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In this paper, we describe the folding of a series of linear arylamide oligomers in DMSO that is induced
by benzene-1,3,5-tricarboxylate anion. The oligomers are comprised of naphthalene-2,7-diamine and
1,3,5-benzenetricarboxylic acid segments with two (tert-butoxycarbonylamino) groups at the ends and
two to four hydrophilic N,N-bis(2-(2-(2-methoxyethoxy)ethoxy)ethyl)amino groups at one side of the
backbones. (2DNOESY) 1HNMR, fluorescence andUV-vis studies indicate that theoligomers donot
adopt defined conformations in DMSO but fold into compact structures in the presence of the anion. It
is revealed that the folded conformation is induced by intermolecular hydrogen bonds between the
amide and aromatic hydrogen atoms of the oligomers and the oxygen atoms of the anion. 1HNMRand
UV-vis titrations support a 1:1 binding stoichiometry, and the associated constants are determined,
which are found to increase with the elongation of the oligomers.

Introduction

Inspired by the helical or folded structures that are com-
monly found in proteins and nucleic acids, in the past decade

there has been an increasing interest in developing folda-
mers, synthetic oligomers that spontaneously fold into well-
defined secondary structures.1 In most cases, the driving
forces come from varying intramolecular interactions. Ex-
amples of the folded backbones that utilize this approach
include linear heterocycles,2 amino acid derivatives,3 oligo-
meric arylamides,4 and (m-phenylene ethynylene)s,5 some of
which have been reported to recognize small organic mole-
cules6 or serve as enzyme mimics to catalyze or promote

(1) Hecht, S., Huc, I., Eds. Foldamers: Structure Properties and Applica-
tions; Wiley-VCH: Weinheim, Germany, 2007.

(2) For examples, see: (a) Cuccia, L. A.; Lehn, J.-M.; Homo, J.-C.;
Schmutz, M. Angew. Chem., Int. Ed. 2000, 39, 233–237. (b) Corbin, P. S.;
Zimmerman, S. C.; Thiessen, P. A.; Hawryluk, N. A.; Murray, T. J. J. Am.
Chem. Soc. 2001, 123, 10475–10488. (c) Dolain, C.; Maurizot, V.; Huc, I.
Angew. Chem., Int. Ed. 2003, 42, 2738–2740. (d) Kolomiets, E.; Berl, V.;
Odriozola, I.; Stadler, A.-M.; Kyritsakas, N.; Lehn, J.-M. Chem. Commun.
2003, 2868–2869. (e) Zhao, X.; Jia,M.-X.; Jiang, X.-K.; Wu, L.-Z.; Li, Z.-T.;
Chen, G.-J. J. Org. Chem. 2004, 69, 270–279. (f) Petitjean, A.; Cuccia, L. A.;
Schmutz, M.; Lehn, J.-M. J. Org. Chem. 2008, 73, 2481–2495.

(3) For recent examples, see: (a) Gademann, K.; Hane, A.; Reuping, M.;
Jaun, B.; Seebach,D.Angew. Chem., Int. Ed. 2003, 42, 1534–1537. (b)Hayen,
A.; Schmitt,M.A.; Ngassa, F.N.; Thomasson,K.A.; Gellman, S. H.Angew.
Chem., Int. Ed. 2004, 43, 505–510. (c) Sharma, G. V. M.; Nagendar, P.;
Jayaprakash, P.; Krishna, P. R.; Ramakrishna, K. V. S.; Kunwar, A. C.
Angew. Chem., Int. Ed. 2005, 44, 5878–5882. (d) Menegazzo, I.; Fries, A.;
Mammi, S.; Galeazzi, R.; Martelli, G.; Orena, M.; Rinaldi, S. Chem.
Commun. 2006, 4915–4917. (e) Choi, S. H.; Guzei, I. A.; Spencer, L. C.;
Gellman, S. H. J. Am. Chem. Soc. 2009, 131, 2917–2924. (f) Saludes, J. P.;
Ames, J. B.; Gervay-Hague, J. J. Am. Chem. Soc. 2009, 131, 5495–5505. (g)
Mandity, I.M.;Weber, E.;Martinek, T.A.; Olajos,G.; Toth,G.K.; Vass, E.;
Fulop, F. Angew. Chem., Int. Ed. 2009, 48, 2171–2175.

