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We report on the self-disproportionation of enantiomers (SDE) of non-racemic thalidomide (1) and 3'-
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Thalidomide (1) is one of the most notorious drugs in phar-
maceutical history due to the humanitarian disaster in the
1950s.' Thalidomide (1) possesses a single stereogenic carbon
in the glutarimide ring, and it is conceivable that the unex-
pected teratogenic side effects are ascribed to the (S)-enan-
tiomer of 1.2 However, this has been a matter of debate because
considerable chiral inversion should take place during the
incubation of enantiomerically pure 1.*> Despite the tragic
disaster, the unique biological properties of 1 prompted its
return to the market in the 21% century for the treatment of
multiple myeloma and leprosy.* Furthermore, a large number of
papers on novel medical uses of 1 are continuing to appear in
the biological and medicinal literature.* We envisage that many
kinds of newly discovered biological actions for 1 would account
for the concealed physical and chemical properties of 1,
including its chirality.> As one may expect, the physicochemical
and chiroptical properties of 1 have been scrupulously studied.
However, properties such as the self-disproportionation of
enantiomers (SDE)® of 1 has never been studied, despite the fact
that it may have direct relation to its physiological behavior.
Self-disproportionation of enantiomers (SDE) was coined by
Soloshonok in 2006 (ref. 6) to describe a process by which
enantiomerically enriched compounds are separated into frac-
tions of a different proportion of enantiomers (enantiomerically
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presence of a fluorine atom on the chiral center dramatically alters the structure and polarity of 1 and 2,
resulting in the opposite SDE profile on silica-gel.

enriched and depleted), compared to the original sample,
without the assistance of any external chiral sources.” This
phenomenon is fundamentally general and can be expected for
any chiral compound being subjected to achiral chromatog-
raphy,® sublimation® or distillation.’ While the phenomenon
itself might not be surprising the SDE phenomenon has never
been systematically studied and therefore is still unpredictable
in terms of the relationship between the observed magnitude of
SDE and compound structures.™

During our research on thalidomide and its derivatives,> we
came across the unique behavior of non-racemic 1 and fluori-
nated analogue 2 under the conditions of a commonly used
gravity-driven achiral chromatography. In this paper, we
disclose that both non-racemic 1 and 2 show high magnitude of
SDE, but their SDE profiles are completely opposite. Thus,
achiral chromatography of non-racemic 1 (35.5% ee) resulted in
isolation of enantiomerically enriched 1 (87% ee) in the first
fraction while enantiomerically depleted 1 (21% ee) was
observed in the last fraction. On the other hand, 2 with a highest
ee of 71%, was eluted in the last fraction under similar achiral
chromatographic conditions, while 2 with at lowest 30% ee was
found in the first fraction, different from the original ee of 2,
34%. X-ray crystallographic analysis and computations of 1 and
2 revealed that the introduction of a single fluorine atom in the
chiral center of 1 dramatically altered the monomeric and
dimeric structures, and log P values of 1. The opposite behav-
iors of 1 and 2 on SDE can be explained by the difference of
aggregations and polarities of chiral, non-racemic 1 and 2 and
racemic 1 and 2 (Fig. 1).

An experiment was conducted to examine whether SDE
occurs for 1 under conventional chromatographic conditions
with regular silica-gel on an achiral stationary phase. Partially
enantioenriched (R)-1 (ca. 40% ee) served as the loading
substrate. Table 1 shows the data for the experiment involving
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Fig. 1 Thalidomide (1) and 3’'-fluorothalidomide (2).

the SDE of 1 during achiral silica-gel chromatography. We first
attempted to separate 1 on a glass column of 10 mm diameter
and 50 mm length filled with regular silica-gel (KANTO
CHEMICAL CO., INC,, Silica Gel 60N, spherical, neutral, 63-210
pm) as the stationary phase at atmospheric pressure using
DMSO as the loading solvent. The difference between minimum
and maximum ees for the chromatographic fractions is shown
as an evaluation value of this phenomenon. The SDE was not
observed under dichloromethane/methanol (95/5) eluent (run
1). SDE was pronounced when hexane/ethyl acetate (5/5) was
used as the eluent, and good Aee was obtained using hexane/
ethyl acetate (7/3) (runs 2 and 3). The use of DMF or dioxane for
loading decreased the Aee values (runs 4 and 5).

