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Abstract—Bridged and double calixarene–trehalose molecular architectures have been assembled through ester and amide linkages
between the sugar and the macrocycle units; the double calixsugar showed selective receptor properties toward imidazole. © 2001
Elsevier Science Ltd. All rights reserved.

The ease of preparation in large scale quantities and
variable size of the cavity, the tunable conformation,
the selective and multiple derivatization are main fea-
tures which have led calixarenes to the level of crown
ethers and cyclodextrins as selective receptors for
charged polar species, mainly cations.1 On the other
hand, the use of calixarenes as a platform for the
implantation of biologically active molecules which can
bind complementary neutral species is a much less
investigated topic in supramolecular chemistry studies.2

Within this context, we reported in recent years, back

to 1994, the synthesis of oxygen- and carbon-linked
sugar calix[4]arenes (O-calixsugars3–5 and C-
calixsugars6) featuring up to four carbohydrate moieties
on the lower or upper rim and also disclosed some of
their receptor properties toward ions and neutral
molecules. Other examples of glycosylated
calix[4]arenes7 and calix[4]resorcarenes8 have been
described in more recent years. In order to exploit the
amphiphatic properties of calixsugars as hosts for ions
and neutral molecules, we have designed more rigid
structures in which a cavity is formed by bridging two

Scheme 1.
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Scheme 2.

1,3-distal lower rim sites of a calix[4]arene molecule
with an oligosaccharide or by assembling bis-
calix[4]arene systems through lower rim–lower rim
carbohydrate linkages. While covalently bridged and
double or multiple calixarenes have been reported
with various linkages,9 there are no examples of com-
pounds with carbohydrate tethers.

Aiming at assembling the calixsugar structure through
ester and amide bonds, the C2-symmetric and readily
available �,�-trehalose diols 210 (Scheme 1) and 511

and the diamine12 6 (Scheme 2) were selected as dis-
accharide units for the construction of the designed
novel three-dimensional macrocycles. The first cou-
pling was carried out by condensation of the benzoyl-
ated trehalose derivative 2 (10 mM) with the
known13 1,3-distal bis-carboxylic acid chloride 1 (1
equiv.) in CH2Cl2 in the presence of 4-dimethyl-
aminopyridine (DMAP) at room temperature14

(Scheme 1). This reaction afforded a complex mixture
of products from which the bridged calixsugar15 3
(9%) and the double calixsugar15 4 (17%) were iso-
lated by flash chromatography. A similar ratio of
compounds 3 and 4, although in lower overall yield,
was obtained using a 1 mM solution of the diol 2
and acid chloride 1. It was demonstrated that com-
pound 4 was not transformed into 3 under the reac-
tion conditions or during the chromatographic
purification.

The condensation of the benzylated trehalose diol 5
(10 mM) with 1 under the same conditions outlined
above also afforded a complex reaction mixture from
which the diester bridged calixsugar 7 was isolated by
flash chromatography in 20% yield16 (Scheme 2). The
diamine 6 reacted with 1 in a similar way to give the
diamide bridged calixsugar 8 in 14% yield.17 In both
cases the corresponding double calixsugar derivatives
were not isolated. At higher concentrations only
unidentified polymeric materials appeared to be
formed. The orthogonally protected compounds 7 and
8 were readily transformed into the free hydroxy
derivatives 9 and 10 by debenzylation via hydrogenol-
ysis.18 The cone conformation of the calixarene scaf-
fold in compounds 3, 4, and 7–10 was substantiated
by the chemical shifts of the protons and the multi-
plicity pattern of their signals, along with the chemi-
cal shifts of the carbon atoms of the methylene
bridges.19

The receptor ability of the calixsugars 3, 4, and 7–10
toward neutral and charged molecules was investi-
gated by 1H NMR analysis of suitable mixtures in
organic solvents.20 Evidence for complexation relied
on the observed shift of signals of host and/or
guest.5,21 Only compound 4 in CDCl3 solution showed
substantial interaction with imidazole, while it appeared
to be inert toward substituted derivatives (1-methyl-
imidazole, benzimidazole) or the isomer pyrazole and
various nitrogen containing heterocycles such as
pyrrole, pyridine, thiazole, 2-aminopyrimidine and
1,8-diazabicyclo[5.4.0]undec-7-ene (DBU). An estimate
of the recognition ability of 4 toward imidazole was
obtained by 1H NMR titration. These NMR experi-
ments were performed at 295 K by adding a 100 mM
solution of the guest to a 10 mM solution of the host
(host–guest ratio from 2:1 to 1:9). For the Kas value
determination eight different host and guest concen-
trations were considered using as a probe three pro-
ton signals (H-2, H-6a, and one ArH). The resulting
association constant value of 11.1±2.5 M−1 was calcu-
lated by nonlinear regression. Hence studies on the
use of 4 or similar double calixsugars as molecular
receptors of imidazole-bearing biologically active
compounds22 now become of interest.
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2. For reviews, see: (a) Böhmer, V. Angew. Chem., Int. Ed.
Engl. 1995, 34, 713. (b) Diamond, D.; McKervey, M. A.



A. Dondoni et al. / Tetrahedron Letters 42 (2001) 3295–3298 3297

Chem. Soc. Rev. 1996, 15. (c) Ikeda, A.; Shinkai, S.
Chem. Rev. 1997, 97, 1713. (d) Lhoták, P.; Shinkai, S. J.
Phys. Org. Chem. 1997, 10, 273.

3. Marra, A.; Scherrmann, M.-C.; Dondoni, A.; Casnati,
A.; Minari, P.; Ungaro, R. Angew. Chem., Int. Ed. Engl.
1994, 33, 2479.

4. Marra, A.; Dondoni, A.; Sansone, F. J. Org. Chem. 1996,
61, 5155.

5. Dondoni, A.; Marra, A.; Scherrmann, M.-C.; Casnati,
A.; Sansone, F.; Ungaro, R. Chem. Eur. J. 1997, 3, 1774.

6. Dondoni, A.; Kleban, M.; Marra, A. Tetrahedron Lett.
1997, 38, 7801.

7. (a) Meunier, S. J.; Roy, R. Tetrahedron Lett. 1996, 37,
5469; (b) Curtis, A. D. M. Tetrahedron Lett. 1997, 38,
4295; (c) Félix, C.; Parrot-Lopez, H.; Kalchenko, V.;
Coleman, A. W. Tetrahedron Lett. 1998, 39, 9171; (d)
Roy, R.; Kim, J. M. Angew. Chem., Int. Ed. 1999, 38,
369; (e) Saitz-Barria, C.; Torres-Pinedo, A.; Santoyo-
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