results illustrate how stepwise hydration
proceeds and reveal the profound changes that water can induce in flexible chiral molecules. These findings provide a solid
foundation for future experiments and modeling of solvation-induced processes.

Bl INTRODUCTION unravel how water modulates chirality and understand its
specific role in solute—solvent interactions.

An important class of chiral molecules is that of vicinal or -
amino alcohols, which feature hydroxyl and amino groups in
adjacent carbon atoms. These compounds are pivotal building
blocks in many biologically active molecules, including natural
products and synthetic drugs,'* and are widely used as catalysts
and chiral auxiliaries in asymmetric synthesis.”> Both —OH and
—NH functional groups can act as hydrogen-bond donors and
acceptors, and thus, amino alcohols can form O—H--N or N—
H---O intramolecular hydrogen bonds. Such versatility gives
rise to the existence of multiple conformers and leads to
competition between intra- and intermolecular hydrogen
bonding when interacting with solvents. As a result, two
distinct types of configurations can appear for amino alcohol-
solvent clusters: addition structures, where the solvent adds to
the intramolecular hydrogen bond without interfering with it,
and insertion structures, where the solvent disrupts the

Nowadays, water is recognized to play an active role in a wide
range of biological and chemical processes. Water has been
shown to participate in catalytic asymmetric reactions,"
influence ligand binding,” facilitate proton transport through
hydrogen-bonded chains,” and induce self-assembly and
protein folding.”> Many of these activities involve interactions
with chiral molecules, where water can modulate or even
determine chiral behavior. For instance, water has been shown
to produce chirality amplification by boosting enantioselectiv-
ity in asymmetric reactions’ and to induce chirality inversion.”
Conversely, chiral solutes can transfer their chirality to the
surrounding water molecules. Using chiral sum frequency
generation (SFG) spectroscopy, macromolecules were recently
found to impose a chiral topology on their first solvation shell
that mirrors their own.*”"" Chirality transfer from small chiral
molecules to water was also demonstrated by vibrational
circular dichroism (VCD) and Raman optical activity (ROA)
experiments.lz’13 These experimental observations cannot be
reproduced by using implicit water models and require explicit Received:  August 6, 2025
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solute—water clusters in the bulk, which surprisingly only
contain a few water molecules, have been shown to account for
the observed VCD and ROA spectral features.'” Investigating
clusters between chiral solutes and water is thus essential to
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intramolecular hydrogen bond. Insertion structures can also
induce conformational changes in the amino alcohol,
potentially altering the activity of the larger molecule in
which the amino alcohol is embedded. Understanding the
conformational preferences of amino alcohols and how they
are modulated by solvent interactions is therefore essential for
accurately describing and controlling the molecular recognition
and self-assembly processes in which they participate.

Among vicinal amino alcohols, prolinol (CsH;;NO) stands
out due to its cyclic structure, featuring a secondary amino
group incorporated within a five-membered ring. (S)-prolinol
finds extensive application as an intermediate in the synthesis
of enantiomerically pure compounds such as pyrrolobenzodia-
zepines, a class of DNA minor groove binders,’® and 3-
hydroxypiperidines, important components of many bio-
logically active compounds.'” Prolinol is also a highly
enantioselective catalyst.'® A key feature of prolinol in drug
discovery is its flexible five-membered pyrrolidine ring, which,
through ring puckering, allows access to a large three-
dimensional space.'” The conformational landscape of prolinol
was investigated in the gas phase by Fourier transform infrared
(FTIR) spectroscopy,”” where two —OH stretching bands
were tentatively assigned to the two lowest-energy conformers.
While FTIR is sensitive to local vibrational modes and provides
qualitative information on functional groups and chemical
bonding, it does not yield precise structural details. High-
resolution spectroscopy is therefore essential to accurately
determine conformational geometries.

Microwave spectroscopy, with its exceptional resolution and
high sensitivity to subtle structural changes, is an ideal
technique for conformational investigations. Different con-
formers and isomers present distinct rotational spectra,
typically consisting of tens to hundreds of transitions with
various patterns that reflect differences in molecular mass
distribution. Their analysis leads to the determination of the
experimental rotational constants, A, B, and C, which are
inversely proportional to the moments of inertia. Rotational
transition intensities are dictated by the values of molecular
electric dipole moment components along the principal inertial
axes, i, My, and .. Sizable values of u,, p;, and p_ give rise to
a-, b-, and c-type rotational spectra, respectively. Additionally, if
the molecular species contains a nucleus with a quadrupole
moment, each rotational transition will show a hyperfine
structure arising from the interaction of the nuclear electric
quadrupole moment with the molecular electric field gradient.
This is the case of the "*N (nuclear spin I = 1) in prolinol. The
experimental parameters describing this interaction are the
nuclear quadrupole coupling constants y,, (g = a,b,c), which
inform on the electronic environment around the quadrupolar
nucleus, thus providing another set of data, independent from
the rotational constants, that allows conformational identi-
fication. Isotopologues in natural abundance can also be
detected, provided that line intensities are sufficient, showing
the same spectral patterns as the parent species but shifted to
lower frequencies.

Consideration of all of the above microwave experimental
data and its comparison with theoretically predicted parame-
ters allows unambiguous conformer identification and, when
isotopologues are observed, experimental determination of
molecular structures. Rotational spectroscopy has been
successfully applied to the investigation of chiral molecules
and their complexes, including clusters with a high number of
water molecules.”’ ™*°

In this work, we present the study of the conformational
landscape of the neutral amino alcohol prolinol and its
stepwise hydration using broadband Fourier transform micro-
wave spectroscopy’’ supported by quantum chemical calcu-
lations. This technique captures broad spectral regions,
typically several GHz, facilitating the assignment of spectral
patterns associated with the various species present. Moreover,
it allows the accumulation of millions of spectra, significantly
enhancing sensitivity and enabling the detection of low-
abundance species, such as clusters with several water
molecules. Experiments are conducted in a supersonic jet,
which simplifies the spectrum while increasing line intensity as
all species are cooled to their ground vibrational states, and
enables cluster formation from collisions at the initial stages of
the expansion. Clusters with different numbers of water
molecules are produced. No mass selection is used; signals
from all possible species contribute to the rotational spectrum
with virtually no overlap due to its exceptional high resolution
and can be decoded according to their rotational and
quadrupole coupling constants and their dipole moment
components.

We conclusively identified two conformers of bare prolinol,
corresponding to the lowest-energy forms, and determined
their structures through the analysis of the rotational spectra of
their parent species and C, '*N, and 'O isotopologues.
Complexation of prolinol with up to three water molecules
reveals a complicated interplay of interactions, resulting in
huge changes in prolinol’s conformational preferences. While
the monohydrates retain the low-energy conformers of bare
prolinol, the di- and trihydrates feature the higher-energy
prolinol conformers. Overall configuration preferences of the
complexes also change. Insertion structures are preferred in the
monohydrates, whereas addition structures are favored in the
di- and trihydrated complexes.

B RESULTS AND DISCUSSION

Prolinol. The rotational spectrum of (S)-prolinol was
recorded in the 2—18 GHz frequency range using broadband
microwave spectrometers at the University of Virginia>”*® and
the University of the Basque Country.””*" Prolinol is a five-
membered ring, and as such, it has two out-of-plane ring
motions, which give rise to envelope (E) or twisted (T)
configurations. Seven conformers, including E and T types
with different atoms above or below the plane of the ring,
varying ZOCCN dihedral angles and intramolecular hydrogen
bonds, were predicted within 12 kJ mol™" by MP2 and B3LYP-
D3BJ calculations (see Table S1). The conformers, labeled I—
VII according to their relative energies at the B3LYP-D3BJ/6—
311++G(d,p) level, can be grouped into two families based on
the orientation of the hydroxymethyl group. Conformers I, III,
and VII feature ZOCCN dihedral angles of approximately
—60°, while conformers II, IV, V, and VI have ZOCCN angles
close to +60°. The most stable conformers, I—V, are stabilized
by O—H--N hydrogen bonds, whereas the higher-energy
conformers VI and VII exhibit N—H--O interactions. All
conformers are asymmetric tops near the prolate limit, with
large dipole moment components along the a principal inertial
axis. Therefore, they are expected to show characteristic
patterns of a-type J+1 <« ] transitions, separated by
approximately the sum of rotational constants B + C.

Two distinct sets of transitions, showing suitable patterns
and corresponding to two different conformers, were readily
identified in the rotational spectrum. All transitions exhibited
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Figure 1. (left) Broadband rotational spectrum of prolinol in the 2—6 and 6—18 GHz frequency range. (right) Observed rotational transition
29, < 1, for conformers I (Es) and II (°E) of prolinol, showing their different nuclear quadrupole coupling hyperfine structure. Hyperfine

components are labeled with their quantum numbers F’ < F”.