Next, separation was attempted using various silica-gels as
column packing materials with different column lengths under
hexane/ethyl acetate (7/3) conditions (Table 2). The Aee
observed by flash silica-gel (KANTO CHEMICAL CO., INC., Silica
Gel 60N, spherical, neutral, 40-50 um) was better than that by
regular silica-gel pre-treated with water (10 wt%) (runs 1 and 2).
The highest Aee for 1 was 66.2% on a column filled with mes-
oporous silica-gel (run 3). The Aee improved on a longer column
(runs 4 and 5). It should be noted that the phenomenon of SDE
is quite general for 1 under ubiquitous purification conditions
such as silica-gel/ethyl acetate-hexane. When we attempted
separation of 1 using Al,O3, the SDE effect was not significant
and a fluctuating performance was observed (run 6).

SDE was also observed for the 3'-fluorinated analogue of
thalidomide, 2 (Table 3). When we attempted to separate 2
using a glass column filled with regular silica-gel, the SDE effect
was not significant and 2 was partially decomposed during
purification (run 1). When mesoporous silica-gel was used
instead, a low Aee value was obtained without decomposition of
2 (run 2). Separation was next performed on silica-gel pre-
treated with water to prevent decomposition. Although the SDE
effect was unsuccessful using regular silica-gel pre-treated with
5 wt% water (run 3), a moderate Aee value was obtained on
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Table 2 Optimization of the self-disproportionation of enantiomers
of (R)-1 during achiral silica-gel chromatography

Starting ee

Run® of (R)}-1 (%) Silica-gel % ee min® % ee max’  Aee’
1 35.5 Regular? 27.4 80.9 53.5
2 41.6 Flash 23.8 83.1 59.2
3 35.5 Mesoporous  20.7 86.9 66.2
4° 41.6 Flash 17.7 80.1 62.4
5 36.2 Flash 15.0 80.0 65.0
6 31.1 Al O3 21.6 34.5 12.9

¢ Achiral silica-gel packed in a glass column (10 x 50 mm) was used
under atmospheric pressure. DMSO was used as the solvent for
loading. ® ee was determined by HPLC using a CHIRALCEL OJ-H with
ethanol as the eluate. © Aee = (% ee max) - (% ee min). ¢ Silica—%el
was wetted with 10 wt% water. * A 10 x 80 mm column was used.’ A
10 x 110 mm column was used.

regular silica-gel with 10 wt% water or flash silica-gels with 5
and 10 wt% water (runs 4-6). When we attempted separation of
2 using Al,O;, the SDE effect was not significant and a fluctu-
ating performance was again observed (run 7).

With these results in hand, we investigated the relationship
between the ee value and mass of each fraction, which was
estimated based on the peak area of 1 and 2 after HPLC analysis
since the total recoveries of 1 and 2 were quantitative at the end
of the chromatographic separation for each experiment. Fig. 2
shows the details of chromatography of 1 with an ee value of
36.3% using a 10 x 50 mm column filled with flash silica-gel
(Fig. 2a), and 2 (32.0% ee) using a 10 x 50 mm column filled
with regular silica-gel over wetted 10 wt% water (Fig. 2b). In the
case of 1, the first fraction has the highest ee value and the ee
values decreased gradually as the fractions increased. The last
ee value converged to a lower ee than that of the loading sample.
On the other hand, in the case of fluorinated 2, the first fraction
had the lowest ee value and the ee values increased as the
fraction number increased. The highest ee of 2 was observed in
the last fraction. The masses are described by a parabola-like
curve in both cases.

The basic mechanism for the phenomenon of SDE has been
proposed to involve homochiral vs. heterochiral high-order
species with different molecular weights such as monomers,
dimers or oligomers, allowing their separation under the
condition of achiral chromatography.? We therefore considered
the potential formation of heterochiral or homochiral dimers in
the intermolecular interactions between the enantiomers of 1 in

Table 1 Initial experiments of SDE of (R)-1 (41.6% ee) during achiral silica-gel chromatography

Run” Loading solvent Eluent % ee min” % ee max’ Aee’
1 DMSO DCM/MeOH = 95/5 — — —

2 DMSO H/A =5/5 21.2 57.8 36.6
3 DMSO H/A=7/3 20.3 71.3 51.0
4 DMF H/A=7/3 25.6 66.5 40.9
5 Dioxane H/A=7/3 26.2 64.9 38.7

