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A molecular switch based on acid and base promoted,
cation governed binding in a crown ether threaded rotaxane
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Abstract—A rotaxane, containing both oligo ethylene glycol and secondary ammonium cation binding sites for a threaded crown
ether, has been prepared. 1H NMR spectroscopy has been used to show that the crown ether moiety in the rotaxane undergoes acid–
base and alkali metal cation dependent switch from binding at the ammonium cation position to cooperative binding to the metal
cation at the oligo ethylene glycol site.
� 2006 Elsevier Ltd. All rights reserved.
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The change in the relative positioning of rotaxane
components is an interesting strategy for the design of
nanometer switches.1 Recently, a novel rotaxane was
described, in which its threaded macrocycle could be
relocated with high positional integrity between two
well-separated binding sites in response to various
stimuli, including light,2 electrochemical reduction and
oxidation,3 temperature,2h,k,4 pH,3a,5 solvent polarity,6

and chemical additives.2g,7 The results of these studies
stimulated exploratory investigations aimed at develop-
ing other rotaxane based molecular switches. In one ef-
fort in this area, we observed that rotaxanes, composed
of crown ethers enveloping oligo ethylene glycol axles,
display simultaneous coordination of the macrocycle
and linear polyether to metal cations, in a fashion anal-
ogous to that of lariat-type crown ethers.8 However,
studies of a rotaxane, having both an oligo ethylene gly-
col and an ammonium cation binding site in the axle and
a [24]crown as the macrocycle, did not reveal any alkali
metal cation promoted movement of the crown between
the two binding sites. This result is likely due to the fact
that hydrogen-bonding between the ammonium cation
group and the [24]crown is too strong, thus preventing
joint participation of the crown and oligo ethylene gly-
col group in binding to alkali metal cations.
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It is known that, in contrast to those of [24]crowns,
association constants for complex formation between
[27]crowns and ammonium ions are only moderate.9

Thus, in order to better regulate regioselective binding
at two different sites, we have designed a rotaxane with
a [27]crown as the threaded macrocycle. Below, we de-
scribe the synthesis of a new rotaxane, comprising of
both an ammonium cation and an oligo ethylene glycol
unit as molecular recognition sites in the axle compo-
nent and a mobile threaded [27]crown ether. In addition,
we present observations which demonstrate that move-
ment of a [27]crown moiety between the two binding
sites can be promoted by acid and base in the presence
of metal cations (Fig. 1).
: Crown ether : SpacerM+ : alkali metal ion

station B

Figure 1. A model for the control of reversible shuttling of a crown
ether group between amine (A) and oligo ethylene glycol (B) stations
by protons and alkali metal cations (M+).
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The rotaxane 3a investigated in this effort was prepared
by the sequence shown in Scheme 1. Introduction of the
triethylene glycol unit and aryl spacer group of the tar-
get takes place in the conversion of 3,5-di-tert-butylphe-
nol into aldehyde 1. Treatment of 1 with aminomethyl
benzoate ester followed by reduction gives the corre-
sponding secondary amine 2a, which is saponified and
acidified to form ammonium salts 2b. Esterification of
2b with diphenyldiazomethane in the presence of 3 equiv
of tribenzo[27]crown9 (triB27C9) then affords the
ammonium salt form (3a) of the rotaxane.10 The suc-
cessful preparation of 3a shows that interaction between
the triB27C9 moiety and secondary ammonium groups
is strong, and that the diphenylmethyl end group is suf-
ficiently bulky to prevent unthreading.
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Scheme 1. Reagents and conditions: (a) Cl(CH2CH2O)3H, KI, K2CO3,
98%; (b) MsCl, Et3N; (c) 4-hydroxybenzaldehyde, K2CO3, 90% (two
steps); (d) 4-methoxycarbonylbenzylamine, MgSO4; (e) NaBH4; HCl,
53% (two steps); (f) NaOH; HCl; NH4PF6, 89%; (g) Ph2CN2,
triB27C9, 74%; (h) MOCH2CF3 or MPF6, Et3N, (i) CH3CO2H.
In a manner similar to that seen in dibenzo[24]crown8–
ammonium system,8 strong hydrogen-bonding interac-
tion between the triB27C9 and ammonium cation
groups fixes the position of the macrocycle along the
axis of 3a. This conclusion is supported by analysis of
the 1H NMR spectrum of the 3a (Fig. 2a) which con-
tains a concentration independent NH resonance at
7.70 ppm and resonances for the pairs of benzylic pro-
tons (Hl and Hn) at 4.48 and 4.59 ppm that are charac-
teristic of those in the spectra of crown–ammonium salt
type rotaxane.8 No significant changes in the chemical
shifts of the protons in rotaxane 3a are observed follow-
ing the addition of an excess of LiPF6. Thus, it appears
that hydrogen-bonding interaction between the crown
and ammonium cation in 3a is stronger than cooperative
coordination of the crown with the Li+ complexed oligo
ethylene glycol.