Table 1. Experimental and Theoretical Spectroscopic Parameters of the Observed Monomers of Prolinol

I

1I

parameter experimental B3LYP MP2 experimental B3LYP MP2
A (MHz) 4507.02605(41)7 4489.2 4475.6 5241.6960(14) 5198.4 52715
B (MHz) 2059.27298(20) 2054.5 2089.3 1888.2816(12) 1897.0 1898.1
C (MHz) 1892.44146(20) 1888.1 19263 1582.9077(10) 1585.4 1590.7
A; (kHz) 1.4677(46) 1.17 111 0.624(16) 0.62 0.48
Ay (kHz) —7.022(13) —-5.39 —4.81 —2.451(89) —2.89 —1.87
Ay (kHz) 13.345(41) 10.40 8.88 7.75(30) 9.16 6.41

8; (kHz) —0.1627(15) -0.13 —-0.12 0.0442(61) 0.04 0.04

5y (kHz) —-0.67 —0.62 1.11(49) 0.65 0.56

Zoa (MHz) 1.1275(21) 1.13 1.07 —1.3383(31) —1.61 —1.44
v (MHz) 2.1608(29) 2.47 224 0.1920(48) 0.25 0.20

%.. (MHz) —3.2883(29) —3.60 -331 1.1464(48) 1.36 125
gl /Mg /) v/y/y 2.1/0.8/1.9 2.1/0.9/1.9 y/y/y 3.3/0.3/0.5 3.3/0.3/0.5
6" (kHz) 6.9 8.3

N° 346 203

“A, B, and C are the rotational constants; Aj, A, Ag, &), and i are the quartic centrifugal distortion constants; j,, Xy and y,. are the nuclear
quadrupole coupling constants; ly,l, lu,l, and |yl are the absolute values of the electric dipole moment components in Debye; y and n, yes and no,
indicate whether a-, b-, and c-type transitions are observed or not. ”c is the rms deviation of the fit. °N is the number of fitted hyperfine

components. 9Standard error in parentheses in units of the last digit.

hyperfine splittings, indicative of the presence of a single "*N
nucleus in each species (see Figure 1). The measured
transitions were fit"' to the A-reduced Watson Hamiltonian®>
in the I" representation, supplemented by an additional term,
HQ,33 accounting for the nuclear quadrupole coupling
interaction. The determined values of the experimental
rotational and nuclear quadrupole coupling constants
(NQCCs) clearly match those predicted by theory for
conformers I and II (see Table 1). The average differences
between experimental and theoretical rotational constants are
0.3% (1.3%) and 0.5% (0.5%) for conformers I and II,
respectively, using B3LYP-D3BJ (MP2).

Additional confirmation of the assignment of conformers I
and II was obtained through the observation of the rotational
transitions of all their *C, N, and 'O isotopologues in
natural abundance (1.1, 0.4, and 0.2%, respectively), at their
predicted frequency shifts (see Figure S1). The spectroscopic
parameters of these isotopologues for both conformers are

reported in Tables S2—S3 of the Supporting Information.
These results allow the unambiguous identification of the
observed prolinol conformers and support the initial assign-
ment from FTIR data.*’

No transitions attributable to other predicted conformers of
prolinol were detected. This is likely due to conformational
relaxation caused by collisions with the carrier gas at the onset
of the supersonic expansion, a process that typically occurs
when interconversion barriers are below ~4.8 k] mol™".** In
our case, the absence of conformers III and IV is attributed to
their relaxation to conformers I and II, respectively. These
relaxations only involve changes in ring puckering and are
theoretically predicted to have barriers of approximately 2.3
and 1.2 kJ mol™" (see Figure S6). The remaining conformers
lie more than 9 kJ mol™" above the global minimum and thus
are expected to be negligibly populated.

The assignment of the *C, N, and '®O isotopologues
enabled the determination of the experimental substitution (r,)

https://doi.org/10.1021/jacs.5c13582
J. Am. Chem. Soc. 2025, 147, 47126—47137


https://pubs.acs.org/doi/suppl/10.1021/jacs.5c13582/suppl_file/ja5c13582_si_001.pdf
https://pubs.acs.org/doi/suppl/10.1021/jacs.5c13582/suppl_file/ja5c13582_si_001.pdf
https://pubs.acs.org/doi/suppl/10.1021/jacs.5c13582/suppl_file/ja5c13582_si_001.pdf
https://pubs.acs.org/doi/10.1021/jacs.5c13582?fig=fig1&ref=pdf
https://pubs.acs.org/doi/10.1021/jacs.5c13582?fig=fig1&ref=pdf
https://pubs.acs.org/doi/10.1021/jacs.5c13582?fig=fig1&ref=pdf
https://pubs.acs.org/doi/10.1021/jacs.5c13582?fig=fig1&ref=pdf
pubs.acs.org/JACS?ref=pdf
https://doi.org/10.1021/jacs.5c13582?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as

Journal of the American Chemical Society

pubs.acs.org/JACS

and effective (r,) structures for both conformers. The r,
structure is obtained by considering the difference between
the moments of inertia of the parent molecule and each
isotopologue® to determine the atomic coordinates. Alter-
natively, a least-squares fit of the moments of inertia of all
observed species yields the r, structure, which best reproduces
the experimental moments of inertia. Since not all structural
parameters could be determined from the fits, some of them
were fixed to those predicted by B3LYP-D3BJ calculations,
which showed better agreement with experiment. A compar-
ison of the r; and r, structures, along with the B3LYP-D3BJ
and MP2 equilibrium structures, is provided in Tables S4—S5
and Figure 2. The structural parameters are in good agreement
across the different methods and are also very similar between
the two conformers. Both conformers adopt an envelope
configuration of the ring, where CS is displaced out of the
plane defined by the dihedral angle £C4C3C2N1.

6 —OH "‘\

strong
attractive
B ‘6;—0
3 2 X\

O 0 \ weak

\\. attractive
4 NH v‘%\d -

5 repulsive
Figure 2. Observed I (Eg) (left) and II (°E) (right) conformers of
prolinol, showing the theoretical structures (gray) with the
experimental r; atom coordinates indicated as green spheres. The
NCI isosurfaces (s = 0.5) for values of sign(4,)p from —0.025 to
+0.025 au are also shown. The colors indicate interaction strength and

type: blue for strong attractive interactions, green for weak attractive
interactions, and red for repulsive interactions.

The main difference lies in the puckering angle of the ring,
close to 26° in both cases but with opposite signs, indicating an
exo arrangement of CS with respect to the —CH,OH chain in
conformer I and an endo arrangement in conformer II (see
Figure 2). The possible ring configurations are more prec1se1y
described using Cremer—Pople polar coordinates,* namely,
the puckering of the ring, given by the angle ®, and the
puckering amplitude g, which indicates the perpendicular
displacement of the atoms from a planar ring. These
coordinates are represented in a circular diagram where the
center of the circle corresponds to a planar ring (g = 0) and the
values of @ specify envelope (E) and twisted (T)
configurations corresponding to different atoms being above
or below the planar ring, indicated with a superscript or a
subscript, respectively. Using this nomenclature, the observed
conformers of prolinol are labeled as Eg (I) and °E (II) and
represented in the Cremer—Pople diagram as red circles (see
Figure 3). They are on opposite sides of the diagram because
both conformers are envelope forms with the same atom (CS)
above or below the ring.

Both conformers are stabilized by an intramolecular O—H---
N hydrogen bond where the amino group acts as a hydrogen
acceptor and the hydroxyl oxygen acts as a hydrogen donor.
These interactions are visualized as blue regions in the
noncovalent interaction (NCI) plots shown in Figure 2, which
are obtained from analyzing electron density and reduced
density gradients.”””® Conformer I is further stabilized by a
secondary C—H:--O hydrogen bond between a lone pair on the
oxygen atom and a —CH group within the ring. In contrast,
conformer II displays only a weak dispersion-type H--H
contact in addition to the primary O—H---N hydrogen bond.

These weaker attractive interactions appear as green isosur-
faces in Figure 2. Conformers I and II are very close in energy,
and their relative abundances reflect this, with conformer I
accounting for 59(7)% and conformer II accounting for
41(7)% of the population. These values were estimated from
common d-type transitions, assuming that conformer number
density N; is proportional to line intensity I, and inversely
proportional to the square of the corresponding dipole
moment component, /,tmz.

Prolinol—(H,0);_3. After two conformers of prolinol were
identified, the rotational spectrum still exhibited numerous
additional lines featuring the nuclear quadrupole hyperfine
structure characteristic of species containing a single N
nucleus (Figure 4). We initially assigned two new species (see
Table 2, columns 1 and 2), with rotational constants smaller
than those of the observed prolinol conformers. Suspecting
that these lines could arise from hydrated complexes of
prolinol, we recorded the spectrum again after introducing
water into the injection line. This confirmed our initial
hypothesis, as we observed a marked increase in the spectral
intensity of the newly assigned species. Further spectral
searches led to the identification of two additional prolinol—
H,O complexes, shown in columns 3 and 4 of Table 2.
Comparison of the experimental rotational constants and
NQCCs with theoretical predictions allows us to assign the
observed species to complexes 1wl, 1w2, 1w9, and 1wl2.
Complexes are labeled as XwY, where X indicates the number
of water molecules in the complex and Y is an index according
to the relative energy ordering (including zero-point
corrections) obtained from B3LYP-D3BJ predictions. The
best agreement was found with the theoretical structures at the
B3LYP-D3BJ/6—311++G(d,p) level of theory (see Tables 2
and S8). Considering common transitions, the estimated
experimental abundances follow the trend 1wl ~ 1w2 > 1w9
~ 1wl2.

Several prolinol-H,0 complexes are predicted to lie at
energies lower than those of 1w12 (Table S8), the highest-
energy isomer observed experimentally, but no signals
attributable to these species were detected. Most of them
present conformational relaxation barriers to 1wl or 1w2
below 4.8 kJ mol™" (Figures S7—S8), thus rationalizing their
absence from the rotational spectrum. We detect the lowest-
energy isomers 1wl and 1w2, which are thermodynamically
favored, as well as the higher-energy complexes, 1w9 and
1wl2, where water adds to the experimentally observed
conformers of prolinol and which are likely kinetically trapped
in the supersonic expansion.