“ Regular silica-gel packed in a glass column (10 x 50 mm) was used under atmospheric pressure. ” ee was determined by HPLC using a
CHIRALCEL OJ-H with ethanol as the eluate. ¢ Aee = (% ee max) - (% ee min).
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Table 3 SDE of (R)-2 during achiral silica-gel chromatography

Starting ee

Run®  of 2 (%) Silica-gel % ee min® % ee max®  Aee®
1 25.0 Regular 14.7 26.7 12.0
2 34.2 Mesoporous ~ 32.2 56.1 23.9
3 34.2 Regulard 31.9 38.6 6.7
4 34.2 Regular® 30.0 70.6 40.6
5 27.3 Flash? 14.4 52.5 38.1
6 27.3 Flash® 9.4 50.4 41.0
7 37.2 Al,O5 27.4 38.6 11.2

¢ Achiral silica-gel packed in a glass column (10 x 50 mm) was used
under atmospheric pressure. DMSO was used as the solvent for
loading. ? ee was determined by HPLC using a CHIRALCEL OJ-H with
ethanol as the eluate. © Aee = (% ee max) - (% ee min). ¢ Silica-gel
was wetted with 5 wt% water. ¢ Silica-gel was wetted with 10 wt% water.

. a) Thalidomide (1) ™ 166 b) Fluorothalidomide 2 me,
5 —o—ece (%) —e—yield (mg) 45 90 —o—ee (%) —o—yield (mg) 45
80 a 80 a
70 35 70 AL 35
60 3 60 *// 3
50 25 50 N 25
40 2 40 'J 2
30 L 15 30 va*f/— 15
20 1 20 \/\ 1
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0 10 20Fraction30 40 50 0 10 20Fractionzg 40 50 60

Fig. 2 (a) Ees and yields with fraction numbers during the separation
of (R)-1(36.3% ee) on a column (10 x 50 mm) filled with mesoporous
silica-gel. (b) Ees and yields with fraction numbers during the sepa-
ration of (R)-2 (32.0% ee) on a column (10 x 50 mm) filled with regular
silica-gel wetted 10 wt% water.

solution leading to the manifestation of the SDE. In our
previous report of the X-ray crystal structure analysis of 1, the
racemic mixture, (R/S)-1 forms symmetrical (R/S)-heterochiral
dimers, and (S)-1 is found as asymmetrical (S/S)-homochiral
dimers in the crystals.”® The crystals were taken from MeOH-
water. The X-ray crystal structures show the differences in the
hydrogen-bonded lengths between heterochiral and homo-
chiral dimers. The hydrogen bonds in (R/S)-heterochiral dimers
are slightly shorter than those of asymmetrical (S/S)-homochiral
dimers (Fig. 3). In addition, the heterochiral dimer was esti-
mated to be approximately 1 kcal mol ' more stable than the
homochiral dimer by theoretical calculations.*®

a) (RIS)-heterochiral dimer of 1

b) (S/S)-homochiral dimer of 1

Fig. 3 X-Ray crystallographic structures of racemic 1 (monoclinic,
ESIT) and (S)-1 (monoclinic, ESIT).*°

This journal is © The Royal Society of Chemistry 2015
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An understanding of the conformational changes and
aggregation states of thalidomide by fluorine-replacement leads
to additional insight into the mechanisms of SDE. X-Ray crystal
structures of racemic 2, and (S)-2 were next investigated (crys-
tallized from ethanol). To our great astonishment, both struc-
tures of 2 were very different from the parent, non-fluorinated
thalidomide (1) despite their sterically isosteric relationship.
While racemic 2 shows the structure of a (R/S)-heterochiral
dimer, (S)-2 exists as a monomer without any hydrogen bonding
between enantiomers. Even more interestingly, in racemic 2,
the hydrogen bonding system between (R)-2 and (S)-2 is entirely
different from that of the (R/S)-heterochiral dimer of racemic 1
(Fig. 4). These significant differences are likely to be attributed
to a significant conformational change, as compared to original
thalidomide, induced by the presence of the fluorine atom. In
thalidomide (1), a sterically demanding phthalimido group
occupies the equatorial position. On the other hand, fluorine is
located at the equator and the phthalimido moiety at the axial
position, despite its steric bulkiness (Fig. 5). Although the
reason for the fluorine effect on the conformational change is
not clear, it could be explained by the electrostatic repulsion
between the fluorine and the two carbonyls of the piperidine-
2,6-dione ring, and/or a strong dipole induced by the fluorine
atom.™ Namely, the equatorial-fluorine conformation of 2 is
presumably preferable, since the fluorine exists on the same
plane as the two carbonyls of piperidine-2,6-dione in 2. On the
other hand, the fluorine is almost perpendicular to the two
carbonyls in the axial-fluorine conformation of 2, resulting in
less-stabilization. The computations (DFT, B3LYP/6-311+G(d,p))
also support these results that the phthalimide moiety of 1
occupies an equatorial place while the fluorine occupies the
equatorial position in 2 (Fig. 6).

