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Co-crystals of zwitterionic GABA API's pregabalin
and phenibut: properties and application†

Daniel Komisarek, Takin Haj Hassani Sohi and Vera Vasylyeva *

We present several multicomponent crystalline species formed by zwitterionic GABA analogues pregabalin

and phenibut. These compounds are evaluated based on their crystal structure in congruence with

properties such as melting behaviour, solubility, and lattice energies. Furthermore, it is discussed how major

property distinctions between a homo- and heterochiral co-crystalline system enable enantiopurification

of pregabalin.

1 Introduction

In crystal engineering of active pharmaceutical ingredients
(APIs) the enhancement of attributes such as solubility or
drug stability is an ongoing task. Various approaches are used
to identify influences on crystal properties and increasingly
more sensitive ways are developed to synthesize a desired
target product.1–10 In many cases, thermodynamic factors
such as lattice energies play an important role in the outcome
of an attempted crystallization. Computational methods
based on density functional theory (DFT) as well as force field
applications have proven to be useful in determining
energetic properties of single as well as multicomponent
species.11–15 A common approach in using DFT-methods for
lattice energy calculations is to compare energies of larger
crystalline slabs to energy sums of occurring
crystallographically independent molecules in the unit cell.
However, differing molecular charges can make that task
difficult. Aside from their effect on energy calculations,
molecular charges build a basis for the classification of
crystalline solids, for example as either a salt or a neutral co-
crystal. Childs et al. describe the salt-cocrystal continuum in
their 2007 contribution, evaluating molecular influences of
the co-formers and their acidity as important factors for the
charge status of the received product.16 In 2010 Braga et al.
coined the term ionic co-crystal. After describing
multicomponent crystalline entities composed of neutral
barbituric acid and various alkali bromides or caesium
iodide, their publication closes with the suggestion to further
examine enthalpic and entropic contributions via theoretical

evaluations.17 They brought up the topic again in 2018,
focussing on inorganic and organic co-crystalline systems,
highlighting pharmaceutical and agricultural applications
and especially the enantiomeric resolution of racemates as
interesting uses.18 Additional discussions on the influence of
ionicity on structure, properties or formation of co-crystalline
species containing various charged molecular species have
been conducted over the years,19–21 also in conjunction with
organic/organic multicomponent crystalline entities. Various
definitions for such structures have been proposed.22–26 As
the established terminology has found acceptance in the
community,27–30 methods to explicitly distinguish between
salts and ionic co-crystals were designed.31,32 Next to varying
molecular charges and acidity, a further molecular influence
which can impact crystalline structure and lattice makeup is
molecular chirality.18,33,34 Mandelic acid and its derivatives
have shown remarkable chirality-based influences on co-
crystalline systems when used as co-formers.35–37 In the past,
several processes were patented that amongst other
compounds use mandelic acid to separate e.g. (S)-pregabalin
((S)-4-amino-3-isobutylbutanoic acid) from its (R)-enantiomer.
(S)-Pregabalin, the eutomer, which is the enantiomer that
shows the desired pharmaceutical properties, and (R)-
pregabalin, its distomer, with no or undesired pharmaceutical
effects, can be separated via co-crystal formation with
mandelic acid and subsequent co-former removal.38–44

Pregabalin is a pharmaceutically active γ-amino butanoic acid
(GABA) derivative with a considerable amount of uses as an
API. Pregablin remained a staple treatment API for such
diseases as epilepsy, neuropathic pain and anxiety disorders
over the years since its release.45–54 It is chiral, shows
zwitterionic charges on its GABA-subunit and being an amino
acid is slightly acidic. A further related nootropic and
anxiolytic drug is phenibut ((RS)-4-amino-3-phenylbutanoic
acid) where the (R)-enantiomer is the eutomer,55–57 that has
fallen out of favour for its abuse potential.58–62 As another
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GABA-derivative, it also contains a zwitterionic subunit, poses
chirality in C3 and is also a weakly acidic amino acid. In the
present work various co-crystalline embodiments of
enantiomers of pregabalin (1) and racemic phenibut (2) with
co-formers mandelic acid (3) and malic acid (4) are examined
(Scheme 1). Pregabalin exhibits an unusual behaviour to form
a zwitterionic/neutral co-crystal with mandelic acid as first
described by Samas et al. in 2007,63 or a system composed
solely of charged molecules depending on whether a homo-
or heterochiral set of co-formers is co-crystallized. For
comparison a set of multicomponent systems of pregabalin
with malic acid and phenibut with mandelic acid is presented
to show that the described behaviour is unique for pregabalin
and mandelic acid only. Molecular influences such as
zwitterionicity, chiral information and compound acidity in
multicomponent entities are discussed in congruence with
structural makeup and intermolecular interactions, especially
hydrogen bond (HB) as well as properties like melting
behaviour, solubility in aqueous medium and lattice energies.
These findings are then applied to explain how the
enantiopurification of pregabalin according to the established
process with mandelic acid can be understood and improved
on. It is shown how a specific set of molecular and structural
influences enables a useful application.

