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A mild and efficient one-step procedure for the upper rim modification of calix[4]arene via a bis(spirodie-
none) is described. The bis(spirodienone) on reaction with alcohols in the presence of p-TSA affords
mono- and 1,3-disubstituted alkoxy derivatives in moderate to good yields.
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Calix[4]bis(spirodienones) are versatile molecular skeletons
derived from p-tert-butyl-calix[4]arene.1 The rather fortuitous
discovery of bis(spirodienones) comprising three isomers (either
stereo or positional), dates back to 1992 and resulted from a mild
oxidative cyclization reaction2 of p-tert-butyl-calix[4]arene. De-
spite having a macrocyclic 14-membered cavity bordered with
two sets of carbonyl and ether linkages in a non-alternate/alter-
nate fashion, bis(spirodienones) are not suitable candidates as
ionophores. This may be attributed to the orientation of the
two carbonyl groups and ether linkages in opposite directions
thereby creating a non-congenial environment for co-ordination
of metal ions. However, bis(spirodienones) have been utilized
successfully by Biali et al. for effecting transformations of p-tert-
butyl-calix[4]arene into various analogues which are otherwise
difficult to synthesize. Derivatization of the bridging methylene
groups,3 selective aminodehydroxylation4 and replacement of
the lower rim hydroxyls with methyl groups5 are some of the
functionalizations that have been reported on bis(spirodienones).
There have also been reports on synthesis of extraannular-substi-
tuted calix[4]arenes possessing one or two fluorosubstituted
dehydroxylated rings by reaction of bis(spirodienol) with DAST
(Et2NSF3).6

Selective introduction of functional groups at the upper rim of
calix[n]arenes is synthetically more challenging due to the involve-
ment of two or more preliminary steps prior to functionalization.
These involve selective protection of the phenolic hydroxyls fol-
ll rights reserved.

: +91 4712491712.
arma).
lowed by selective removal of the tert-butyl groups positioned at
the upper rim. Reactions reported under this category are haloge-
nation,7 nitration,8 sulfonation,9 chloromethylation,10 acylation,11

formylation,12 etc. Both exhaustive and selective ipso-substitutions
such as sulfonation,13 chlorosulfonation,14 nitration15 and formyla-
tion16 of calixarenes requiring prior protection of the narrow rim
hydroxyls have also been reported. A few scattered reports17 have
appeared on the indirect upper rim alkoxy-substitution of
calix[n]arenes which involved multi-step conversions. Thus, the
development of a simple and more versatile approach for the direct
and selective upper rim alkoxylation of calixarene would be very
useful for the synthesis of complex molecular receptors. In this
context, the new methodology to selectively functionalize the
upper rim of the calix moiety described in this Letter assumes
importance. The acid-mediated reaction of bis(spirodienones), in
the presence of primary alcohols affords, in single step, upper
rim substituted mono- and 1,3-dialkoxy-calix[4]arenes in the cone
conformation which are stabilized by a circular array of hydrogen
bonds at the lower rim.

We came across this unprecedented reaction during our studies
on the reactivity of the dienone carbonyls towards acetal forma-
tion. When we reacted the most stable bis(spirodienone) isomer
1 with 1,2-ethylene glycol in the presence of p-TSA, in addition
to the expected cyclic acetal, a calix[4]arene with alkoxy-substitu-
tion at the upper rim was also obtained. Subsequently, we reacted
1 with dry methanol in anhydrous toluene under reflux in the pres-
ence of p-TSA (0.6 equiv) for 6 h (Scheme 1).18 The reaction mix-
ture after work up followed by column chromatography afforded
a mixture of four products 3–6.
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Table 1
Reaction of calix[4]bis(spirodienone) 1 and methanol using different catalysts
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Entry Lewis acida Yield (%)

3 4a 5a 6

1 p-TSA (0.6 equiv) 16 51 5 10
2 p-TSA (5 equiv) 11 32 45 13
3 BF3�OEt2 6 56 22 —
4 Anhydrous ZnCl2 No reaction
5 Montmorillonite K-10 No reaction
6 Sc(OTf)3 17 50 — —
7 Cu(OTf)2 58 2 — —
8 AgOTf 8 54 11 —
9 Sn(OTf)2 26 (50:50)b — —