Crystal structures of racemic thalidomide have been inves-
tigated since 1971.% The existence of polymorphism of racemic
1 has been suggested with the relationship between its different
physical forms and dissolution behavior.***** We thus re-
attempted to grow crystals of fluorinated thalidomide 2 using
different solvents. In this attempt, (R)-2 was taken from chlo-
roform and acetonitrile solutions. Similar to the case of (S)-2,
i.e., crystals from ethanol (Fig. 4b), the unsolvated monomeric
structures were revealed without detecting dimerization struc-
tures from both chloroform and acetonitrile solutions. Inter-
estingly, while crystals of (R)-2 (a-form, monoclinic, Fig. 7a,
ESIt) obtained from acetonitrile are the same as (S)-2 from
ethanol (Fig. 4b), an alternate arrangement of (R)-2 was
obtained from chloroform solution (B-form, orthorhombic,

a) (R/S)-heterochiral dimer of 2

(R)-2

[~ L 4

© 207200A @

b) Unit-cell structure of (S)-2

1
(S)y2

Fig. 4 X-Ray crystallographic structures of racemic 2 (monoclinic,
ESIT) and (S)-2 (monoclinic, ESIT).

Chem. Sci., 2015, 6, 1043-1048 | 1045
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a) (S)-1 in homochiral crystal b) (S)-2 in homochiral crystal
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Fig.5 X-Ray crystallographic structures of (S)-1 (ESIT) and (S)-2 (ESI+).

a) Thalidomide (1)

—

AE = 2.236 kcal/mol

v

b) Fluorothalidomide 2

—_—
<

b 5 AE = 0.842 kcal/mol

=]

Fig. 6 Comparisons of conformational stability of 1 and 2 by DFT
calculations (B3LYP/6-311+G(d,p)).

a) a-form of (R)-2 crystal

b) B-form of (R)-2 crystal

Fig. 7 X-Ray crystallographic structures of unsolvated crystals of (R)-
2; (@) a-form (monoclinic, ESIt); (b) B-form (orthorhombic, ESI) with
infinite hydrogen bonded chain.

Fig. 7b, ESI{), with an infinite hydrogen bonded chain in (R)-2
(Fig. 7b). It should be mentioned that optically pure 2 is always
obtained as a “monomer” independent of crystal solvents, while
all attempts for the crystallization of racemic 2 gave the same
crystal system of monoclinic.

Starting with the X-ray crystallographic structures, we further
estimated the log P values of (R)-1, (R/S)-heterochiral dimer 1,
(R)-2, and (R/S)-heterochiral dimer 2 using DFT computations
(B3LYP/6-31+G(d,p)) to be able to discuss the SDE on achiral
silica-gel, since the holding time of substrates during silica-gel
column chromatography are likely to be intricately related with
the polarity of the substrates. The calculated log P values are:
—0.15 for (R)-1; —0.30 for (R/S)-heterochiral dimer 1; 0.53 for (R)-
2; 1.07 for (R/S)-heterochiral dimer 2. The computations indi-
cated that thalidomide (1) changes to become more hydrophilic
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Fig. 8 Proposed mechanisms for the opposite behaviors of SDE of (a)
enantioenriched 1 and (b) enantioenriched 2.

by the formation of its dimer, while fluorinated thalidomide (2)
becomes more hydrophobic with dimerization.