2 Experimental and computational
methods
Single-crystal X-ray diffraction

Suitable single crystals were selected from the sample and
mounted on a cryo-loop under protective oil. Diffraction data
were recorded with a Rigaku XtaLAB Synergy S diffractometer
with Hybrid Pixel Arrow detector and a PhotonJet X-ray
source using Cu-Kα radiation (λ = 1.54182 Å) at 100.0 ± 0.1 K
with ω-scans. Data reduction and absorption correction were
conducted on CrysAlisPRO v. 42 software, numerical
absorption correction based on Gaussian integration over a
multifaceted crystal model and empirical absorption
correction using spherical harmonics, implemented in
SCALE3 ABSPACK scaling algorithm was used.64 The single
crystal structures were analyzed and refined by using direct
methods (SHELXT-2015), full-matrix least-squares
refinements on F2 were performed using SHELXL2017/01
software package.65,66 Structure solution and refinements
were conducted with OLEX2-1.5 software package. Hydrogen
atoms were experimentally refined, all esds (except the esd in
the dihedral angle between two l.s. planes) are estimated

using the full covariance matrix. The cell esds are taken into
account individually in the estimation of esds in distances,
angles and torsion angles; correlations between esds in cell
parameters are only used when they are defined by crystal
symmetry. An approximate (isotropic) treatment of cell esds
is used for estimating esds involving l.s. planes.67 Figures
were prepared with Mercury software v. 2020.2.0.68

Differential scanning calorimetry

Measurements were performed on a Linkam DSC 600 with
nitrogen cooling and heating range from −190–600 °C in
alumina crucibles.

X-ray powder diffraction

Measurements were performed on a Rigaku Miniflex
diffractometer in θ/2θ geometry at ambient temperature
using Cu-Kα radiation (λ = 1.54182 Å).

Lattice energy calculations

Quantum Espresso (QE) PWSCF v. 6.6 was used to perform
periodic calculations based on the Perdew–Burke–Ernzerhof
(PBE) functional.69 The PBEsol basis set was used to describe
pseudo potentials. Lattice energies were determined by
geometric optimization energies of crystal structures as
measured compared to ideal gas states of the participating
molecules in a vacuum cluster, similar to the method
described by Marchese Robinson et al. and Voronin and
colleagues.12,14

Diffraction quality single crystals

Multicomponent species (S,S)-1:3, (R,R)-1:3, (S,R)-1:3, (R,S)-
1:3, (S,S)-1:4, (S,R)-1:4 and (R,S)-2:3 were obtained by co-
crystallization of equimolar amounts of co-formers from
aqueous solution and subsequent evaporation of the solvent
at room temperature. Single crystals of single component
species 1 and 2 were obtained by dissolution of powdery
substance in aqueous medium and subsequent evaporation
of the solvent at room temperature.

Enantiopurification of pregabalin

Two batches of racemic pregabalin hydrate (1.375 g, 7.756
mmol, 1 eq.) and enantiopure mandelic acid (1.180 g, 7.756
mmol, 1 eq.) were co-grinded with a Retsch MM400 ball mill
for 40 min at 25 Hz using two 25 mL stainless containers
fitted with one PTFE-ball (ø 2 cm) each. The received co-
crystalline substance was subsequently washed with water
and dried at 45 °C thrice, using 12 mL water in the first
wash, 6 mL water in the second wash and 4 mL water in the
third washing instance to remove the more soluble
heterochiral species. The remaining residue was then stirred
in a mixture of 75 mL acetone and 500 μL water for 40 h at
room temperature. Filtration of the powdery residue led to
enantiopurified pregabalin.