Upon removing the rotational transitions arising from
prolinol and its monohydrated complexes, a substantial
number of lines remained unassigned. Careful analysis of the
spectrum led to the identification of two complexes of prolinol
with two water molecules, 2wl and 2wS$, and one complex
with three water molecules, 3wl (Table 3). They were
identified based on the agreement between theoretical and
experimental rotational constants and NQCCs. In the case of
2wl, two other prolinol—(H,0), isomers, 2w3 and 2w6, show
similar predicted rotational and quadrupole parameters. Both
are predicted to lie at slightly higher energies by the B3LYP-
D3BJ and MP2 methods (see Table S9), and differ from 2wl
only in the orientation of the dangling water hydrogens. They
present low barriers for relaxation by collisions in the
supersonic expansion (almost inexistent in the case of 2wé,
see Figure S9), which explains their nonobservation and
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Figure 3. Cremer—Pople diagram illustrating the ring-puckering parameters of the observed conformers of prolinol and its hydrated complexes.
The radial coordinate (q) represents the puckering amplitude in A, and the angular coordinate (@) indicates the phase of the ring puckering in
degrees. Red circles correspond to the monomer, blue to prolinol—H,O complexes, green to prolinol—(H,0),, and pink to prolinol—(H,0);. The
colored surface represents the conformational population in aqueous solution obtained from 1 us molecular dynamics (MD) simulations. The
experimentally observed structures are shown around the diagram, while the bottom right panel displays the time-averaged solution structure
obtained from MD simulations, together with the corresponding oxygen density map of the first solvation shell around prolinol.

supports our assignment of the observed species to 2wl. As
previously observed for the isomers of the monohydrate,
B3LYP-D3BJ predicts rotational constants for prolinol—
(H,0),,; with better overall agreement with the experimental
ones than MP2.

Stepwise Hydration and Conformational Preferen-
ces. The isomers observed for prolinol-H,O correspond to
water binding to conformers I and II of bare prolinol, forming
insertion or addition structures depending on whether the
water molecule disrupts the intramolecular hydrogen bond or
simply adds to it. In insertion structures, the water molecule
interacts with both amino and hydroxyl groups via O,—H,-~-N
and O—H--O,, hydrogen bonds, simultaneously acting as a
hydrogen donor and acceptor (see Figure S). In contrast, in
addition structures, the water molecule only binds to the
hydroxyl group through an O,—H,,---O hydrogen bond, acting
solely as a donor. The addition structures also show C—H:--O,,
hydrogen bonds. A cooperative chain of hydrogen bonds, O—
H---O—H-~N, is established in both types of complexes.

However, the O—H:--N bonds are much longer (by 0.3—0.4
A) in the addition structures due to their intramolecular nature
and the constraints imposed by prolinol geometry. This
explains why insertion structures are more abundant and
predicted to be energetically favored (Table S8). NBO

analysis®® (Tables S11—S14) confirms that intermolecular
hydrogen-bonding interactions in insertion structures are
substantially more stabilizing than those in addition structures,
consistent with experimental observations.

In prolinol—(H,0), 3, the water molecules form a chain of
hydrogen bonds bridging the hydroxyl and amino groups,
acting as hydrogen acceptors to the hydroxyl group and donors
to the amino group (see Figure 6). These interactions do not
disrupt the intramolecular hydrogen bond, and thus, prolinol—
(H,0), solely exhibit addition structures, in contrast to the
monohydrated species. The most radical change, however,
concerns the conformation of prolinol, which no longer
corresponds to the low-energy conformers I and II, observed
in the monomer and monohydrates. In the di- and trihydrated
complexes, prolinol adopts higher-energy conformers VI and
VI, which lie ca. 9.6—10.8 k] mol ™" above the global minimum
(Table S1). This switch in conformational preferences also
involves a modification of the intramolecular hydrogen bond,
which shifts from O—H-N to N—H:-O. The intramolecular
N—H---O bond participates in the hydrogen-bonding network
of the complexes, but it is weaker than the intermolecular
hydrogen bonds established with the water molecules (see
NCI plots in Figure 6).
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Figure 4. Sections of the broadband rotational spectrum of prolinol—water showing selected rotational transitions for the observed hydrated
complexes. The experimental spectra are shown in black, and the corresponding fitted spectra are shown inverted in color, with each color
representing a different isomer. The rotational transitions are labeled in blue as J'x_; x+; < J"k-1, k41 and their nuclear quadrupole coupling
hyperfine components (labeled in black) are indicated with their quantum numbers F' « F”.

In the dihydrates, the cyclic hydrogen-bonding network
resembles the structure of the lowest-energy isomer of the
water tetramer S;,** with the —OH and —NH groups replacing
one water molecule each. Similarly to S,, the oxygen and
nitrogen atoms lie mostly on the same plane, and the hydrogen
atoms not involved in hydrogen bonds adopt an alternating
up—down configuration. In trihydrate 3wl, a configuration
akin to the water tetramer S, is evident, involving the three
water molecules and the amino group. The —OH group of
prolinol participates in the hydrogen-bond network as a
hydrogen donor to one water molecule and as a hydrogen
acceptor via the intramolecular N—H:-O bond. Both the —OH
and —NH groups act as hydrogen donors to the same water
molecule, with the N—H:-O,, bond being longer and weaker
than the O—H--O, bond. According to B3LYP-D3BJ
calculations, the increased flexibility provided by the additional
water molecule in 3wl results in an almost planar arrangement,
with a dihedral angle of «NO,0,0,, = —3.2° in contrast to
«NO0O,,0,, = —16.4° in 2wS and «NOQO,,O,, = 22.5° in 2wl.

Besides, the intramolecular N—H:-O bond elongates from
2.32 A in prolinol VII to 2.61 A in the trihydrate.

In all observed hydrates, the hydrogen-bond network
displays a homodromic configuration with alternating hydro-
gen donors and acceptors, forming a closed chain in the
dihydrates and trihydrates. This arrangement boosts polar-
ization and results in cooperativity."' Upon stepwise hydration,
the hydrogen bonds become shorter (see Figure 6) and their
interaction energies increase, as shown by NBO calculations®”
(Tables S11—S14). Notably, the strength of the hydrogen-
bond network in prolinol—(H,0),; compensates for the
energetic cost of adopting higher-energy prolinol conformers,
which lie approximately 10 k] mol™' above the global
minimum.

The stepwise addition of water molecules to prolinol not
only drastically alters its conformational preferences but also
induces subtler structural changes involving ring puckering.
Adding one water molecule does not modify the favored
prolinol conformations, but changes the puckering of I and II,
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Table 2. Experimental and Theoretical Spectroscopic Constants for the Four Observed Isomers of the Prolinol—-H,0 Complex

1wl w2
parameter experimental B3LYP MP2 experimental B3LYP MP2
A* (MHz) 2180.92974(70)% 2207.3 2199.6 2699.50099(40) 27409 2753.8
B (MHz) 1738.24469(71) 1736.1 1766.5 1391.44859(31) 1392.0 1399.5
C (MHz) 1291.50399(42) 1300.3 1319.8 1010.33763(20) 1011.8 1020.9
A, (kHz) 0.661(20) 0.63 0.59 0.2855(60) 021 022
A (kHz) 1.330(48) 3.98 1.23 0.737(26) 0.94 0.70
Ay (kHz) —3.67 —0.74 0.795(44) 022 0.56
&, (kHz) 0.106(12) 0.13 0.13 0.0623(29) 0.04 0.04
5 (kHz) 2.05 0.85 0.813(55) 0.74 0.62
Y (MHz) —2.9665(37) -2.86 -2.86 -3.1185(21) —3.29 -3.13
i (MHz) 1.9435(61) 143 1.67 1.7233(33) 175 1.62
Zee (MHz) 1.0231(61) 1.18 1.19 1.3953(33) 1.54 1.51
it /pag) /1 y/y/y 2.3/0.8/3.4 22/1.0/3.4 y/y/y 3.8/1.8/13 3.8/1.9/1.1
6" (kHz) 7.3 5.7
N°© 127 263

w9 Iwl2
parameter experimental B3LYP MP2 experimental B3LYP MP2
A* (MHz) 2455.5219(24)% 23754 24752 3355.83(28) 3297.9 3382.8
B (MHz) 1395.79218(80) 1479.5 1427.8 1003.17663(45) 1016.0 1013.9
C (MHz) 1105.91727(52) 1154.5 1130.1 948.61336(46) 984.1 958.1
A, (kHz) 2.900(11) 143 2.14 0.7692(40) 0.82 0.86
A (kHz) —13.092(64) —476 —8.85 —3.602(97) —4.17 —428
Ay (kHz) 7.33 14.12 17.29 20.50
8, (kHz) 0.9076(82) 0.42 0.64 —0.10 —0.08
5 (kHz) 0.01 —0.05 12.37 8.77
Yo (MHz) —0.5848(55) —0.99 —0.51 0.8725(51) 0.72 0.79
s (MHz) 2.2088(76) 2.52 2.29 —2.7839(76) -2.99 -2.76
X (MHz) —1.6240(76) -1.52 -1.76 1.9113(76) 227 1.96
Ry y/y/n 2.4/1.5/0.4 2.5/1.6/0.5 y/n/n 2.3/0.0/0.3 2.4/0.1/0.2
6" (kHz) 6.2 6.4
N°© 89 79

“A, B, and C are the rotational constants; Aj, Ay, A, 6, and i are the quartic centrifugal distortion constants; ¥, i and . are the nuclear
quadrupole coupling constants; lu,l, I, and lu | are the absolute values of the electric dipole moment components in Debye; y and n, yes and no,
indicate whether a-, b-, and c-type transitions are observed or not. ”c is the rms deviation of the fit. °N is the number of fitted hyperfine

components. “Standard error in parentheses in units of the last digit.

from Eg to *T and from °E to °T,, respectively (see Figure 3).
This puckering shift occurs for both insertion and addition
structures of prolinol—H,O. Adjustments in ring puckering are
also observed for conformation VII, which evolves from 'T; in
the monomer to 'T, in 2wl and Eg in 3wl. In contrast, in
dihydrate 2wS, where prolinol adopts conformation VI, ring-
puckering ('E) remains unchanged with respect to the bare
molecule. Additional structural modifications involve the
£0OCCN dihedral angle. In the monohydrate, ZOCCN shifts
from —53.5° in conformer I to —72.3° in 1wl and —47.4° in
1w9, and from 55.1° in conformer II to 52.4° in 1wl2 and
69.3° in 1w2. As expected, larger changes occur in the
insertion structures due to the need to accommodate the water
molecule between the hydroxyl and amino groups. In dihydrate
2w$, the ZOCCN angle changes slightly from 66.2° in VI to
60.2°, whereas in di- and trihydrates involving prolinol VII, it
shifts from —62.0° in VII to —52.6° in 2wl and —68.1° in
3wl.