Structural differences, aggregation states, and log P values of
1, 2 and their enantiomers suggest the supposed mechanisms
of SDE of 1 and 2. Enantioenriched (R)-1 exists as a mixture of
(R)-enantiomer 1 and racemate 1. Both (R)-enantiomer 1 and
racemic 1 form dimers. However, the (R/R)-homochiral dimer
from (R)-1 is less stable than the (R/S)-heterochiral dimer from
racemic 1 based on the calculations. (R)-Enantiomer 1 becomes
a monomer on silica-gel during elution while racemic 1 tends to
stay as a dimer. Hence, enantioenriched (R)-1 was eluted first as
a monomer while racemic 1 was eluted in the last fraction as a
dimer, due to the difference in log P values ((R)-1: —0.15; (R/S)-
heterochiral dimer 1: —0.30). In the case of fluorinated thalid-
omide (2), (R)-2 exists as a monomer independent of solvent
while racemic 2 forms a dimer. The log Pvalues of the monomer
and dimer show an opposite tendency to non-fluorinated
thalidomide ((R)-2: 0.53 vs. (R/S)-heterochiral dimer 2: 1.07).
Consequently, racemic 2 (a dimer form) was observed in the
first fraction while (R)-2 (a monomer form) was observed in the
final fraction (Fig. 8).

Conclusions

In conclusion, we discovered that thalidomide (1) and its fluo-
rinated analogue 2 have a very strong magnitude of self-
disproportionation of enantiomers under the conditions of
achiral gravity-driven silica-gel chromatography. Remarkably,
sterically very similar compounds 1 and 2 were found to have
opposite orders of elution of enantiomerically enriched and
depleted fractions. Whereas the first fractions of 1 had the
highest ee value, chromatography of 2 gave the most enantio-
merically enriched samples in the last fractions. Unprecedent-
edly, simple replacement of single hydrogen by fluorine on the
asymmetric carbon dramatically changes the properties of
parent molecules including X-ray crystallographic structures,
aggregation patterns and polarities which result in the unique,
opposite SDE profiles. The results obtained have two major
implications: first, the SDE can be used as a nonconventional
enantiomer purification method for the preparation of enan-
tiomerically pure samples of thalidomide and its analogs for

This journal is © The Royal Society of Chemistry 2015
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proper biological/medicinal studies. Second: the discovered
SDE profile for thalidomide can have a role in the manifestation
of its biological properties. Thus, the teratogenic activity of
thalidomide can be attributed not to its single enantiomer but
to the heterochiral dimer, a strong preference for which was
discovered in this SDE study. This possibility was rather over-
looked in the previous studies and we are currently working
towards this direction.*

Acknowledgements

This was financially supported in part by the Platform for Drug
Discovery, Informatics, and Structural Life Science, and Scien-
tific Research (B) (25288045) from MEXT Japan, ACT-C from JST,
Exploratory Research (25670055).

Notes and references

1 (@) D. M. Burley and W. Lenz, Lancet, 1962, 279, 271; (b)
T. D. Stephans, Teratology, 1988, 38, 229; (c) J. B. Bartlett,
K. Dredge and A. G. Dalgleish, Nat. Rev. Cancer, 2004, 4,
314; (d) J. J. Wu, D. B. Huang, K. R. Pang, S. Hsu and
S. K. Tyring, Br. J. Dermatol., 2005, 153, 254; (e)
M. Melchert and A. List, Int. J. Biochem. Cell Biol., 2007, 39,
1489.

2 G. Blaschke, H. P. Kraft, K. Fickentscher and F. Kohler,
Arzneim.-Forsch., 1979, 29, 1640.

3 (@) K. Nishimura, Y. Hashimoto and S. Iwasaki, Chem. Pharm.
Bull.,, 1994, 42, 1157; (b) B. Knoche and G. Blaschke, J.
Chromatogr. A, 1994, 666, 235; (¢) S. Wnendt, M. Finkam,
W. Winter, J. Ossing, G. Rabbe and K. Zwingenberger,
Chirality, 1996, 8, 390.

