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Since Atwood et al.[1] and Shinkai et al.[2] independently
discovered the selective formation of a sparingly soluble
C60/p-tBu-calix[8]arene complex in toluene in 1994, there has
been an increasing interest in supramolecular fullerene
chemistry because of its potential applications in chemistry,
biology, and materials sciences.[3] The design of host mole-
cules capable of recognizing fullerenes, one of the most
challenging and thrilling tasks in this field, is mainly based on
the complementarity principle. The utilization of concave/
convex interaction, for example, has resulted in the emer-
gence of a few macrocyclic [60]fullerene receptors such as
calix[n]arenes,[1, 2,4] homooxacalix[3]arene,[4b,5] g-cyclodextrin
(g-CD),[6] cyclotriveratrylene (CTV),[7] and crown ethers.[8]

Intriguingly, however, porphyrins and metalloporphyrins with
planar p surfaces have also been shown to interact with the
curved p surface of fullerenes, predominantly through
van der Waals dispersion forces.[9] To enhance the complex-
ation power of receptors or to increase the stability of
complexes, strategies for constructing molecular clefts such as
bis(calix[n]arenes)[10] and “jaws porphyrins”[11] have been
successfully followed.

The past decade has seen a tremendous development in
calixarene chemistry, and it has now become an indispensable
part of supramolecular chemistry.[12–15] While efforts are still
being expended on derivatization of basic calixarene skel-
etons to improve their cavities and therefore their selective
recognition properties towards various guest molecules, a
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more recent development in this field is the construction of
new calixarenes by replacing the methylene bridges with
heteroatoms[16] such as nitrogen,[17] sulphur,[18] and other
elements,[16,19] or their phenol units with pyrrole,[20] pyri-
dine,[21] and other heteroarene species.[16,22] This has led to a
number of intriguing macrocycles, such as thiacalixarenes[18]

and calixpyrroles.[20] To develop novel and efficient host
molecules, we envisaged that the incorporation of nitrogen
atoms into calixarenes would generate intriguing azacalixar-
enes and azacalixpyridines or their hydrides. Because the
bridging amino-nitrogen atoms can adopt sp3- and/or sp2-
hybridized configurations with or without conjugation to the
neighboring benzene or pyridine rings, the designed macro-
cycles would be subject to self-tuning by formation of various
cavities corresponding to the presence or absence of a guest
species. The conjugative effect of the bridging amino groups
would also increase the electron density of the p surface of the
resulting concave molecules and therefore enhance the
binding affinity towards the electron-deficient curved p

surfaces of fullerenes. Here we report a convenient frag-
ment-coupling synthesis of novel azacalix[m]arene[n]pyridine
host molecules, their molecular structures, and unique full-
erene-complexation properties.

As illustrated in Scheme 1, m-phenylenediamine (1)
condensed efficiently with 2,6-dibromopyridine (2) in the
presence of an excess of KOtBu to afford N,N’-bis(6’-
bromopyrid-2’-yl)-m-phenylenediamine (3) in excellent
yield. Treatment of 3 with methyl iodide and KOtBu led
efficiently to the formation of molecular fragment 4 in 90%
yield. Palladium-catalyzed double aryl amination[23] of 4 with
N,N’-dimethyl-m-phenylenediamine (5) in refluxing toluene
furnished macrocyclic azacalix[2]arene[2]pyridine 6 (n= 1)
and azacalix[4]arene[4]pyridine 7 (n= 3) in 26 and 22%
yields, respectively (see Supporting Information). When the
intermolecular cyclocondensation of 4 and 5 was performed
at lower temperature (104 8C), the larger ring compound 7
was obtained as the major product in 26% yield.