(4) For representative examples, see: (a) Hamuro, Y.; Geib, S. J.;
Hamilton, A. D. J. Am. Chem. Soc. 1996, 118, 7529–7541. (b) Yuan, L.;
Zeng, H.; Yamato, K.; Sanford, A. R.; Feng, W.; Atreya, H.; Sukumaran,
D. K.; Szyperski, T.; Gong, B. J. Am. Chem. Soc. 2004, 126, 16528–16537. (c)
Jiang, H.; Leger, J.-M.; Huc, I. J. Am. Chem. Soc. 2003, 125, 3448–3449. (d)
Maurizot, V.; Dolain, C.; Leydet, Y.; Leger, J.-M.; Guionneau, P.; Huc, I.
J. Am. Chem. Soc. 2004, 126, 10049–10052. (e) Gillies, E. R.; Deiss, F.;
Staedel, C.; Schmitter, J.-M.; Huc, I. Angew. Chem., Int. Ed. 2007, 46, 4081–
4084. (f) Hu, Z.-Q.; Hu, H.-Y.; Chen, C.-F. J. Org. Chem. 2006, 71, 1131–
1138.

(5) (a) Nelson, J. C.; Saven, J. G.; Moore, J. S.; Wolynes, P. G. Science
1997, 277, 1793–1796. (b) Zhao, D.; Moore, J. S. J. Am. Chem. Soc. 2003,
125, 16294–16299. (c) Yang, X.; Brown, A. L.; Furukawa, M.; Li, S.;
Gardinier, W. E.; Bukowski, E. J.; Bright, F. V.; Zheng, C.; Zeng, X. C.;
Gong, B. Chem. Commun. 2003, 56–57.
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discrete reactions.7 Another approach to create folded or
helical structuresmakes use of an external interaction. In this
case, the backbones themselves are structurally flexible
but may fold to convergent conformations through binding
a neutral or ionic template or undergoing photoisomeriza-
tion.8-14 In this context, chloride anion has recently been
used as a template to induce structurallymatched indole- and
1,2,3-triazole-based oligomers to fold through the intermo-
lecular N-H 3 3 3Cl

- or C-H 3 3 3Cl
- hydrogen bonding.13,14

We have a long-standing interest in designing folded
systems for molecular recognition.15 In particular, we have
constructed several series of arylamide oligomers-based
artificial receptors whose folded conformations are stabi-
lized by the intramolecular hydrogen bonding.6a-c One issue
related to this series of arylamide backbones is whether they
can form folded conformations without the induction of the
intramolecular hydrogen bonding. To address this issue, we
have designed a class of arylamide oligomers consisting of
alternate benzene and naphthalene segments. Molecular

mechanics calculations were performed on representative
oligomer T3 (without side chains). The result shows that its
energy-minimized conformation forms a folded structure to
host a 1,3,5-tricarboxylate anion (see Supporting Informa-
tion). In this paper, we report that strong complexation did
occur between them in DMSO, a highly polar solvent, which
are driven by the intermolecular N-H 3 3 3O

- and C-
H 3 3 3O

- hydrogen bonds, leading to the formation of folded
structures. To the best of our knowledge, this research
represents the first example using an organic anion to induce
folded structures.

Results and Discussion

Synthesis. Compounds T1-T4 have been designed for
binding benzene-1,3,5-tricarboxylate anion (3). Compounds
T1-T3were prepared according to reportedmethods.16 The
synthetic route for longer oligomer T4 is provided in
Scheme 1. Thus, compound T2 was first treated with an
excess of trifluoroacetic acid in dichloromethane to afford
diamine 1, which was then coupled with acid 216 in DMF in
the presence of HATU and DIEA to afford T4 in 69% yield.
Compound T4 has been characterized by 1H and 13C NMR
spectroscopy and (high-resolution) mass spectrometry.