4 (a) S.J. Matthews and C. McCoy, Clin. Ther., 2003, 25, 342; (b)
Y. Hashimoto, A. Tanatani, K. Nagasawa and H. Miyachi,
Drugs Future, 2004, 29, 383; (¢) M. E. Franks,
G. R. Macpherson and W. D. Figg, Lancet, 2004, 363, 1802;
(d) W. N. Brennen, C. R. Cooper, S. Capitosti, M. L. Brown
and R. A. Sikes, Clin. Prostate Cancer, 2004, 3, 54; (e)
F. A. Luzzio and W. D. Figg, Expert Opin. Ther. Pat., 2004,
14, 215; (f) S. Sleijfer, W. H. J. Kruit and G. Stoter, Eur. J.
Cancer, 2004, 40, 2377; (g) S. Kumar, T. E. Witzig and
S. V. Rajkumar, J. Clin. Oncol, 2004, 22, 2477; (h)
Y. Hashimoto, Arch. Pharm., 2008, 341, 536; (i) J. Knobloch
and U. Riither, Cell Cycle, 2008, 7, 1121.

5 (@) H. Schumacher, D. Blake, J. Gillette, H. M. Wuest and
R. R. Fox, Science, 1966, 154, 1362; (b) S. Fabro, R. L. Smith
and R. T. Williams, Nature, 1967, 215, 296; (c¢) F. H. Allen
and J. Trotter, J. Chem. Soc. B, 1971, 1073; (d)
J. C. Reepmeyer, M. O. Rhodes, D. C. Cox and
J. V. Silverton, J. Chem. Soc., Perkin Trans. 2, 1994, 2063; (e)
T. Eriksson, S. Bjorkman, B. Roth, A. Fyge and P. Hoglund,
Chirality, 1995, 7, 44; (f) T. Eriksson, S. Bjorkman and
P. Hoglund, Eur. J. Clin. Pharmacol., 2001, 57, 365; (g)
M. H. Abraham, Eur. J. Pharm. Sci., 2004, 21, 465; (h)
F. L. Ochoa, G. E. Pérez and F. M. Santiago, J. Mol. Struct.,
2007, 840, 97; (i) J. P. Carini, C. Pavei, A. P. C. Silva,

This journal is © The Royal Society of Chemistry 2015

View Article Online

Chemical Science

G. Machado, A. S. Mexias, V. P. Pereira, S. L. Fialho and
P. Mayorga, Int. J. Pharm., 2009, 372, 17.

6 (@) V. A. Soloshonok, Angew. Chem., 2006, 118, 780; Angew.
Chem., Int. Ed., 2006, 45, 766; (b) V. A. Soloshonok and
D. O. Berbasov, J. Fluorine Chem., 2006, 127, 597; (c)
V. A. Soloshonok and D. O. Berbasov, Chim. Oggi, 2006, 24,
44,

7 For reviews on SDE, see: (a) J. Han, D. ]J. Nelson,

A. E. Sorochinsky and V. A. Soloshonok, Curr. Org. Synth.,

2011, 8, 310; (b) V. A. Soloshonok, C. Roussel, O. Kitagawa

and A. E. Sorochinsky, Chem. Soc. Rev., 2012, 41, 4180; (c)

A. E. Sorochinsky and V. A. Soloshonok, in Topics in

Current Chemistry, ed. V. Schurig, Springer, Berlin,

Heidelberg, 2013, Vol. 341, pp. 301-339; (d)

A. E. Sorochinsky, J. L. Acefia and V. A. Soloshonok,

Synthesis, 2013, 45, 141; (e) J. Martens and R. Bhushan,

Helv. Chim. Acta, 2014, 97, 161.

(@) S. Ogawa, T. Nishimine, E. Tokunaga, S. Nakamura and

N. Shibata, J. Fluorine Chem., 2010, 131, 521; (b)

A. E. Sorochinsky, T. Katagiri, T. Ono, A. Wzorek, J. L. Acefia

and V. A. Soloshonok, Chirality, 2013, 25, 365; (c) J. L. Acefia,

A. E. Sorochinsky, T. Katagiri and V. A. Soloshonok, Chem.

Commun., 2013, 49, 373; For recent examples, see: ; (d)

V. J. Mayani, S. H. R. Abdi, R. I. Kureshy, N. H. Khan,

S. Agrawal and R. V. Jasra, Chirality, 2009, 21, 255; (e)

K. D. Klika, M. Budovska and P. Kutschy, J. Fluorine Chem.,

2010, 131, 467; (f) V. J. Mayani, S. H. R. Abdi, S. V. Mayani,

H.-C. Kim and S.-K. Park, Chirality, 2011, 23, 300; (g)