Scheme 1 Compounds used in this work. APIs pregabalin and
phenibut as well as coformers mandelic- and malic acid.
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IR spectra

IR-spectra were recorded on the Bruker Tensor 27 Fourier
transformed IR device in attenuated total reflectance mode in
the range 4000 cm−1 to 400 cm−1. Spectra are shown in the
ESI.†

1H-NMR spectra
1H-NMR spectra for solubility determination were recorded
on a Bruker Avance III NMR-spectrometer at 600 MHz and
are shown in the ESI.†

Chemicals

The following chemicals were purchased and used without
further purification: (rac)-pregabalin hydrate from abcr, (rac)-
phenibut from BLDpharm, (S)-mandelic acid from G&K, (R)-
mandelic acid from TCI, (S)-malic acid from GLENTHAM
LIFE SCIENCES and (R)-malic acid from BLDpharm. (S)-
Pregabalin and (R)-pregabalin were produced by
enantiomeric enrichment from (rac)-pregabalin hydrate
according to the described procedure.

3 Results and discussion
3.1 Properties

In 1:3-systems no protonic shift occurs between co-formers if
a homochiral (S,S) or (R,R) chirality is present, while each
molecule becomes formally charged in species of (S,R) or (R,
S) chirality in pregabalin:mandelic acid co-crystalline entities
(Fig. 1). Homochiral forms crystallize isostructurally in regard
to each other as do the heterochiral species. Both homo- and
heterochiral pairs can be synthesized from solution as well as
through neat grinding. Considering 1 and 3 properties, the
only significant difference is their molecular chirality. In
terms of acidity, a pKa1 value of 4.2 is reported for 1 and 3.41
for 3,70,71 resulting in a ΔpKa value of 0.79. According to
Childs et al. this matches a defined murky area of ΔpKa = 0–3
for the solid-state protonation where both a salt as well as a
co-crystal formation can occur, and additional molecular
influences play a role.16 Similar observations for small
structural changes have been conducted in the past. Trifluoro
acetic acid becomes an ionic solid at low temperatures when
hydrogenated, but a molecular solid when deuterated.72 It
appears likely that the slight change in molecular chirality
has a similar energetic effect in 1:3-species, favouring
ionization in heterochiral forms while keeping default
charges in homochiral ones. To highlight the uniqueness of
the described system, further similar compounds (S,S)-1:4, (S,
R)-1:4 as well as (R,S)-2:3, were co-crystallized from aqueous
solution. Structural characteristics as well as thermodynamic
properties were compared between API's and the received
multicomponent species. A detailed comparison of hydrogen
bonds shows similar characteristics in all compounds
regardless of their protonation status (Table 1). The pKa
values should be considered to enhance the understanding
of the present HB characteristics. The pKa1 value of 4 is

3.40,73 and that for 2 is 4.44,74 giving ΔpKa values of 0.8 for
the 1:4-species and 1.03 for the 2:3 system. All systems are
placed in the previously mentioned range of poor definability
of the solid-state classification and all form strong – mid

Fig. 1 Illustration of the protonic shift in the asymmetric units of a)
homochiral (S,S)-1:3 and b) heterochiral (S,R)-1:3. Four
crystallographically non-equivalent occurring molecules are marked as
A, B, C and D respectively. Proton transfer occurs in (S,R)-1:3 between
pregabalin A's O1A and mandelic acid C's O1C as well as pregabalin B's
O1B and mandelic acid D's O1D. Carbon atoms are depicted in grey,
hydrogen atoms in white, nitrogen atoms in blue and oxygen atoms in
red. The protonic shift is highlighted in a dotted orange line.