1H NMR Studies. Since the guest molecule tetrabutyl-
amonium benzene-1,3,5-tricarboxylate (3) was insoluble in
organic solvents of low polarity such as chloroform, dichloro-
methane, or acetonitrile, we chose to use DMSO-d6 as the
solvent. The binding behavior of T3 was first investigated.
The formation of a folded structure for T3 to bind the
benzene-1,3,5-tricarboxylate anion was first evidenced by
1H NMR titration experiments. As can be seen in Figure 1,
T3 itself gave rise to a set of signals of high resolution.
However, upon incremental introduction of 3, a new set of
signals appeared, while the signals ofT3 itself wereweakened
gradually (Figures 1c-e). The new set of signals could
be rationally assigned to a complex formed between T3

and 3 as a result of a slow exchange between the complexed
and free T3 on the NMR time scale. The signals of free T3

SCHEME 1. Synthetic Route for Compound T4

(6) For recent examples, see: (a) Hou, J.-L.; Shao, X.-B.; Chen, G.-J.;
Zhou, Y.-X.; Jiang, X.-K.; Li, Z. T. J. Am. Chem. Soc. 2004, 126, 12386–
12394. (b) Li, C.; Ren, S.-F.; Hou, J.-L.; Yi, H.-P.; Zhu, S.-Z.; Jiang, X.-K.;
Li, Z.-T.Angew. Chem., Int. Ed. 2005, 44, 5725–5729. (c) Li, C.;Wang,G.-T.;
Yi, H.-P.; Jiang,X.-K.; Li, Z.-T.;Wang, R.-X.Org. Lett. 2007, 9, 1797–1800.
(d) Garric, J.; L�eger, J.-M.; Huc, I. Angew. Chem., Int. Ed. 2005, 44, 1954–
1958. (e) Chebny, V. J.; Rathore, R. J. Am. Chem. Soc. 2007, 129, 8458–8465.
(f) Abe, H.;Machiguchi, H.; Matsumoto, S.; Inouye,M. J. Org. Chem. 2008,
73, 4650–4661.

(7) (a) Heemstra, J. M.; Moore, J. S. J. Am. Chem. Soc. 2004, 126, 1648–
1649. (b)Heemstra, J.M.;Moore, J. S. J.Org. Chem. 2004, 69, 9234–9237. (c)
Dolain, C.; Zhan, C.; Leger, J.-M.; Daniels, L.; Huc, I. J. Am. Chem. Soc.
2005, 127, 2400–2401. (d) Smaldone, R. A.; Moore, J. S. J. Am. Chem. Soc.
2007, 129, 5444–5450. (e) Yi, H.-P.; Wu, J.; Ding, K.-L.; Jiang, X.-K.; Li,
Z.-T. J. Org. Chem. 2007, 72, 870–877. (f) Horne, W. S.; Boersma, M. D.;
Windsor,M. A.; Gellman, S. H.Angew. Chem., Int. Ed. 2008, 47, 2853–2856.
(g) Smaldone, R. A.; Moore, J. S. Chem.-Eur. J. 2008, 14, 2650–2657. (h)
Muller, M. M.; Windsor, M. A.; Pomerantz, W. C.; Gellman, S. H.; Hilvert,
D. Angew. Chem., Int. Ed. 2009, 48, 922–925.

(8) (a) Berl, V.;Huc, I.;Khoury,R.G.;Krische,M. J.; Lehn, J.-M.Nature
2000, 407, 720–723. (b) Ajayaghosh, A.; Arunkumar, E.; Daub, J. Angew.
Chem., Int. Ed. 2002, 41, 1766–1769. (c) Arunkumar, E.; Ajayaghosh, A.;
Daub, J. J. Am. Chem. Soc. 2005, 127, 3156–3164. (d) Zhong, Z.; Zhao, Y.
Org. Lett. 2007, 9, 2891–2894. (e) Zhao, Y.; Zhong, Z. J. Am. Chem. Soc.
2006, 128, 9988–9989.