Depending on the degree of hydration of prolinol, insertion
or addition structures are preferred in the complexes. In the
monohydrates, insertion structures are favored over addition
ones, while for the dihydrates and trihydrates addition
structures are energetically preferred. In agreement with
experimental observations, addition structures are predicted

47132

to lie more than S kJ mol™" higher in energy for monohydrated
prolinol, and to have significantly lower binding energies
according to SAPT calculations*** (see Table S15). A similar
preference for insertion over addition structures is also
observed in the complexes of 2-aminoethanol with a single
water molecule.”** For 3-aminopropanol—H,0, an insertion
structure is predicted to be the global minimum, but the
observed complex shows an addition configuration.** In the
case of 4-aminobutanol-H,0O, the experimentally observed
isomer and all predicted species within 9.6 k] mol™" display
addition structures.*’

The change from insertion to addition structures with
stepwise solvation suggests that water self-aggregation is the
likely energetic driving force and it is reinforced by interactions
with the prolinol amino and hydroxyl groups, which enhance
cooperativity. The arrangement of the water molecules,
resulting in a hydrogen-bond network resembling the lowest-
energy isomer of the pure water tetramer, supports this
interpretation. Optimizing all interactions in the hydrogen-
bond network, which becomes increasingly energetic with
microsolvation (see NBO predicted energies, Tables S11—
S14), is also likely to be the prime agent controlling prolinol
conformation. The ability of prolinol and its derivatives to
adapt their ring configuration can be a determining factor in
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Table 3. Experimental and Theoretical Spectroscopic Constants for the Observed Isomers of the Prolinol—(H,0), 3

Complexes
2wl 2wS 3wl

par. exp. B3LYP MP2 exp. B3LYP MP2 exp. B3LYP MP2
A? 1904.38772(84)7 1938.8 1950.9 1889.52731(37) 1914.9 1950.5 1299.84843(46) 1302.5 1317.0
B 926.91092(39) 932.3 929.8 928.82164(25) 937.7 923.5 700.50066(29) 710.3 708.7
C 719.28840(34) 7234 723.4 742.61818(25) 750.4 750.4 580.21468(36) 596.0 596.9
A 0.3152(47) 0.22 0.30 0.4272(27) 026 0.29 0.1812(43) 0.10 0.13
A —1.377(31) —-0.90 -1.34 —1.640(14) —0.86 -1.07 0.123(19) 0.91 0.81
Ag 4.718(30) 3.18 435 4.331(23) 2.64 0.32 0.465(22) —0.33 022
5 —0.0475(25) 0.04 0.06 —0.1174(14) 0.07 0.08 0.03 0.04
Sk 0.34 0.39 —0.242(45) 0.23 0.25 0.14 0.38
Hea —0.6419(65) —0.69 —0.74 0.8285(31) 0.88 0.84 —1.1241(54) -1.12 -1.13
oo —0.2173(95) —-0.23 —-0.25 —0.6661(56) —0.66 —0.89 —0.4464(81) —0.01 —0.41
Hee 0.8592(95) 0.92 0.99 —0.1625(56) -0.22 0.06 1.5704(81) 1.13 1.55
Ige, | y 1.0 0.9 y 2.7 2.5 n 0.1 0.3
7 y 22 22 y 2.1 2.1 y 2.1 1.9
I y 0.8 0.9 y 0.6 0.7 y 0.6 0.5
o” 8.4 6.3 8.6
N°¢ 130 211 124

“A, B, and C are the rotational constants; Aj, Ay, Ay, §), and J are the quartic centrifugal distortion constants; ¥, ¥, and ., are the nuclear
quadrupole coupling constants; lu,l, I, and lu | are the absolute values of the electric dipole moment components in Debye; y and n, yes and no,
indicate whether a-, b-, and c-type transitions are observed or not. ”c is the rms deviation of the fit. °N is the number of fitted hyperfine

components. “Standard error in parentheses in units of the last digit.
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Figure 5. Theoretical structures of the four observed isomers of
prolinol-H,0 (1wl, 1w2, 1w9, 1wl2), optimized at the B3LYP-
D3BJ/6—311++G(d,p) level of theory. Intermolecular interactions
are indicated with blue dotted lines along with associated theoretical
distances (in A). NCI isosurfaces (s = 0.5) are shown for values of
sign(4,)p ranging from —0.025 to +0.02S au. The colors indicate
interaction strength and type: blue for strong attractive interactions,
green for weak attractive interactions, and red for repulsive
interactions.

molecular recognition. For example, activation of the Put3p
protein requires an unmodified pyrrolidine ring; it can be

47133

achieved with proline and prolinol but not with derivatives
containing double bonds in their pyrrolidine rings.**

The characterization of prolinol—(H,0),_; reveals how
stepwise hydration reshapes both the structure of the chiral
solute prolinol and the configuration of the water network. The
functional groups of prolinol guide the arrangement of water
molecules, which collectively attempt to mimic the planar ring
structure of the lowest-energy water tetramer’ in the di- and
trihydrated complexes. Prolinol distorts the pure tetramer
configuration to some extent, but it is the water network that
ultimately drives prolinol to adopt higher-energy conformers.
Remarkably, this transition involves a complete reorganization
of the pyrrolidine ring. While structural rearrangements upon
hydration had been previously observed in flexible noncyclic
molecules,”*” this is the first experimental report of such a
dramatic conformational shift involving a pyrrolidine ring
within a chiral molecule.

Next, we examined the conformational preferences of
prolinol in water and methanol, with the latter chosen as a
representative polar organic solvent. In water, experimental
conditions were set to pH 10 to favor the neutral species. The
2D NOESY spectra recorded at 25 °C in both solvents were
highly similar, showing the key cross-peaks depicted in Figures
S10 and S11. Analysis of the *J homonuclear coupling
constants, particularly those involving the CH,—OH moiety,
reveals that the hydroxymethyl group exhibits a high degree of
conformational flexibility in solution.”” This finding alone
strongly challenges the existence of long-lived intramolecular
polar contacts involving the nitrogen atom. A similar
conclusion applies to the pyrrolidine ring, whose behavior
appears largely independent of the solvent conditions. In line
with these experimental observations, the dominant conforma-
tional ensembles derived from 1 ys molecular dynamics (MD)
simulations in explicit water and methanol are basically
identical (see Figures 3, S12, and S13). Interproton distances
derived from these trajectories mostly agree with the
experimental NMR-based upper bounds (see Tables S39 and
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Figure 6. Theoretical structures of the observed isomers of prolinol—(H,0), ;, optimized at the B3LYP-D3B]/6—311++G(d,p) level of theory.
Intermolecular hydrogen bonds are shown as blue dotted lines along with associated theoretical distances (in A). NCI isosurfaces (s = 0.5) are
displayed for values of sign(4,)p ranging from —0.02S to 0.025 au. The colors indicate interaction strength and type: blue for strong attractive
interactions, green for weak attractive interactions, and red for repulsive interactions.

$40). Intriguingly, deviations were observed for a couple of
these bounds, likely representing minor populations around
the °E region of the pseudorotational path not adequately
accounted for by the trajectories. Apart from these minor
contributors, the most relevant conformers correspond to T,
forms spanning the E,—'E region (see Figure 3). Furthermore,
our analysis of the first hydration shell reveals a shared water
density between the hydroxyl and amino groups, which
resembles the discrete water molecules found to be complexed
between these two moieties in the gas phase. Indeed, related
ring-puckering patterns are also observed in the gas phase
when the molecule is complexed with two or three water
molecules. Crucially, no intramolecular hydrogen bonding was
detected between the hydroxyl and amino groups in either
aqueous or methanolic solution. This observation provides a
rationale for the distinct conformational behavior seen in
condensed phases compared to the gas phase. As a result, in
the solvents examined here (water and methanol), the effective
chiral environment of prolinol remains dynamic, owing to the
flexibility of the hydroxymethyl group. This is consistent with
the common use of additional substituents in prolinol-based
organocatalysts to enforce conformational organization when
high asymmetric induction is desired.’">>

Conformational changes induced by interactions with water
may be relevant for other molecular systems containing flexible
rings. A biologically significant example is the amino acid
proline, which is well-known for favoring f-turns due to the
constraints imposed by its pyrrolidine ring.”* Four conformers
of proline have been experimentally observed, featuring E; and
SE puckering configurations as well as O—H--N and N—H---O
intramolecular hydrogen bonds.”*** Computational studies
predict that interactions with just one water molecule change
proline’s conformational preferences from the global minimum
with an O—H--N intramolecular bond to a higher-energy
conformer (lying ~ 9 kJ mol™' above) featuring an N—H--O
bond.*® This shift closely parallels the behavior observed in
prolinol. While proline-water complexes have not been
detected experimentally yet, theoretical predictions suggest
that higher-energy proline conformers must be considered to
describe its microsolvation, highlighting the strong structural
impact of even minimal hydration.

B CONCLUSIONS

The conformational landscape of prolinol and its stepwise
hydration were elucidated by a combination of rotational
spectroscopy and quantum-chemistry calculations. The high

resolution of rotational spectroscopy has been instrumental in
unambiguously identifying the observed species through their
rotational and nuclear quadrupole coupling constants. The
microsolvation of prolinol reveals the profound changes that
water exerts on the solute structure. Whereas upon binding a
single water molecule, prolinol retains its native conformation,
further hydration drives a complete rearrangement, altering
both the puckering of the ring and the intramolecular
hydrogen bond to optimize interactions with the solvent.
Water thus acts as a conformational switch for prolinol,
overriding its inherent conformational preferences.