Table 1 An overview of the overall number of hydrogen bonds in the
systems, compared to those occurring between two charged subunits.
Average, the shortest and the longest HB donor/acceptor distances and
their corresponding angles are compared. The average values are
calculated for each different occurring HB interaction in the unit cell.
Samples composed solely of charged molecules and entries solely
involving interactions of charged subunits are written in bold. Carboxylate
or ammonium residues in zwitterionic forms are considered charged even
though the molecules are overall formally neutral

Sample
Charged
HB/all HB

Ø D⋯A
[Å]/D–H⋯A [°]

Min. D⋯A
[Å]/D–H⋯A [°]

Max. D⋯A
[Å]/D–H⋯A [°]

(S)-1 3/3 2.751/171 2.728(0)/171(2) 2.771(1)/172(2)
(R)-1 3/3 2.752/172 2.731(2)/174(2) 2.767(2)/172(3)
(rac)-2 3/3 2.767/168 2.732(3)/160(3) 2.795(3)/173(2)
(S,S)-1:3 6/12 2.784/158 2.487(3)/174(2) 3.036(4)/151(4)
(R,R)-1:3 6/14 2.818/152 2.489(7)/172(4) 3.038(2)/148(3)
(S,R)-1:3 4/14 2.799/145 2.570(3)/179(6) 3.012(3)/121(3)
(R,S)-1:3 4/14 2.797/144 2.570(2)/174(4) 3.006(2)/129(2)
(R,S)-2:3 3/7 2.821/151 2.504(2)/175(4) 3.020(2)/117(2)
(S,S)-1:4 2/8 2.827/153 2.446(4)/172(3) 3.154(3)/112(2)
(S,R)-1:4 2/8 2.798/154 2.475(2)/175(3) 3.103(2)/127(3)
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strength HBs considering their intermolecular distances.
Small ΔpKa values also facilitate the formation of stronger
hydrogen bonds.75 This shows why the investigated
substances behave structurally similar. Even though some of
them are composed of overall neutral molecules and some
are charged, they all fall into a range of inconclusive pKa-
influence on protonation behaviour, with the oddity present
between homo- and heterochiral 1:3-systems to stay default
or protonate/deprotonate apparently solely based on the
molecular chirality. Closer examination of HB properties
highlights the similarities even further. Except for single
species 1 and 2, where the average HB distance is about
2.75–2.77 Å, the HB average is closer to 2.8 Å in all
multicomponent compounds. Interestingly, the shortest
interactions never occur between two charged subunits like
ammonium and carboxylate. While the shortest HB lengths
are observed in malic acid homo- and heterochiral forms (S,
S)- and (S,R)-1:4 which are both composed of charged
molecules with 2.446(4) Å and 2.475(2) Å, the mandelic acid
overall neutral homochiral (S,S)-1:3 Å comes closely thereafter
with 2.487(3) Å. The corresponding average HB for this
system with 2.784 Å is the shortest among the HB averages in
multicomponent entities suggesting the strongest overall HB-
motif. Average HB distances in multicomponent systems
show a rather large deviation from 0.043 Å up to 0.124 Å. On
the other hand, single component species 1 and 2 show a
more uniform dispersion of HB distances. Here, the average
variation is only 0.016 Å, 0.004 Å in the shortest and 0.028 Å
in the longest HB. Hydrogen bonds in single-component
structures are not exceptionally short, but on average slightly
shorter than in the multicomponent systems. This
emphasizes that while molecular charges might shift in the
described compounds, they all behave structurally similar
regarding their HB characteristics, and multicomponent
species stay similar to single component APIs. In general, in
the most of these systems it is not possible to discern which
structural features are influenced by pKa distinctions and
which by molecular influences, but for the 1:3-species
chirality inversion seems to be the most probable cause for
the ionization behaviour. Furthermore, ionicity does not
appear to have a significant impact on the structural makeup,
especially regarding HB lengths and angles. While
structurally similar compounds are formed in all investigated
species, they do show some significant distinctions in their
melting behaviour, solubility and lattice energies (Table 2).
As was established in the past, higher melting points
correlate with lower solubilities.76–78 The highest solubility is
present in 1:4 that melt below 100 °C with 85 °C for (S,S) and
95 °C for (S,R) respectively. In 1:3-systems the heterochiral
forms melt 25 °C lower than their homochiral counterparts
and their solubility is about nine times higher at 316 ± 18 g
L−1 and 307 ± 6 g L−1 for (S,R) and (R,S) as compared to 37 ±
1 g L−1 and 40 ± 4 g L−1 for (S,S)- and (R,R)-species. All in all,
multicomponent systems composed of charged molecules
reach far higher solubilities than their zwitterionic or neutral
counterparts. This is interesting especially in the case of 1:3