(9) (a) Khan, A.; Kaiser, C.; Hecht, S. Angew. Chem., Int. Ed. 2006, 45,
1878–1881. (b) Khan, A.; Hecht, S. Chem.-Eur. J. 2006, 12, 4764–4774. (c)
Tie, C.; Gallucci, J. C.; Parquette, J. R. J. Am. Chem. Soc. 2006, 128, 1162–
1171.

(10) (a) Prince, R. B.; Okada, T.; Moore, J. S . Angew. Chem., Int. Ed.
1999, 38, 233–236. (b) Petitjean, A.; Cuccia, L. A.; Lehn, J.-M.; Nierengarten,
H.; Schmutz, M. Angew. Chem., Int. Ed. 2002, 41, 1195–1198. (c) Petitjean,
A.; Nierengarten, H.; vanDorsselaer, A.; Lehn, J.-M.Angew. Chem., Int. Ed.
2004, 43, 3695–3699. (d) Stone, M. T.; Moore, J. S. J. Am. Chem. Soc. 2005,
127, 5928–5935.

(11) (a) Prince, R. B.; Barnes, S. A.; Moore, J. S. J. Am. Chem. Soc. 2000,
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766–778. (b) Li, Z.-T.; Hou, J.-L.; Li, C. Acc. Chem. Res. 2008, 41, 1343–
1353.

(16) Xu, Y.-X.; Wang, G.-T.; Zhao, X.; Jiang, X.-K.; Li, Z.-T. Langmuir
2009, 25, 2684–2688.



J. Org. Chem. Vol. 74, No. 19, 2009 7269

Xu et al. JOCArticle

disappeared after ∼1 equiv of 3 was added (Figure 1f).
Addition of an excess of 3 (up to 2.72 equiv) did not cause
the signals in the downfield area to shift anymore, suggesting
that T3 has been saturated by just 1 equiv of 3 and also a 1:1
binding model.

The 1H NMR spectra of free T3 and the 1:1 mixture of T3
and 3 in DMSO-d6 are provided in Figure 2 for further
analysis. Themarked signals ofT3 have been assigned on the
basis of the 2DNOESYandCOSY 1HNMRexperiments. It
can be found that, upon addition of 3, the B, C, and D NH
signals of T3 were shifted downfield substantially (Δδ =
1.06, 2.56, and 1.42 ppm, respectively) (Figure 2a,b), sug-
gesting the formation of strong intermolecular N-H 3 3 3O
hydrogen bonds between these hydrogen atoms and the
oxygen atoms of 3. The signals of H-7 and H-17 of T3 were
also shifted downfield dramatically (Δδ = 1.24 and 1.60

ppm, respectively), suggesting that these hydrogen atoms
also formed intermolecular C-H 3 3 3O hydrogen bonds to
induce the formation of a folded conformation for T3, as
shown in Figure 3a.17,18 Similar chloride-induced folding of
linear 1,2,3-triazole-based oligomers have been reported,
which utilized the intermolecular C-H 3 3 3Cl

- hydrogen
bonding as the driving force.19 The signals of the H-14 and
H-15 hydrogen atomswere also shifted downfield pronounc-
edly (Δδ=0.54 and 0.67 ppm, respectively), which was also
consistent with the folded conformation and indicated short
C-H 3 3 3O contacts (Figure 3a). Interestingly, the signal of

FIGURE 1. Partial 1H NMR spectra (300 MHz) of (a) 3 (0.77 mM), (b) T3, (c) T3+ 3 (0.13 equiv), (d) T3+ 3 (0.42 equiv), (e) T3+ 3 (0.75
equiv), (f) T3 + 3 (1.06 equiv), and (g) T3+ 3 (2.72 equiv) in DMSO-d6) at 25 �C, highlighting the signals of free T3 (9) and the complexed
T3 (b). [T3] = 0.77 mM.

FIGURE 2. Partial 1HNMR (300 MHz) spectra of (a) T3 + 3, (b) T3, (c) T1 + 3, and (d) T1 in DMSO-d6 at 25 �C. The concentration was
0.77 mM.