10 La(OTf)3 No reaction
11 Yb(OTf)3 No reaction
12 Camphor sulfonic acid No reaction

Reaction conditions: MeOH, toluene, 110 �C, 6 h.
a Unless otherwise stated, 0.6 equiv of Lewis acid was used.
b Obtained as an inseparable mixture of 4a and 1.
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Scheme 1. p-TSA-mediated reaction of calix[4]bis(spirodienone) 1 with methanol.
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The 1H NMR spectrum of 3 revealed it to be p-tert-butyl-ca-
lix[4]arene. In the 1H NMR spectrum of 4a, the OH protons reso-
nated at d 10.20 and the OCH3 protons occurred at 3.64 ppm as a
sharp singlet. The tert-butyl groups appeared as two singlets at d
1.22 and d 1.19 in a 2:1 ratio. In the 13C NMR spectrum, a peak
at d 55.3 corresponding to methoxy carbon was observed. The cone
conformation was confirmed by the 13C NMR spectrum which
showed the methylene bridge carbons at d 31.6 and d 29.8.19 The
structures of the other products 5a and 6 were established on
the basis of spectral analyses (see Supplementary data).

The mechanism outlined in Scheme 2 is suggested to rationalize
the formation of products 4a and 5a. Protonation of the spiro oxy-
gen followed by the nucleophilic attack of methanol at one of the
carbon atoms bearing a tert-butyl group results in the cleavage of
the spiro bond and formation of a protonated cross-dienone. The
aromaticity of cross-dienone can be achieved by the removal of
the tert-butyl group resulting in the formation of the disubstituted
product 5a. The formation of the monosubstituted product 4a can
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Scheme 2. A general mechanism for the reaction of 1 in the presence of MeOH and
p-TSA.
be explained by the oxidative removal of a molecule of formalde-
hyde at reflux temperature of toluene as indicated in Scheme 2.

Next, we investigated the effects of various Lewis acids on this
reaction and the results are shown in Table 1.

A superior result was obtained employing BF3�OEt2 (entry 3) but
at the reflux temperature of toluene, mild etching of glassware was
observed due to release of hydrogen fluoride vapours. The use of
5 equiv of p-TSA gave both mono- and dimethoxy calixarenes in
Table 2
Reaction of calix[4]bis(spirodienone) 1 with various alcohols
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Entry Lewis acid Yield (%)

3 4 5 6

1 CH3OH (2a) 11 4a/32 5a/45 15

2 OH (2b) 17 4b/49 — 20

3 OH (2c) 20 4c/37 — 26

4 OH (2d) 22 4d/35 — 28

5 OH (2e) 18 4e/30 — 31

6 OH (2f) 12 4f/33 5f/38 17

7 OH (2g) 16 4g/28 — 18

8 OH (2h) 20 4h/22 — 34

Reaction conditions: 2, 5 equiv p-TSA, toluene, 110 �C, 6 h.
For entries 6–8, the reaction time is 10 min.
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32% and 45% yields, respectively. Considering the cost effectiveness
and ease of handling of the various catalysts used, 5 equiv of p-TSA
in toluene was selected as the optimal acid concentration for upper
rim modifications.

With the optimal conditions in hand, we next examined the
reactivities of a variety of primary alcohols towards bis(spirodie-
nones). The reaction was found to be general with both saturated
and unsaturated alcohols yielding monosubstituted products 4
and 6 in all the cases investigated except for entries 1 and 6. Unsat-
urated alcohols (entries 6–8) were found to react faster and the
reactions were complete within 10 min (Table 2).

The reaction of 4a with BBr3 in dichloromethane at 0 �C afforded
5-hydroxycalix[4]arene 7 in 75% yield (Scheme 3).20 Although
there has been a report on the synthesis of detertiarybutylated 5-
hydroxy calix[4]arene,21 to the best of our knowledge, this is the
first synthesis of 7,11,23-tri-p-tert-butylcalix[4]arene with a hy-
droxyl group on the upper rim.

In conclusion, a direct and efficient acid-mediated protocol for
the upper rim ipso-alkoxy substitution of calix[4]arene via bis(spi-
rodienone) 1 has been described in this letter. The transformation
is distinguished by mild reaction conditions, experimental simplic-
ity and considerable generality. Studies to transform the upper
rim-substituted products to highly functionalized macrocycles
are underway and a detailed study of the reactivity of bis(spirodie-
nones) with nucleophiles such as amines and thiols is in progress.
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