Our results unveil the specific orientations adopted by water
molecules in their interactions with prolinol and underscore
the relevance of even a few solvent molecules in overall
structural arrangements. A proper understanding of the
interactions with the solvent is essential to determining the
three-dimensional configuration of prolinol. This raises a
crucial question: is molecular recognition governed solely by
the bare solute, or do solute—solvent complexes play a decisive
role? The data reported here provide a first insight into the
behavior of prolinol in water, with potential implications for its
role in chemical reactions and catalysis. Furthermore, the
structures of the prolinol—water complexes identified here may
constitute the nucleation core of a chiral solvation shell around
prolinol. In addition, complementary NMR spectroscopy and
explicit-solvent molecular dynamics simulations in bulk water
and methanol predict that, in contrast to the compact,
hydrogen-bond-stabilized conformations observed in the gas
phase and in small, hydrated clusters, prolinol exhibits a
significant flexibility, adopting more open conformational
ensembles in solution, with no evidence of a persistent
intramolecular hydrogen bond. This indicates that extensive
solvation by polar environments promotes dynamic conforma-
tional averaging, which highlights the key role of collective
solvent interactions in shaping the structure of prolinol. Our
combined gas-phase and solution-phase analysis thus estab-
lishes a coherent picture in which water not only solvates
prolinol but actively dictates its accessible conformational
space, a principle that should be broadly relevant to amino
alcohol chemistry in aqueous environments.

B ASSOCIATED CONTENT

© Supporting Information

The Supporting Information is available free of charge at
https://pubs.acs.org/doi/10.1021/jacs.5¢c13582.

https://doi.org/10.1021/jacs.5c13582
J. Am. Chem. Soc. 2025, 147, 47126—47137


https://pubs.acs.org/doi/suppl/10.1021/jacs.5c13582/suppl_file/ja5c13582_si_001.pdf
https://pubs.acs.org/doi/10.1021/jacs.5c13582?goto=supporting-info
https://pubs.acs.org/doi/10.1021/jacs.5c13582?fig=fig6&ref=pdf
https://pubs.acs.org/doi/10.1021/jacs.5c13582?fig=fig6&ref=pdf
https://pubs.acs.org/doi/10.1021/jacs.5c13582?fig=fig6&ref=pdf
https://pubs.acs.org/doi/10.1021/jacs.5c13582?fig=fig6&ref=pdf
pubs.acs.org/JACS?ref=pdf
https://doi.org/10.1021/jacs.5c13582?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as

Journal of the American Chemical Society

pubs.acs.org/JACS

Details on the computational and experimental methods,
tables of spectroscopic constants, NBO and SAPT
calculations, NCI and RDG plots, lists of measured
transitions, and analysis in solution; Also additional
references within the Supporting Information;>’~"* Data
available in AMSActa: https://amsacta.unibo.it/id/
eprint/8627/ (PDF)

B AUTHOR INFORMATION

Corresponding Authors

Emilio J. Cocinero — Departamento de Quimica Fisica,
Universidad del Pais Vasco (EHU), Instituto Biofisika
(CSIC/EHU), 48080 Bilbao, Spain; ® orcid.org/0000-
0001-7632-3728; Email: emiliojose.cocinero@ehu.eus

M. Eugenia Sanz — Department of Chemistry, King’s College
London, London SE1 1DB, UK, ® orcid.org/0000-0001-
7531-0140; Email: maria.sanz@kcl.ac.uk

Authors

Donatella Loru — Department of Chemistry, King’s College
London, London SE1 1DB, U.K.; Present
Address: Deutsches Elektronen-Synchrotron (DESY),
Notkestr. 85, 22607 Hamburg, Germany

Elena R. Alonso — Departamento de Quimica Fisica,
Universidad del Pais Vasco (EHU), Instituto Biofisika
(CSIC/EHU), 48080 Bilbao, Spain; Present
Address: Grupo de Espectroscopia Molecular (GEM),
Edificio Quifima, Area de Quimica-Fisica, Laboratorios de
Espectroscopia y Bioespectroscopia, Parque Cientifico
UVa, Unidad Asociada CSIC, Universidad de Valladolid,
47011 Valladolid, Spain; ® orcid.org/0000-0001-5816-
4102

Aran Insausti — Departamento de Quimica Fisica, Universidad
del Pais Vasco (EHU), Instituto Biofisika (CSIC/EHU),
48080 Bilbao, Spain

Cristobal Pérez — Department of Chemistry, University of
Virginia, Charlottesville, Virginia 22904-4319, United States;
Present Address: Departamento de Quimica Fisica y
Quimica Inorganica, Facultad de Ciencias — L.U.
CINQUIMA, Universidad de Valladolid, Paseo Belen 7,
47011 Valladolid, Spain; ® orcid.org/0000-0001-5248-
5212

Luca Evangelisti — Department of Chemistry, University of
Virginia, Charlottesville, Virginia 22904-4319, United States;
Present Address: Department of Chemistry “G.
Ciamician”, University of Bologna, Via Gobetti 85,
Bologna, Italy; ® orcid.org/0000-0001-9119-1057

Juan L. Asensio — Instituto de Quimica Orgdnica General
(IQOG-CSIC), Madrid 28006, Spain

Francisco Corzana — Departamento de Quimica and Instituto
de Investigacion en Quimica (IQUR), Universidad de La
Rioja, Logrofio 26006, Spain; © orcid.org/0000-0001-
5597-8127

Brooks H. Pate — Department of Chemistry, University of
Virginia, Charlottesville, Virginia 22904-4319, United
States; ® orcid.org/0000-0002-6097-7230

Complete contact information is available at:
https://pubs.acs.org/10.1021/jacs.5¢c13582

Author Contributions
All authors have given approval to the final version of the
manuscript.

Funding

D.L. and M.ES. acknowledge funding from UE FP7 (grant
PCIG12-GA-2012-334525), King’s College London, and
EPSRC (EP/X039420/1). EJ.C. acknowledges financial
support from the Spanish Ministry of Science and Innovation
(MCIN/AEL, Project PID2023-147698NB-I00) and the
Basque Government (Project 1T1491-22). L.E. thanks the
CINECA award under the ISCRA initiative, for the availability
of high-performance computing resources and support, and the
project PRIN2022, MUR code 2022WKTH9E—CUP
J53D23008810006. C.P. acknowledges the ERC for the CoG
HydroChiral—Grant Agreement 101124939. J.L. and F.C.
thank the Agencia Estatal de Investigacion (AEI, PID2022-
141085NB-100, PID2021-1276220B-100 and PID2024-
1616820B-100).

Notes
The authors declare no competing financial interest.

B ACKNOWLEDGMENTS

The authors acknowledge the use of the high-performance
computing clusters Rosalind (https://rosalind.kcl.ac.uk) and
CREATE (King’s Computational Research, Engineering and
Technology Environment. Retrieved August 6, 2025, from
10.18742/mvf-m076) and also thank SGlker (EHU) and
CESGA for providing additional computational resources.

B REFERENCES

(1) Guo, W,; Liu, X,; Liu, Y.; Li, C. Chiral Catalysis at the Water/Oil
Interface. ACS Catal. 2018, 8 (1), 328—341.

(2) Zsidé, B. Z.; Hetényi, C. The Role of Water in Ligand Binding.
Curr. Opin. Struct. Biol. 2021, 67, 1-8.

(3) Nagle, J. F.; Morowitz, H. J. Molecular Mechanisms for Proton
Transport in Membranes. Proc. Natl. Acad. Sci. U.S.A. 1978, 75 (1),
298—-302.

(4) Li, D;; Sun, L,; Ding, Y.; Liu, M,; Xie, L.; Liu, Y.; Shang, L.; Wu,
Y,; Jiang, H.-J; Chi, L; Qiu, X; Xu, W. Water-Induced Chiral
Separation on a Au(111) Surface. ACS Nano 2021, 15 (10), 16896—
16903.

(5) Papoian, G. A.; Ulander, J.; Eastwood, M. P.; Luthey-Schulten,
Z.; Wolynes, P. G. Water in Protein Structure Prediction. Proc. Natl.
Acad. Sci. U.S.A. 2004, 101 (10), 3352—3357.

(6) Song, C. E; Park, S.J.; Hwang, L-S.; Jung, M. J.; Shim, S. Y.; Bae,
H. Y,; Jung, J. Y. Hydrophobic Chirality Amplification in Confined
Water Cages. Nat. Commun. 2019, 10 (1), No. 851.

(7) Xie, L; Ding, Y.; Li, D.; Zhang, C.; Wu, Y.; Sun, L,; Liu, M.; Qiu,
X; Xu, W. Local Chiral Inversion of Thymine Dimers by
Manipulating Single Water Molecules. J. Am. Chem. Soc. 2022, 144
(11), 5023—5028.

(8) Perets, E. A.; Konstantinovsky, D.; Fu, L.; Chen, J; Wang, H.-F,;
Hammes-Schiffer, S.; Yan, E. C. Y. Mirror-Image Antiparallel $-Sheets
Organize Water Molecules into Superstructures of Opposite Chirality.
Proc. Natl. Acad. Sci. U.S.A. 2020, 117 (52), 32902—32909.

(9) Konstantinovsky, D.; Perets, E. A.; Santiago, T.; Velarde, L.;
Hammes-Schiffer, S.; Yan, E. C. Y. Detecting the First Hydration Shell
Structure around Biomolecules at Interfaces. ACS Cent. Sci. 2022, 8
(10), 1404—1414.

(10) McDermott, M. L.; Vanselous, H.; Corcelli, S. A.; Petersen, P.
B. DNA’s Chiral Spine of Hydration. ACS Cent. Sci. 2017, 3 (7), 708—
714.

(11) Kocsis, L; Sorci, M.; Vanselous, H.; Murail, S.; Sanders, S. E.;
Licsandru, E.; Legrand, Y.-M.; van der Lee, A.; Baaden, M.; Petersen,
P. B.; Belfort, G.; Barboiu, M. Oriented Chiral Water Wires in
Artificial Transmembrane Channels. Sci. Adv. 2018, 4 (3),
No. eaa05603.