(17) (a) Bryantsev, V. S.; Hay, B. P. Org. Lett. 2005, 7, 5031–5034. (b)
Bryantsev, V. S.; Hay, B. P. J. Am. Chem. Soc. 2005, 127, 8282–8283.

(18) Jeong, K. S.; Cho, Y. L. Tetrahedron Lett. 1997, 38, 3279–3282.
(19) (a) Li, Y.; Flood, A. H. Angew. Chem., Int. Ed. 2008, 47, 2649–2652.

(b) Li, Y.; Flood, A. H. J. Am. Chem. Soc. 2008, 130, 12111–12122.
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the H-16 hydrogen was also shifted downfield by 0.95 ppm.
This result may be explained by considering that the forma-
tion of the folded conformation forced the oxygen atoms of
the two carbonyl groups at the 1- and 3-positions to orientate
toward this hydrogen and thus to impose a strong deshield-
ing effect.20

The signals of the H-1, H-2, H-3, and H-6 atoms of the
terminal naphthalene units and the tert-butyl hydrogen
atoms were shifted upfield notably, further supporting that
stacking of these two naphthalene rings occurred due to the
formation of a folded conformation.Different from theB, C,
andDNH signals, the signal of the Boc-bearing NH (A) was
shifted upfield by 0.07 ppm, which should be attributed to
the shielding of another terminal naphthalene unit due to the
above stacking.

The formation of the above N-H 3 3 3O and C-H 3 3 3O
hydrogen bonding was further supported by the 1H NMR
binding experiments between T1 and 3 (Figures 2c and 2d).
Upon addition of 1 equiv of 3 to a DMSO-d6 solution of T1,
the signals of the B and H-7 hydrogen atoms of T1 were

shifted downfield pronouncedly (Δδ = 0.27 and 0.16 ppm,
respectively), suggesting that hydrogen bonds formed be-
tween B andH-7 and the oxygen of 1, 3, 5-benzenetricarbox-
ylate anion. However, different from that of T3, the signals
of the H-5, H-6, H-8, and A hydrogens of T1 showed very
little downfield shift (<0.03 ppm), whichwas consistent with
the minimal binding of these hydrogen atoms and implied
that T1 did not fold to host 3.

Figure 4 provides the 1HNMR spectra ofT2 andT4 in the
absence and presence of 3. Two distinct sets of signals could
still be observed after addition of 3. The changes of the
chemical shifts after 1 equiv of 3was added are also provided
in Figure 4. Just like that of T3, the B and C NH signals as
well as H-7 of T2 were shifted downfield notably, which
should result from strong intermolecular hydrogen binding
between these hydrogen atoms and the oxygen atoms of 3.
Different from that of T3, the signal of carbamate hydrogen
A of T2 was shifted downfield, suggesting the participation
of intermolecular hydrogen bonding of this hydrogen. As
expected, the hydrogen atoms of the tert-butyl group of T2
showed very little upfield shifting, which is consistent with
the fact that the two terminal naphthalene units did not stack
due to its shorter chain length. These results indicated that,
although T2 has fewer hydrogen-bonding sites than T3, it
can still form a stable complex with 3. The resolution of 1H
NMRof oligomerT4was lower than that of its analoguesT2
and T3, and the peaks could not be assigned completely
according to the 2D NOESY and COSY experiments due to
significant overlapping of the signals. However, remarkable
downfield shifts can still be observed for the signals of amide
hydrogens D and C as well as H-14, H-15, H-17, and H-21,
characteristic of strong intermolecular hydrogen-binding
interactions. Meanwhile, upfield shifting was also displayed
for the signals of the tert-butyl hydrogen atoms. All of these
results support that oligomer T4 should also adopt similar
folded conformation asT3. Furthermore, 1HNMR titration
experiments of T2 and T4with 3 also showed a saturation of
complexation after the addition of 1 equiv of 3, reflecting a
1:1 binding model and the high stability of the complexes.