homo- and heterochiral forms. Even though solubility of 3 is
about five times higher than that of 1 with 203 ± 3 g L−1 and
35 ± 0.4 g L−1 or 33 ± 0.3 g L−1 respectively, a substantial
increase in solubility is not reached in the homochiral co-
crystal forms. In co-crystalline entities the solubility is
generally linked to several parameters such as co-former
solubility, solvent as well as its pH value, co-former pKa

values, co-former complexation by solvent, co-former ratio
and ionicity.79–82 As the same pH-stable solvent conditions
were used in all cases and neither the co-former, the co-
former ratio nor the co-former pKa was changed, it is
highlighted how the chirality induced change in ionicity
possibly affects solvent complexation and thereby increases
solubility in heterochiral 1:3-forms compared to the
homochiral systems. It is furthermore surprising that while
the melting point in homochiral 1:3-forms is decreased and 3
is substantially more soluble than 1, the solubility increase is
practically negligible. This indicates that ionicity plays a key-
role for the dissolution behaviour. In case of 1:4-forms, the
mentioned criteria for the co-crystal solubility are fulfilled
more uniformly. The solubility of 4 with 2061 ± 76 g L−1 is
exceedingly high compared to that of pure 1, all components
are ionized and a very high solubility of more than 800 g L−1

is reached in both cases. In 2:3 an increase of solubility up to
71 ± 3 g L−1 is also achieved, which is comparatively low. Here,
the increase is most probably due to the large difference
between the solubilities of 2 and 3 with 18 ± 1 g L−1 and 203 ±
3 g L−1 respectively. It is noteworthy that this system is
heterochiral, yet here differing chirality does not cause a
difference in ionicity as is the case in heterochiral 1:3-species.
This further confirms that ionicity plays an important role in
the solubility increase in these compounds, having a larger
impact than the co-former solubility alone. Lattice energies
do not appear to impact solubility in a significant manner, as
all multicomponent species are in a similar range, the lowest
values present in homochiral 1:3-forms with about −320 kJ

Table 2 Overview on the determined melting points, solubilities in
aqueous phosphate buffer at pH 6.8 and 37 °C as well as lattice energies
calculated with quantum espresso. Bold written samples are composed
solely of charged molecules. Mandelic and malic acid solubilities are given
in ESI†

Sample Melting point [°C] Solubility [g L−1] Elat [kJ mol−1]