(12) Losada, M.; Xu, Y. Chirality Transfer through Hydrogen-
Bonding: Experimental and Ab Initio Analyses of Vibrational Circular

https://doi.org/10.1021/jacs.5c13582
J. Am. Chem. Soc. 2025, 147, 47126—47137


https://amsacta.unibo.it/id/eprint/8627/
https://amsacta.unibo.it/id/eprint/8627/
https://pubs.acs.org/doi/suppl/10.1021/jacs.5c13582/suppl_file/ja5c13582_si_001.pdf
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Emilio+J.+Cocinero"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://orcid.org/0000-0001-7632-3728
https://orcid.org/0000-0001-7632-3728
mailto:emiliojose.cocinero@ehu.eus
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="M.+Eugenia+Sanz"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://orcid.org/0000-0001-7531-0140
https://orcid.org/0000-0001-7531-0140
mailto:maria.sanz@kcl.ac.uk
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Donatella+Loru"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Elena+R.+Alonso"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://orcid.org/0000-0001-5816-4102
https://orcid.org/0000-0001-5816-4102
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Aran+Insausti"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Cristo%CC%81bal+Pe%CC%81rez"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://orcid.org/0000-0001-5248-5212
https://orcid.org/0000-0001-5248-5212
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Luca+Evangelisti"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://orcid.org/0000-0001-9119-1057
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Juan+L.+Asensio"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Francisco+Corzana"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://orcid.org/0000-0001-5597-8127
https://orcid.org/0000-0001-5597-8127
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Brooks+H.+Pate"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://orcid.org/0000-0002-6097-7230
https://pubs.acs.org/doi/10.1021/jacs.5c13582?ref=pdf
https://rosalind.kcl.ac.uk
https://doi.org/10.1021/acscatal.7b02118?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acscatal.7b02118?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1016/j.sbi.2020.08.002
https://doi.org/10.1073/pnas.75.1.298
https://doi.org/10.1073/pnas.75.1.298
https://doi.org/10.1021/acsnano.1c07842?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acsnano.1c07842?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1073/pnas.0307851100
https://doi.org/10.1038/s41467-019-08792-z
https://doi.org/10.1038/s41467-019-08792-z
https://doi.org/10.1021/jacs.1c13344?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jacs.1c13344?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1073/pnas.2015567117
https://doi.org/10.1073/pnas.2015567117
https://doi.org/10.1021/acscentsci.2c00702?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acscentsci.2c00702?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acscentsci.7b00100?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1126/sciadv.aao5603
https://doi.org/10.1126/sciadv.aao5603
https://doi.org/10.1039/b703368k
https://doi.org/10.1039/b703368k
pubs.acs.org/JACS?ref=pdf
https://doi.org/10.1021/jacs.5c13582?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as

Journal of the American Chemical Society

pubs.acs.org/JACS

Dichroism Spectra of Methyl Lactate in Water. Phys. Chem. Chem.
Phys. 2007, 9 (24), 3127—-3135.

(13) Perera, A. S.; Thomas, J.; Poopari, M. R;; Xu, Y. The Clusters-
in-a-Liquid Approach for Solvation: New Insights from the Con-
former Specific Gas Phase Spectroscopy and Vibrational Optical
Activity Spectroscopy. Front. Chem. 2016, 4, No. 9.

(14) Bergmeier, S. C. The Synthesis of Vicinal Amino Alcohols.
Tetrahedron 2000, 56 (17), 2561—2576.

(15) Ager, D. J.; Prakash, L; Schaad, D. R. 1,2-Amino Alcohols and
Their Heterocyclic Derivatives as Chiral Auxiliaries in Asymmetric
Synthesis. Chem. Rev. 1996, 96 (2), 835—876.

(16) Antonow, D.; Thurston, D. E. Synthesis of DNA-Interactive
Pyrrolo[2,1-c][1,4]Benzodiazepines (PBDs). Chem. Rev. 2011, 111
(4), 2815—2864.

(17) Cossy, J.; Pardo, D. G.; Dumas, C.; Mirguet, O.; Déchamps, L;
Meétro, T.-X.; Burger, B.; Roudeau, R,; Appenzeller, J.; Cochi, A.
Rearrangement of f-Amino Alcohols and Application to the Synthesis
of Biologically Active Compounds. Chirality 2009, 21 (9), 850—856.

(18) Lo, V. K.-Y,; Chan, Y.-M,; Zhou, D.; Toy, P. H.; Che, C.-M.
Highly Enantioselective Synthesis Using Prolinol as a Chiral Auxiliary:
Silver-Mediated Synthesis of Axially Chiral Vinylallenes and
Subsequent (Hetero)-Diels—Alder Reactions. Org. Lett. 2019, 21
(19), 7717=7721.

(19) Li Petri, G.; Raimondi, M. V.; Spano, V.; Holl, R.; Barraja, P.;
Montalbano, A. Pyrrolidine in Drug Discovery: A Versatile Scaffold
for Novel Biologically Active Compounds. Top. Curr. Chem. 2021,
379 (5), 34.

(20) Lee, J. J.; Hesse, S.; Suhm, M. A. Conformational Instability
upon Dimerization: Prolinol. ]. Mol. Struct. 2010, 976 (1), 397—404.

(21) Vaquero, V.; Sanz, M. E,; Pefla, I; Mata, S.; Cabezas, C.; Lopez,
J. C.; Alonso, J. L. Alanine Water Complexes. J. Phys. Chem. A 2014,
118 (14), 2584—2590.

(22) Steber, A. L,; Temelso, B; Kisiel, Z.; Schnell, M.; Pérez, C.
Rotational Dive into the Water Clusters on a Simple Sugar Substrate.
Proc. Natl. Acad. Sci. U.S.A. 2023, 120 (9), No. €2214970120.

(23) Chrayteh, M.; Burevschi, E.; Loru, D.; Huet, T. R;; Dréan, P,;
Sanz, M. E. Disentangling the Complex Network of Non-Covalent
Interactions in Fenchone Hydrates via Rotational Spectroscopy and
Quantum Chemistry. Phys. Chem. Chem. Phys. 2021, 23, 20686—
20694.

(24) Burevschi, E.; Chrayteh, M.; Murugachandran, S. I; Loru, D.;
Dréan, P.; Sanz, M. E. Water Arrangements upon Interaction with a
Rigid Solute: Multiconfigurational Fenchone-(H20)4—7 Hydrates. J.
Am. Chem. Soc. 2024, 146 (15), 10925—10933.

(25) Thomas, J; Sukhorukov, O.; Jiger, W.; Xu, Y. Direct
Spectroscopic Detection of the Orientation of Free OH Groups in
Methyl Lactate—(Water)1,2 Clusters: Hydration of a Chiral Hydroxy
Ester. Angew. Chem., Int. Ed. 2014, 53 (4), 1156—1159.

(26) Xie, F.; Tikhonov, D. S.; Schnell, M. Electric Nuclear
Quadrupole Coupling Reveals Dissociation of HCl with a Few
Water Molecules. Science 2024, 384 (6703), 1435—1440.

(27) Brown, G. G.; Dian, B. C; Douglass, K. O.; Geyer, S. M,;
Shipman, S. T.; Pate, B. H. A Broadband Fourier Transform
Microwave Spectrometer Based on Chirped Pulse Excitation. Rev.
Sci. Instrum. 2008, 79 (5), 1—13.

(28) Neill, J. L.; Shipman, S. T.; Alvarez-Valtierra, L.; Lesarri, A;
Kisiel, Z.; Pate, B. H. Rotational Spectroscopy of Iodobenzene and
Iodobenzene-Neon with a Direct Digital 2—8 GHz Chirped-Pulse
Fourier Transform Microwave Spectrometer. J. Mol. Spectrosc. 2011,
269 (1), 21-29.

(29) Uriarte, 1; Ecija, P.; Spada, L; Zabalza, E; Lesarri, A;
Basterretxea, F. J.; Ferndndez, J. A,; Caminati, W.; Cocinero, E. J.
Potential Energy Surface of Fluoroxene: Experiment and Theory.
Phys. Chem. Chem. Phys. 2016, 18 (5), 3966—3974.

(30) Uriarte, L; Pérez, C.; Caballero-Mancebo, E.; Basterretxea, F. J.;
Lesarri, A.; Fernandez, J. A,; Cocinero, E. J. Structural Studies of
Nicotinoids: Cotinine versus Nicotine. Chem. - A Eur. ]. 2017, 23
(30), 7238—7244.

(31) Pickett, H. M. The Fitting and Prediction of Vibration-Rotation
Spectra with Spin Interactions. J. Mol. Spectrosc. 1991, 148 (2), 371—
377.

(32) Watson, J. K. G. Aspects of Quartic and Sextic Centrifugal
Effects on Rotational Energy Levels. In Vibrational Spectra and
Structure; During, J. R., Ed.; Elsevier, 1977; Vol. 6, pp 1—89.

(33) Gordy, W.; Cook, R. L. Microwave Molecular Spectra; Wiley,
New York, 1984.

(34) Ruoff, R. S; Klots, T. D.; Emilsson, T.; Gutowsky, H. S.
Relaxation of Conformers and Isomers in Seeded Supersonic Jets of
Inert Gases. J. Chem. Phys. 1990, 93 (5), 3142—3150.

(35) Kraitchman, J. Determination of Molecular Structure from
Microwave Spectroscopic Data. Am. J. Phys. 1953, 21 (1), 17—24.

(36) Cremer, D.; Pople, J. A. A. General Definition of Ring
Puckering Coordinates. J. Am. Chem. Soc. 1975, 97 (6), 1354—1358.

(37) Johnson, E. R;; Keinan, S.; Mori-Sanchez, P.; Contreras-Garcia,
J.; Cohen, A. J.; Yang, W. Revealing Noncovalent Interactions. J. Am.
Chem. Soc. 2010, 132, 6498—6506.

(38) Chaudret, R;; De Courcy, B.; Contreras-Garcia, J.; Gloaguen,
E.; Zehnacker-Rentien, A.; Mons, M.; Piquemal, J. P. Unraveling Non-
Covalent Interactions within Flexible Biomolecules: From Electron
Density Topology to Gas Phase Spectroscopy. Phys. Chem. Chem.
Phys. 2014, 16, 9876—9891.