The strong hydrogen bonding interaction in 3a can be
disrupted by deprotonation of the ammonium cation.
To probe the effects of bases, a suspension of
LiOCH2CF3 (0.5 equiv) and 3a in CDCl3–CD3CN
(2:1) was sonicated for 1 h. New peaks along with those
of 3a arose in the 1H NMR spectrum of this mixture
(Fig. 2b) and the intensities of these peaks directly cor-
relate with the amount of LiOCH2CF3 that is added
(Fig. 2c). The chemical shift changes that take place
upon addition of the lithium alkoxide are consistent
with the formation of a new substance (3b) in which a
neutral amine is present and the relative positions of
the rotaxane components are changed. This conclusion
arises from inspection of the 1H NMR spectrum of 3b,
which contains new resonances for all of the protons
(except NH) in the rotaxane. The resonances for the
benzylic protons Hl and Hn in the 3b are shifted to sig-
nificantly higher fields, attributable to the loss of deshiel-
ding effects associated with the ammonium cation and
the aromatic rings of the triB27C8. In addition, reso-
nances for Ho and Hp move to lower fields, a likely re-
sult of the disappearance of shielding by the aromatic
rings in the macrocycle. Shielding effects of the aromatic
moieties are also responsible for upfield shifts in the res-
onances of the aromatic (Hb and Hc) and tert-butyl (Ha)
protons in 3b. The downfield shifts of signals for protons
(Hd–i and Hu,v) in the ethylene glycol units are consistent
with those documented for crown–oligo ethylene glycol–
Li+ complexation.8 Finally, 1H NMR spectral regions
associated with the left sector of ammonium salt 3a
and right sector of 3b are similar to those of 4
(Fig. 2f), a substance lacking the crown and the ammo-
nium group. It is noteworthy that separate signals asso-
ciated with 3a and 3b are present in the spectra prior to
complete deprotonation by bases, since observations
made in studies of other lariat-type rotaxanes show that
complexation with alkali metal ions is kinetically fast on
the NMR time scale.8 Also, 1H NMR monitored titra-
tion showed that 3b contains one lithium cation per each
rotaxane molecule (i.e., 1:0.5 and a 1:1 mixtures 3a and
LiOCH2CF3 in CDCl3–CD3CN gave respective 59:41
and 7:93 mixtures of 3a and 3b).

The effects of acids and bases in the presence of lithium
salts on the relocation of the crown ether group in rotax-



Figure 2. Partial 1H NMR spectra (CDCl3–CD3CN (2:1)) of (a) 3a, (b) 3a (10 mM)+LiOCH2CF3 (0.5 equiv), (c) 3a (10 mM)+LiOCH2CF3

(5 equiv), (d) 3a (5 mM)+LiPF6 (5 equiv)+Et3N (0.1%, v/v), (e) 3a (10 mM)+LiOCH2CF3 (3 equiv)+AcOH (excess), (f) 4.
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ane 3 were investigated. 1H NMR spectral analysis of a
mixture of 3a (10 mM), LiOCH2CF3 (3 equiv), and ex-
cess acetic acid in CDCl3–CD3CN (Fig. 2e) shows that
the interconversion of 3a and 3b is reversible. Thus, pro-
tonation of 3b with acetic acid smoothly regenerates 3a
having the macrocycle located at the original ammo-
nium cation position. The switching can be repeatedly
cycled by alternating addition of LiOCH2CF3 and acetic
acid, as illustrated in Figure 3. Location of the macro-
cycle in 3b can also be promoted by the addition of LiPF6

and Et3N (Fig. 2d). However, the broad 1H NMR sig-
nals seen in this case suggest that the rates of competi-
tive Li+ and H+ association–dissociation are fast on
the NMR time scale. The Li+-induced positional change
cannot be induced by the week base pyridine, an ex-
pected result based on a consideration of the relative
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Figure 3. Plot of chemical shift by alternating addition of 3 equiv of
LiOCH2CF3 (low field) and 3 equiv of AcOH in CDCl3 (high field).
pKa values of the amine site in rotaxane 3 and bases used
for deprotonation (CF3CH2OH 12.4, Et3N+H 11.0,
C5H5N+H 5.3). Consequently, shuttling of the crown
ether between the binding sites in 3 is controlled by
acidity and basicity of the additives and the presence
of lithium cations, favoring the ammonium cation
station under acidic to weakly basic conditions and the
oligo ethylene glycol station under strongly basic
conditions.

The discrimination of the macrocycle for the different
regions of the axle is expressed in the presence of
NaOCH2CF3, also. Namely, the signals associated with
both complexes 3a and 3b are independently presented
in the 1H NMR spectra, and the shifting of signals
was quite similar to the case of LiOCH2CF3. Moreover,
the addition of NaPF6 and Et3N or KPF6 and Et3N
promotes the positional change similar to the case of
LiPF6-Et3N.11

In conclusion, this effort has led to the construction of a
novel rotaxane that contains two different binding loca-
tions, an ammonium cation and lithium cation com-
plexed oligo ethylene glycol group, for its threaded
[27]crown ether component. Acid–base switching experi-
ments, 1H NMR spectroscopic analysis of changes that
take place in the rotaxane upon addition of various
combinations of bases and lithium cations show that
the crown group undergoes a reversible switch from
the ammonium cation station where it is strongly hydro-
gen bonded to the oligo ethylene glycol station where it
cooperatively binds with the alkali metal ion.
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