T. Nakamura, K. Tateishi, S. Tsukagoshi, S. Hashimoto,

S. Watanabe, V. A. Soloshonok, J. L. Acefia and O. Kitagawa,

Tetrahedron, 2012, 68, 4013; (k) K. Tateishi, S. Tsukagoshi,

T. Nakamura, S. Watanabe, V. A. Soloshonok and

O. Kitagawa, Tetrahedron Lett., 2013, 54, 5220; (i) W. Song,

Y. Zhou, Y. Fu and W. Xu, Tetrahedron: Asymmetry, 2013, 24,

909; (/) A. Wzorek, K. D. Klika, J. Drabowicz, A. Sato,

J. L. Acena and V. A. Soloshonok, Org. Biomol. Chem., 2014,

12, 4738.

(@) T. Katagiri, C. Yoda, K. Furuhashi, K. Ueki and T. Kubota,

Chem. Lett., 1996, 25, 115; (b) V. A. Soloshonok, H. Ueki,

M. Yasumoto, S. Mekala, J. S. Hirschi and D. A. Singleton,

J. Am. Chem. Soc., 2007, 129, 12112; (¢) M. Yasumoto,

H. Ueki and V. A. Soloshonok, J. Fluorine Chem., 2010, 131,

266; (d) M. Albrecht, V. A. Soloshonok, L. Schrader,

M. Yasumoto and M. A. Suhm, J. Fluorine Chem., 2010, 131,

495; (e) M. Yasumoto, H. Ueki, T. Ono, T. Katagiri and

V. A. Soloshonok, J. Fluorine Chem., 2010, 131, 535; (f)

M. Yasumoto, H. Ueki and V. A. Soloshonok, J. Fluorine

Chem., 2010, 131, 540; (g) H. Ueki, M. Yasumoto and

V. A. Soloshonok, Tetrahedron: Asymmetry, 2010, 21, 1396;

For recent examples, see: ; (k) R. H. Perry, C. Wu, M. Nefliu

and R. G. Cooks, Chem. Commun., 2007, 1071; (i)

S. P. Fletcher, R. B. C. Jagt and B. L. Feringa, Chem.

Commun., 2007, 2578; (j) A. Bellec and J.-C. Guillemin, J.

Fluorine Chem., 2010, 131, 545; (k) C. Viedma,

W. L. Noorduin, J. E. Ortiz, T. Torres and P. Cintas, Chem.

Commun., 2011, 47, 671; () A. V. Tarasevych,

A. E. Sorochinsky, V. P. Kukhar and ].-C. Guillemin, Origins

[el]

o]

Chem. Sci,, 2015, 6, 1043-1048 | 1047


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/c4sc03047h

Open Access Article. Published on 30 October 2014. Downloaded on 12/26/2025 6:30:12 PM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Chemical Science

10

11

12

Life Evol. Biospheres, 2013, 43, 129; (m) A. V. Tarasevych,
A. E. Sorochinsky, V. P. Kukhar, A. Chollet, R. Daniellou

and J.-C. Guillemin, J. Org. Chem., 2013, 78, 10530.

T. Katagiri, S. Takahashi, A. Tsuboi, M. Suzaki and
K. Uneyama, J. Fluorine Chem., 2010, 131, 517.

(@) V. Nieminen, D. Y. Murzin and K. D. Klika, Org. Biomol.
Chem., 2009, 7, 537; (b) S. Tsuzuki, H. Orita, H. Ueki and
V. A. Soloshonok, J. Fluorine Chem., 2010, 131, 461; (c)
R. Tonner, V. A. Soloshonok and P. Schwerdtfeger, Phys.
Chem. Chem. Phys., 2011, 13, 811.