(39) Reed, A. E.; Curtiss, L. A.; Weinhold, F. Intermolecular
Interactions from a Natural Bond Orbital, Donor-Acceptor View-
point. Chem. Rev. 1988, 88 (6), 899—926.

(40) Cruzan, J. D; Viant, M. R; Brown, M. G.; Saykally, R. J.
Terahertz Laser Vibration - Rotation Tunneling Spectroscopy of the
Water Tetramer. J. Phys. Chem. A 1997, 101 (48), 9022—9031.

(41) Jeffrey, G. A. An Introduction to Hydrogen Bonding; Oxford
University Press, 1997.

(42) Jeziorski, B.; Moszynski, R.; Szalewicz, K. Perturbation Theory
Approach to Intermolecular Potential Energy Surfaces of van Der
Waals Complexes. Chem. Rev. 1994, 94 (7), 1887—1930.

(43) Hohenstein, E. G.; Sherrill, C. D. Wavefunction Methods for
Noncovalent Interactions. Wiley Interdiscip. Rev. Comput. Mol. Sci.
2012, 2 (2), 304—326.

(44) Tubergen, M. J; Torok, C. R; Lavrich, R. J. Effect of Solvent
on Molecular Conformation: Microwave Spectra and Structures of 2-
Aminoethanol van Der Waals Complexes. J. Chem. Phys. 2003, 119
(16), 8397—8403.

(45) Xie, F.; Mendolicchio, M.; Omarouayache, W.;
Murugachandran, S. I; Lei, J; Gou, Q; Sanz, M. E,; Barone, V,;
Schnell, M. Structural and Electronic Evolution of Ethanolamine upon
Microhydration: Insights from Hyperfine Resolved Rotational Spec-
troscopy. Angew. Chem., Int. Ed. 2024, 63, No. €202408622.

(46) Khalil, A. S.; Kelterer, A.-M.; Lavrich, R. J. Interplay of
Intermolecular and Intramolecular Hydrogen Bonds on Complex
Formation: The 3-Aminopropanol—Water van Der Waals Complex. J.
Phys. Chem. A 2017, 121 (35), 6646—6651.

(47) Hohl, J. A.; Harris, M. W.,; Strasser, N.; Kelterer, A.-M.; Lavrich,
R. J. Competing Intramolecular Hydrogen Bond Strengths and
Intermolecular Interactions in the 4-Aminobutanol—Water Complex.
J. Phys. Chem. A 2018, 122 (43), 8505—8510.

(48) Sellick, C. A.; Reece, R. J. Modulation of Transcription Factor
Function by an Amino Acid: Activation of Put3p by Proline. EMBO J.
2003, 22 (19), 5147—5153.

(49) Li, M.; Li, W.; Pérez, C.; Lesarri, A.; Grabow, J.-U. Adaptive
Response to Solvation in Flexible Molecules: Oligo Hydrates of 4-
Hydroxy-2-Butanone. Angew. Chem. Int. Ed. 2024, 63 (29),
No. e202404447.

(50) Haasnoot, C. A. G.; de Leeuw, F. A. A. M,; de Leeuw, H. P. M.;
Altona, C. The Relationship between Proton—Proton NMR Coupling
Constants and Substituent Electronegativities. II—Conformational
Analysis of the Sugar Ring in Nucleosides and Nucleotides in Solution
Using a Generalized Karplus Equation. Org. Magn. Reson. 1981, 15
(1), 43-52.

https://doi.org/10.1021/jacs.5c13582
J. Am. Chem. Soc. 2025, 147, 47126—47137


https://doi.org/10.1039/b703368k
https://doi.org/10.3389/fchem.2016.00009
https://doi.org/10.3389/fchem.2016.00009
https://doi.org/10.3389/fchem.2016.00009
https://doi.org/10.3389/fchem.2016.00009
https://doi.org/10.1016/S0040-4020(00)00149-6
https://doi.org/10.1021/cr9500038?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/cr9500038?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/cr9500038?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/cr100120f?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/cr100120f?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1002/chir.20716
https://doi.org/10.1002/chir.20716
https://doi.org/10.1021/acs.orglett.9b02514?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.orglett.9b02514?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.orglett.9b02514?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1007/s41061-021-00347-5
https://doi.org/10.1007/s41061-021-00347-5
https://doi.org/10.1016/j.molstruc.2010.03.052
https://doi.org/10.1016/j.molstruc.2010.03.052
https://doi.org/10.1021/jp500862y?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1073/pnas.2214970120
https://doi.org/10.1039/D1CP02995A
https://doi.org/10.1039/D1CP02995A
https://doi.org/10.1039/D1CP02995A
https://doi.org/10.1021/jacs.4c01891?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jacs.4c01891?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1002/anie.201308466
https://doi.org/10.1002/anie.201308466
https://doi.org/10.1002/anie.201308466
https://doi.org/10.1002/anie.201308466
https://doi.org/10.1126/science.ado7049
https://doi.org/10.1126/science.ado7049
https://doi.org/10.1126/science.ado7049
https://doi.org/10.1063/1.2919120
https://doi.org/10.1063/1.2919120
https://doi.org/10.1016/j.jms.2011.04.016
https://doi.org/10.1016/j.jms.2011.04.016
https://doi.org/10.1016/j.jms.2011.04.016
https://doi.org/10.1039/C5CP06522D
https://doi.org/10.1002/chem.201700023
https://doi.org/10.1002/chem.201700023
https://doi.org/10.1016/0022-2852(91)90393-O
https://doi.org/10.1016/0022-2852(91)90393-O
https://doi.org/10.1063/1.458848
https://doi.org/10.1063/1.458848
https://doi.org/10.1119/1.1933338
https://doi.org/10.1119/1.1933338
https://doi.org/10.1021/ja00839a011?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/ja00839a011?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/ja100936w?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1039/c3cp52774c
https://doi.org/10.1039/c3cp52774c
https://doi.org/10.1039/c3cp52774c
https://doi.org/10.1021/cr00088a005?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/cr00088a005?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/cr00088a005?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jp970782r?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jp970782r?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/cr00031a008?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/cr00031a008?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/cr00031a008?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1002/wcms.84
https://doi.org/10.1002/wcms.84
https://doi.org/10.1063/1.1612919
https://doi.org/10.1063/1.1612919
https://doi.org/10.1063/1.1612919
https://doi.org/10.1002/anie.202408622
https://doi.org/10.1002/anie.202408622
https://doi.org/10.1002/anie.202408622
https://doi.org/10.1021/acs.jpca.7b05745?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.jpca.7b05745?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.jpca.7b05745?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.jpca.8b05888?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.jpca.8b05888?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1093/emboj/cdg480
https://doi.org/10.1093/emboj/cdg480
https://doi.org/10.1002/anie.202404447
https://doi.org/10.1002/anie.202404447
https://doi.org/10.1002/anie.202404447
https://doi.org/10.1002/mrc.1270150111
https://doi.org/10.1002/mrc.1270150111
https://doi.org/10.1002/mrc.1270150111
https://doi.org/10.1002/mrc.1270150111
pubs.acs.org/JACS?ref=pdf
https://doi.org/10.1021/jacs.5c13582?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as

Journal of the American Chemical Society

pubs.acs.org/JACS

(51) Donslund, B. S.; Johansen, T. K.; Poulsen, P. H.; Halskov, K. S.;
Jorgensen, K. A. The Diarylprolinol Silyl Ethers: Ten Years After.
Angew. Chem., Int. Ed. 2015, 54 (47), 13860—13874.

(52) Reyes-Rodriguez, G. J.; Rezayee, N. M.; Vidal-Albalat, A;
Jorgensen, K. A. Prevalence of Diarylprolinol Silyl Ethers as Catalysts
in Total Synthesis and Patents. Chem. Rev. 2019, 119 (6), 4221—
4260.

(53) MacArthur, M. W.,; Thornton, J. M. Influence of Proline
Residues on Protein Conformation. J. Mol. Biol. 1991, 218 (2), 397—
412.

(54) Lesarri, A,; Mata, S.; Cocinero, E. J.; Blanco, S.; Lopez, J. C,;
Alonso, J. L. The Structure of Neutral Proline. Angew. Chem., Int. Ed.
2002, 41 (24), 4673—4676.

(55) Mata, S.; Vaquero, V.; Cabezas, C.; Pefia, L; Pérez, C.; Lopez, J.
C.; Alonso, J. L. Observation of Two New Conformers of Neutral
Proline. Phys. Chem. Chem. Phys. 2009, 11 (21), 4141—4144.

(56) Lee, Kyung.-Min.; Park, Sung.-Woo.; Jeon, In.-Sun.; Lee, Bo.-
Ra,; Ahn, Doo.-Sik.; Lee, Sungyul. Computational Study of Proline -
Water Cluster. Bull. Korean Chem. Soc. 2005, 26 (6), 909—912.

(57) Schrodinger Release 2017—1 Maestro, Schrodinger, LLC; New
York, 2017.