Recrystallization of 6 from hexane/ethyl acetate gave
crystals suitable for X-ray structure analysis.[27] As shown in
Figure 1, 6 adopts a heavily twisted 1,3-alternate conforma-
tion. This is in sharp contrast to the solid-state structures of

azacalix[4]arene[17a] and of calix[4]pyridine,[21a] which have
been determined as S4 and a partial-cone conformation,
respectively. Two of the benzene rings in the structure are
almost face-to-face parallel but with a twist angel of 308. The
shortest C�C distance between these rings is 4.36 A
(C1�C14), while the C4�C17 distance is 5.09 A. Interestingly,
the crystal structure also reveals that all bridging amino
groups conjugate with the neighboring pyridine rings rather
than with benzene rings, with the two pairs of methyl groups
located on the two pyridine planes. The four methyl groups

are approximately cis-configured (rccc).
The cavity of the azacalix[2]arene[2]-
pyridine 6 can be regarded as being
constructed by two benzene and two
conjugated 2,6-bis(methylamino)pyri-
dine planar segments in a twisted 1,3-
alternate fashion (Figure 1).

X-ray structure analysis of single
crystals of azacalix[4]arene[4]pyridine
7,[27] which were obtained directly from
petroleum ether/ethyl acetate after
column chromatography, showed an
interesting molecular structure. First,
as in 6, all the bridging amino groups
in 7 conjugate with the pyridine rings
rather than with the benzene rings, and
all methyl groups lie on the planes of the
neighboring pyridine rings. Thus, allScheme 1. Fragment-coupling approach to azacalix[4]pyridine.

Figure 1. X-ray crystal structure of 6.
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nitrogen atoms of the bridging amino groups adopt sp2

configurations, and the macrocycle is derived from four
benzene rings and four conjugated 2,6-bis(methylamino)pyr-
idine planar units. Second, the molecule forms a large,
diamond-shaped cavity in which the longest distance between
two opposite benzene rings is 12.2 A (Figure 2, top view). In

addition, the whole cavity of the molecule is composed of two
identical partial cone loops consisting of one benzene and two
2,6-bis(methylamino)pyridine planar segments. These two
loops of opposite orientation are connected by two benzene
moieties such that the molecule has S2 symmetry. Accord-
ingly, there are two sets of four cis-configured methyl groups
(rccctttt) attached to the bottom rims of the two partial cone
loops. The conformation of the molecule can thus be viewed
as a 1,2,3-partial cone, resembling a double-ended spoon
(Figure 2, side view). Furthermore, four pyridine nitrogen
atoms lie on one plane, while eight bridging nitrogen atoms
form another two rectangular planes.

Azacalix[m]arene[n]pyridines exhibit interesting [60]full-
erene-complexation properties that depend on the size of the
macrocyclic ring. By means of spectrophotometric measure-
ments, for example, we found that 7 can strongly complex
[60]fullerene, whereas its smaller homologue 6 has no affinity
towards [60]fullerene. On addition of 7 to a solution of
[60]fullerene in toluene, the absorption at 437.5 nm in the
UV/Vis spectrum increases in intensity and shifts gradually to
452.5 nm (Supporting Information, Figure S1). The interac-
tion of 7 with [60]fullerene was clearly evidenced by a color
change of [60]fullerene in toluene from characteristic red-
purple to light brown (Figure 3). A Job plot[10c,24] indicated 1:1

complexation of 7 with [60]fullerene in toluene (Supporting
Information, Figure S2). To further study the recognition of
[60]fullerene by 7, a fluorescence titration was conducted
(Figure 4). The fluorescence intensity of 7 at about lem=

402 nm decreased constantly with increasing concentration

of [60]fullerene. To eliminate the competitive absorption of
[60]fullerene at both the excitation and emission wavelengths,
the fluorescence intensity Fexp of 7 was calibrated to Fcal

according to a literature method.[25] The quenching was
found to follow a Stern–Volmer equation, and the depend-
ence of calibrated F0/Fcal on the concentration of [60]fullerene
is illustrated in the inset to Figure 4. The stability constant Ks

calculated from the plot of F0/Fcal versus [60]fullerene
concentration is 70680� 2060m�1.[26] To the best of our
knowledge, this is the largest Ks value obtained up to date
for complexation of [60]fullerene with a mono-macrocyclic
receptor other than molecular clefts such as biscalix[n]ar-
enes[10] and “jaws porphyrins”.[11]

Azacalix[4]arene[4]pyridine 7 has even higher complex-
ation capability towards [70]fullerene. As indicated by the

Figure 2. X-ray crystal structure of 7.