(S)-1 185 35 ± 0.4 −195.08
(R)-1 187 33 ± 0.3 −195.17
(rac)-2 —a 18 ± 1 −367.68
(S,S)-1:3 138 37 ± 1 −320.36
(R,R)-1:3 132 40 ± 4 −320.99
(S,R)-1:3 111 316 ± 18 −304.66
(R,S)-1:3 105 307 ± 6 −307.77
(R,S)-2:3 150 71 ± 3 −343.23
(S,S)-1:4 85 >800b −356.66
(S,R)-1:4 95 >800b −363.05
a (rac)-Phenibut decomposes prior to melting at about 200 °C, as
such no melting point could be determined. b The maximum
solubility could not be determined. No reliable results could be
obtained from the highly viscous substance at higher concentrations.
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mol−1 and the highest values in 1:4-systems with −356.66 kJ
mol−1 in (S,S) and −363.05 kJ mol−1 in (S,R). As HB-properties
are also similar in all investigated compounds, the influence
of the charged species on the strength of intermolecular
interactions seems to be questionable. While the highest
values are present in 1:4-systems composed of charged
molecules, the second most favourable energy is given for 2:3
with −343.23 kJ mol−1 composed of zwitterionic and neutral
molecules. The calculated lattice energies for the discussed
compounds are higher than those established by Marchese
Robinson et al. for a large number of neutral single
component API's,14 but lower compared to those for ionic
liquids containing inorganic ions,13 and far lower than those
for inorganic systems.83,84 However, the values are slightly
higher than values established by Voronin et al. for
carbendazim maleates.12 This suggests that (zwitter)ionicity
does generally have an influence on lattice energies, even
though the final molecular protonation status in
multicomponent species of the investigated compounds does
not impact structural features meaningfully. The unusually
beneficial lattice energy of 2 with −367.68 kJ mol−1 might
appear too high especially when compared to 1-forms with
about −195 kJ mol−1. However, 2 behaves rather different than
1 in two key aspects: firstly, 2 does not form a stable hydrate
as racemic 1 does.85,86 Contrary to the latter, 2-hydrate
transitions to anhydrous 2 quickly, suggesting a preferable
form in the anhydrous species. Furthermore, experimental
observations conducted in the presented work suggest a
higher stability of 2 as compared to 2:3. While co-crystalline
systems of 1 with the used co-formers form readily and
without evidence for impurities under the investigated
conditions, the 2:3 system cannot be obtained as reliably. 2:3
single crystals could only be received once; neat co-milling
did not work under the chosen conditions and co-
crystallization from solution still contains impurities visible
in the powder pattern (see ESI†). Therefore, a comparatively
beneficial lattice energy seems likely. This might stem from
an increased connectivity via π-interactions enabled by
phenyl-subunits in 2. Further support for unusually high
lattice energy in 2 is given through its melting behaviour. It is
the only discussed compound that decomposes without
melting at temperatures above 200 °C which indicates strong
intermolecular connectivity. To conclude, the comparison of
the presented compounds based on the discussed structural
and thermodynamic properties uncover their commonalities.
They all behave structurally similar as their co-formers are in
a specific murky ΔpKa range that enables formation of salts as
well as co-crystals. Some of the chosen systems retain
zwitterionic/neutral molecular makeup and some obtain
molecular charges. Energetically, they all are in a similar
range, posing more beneficial lattice energies than neutral
compounds but less favourable ones than organic/inorganic
or purely inorganic compounds. However, this border-region
in the salt-co-crystal continuum can have high impact on
properties such as melting and solubility behaviours. The
shown compounds that become charged upon co-

crystallization melt at lower temperatures and are vastly more
soluble than their neutral/zwitterionic counterparts. This
specific behaviour seems to largely depend on the molecular
chirality in case of homo- and heterochiral 1:3-forms and the
comparatively low lattice energy in 1 enables easy co-
crystallization. As 1 is a commercially viable API the presented
results can be used to better understand, modify and improve
an established crystallization-based enantiopurification
processes.

3.2 Enantiopurification of pregabalin

Based on the described findings, a process for the racemic
separation of the racemic pregabalin hydrate ((rac)-1·H2O)
could be improved on and simplified (Scheme 2). Similar
enantiopurification methods were previously patented,38–44

that followed a bottom-up approach in their racemic
separation processes. By dissolving varying quantities of
(rac)-pregabalin hydrate with (S)-mandelic acid and
subsequently cooling or crystallization via vaporization the
(S,S)-species was formed. In the patents it is then removed
from solution and further processed. As was shown in the
present study the formation of 1:3 is energetically favourable
compared to crystallization of 1. Furthermore, (S,R)- as well
as (R,S)-1:3 show ionicity-based increased solubilities
compared to the (S,S)- and (R,R)-species. In opposition, 1:4-
compounds are prone to form viscous residue instead of
crystalline materials which is one of the reasons those are
not suitable for the separation process. Due to the energetic
favourability as well as mechanic and thermal stability of 1:3-
species they can be prepared in a ball mill via
mechanochemical synthesis. This enables a top-down
approach where the scale depends solely on the largest
available milling vessel. By milling of (rac)-1·H2O with either
mandelic acid enantiomer (S)-3 or (R)-3 in equimolar
amounts a 1 : 1 mixture of the (S,S)/(R,S) or (R,R)/(S,R)
multicomponent systems is formed in good yields (step I in
Scheme 2). Missed yield at this point stems from losing some
material on the milling vessel walls. As the (S,R)- and (R,S)-
systems pose an about nine times higher solubility in water
compared to their homochiral counterparts they can then be
removed by subsequent washing and drying steps with
increasingly smaller amounts of water. This approach
therefore offers the advantage of quickly producing co-
crystalline product and necessitates only low amounts of
water to remove the unwanted heterochiral species. To give
an example, 4.580 g of co-crystal mixture was produced by
milling in step I. After three washing and drying steps with
12 mL, 6 mL and 4 mL water, 1.442 g (62%) of
enantiopurified homochiral co-crystal were received in step
II. Low amounts of washing water further simplify regaining
the missed yield: the lost product can be recrystallized by
water vaporization. The washing process can then be
repeated with even smaller amounts of water. Our approach
does not require further additives like organic solvents,
additional acidic or caustic compounds nor is heating
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necessary which is an advantage compared to previously
reported procedures. This also allows for an environmentally
friendly, low effort process. To separate 3 from 1 in step III a
slight variation to the patented process by Pradhan and
colleagues,40 who proposed a number of different separation
methods, is introduced. Washed homochiral co-crystalline
product is stirred for 40 h in acetone with catalytic amounts
of water added. To follow up on the previous example, 1.442
g of powdery co-crystal were put in a glass vessel with 75 mL