(58) Frisch, M. J.; Trucks, G. W.; Schlegel, H. B.; Scuseria, G. E.;
Robb, M. A,; Cheeseman, J. R.; Scalmani, G.; Barone, V.; Mennucci,
B.; Petersson, G. A.; Nakatsuji, H.; Caricato, M.; Li, X.; Hratchian, H.
P.; Izmaylov, A. F.; Bloino, J.; Zheng, G.; Sonnenberg, J. L.; Hada, M;
Ehara, M,; Toyota, K; Fukuda, R; Hasegawa, J.; Ishida, M,
Nakajima, T.; Honda, Y.; Kitao, O.; Nakai, H.; Vreven, T,;
Montgomery, J. A. J.; Peralta, J. E; Ogliaro, F.; Bearpark, M,;
Heyd, J. J.; Brothers, E.; Kudin, K. N,; Staroverov, V. N.; Keith, T.;
Kobayashi, R.; Normand, J.; Raghavachari, K;; Rendell, A.; Burant, J.
C.; Iyengar, S. S,; Tomasi, J; Cossi, M.; Rega, N,; Millam, J. M,;
Klene, M.; Knox, J. E.; Cross, J. B.; Bakken, V.; Adamo, C.; Jaramillo,
J.; Gomperts, R.; Stratmann, R. E.; Yazyev, O.; Austin, A. J.; Cammi,
R; Pomelli, C.; Ochterski, J. W.; Martin, R. L.; Morokuma, K;
Zakrzewski, V. G.; Voth, G. A,; Salvador, P.; Dannenberg, J. J;
Dapprich, S.; Daniels, A. D.; Farkas, O, Foresman, J. B.; Ortiz, J. V,;
Cioslowski, J.; Fox, D. J. Gaussian 09, Revision E. 01; Gaussian, Inc.:
Wallingford, CT, 2013.

(59) Frisch, M. J.; Trucks, G. W.; Schlegel, H. B.; Scuseria, G. E.;
Robb, M. A,; Cheeseman, J. R.; Scalmani, G.; Barone, V.; Petersson,
G. A,; Nakatsuji, H; Li, X.; Caricato, M.; Marenich, A. V.; Bloino, J.;
Janesko, B. G.; Gomperts, R.; Mennucci, B.; Hratchian, H. P.; Ortiz, J.
V.; Izmaylov, A. F.; Sonnenberg, J. L.; Williams-Young, D.; Ding, F,;
Lipparini, F.; Egidi, F.; Goings, J.; Peng, B.; Petrone, A.; Henderson,
T.; Ranasinghe, D.; Zakrzewski, V. G.; Gao, J.; Rega, N.; Zheng, G.;
Liang, W.; Hada, M.; Ehara, M.; Toyota, K; Fukuda, R.; Hasegawa, J.;
Ishida, M.; Nakajima, T.; Honda, Y.; Kitao, O.; Nakai, H.; Vreven, T;
Throssell, K.; Montgomery, J. A.; Peralta, J. E.; Ogliaro, F.; Bearpark,
M. J; Heyd, J. J.; Brothers, E. N.; Kudin, K. N.; Staroverov, V. N;
Keith, T. A.; Kobayashi, R.; Normand, J.; Raghavachari, K.; Rendell,
A. P.; Burant, J. C,; Iyengar, S. S.; Tomasi, J.; Cossi, M.; Millam, J. M,;
Klene, M.; Adamo, C.; Cammi, R;; Ochterski, J. W,; Martin, R. L.;
Morokuma, K.; Farkas, O.; Foresman, J. B.; Fox, D. J. Gaussianlé,
Revision B.01; Gaussian, Inc.: Wallingford, CT, 2016.

(60) Kisiel, Z. PROSPE-Programs for Rotational Spectroscopy.
Spectrosc. from Sp. 2001, 91—106.

(61) Costain, C. C. Determination of Molecular Structures from
Ground State Rotational Constants. J. Chem. Phys. 1958, 29 (4),
864—874.

(62) Pracht, P.; Bohle, F.; Grimme, S. Automated Exploration of the
Low-Energy Chemical Space with Fast Quantum Chemical Methods.
Phys. Chem. Chem. Phys. 2020, 22 (14), 7169—7192.

(63) Halgren, T. A. Merck Molecular Force Field. I. Basis, Form,
Scope, Parameterization, and Performance of MMFF94. ]. Comput.
Chem. 1996, 17, 490—519.

(64) Halgren, T. A. MMFF VI. MMFF94s Option for Energy
Minimization Studies. J. Comput. Chem. 1999, 20 (7), 720—729.

(65) Kolossvary, L; Keserii, G. M. Hessian-Free Low-Mode
Conformational Search for Large-Scale Protein Loop Optimization:

47137

Application to c-Jun N-Terminal Kinase JNK3. J. Comput. Chem.
2001, 22 (1), 21-30.

(66) Lu, T.; Chen, F. Multiwfn: A Multifunctional Wavefunction
Analyzer. J. Comput. Chem. 2012, 33, 580—592.

(67) Parrish, R. M,; Burns, L. A.; Smith, D. G. A.; Simmonett, A. C.;
DePrince, A. E.; Hohenstein, E. G.; Bozkaya, U.; Sokolov, A. Y.; Di
Remigio, R.; Richard, R. M.; Gonthier, J. F; James, A. M,
McAlexander, H. R.; Kumar, A.; Saitow, M.; Wang, X,; Pritchard, B.
P.; Verma, P.; Schaefer, H. F.; Patkowski, K; King, R. A.; Valeev, E.
F.; Evangelista, F. A;; Turney, J. M.; Crawford, T. D.; Sherrill, C. D.
Psi4 1.1: An Open-Source Electronic Structure Program Emphasizing
Automation, Advanced Libraries, and Interoperability. J. Chem. Theory
Comput. 2017, 13 (7), 3185—3197.

(68) Case, D. A.; Belfon, K;; Ben-Shalom, 1. Y.; Brozell, S. R;
Cerutti, D. S.; Cheatham, T. E.; III, Cruzeiro, V. W. D.; Darden, T. A.;
Duke, R. E.; Giambasu, G.; Gilson, M. K.; Gohlke, H.; Goetz, A. W;
Harris, R; Izadi, S.; Izmailov, S. A.; Kasavajhala, K; Kovalenko, A,;
Krasny, R.; Kurtzman, T.; Lee, T. S.; LeGrand, S.; Li, P.; Lin, C.; Liu,
J.; Luchko, T.; Luo, R;; Man, V.; Merz, K. M.; Miao, Y.; Mikhailovskii,
O.; Monard, G.; Nguyen, H.,; Onufriev, A;; Pan, F,; Pantano, S.; Qi,
R;; Roe, D. R,; Roitberg, A.; Sagui, C.; Schott-Verdugo, S.; Shen, J;
Simmerling, C. L.; Skrynnikov, N. R.; Smith, J.; Swails, J.; Walker, R.
C.; Wang, J; Wilson, L.; Wolf, R. M.; Wu, X,; Xiong, Y,; Xue, Y,;
York, D. M.; Kollman, P. A. AMBER 2020; University of California,
San Francisco, 2020.

(69) Wang, J.; Wolf, R. M.; Caldwell, J. W.; Kollman, P. A.; Case, D.
A. Development and Testing of a General Amber Force Field. J.
Comput. Chem. 2004, 25 (9), 1157—1174.

(70) Jakalian, A.; Jack, D. B.; Bayly, C. L. Fast, Efficient Generation
of High-Quality Atomic Charges. AM1-BCC Model: II. Parameter-
ization and Validation. J. Comput. Chem. 2002, 23 (16), 1623—1641.

(71) Jorgensen, W. L.; Chandrasekhar, J.; Madura, J. D.; Impey, R.
W.,; Klein, M. L. Comparison of Simple Potential Functions for
Simulating Liquid Water. J. Chem. Phys. 1983, 79 (2), 926—935.

(72) Darden, T.; York, D.; Pedersen, L. Particle Mesh Ewald: An N-
log(N) Method for Ewald Sums in Large Systems. J. Chem. Phys.
1993, 98 (12), 10089—10092.

STOP DIGGING
THROUGH DATA
—START MAKING
DISCOVERIES

CAS BioFinder helps you find the
right biological insights in seconds

Start your search

https://doi.org/10.1021/jacs.5c13582
J. Am. Chem. Soc. 2025, 147, 47126—47137


https://doi.org/10.1002/anie.201503920
https://doi.org/10.1021/acs.chemrev.8b00583?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.chemrev.8b00583?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1016/0022-2836(91)90721-H
https://doi.org/10.1016/0022-2836(91)90721-H
https://doi.org/10.1002/anie.200290012
https://doi.org/10.1039/b904633j
https://doi.org/10.1039/b904633j
https://doi.org/10.5012/bkcs.2005.26.6.909
https://doi.org/10.5012/bkcs.2005.26.6.909
https://doi.org/10.1007/978-94-010-0832-7_6
https://doi.org/10.1063/1.1744602
https://doi.org/10.1063/1.1744602
https://doi.org/10.1039/C9CP06869D
https://doi.org/10.1039/C9CP06869D
https://doi.org/10.1002/(SICI)1096-987X(199604)17:5/6<490:AID-JCC1>3.0.CO;2-P
https://doi.org/10.1002/(SICI)1096-987X(199604)17:5/6<490:AID-JCC1>3.0.CO;2-P
https://doi.org/10.1002/(SICI)1096-987X(199905)20:7<720:AID-JCC7>3.0.CO;2-X
https://doi.org/10.1002/(SICI)1096-987X(199905)20:7<720:AID-JCC7>3.0.CO;2-X
https://doi.org/10.1002/1096-987X(20010115)22:1<21:AID-JCC3>3.0.CO;2-I
https://doi.org/10.1002/1096-987X(20010115)22:1<21:AID-JCC3>3.0.CO;2-I
https://doi.org/10.1002/1096-987X(20010115)22:1<21:AID-JCC3>3.0.CO;2-I
https://doi.org/10.1002/jcc.22885
https://doi.org/10.1002/jcc.22885
https://doi.org/10.1021/acs.jctc.7b00174?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.jctc.7b00174?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1002/jcc.20035
https://doi.org/10.1002/jcc.10128
https://doi.org/10.1002/jcc.10128
https://doi.org/10.1002/jcc.10128
https://doi.org/10.1063/1.445869
https://doi.org/10.1063/1.445869
https://doi.org/10.1063/1.464397
https://doi.org/10.1063/1.464397
pubs.acs.org/JACS?ref=pdf
https://doi.org/10.1021/jacs.5c13582?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://www.cas.org/solutions/biofinder-discovery-platform?utm_campaign=GLO_ACD_STH_BDP_AWS&utm_medium=DSP_CAS_PAD&utm_source=Publication_ACSPubs