Figure 3. Color change from red-purple (left,
[C60]=1.084 D 10�4 mol dm�3) to light brown (right) on complexation
with 6 (middle, colorless, 1.084 D 10�4 moldm�3).

Figure 4. Emission spectra (lexc=336 nm) of 7 (3.423 D 10�6 mol dm�3)
in the presence of C60 in toluene at 25 8C. The concentrations of C60 for
curves a–j (from top to bottom) are 0.0, 1.419, 2.837, 4.256, 5.675,
7.093, 8.512, 9.931, 11.349, and 12.768 D 10�6 mol dm�3. Inset:
Variation of fluorescence intensity F0/Fcal of 7 with increasing C60

concentration.
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UV/Vis spectrum (Supporting Information, Figure S3) and
the Job plot[10c,24] (Supporting Information, Figure S4), 7 also
forms a 1:1 complex with [70]fullerene. A fluorescence
titration revealed a stability constant Ks of 136620�
3770m�1, almost twice the stability constant for complexation
of 7 and [60]fullerene (see Supporting Information, Fig-
ure S5). The stronger affinity of 7 towards [70]fullerene than
towards [60]fullerene is most probably due to the giant cavity
and the oval shape.[28]

We hoped to determine the solid-state structures of the 7-
[60]fullerene and 7-[70]fullerene complexes, but no crystals
could be obtained. No salient changes were observed in the
1H and 13C NMR spectra of the complexes in solution. The
superior complexation of fullerenes by 7, which contrasts with
the noninteraction between 6 and fullerenes, suggests a steric
requirement for fullerene recognition by the macrocyclic
receptor. This is consistent with the results of [60]fullerene
recognition with different calix[n]arenes.[4b] The much higher
affinity of 7 (Ks= 70680� 2060m�1) relative to calix[5]- and
[6]arene derivatives (Ks= 87–2120m�1)[4b,d,e] and homooxaca-
lix[3]arene (Ks= 35� 5m�1)[4b] indicates a clear advantage of
introducing amino groups into the bridging positions of
calixarenes. However, the strong interaction of 7 with full-
erenes is not due to the formation of charge-transfer
complexes, because neither new absorption nor emission
peaks were observed in spectrophotometric titrations. The
precise reason for efficient complexation of fullerenes by
azacalix[4]arene[4]pyridine still remains unclear, although it
is most probably rationalizble as the van der Waals force
between sterically fitted concave and convex p surfaces. The
introduction of electron-donating amino groups as the bridg-
ing units increases the electron density of the aromatic rings,
and therefore might further contribute to enhancing the
interaction of the curved surface of the macrocyclic receptor
with electron-deficient fullerenes.

In summary, we have developed a fragment-coupling
approach for the synthesis of azacalix[m]arene[n]pyridines. In
the solid state, azacalix[2]arene[2]pyridine 6 and azacalix[4]-
arene[4]pyridine 7 adopt a heavily twisted 1,3-alternate
conformation and a double-ended spoon-shaped 1,2,3-partial
cone conformation, respectively, in which the bridging nitro-
gen atoms conjugate with the neighboring pyridine rings. We
have also shown that 7 is a novel and efficient macrocyclic
host molecule that complexes [60]- and [70]fullerene in
toluene with Ks values of 70680� 2060m�1 and 136620�
3770m�1, respectively. The color change of [60]fullerene on
complexation and the linearity of the plot of F0/Fcal of the
receptor against [60]fullerene concentration make 7 a power-
ful spectrophotometric sensor for [60]fullerene.
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