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ARSTRACT: Pn]mcrp]mmnmp}mu:hﬂ]mmpumdl is
m]ad:\dylm-— y! d H this m]:l'vvﬂ:m

memdqmwn‘;ﬂudﬂ!mmﬂ
design of chiral resdufion, chiral enrichment, and chiral purification of
p}umumn] umpmn& In'&mwmimmpmmm
fluoxetine (PLJ::} 2 racemate (Pz.,,.fn,z_q\.Z'_ l}mrla
kryptoracemate (P2, Z = ﬂz'—llT]ﬂnﬂmwﬂityo{ﬂbﬂe
po]gmou])}nﬂuﬂid‘m ﬂ'mmg}la bination of tech

analysis (TGA), hot stage microscopy (HSM), and sohobility meamere-
ments Though the two polymorphs share some structural features, the
N"—H--{" hydrogen bonds have created dissimilar racemic motifs in

their packing, resulting in different enantiomer orientations. The moemate is more stable over the temp

mnges
and is monotropically rebited to layptoracemate. In our experiments, the obbining of non-centrosymmetric lattice of racemic
ﬂlmﬁr:ﬁmeﬂl}mmmhdq)mdmtm H::ﬁcﬁ:m:.Th:ﬂmmlmmicﬂm b:tmnl:-nﬂ'lpn}gmm])}n

“mﬁnﬂﬂomﬁmdhrmtmsﬂﬁmnlﬂﬂiwumMJTT_

1. INTRODUCTION

P-ﬂ]murphn is an important topic in crystal engineering,
materizky, and pharmaceuticl sciences.”™" Polymorph ocour-
mmhahenammmd,mungd}up}mmnaqw]i
m‘ﬁmjmtnun]ilﬂ”mmohﬂﬂlrpﬂ:h‘gdn!mtyl“‘_ﬂh
racemic systerms, on the other hand, the presence of two
muolecular components of o];l])-nﬂbe absolute oncrd’gimtlm
[umhmnu!}’mﬂuch:]]mhmlndlﬂnnmadﬁmu]
mnhnr.hml:- Llﬂywdﬁupdmu?hnﬂm:hn]
m'r:l the different Fmngement of enantiomers and the
P-n-in']:tyofsumhnm of different cemic motifs can give rise
malpﬂ:'n] H:bdof‘nn:mi:p-n}r:m])}ﬁm'inami:
system_* Depending on the cystallization conditions, racemate,
kryptoracomates (ako denoted & falie conglomenate chinl), ora
physical mirture of enantiomers crystals (Le, conglomerates)
mb:obhnnnd.i_u“ﬂtmam:lwtﬂl,amt
mnhwmo{mmnﬁundhﬁﬁd\ﬂu
inversion o\rs]ll: JS‘J-I-I-" hbﬂ:rmvd'y ﬂu:p-u'lh
mmnhzmofamxmmpm&mdun]
brypioracmais that ar 2 moomic misuwre of enantiomers
Madﬁpﬂgmhmo{ﬂuﬂsm
space groups.”

In genenl, the crystalization of rcemic systems results in
mcma‘b:l,u"“ whereas the lzxpilrn‘mu&s formation is more
rare event In a survey of the Cambridge Structural Databaxe
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(€50}, only 181 knyptoracemates  structures have been
identified showing that they represent only 0.1% of structures
depnn'mdincsﬂ.u T}ilfa:tg:uﬂ with the m:ityocfrq:-m‘h
invalving racemate and layptoracemates s polymorphs in the
literature """ In these research articles, chirality and
symmetry have been attributed to different strudurl featres of
ﬂnem‘npnqnﬁmﬁkﬂndﬁa]wmo{mat:
genenates only one enantiomer in the agymmetric unit (ASU),
ﬂt:hyp‘bnmﬂ'na‘bﬂ show Z' > 1, and in most of them'” [about
60%) they exhibit a pseudosy ic relationship between the
enantiomers.”™ 7 In addition, the ﬂfnﬂﬂ)}y of dhiml
molecules in moemic chaine motifs and their suprama ecular
chimlity are the main stuctur] differences between these
polymorphe ™" The frmation of such polymorphs of
rcemic systems is well : but they remain relatively
unexplored. Thus, “racmic polymorphism” potentially pro-
\'i&:mu‘lditinn]mo]mcquh]ﬂginnuirgmﬂopuuﬂu
and chiral purification of pharmaceutical compounds.
Flumefine (FLX), N-methy-3-(4thifluoromethyiphenory)-
JP}:nylpm?ﬂm [Scheme 1), i a selective serotonin
reuptake inhibitor (SSRI), which is vsed in treating a variety of
depresion cases and other mood disorders ™ This
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