(@) Y. Takeuchi, T. Shiragami, K. Kimura, E. Suzuki and
N. Shibata, Org. Lett., 1999, 1, 1571; (b) E. Suzuki and
N. Shibata, Enantiomer, 2001, 6, 275; (¢) N. Shibata,
T. Yamamoto and T. Toru, in Topics in Heterocyclic
Chemistry, ed. S. Eguchi, Springer, Berlin, Heidelberg,
2007, Vol. 8, pp. 73-97; (d) T. Yamamoto, N. Shibata,
M. Takashima, S. Nakamura, T. Toru, N. Matsunaga and
H. Hara, Org Biomol Chem., 2008, 6, 1540; (e)
T. Yamamoto, N. Shibata, D. Sukeguchi, M. Takashima,
S. Nakamura, T. Toru, N. Matsunaga, H. Hara, M. Tanaka,
T. Obata and T. Sasaki, Bioorg. Med. Chem. Lett., 2009, 19,
3973; (f) S. Suzuki, T. Yamamoto, E. Tokunaga,
S. Nakamura, M. Tanaka, T. Sasaki and N. Shibata, Chem.
Lett., 2009, 38, 1046; (g) T. Yamamoto, E. Tokunaga,
S. Nakamura, N. Shibata and T. Toru, Chem. Pharm. Bull.,
2010, 58, 110; (k) G. Chowdhury, N. Murayama, Y. Okada,
Y. Uno, M. Shimizu, N. Shibata, F. P. Guengerich and
H. Yamazaki, Chem. Res. Toxicol, 2010, 23, 1018; (i)
C.J.]. Lee, N. Shibata, M. J. Wiley and P. G. Wells, Toxicol.
Sci., 2011, 122, 157; (j) H. Yamazaki, H. Suemizu, S. Igaya,
M. Shimizu, N. Shibata, M. Nakamura, G. Chowdhury and
F. P. Guengerich, Chem. Res. Toxicol., 2011, 24, 287; (k)
T. Yamamoto, Y. Suzuki, E. Ito, E. Tokunaga and
N. Shibata, Org. Lett., 2011, 13, 470; (/) H. Yamazaki,
H. Suemizu, M. Shimizu, S. Igaya, N. Shibata,
M. Nakamura, G. Chowdhury and F. P. Guengerich, Chem.
Res. Toxicol., 2012, 25, 274; (m) H. Yamazaki, H. Suemizu,

1048 | Chem. Sci., 2015, 6, 1043-1048

13

14

15

View Article Online

Edge Article

N. Murayama, M. Utoh, N. Shibata, M. Nakamura and
F. P. Guengerich, Chem. Res. Toxicol., 2013, 26, 486; (n)
G. Chowdhury, N. Shibata, H. Yamazaki and
F. P. Guengerich, Chem. Res. Toxicol., 2014, 27, 147; (o)
N. Murayama, R. Beuningen, H. Suemizu, C. G. Guillouzo,
N. Shibata, K. Yajima, M. Utoh, M. Shimizu, C. Chesné,
M. Nakamura, F. P. Guengerich, R. Houtman and
H. Yamazaki, Chem. Res. Toxicol., 2014, 27, 304.

T. Suzuki, M. Tanaka, M. Shiro, N. Shibata, T. Osaka and
T. Asahi, Phase Transitions, 2010, 83, 223.

(@) V. A. Soloshonok, V. P. Kukhar, S. V. Galushko,
N. Y. Svistunova, D. V. Avilov, N. A. Kuz'mina,
N. I Raevski, Y. T. Struchkov, A. P. Pysarevsky and
Y. N. Belokon, J. Chem. Soc., Perkin Trans. 1, 1993, 3143; (b)
V. A. Soloshonok, T. Hayashi, K. Ishikawa and
N. Nagashima, Tetrahedron Lett., 1994, 35, 1055; (c)
V. A. Soloshonok, D. V. Avilov and V. P. Kukhar,
Tetrahedron: — Asymmetry, 1996, 7, 1547; (d)
V. A. Soloshonok, D. V. Avilov and V. P. Kukhar,
Tetrahedron, 1996, 52, 12433; (e) V. A. Soloshonok,
A. D. Kacharov, D. V. Avilov, K. Ishikawa, N. Nagashima
and T. Hayashi, J. Org. Chem., 1997, 62, 3470; (f)
D. O'Hagan, Chem. Soc. Rev., 2008, 37, 308; (g) L. Hunter,
Beilstein J. Org. Chem., 2010, 6, 38.

The racemization of thalidomide is well studied by us and
others (ref. 3 and 12d-g); however, a possibility of the SDE
effect on the racemization rate of thalidomide is never
concerned. Generally, racemization is one of many
chemical reactions, the rate of which depends on the
species concentration. Therefore, the efficient separation
of the racemic parts of substrates via SDE would have an
effect on the rate of racemization, because of their
changing concentrations. This is an indication that
thalidomide racemization may be not due only to its high
C-H acidity but also due to the SDE. This hypothesis was
suggested by one of the referees, and we will investigate
further under this direction.
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