of acetone and 500 μL of water and stirred for 40 h. The
powdery substance was then filtered, washed with additional
20 mL of acetone and 0.612 g (81%) of enantiopurified 1 were
received. In contrast to the previously proposed method the
stirring process is much longer but does not require heating.
Acetone was chosen as it is cheap, easily available and poses
less environmental risks than other organic solvents that
could be suitable for this process. The proposed
enantiopurification can be controlled through powder X-ray
diffraction during each step (Fig. 2). The described method
relies on property differences unique to the 1:3-systems.
Inversion of molecular chirality leads to related
multicomponent species that still differ in their key
attributes. Higher solubility in one of the received
multicomponent species in congruence with the mechanical
stability enables the described process for 1. The previously
discussed properties in malic acid systems deem them
unusable for this in contrast to 1:3-forms, as 1:4-species
preferably form viscous liquids with similar solubilities. On
the other end, phenibut co-crystallization with mandelic acid
is energetically unfavourable compared to pure 2-formation.
Mechanochemical synthesis under the same herein discussed
conditions did not lead to 2:3. Furthermore, 2 does not show
chirality dependent varying crystallization products, a trait
inherent only to 1.

4 Conclusions

In this work we presented an atypical case concerning co-
crystallization of zwitterionic APIs of the GABA-family.
Multicomponent crystalline species of related compounds

Scheme 2 Steps for the racemic separation of (rac)-1·H2O with mandelic acid: step I - mechanochemical co-crystallization, step II - washing
powdery product with water and drying the residue, step III - extract mandelic acid by stirring the residue in acetone/water mixture for 40 h.

Fig. 2 Powder patterns of products received after enantiopurification
process step I (red), step II (blue) and step III (green). In step I, both
homo- and heterochiral multicomponent species are present, visible
by the two strong diffraction reflexions at 5.9° and 6.4° 2Θ. In step II
the heterochiral compound was removed by washing, diminishing the
5.9° signal. In step III, mandelic acid was removed, solely leaving
enantiopure pregabalin.
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pregabalin and phenibut were characterized regarding their
structural and thermodynamic properties. Homo- and
heterochiral pregabalin:mandelic acid species exhibit a
remarkably different solubility and melting behaviour based
on molecular charge differences, even though they are
structurally very similar. It was shown that this hardly
predictable behaviour occurs in a vague range of the salt-
cocrystal continuum and can, in this specific case, be
attributed to the co-former chirality inversion. It seems likely
that this small change in the molecular makeup crosses an
energetic barrier needed for ionization when heterochiral co-
formers pregabalin and mandelic acid are used. For the given
set of compounds, the results indicate that complex
multicomponent crystalline species exist on a spectrum and
their properties are influenced more impactfully by molecular
makeup rather than their crystal structure. It was further
presented how investigations of crystal properties in the
borderline regions of the spectrum can offer interesting and
unexpected results. An optimized and simplified top-down
process of (rac)-pregabalin hydrate enantiopurification was
developed and its functionality was explained by the
previously stated properties. This work shows that careful
examination of multicomponent systems composed of
similar co-formers in areas where multiple molecular and
thermodynamic influences compete to determine product
properties can lead to fruitful and surprising results.
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