To obtain deeper insight for the anion-induced folding, the
2DNOESY 1HNMRexperiment was further carried out for
the mixture of T3 and 3 in DMSO-d6. The result is provided
inFigure 5.ANOEconnectionwas clearly observed between
the signals of H-2 andH-4 of the terminal naphthalene units.
Since such NOE connections were not detected for T3 in the
absence of 3 (see the Supporting Information), this NOE can
only be reasonably attributed to a cross-ring contact of the
folding ofT3. Similar NOE connection was not observed for
T2 in the presence of 3, which reflected the fact that this
oligomer is not longer enough for its two ending naphthalene
units to stack or even to be in close proximity.6a StrongNOE
connections were also exhibited between the H-4 and H-7,
H-7 andH-15, H-14 andH-17, and B and C hydrogen atoms
of T3 in the mixture, which also supported the formation of
the folded conformation. In addition to the above intramo-
lecular NOE connections, intermolecular NOEs were also
observed between the signal of 3 and the signals of the H-4,
H-7, H-14, H-15, H-17, B, and D hydrogen atoms of T3,
indicating that T3 did fold to host 3 and the resulting
complex was stable enough. These NOE connections can
still be observed in the spectrum acquired by using mixing
time of 0.5 s, which is consistent with that predicted by the

FIGURE 3. (a) Proposed folded conformation ofT3, upon binding
with the benzene-1,3,5-tricarboxylate anion, stabilized by the inter-
molecular N-H 3 3 3O andC-H 3 3 3Ohydrogen bonds. The counter
cations were omitted for clarity. (b) Folding-induced formation of
the excimer of the appended pyrene units of 4.

(20) Wu, Z.-Q.; Shao, X.-B.; Li, C.; Hou, J.-L.; Wang, K.; Jiang, X.-K.;
Li, Z.-T. J. Am. Chem. Soc. 2005, 127, 17460–17468.
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molecular mechanics calculations (see the Supporting
Information). Despite the strong binding, bonded 3 gave rise
to only one singlet, which implied that it could rotate quickly in
the cavity of the folded T3, well reflecting its high structural
symmetry. The NOESY 1HNMR spectrum of the 1:1 solution
of longer oligomer T4 and 3 in DMSO-d6 was also recorded,
which displayed similar intermolecularNOE cross-peaks, again
supporting thatT4 complexed 3 also through the formation of a
folded conformation (see the Supporting Information).

Fluorescence Spectroscopy. Because of its strong excimer
emission, pyrene has been used as an indicator for detecting
the folding of linear molecules.8d,21 Therefore, we designed

4,16 analogue of T2, to investigate the pyrene interactions
induced by 3. Its fluorescence spectra in the presence of
varying amounts of 3were recorded inDMSOand are shown
in Figure 6. With the increase of 3, the excimer emission of
the pyrene unit, centered at ca. 490 nm, was increased
pronouncedly at the expense of a decrease of its monomer
emission at ca. 400 nm. The result clearly indicated that the
oligomer was induced by 3 to adopt a folded conformation
and consequently forced the two terminal pyrene units to
approach each other to form an excimer (Figure 3b), which is
consistent with the above 1H NMR result for the mixture of
T2 and 3.

UV-vis Spectroscopy. UV-vis experiments were carried
out in DMSO to quantitatively evaluate the binding proper-
ties of the oligomers toward 3. The representative results are

FIGURE 5. Partial NOESY spectrum (500 MHz) of the mixture of T3 (0.77 mM) + 3 (2.1 mM) in DMSO-d6 at 25 �C (mixing time = 1 s).

FIGURE 4. Partial 1H NMR (300 MHz) spectra of (a) T2 + 3 (1:1), (b) T2, and (c) T4 + 3 (1:1), (d) T4 in DMSO-d6 at 25 �C. The
concentration was 0.77 mM.

(21) (a) Zhou,W.; Li, Y.; Li, Y.; Liu, H.;Wang, S.; Li, C.; Yuan,M.; Liu,
X.; Zhu, D. Chem.-Asian. J. 2006, 1, 224–230. (b) Pan, X.; Zhao, Y. Org.
Lett. 2009, 11, 69–72.
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presented in Figure 7. Upon addition of 3, the spectra of
T2-T4were all changed gradually, reflecting their structural
reorganization due to binding the anion. The absorption
change of all three samples displayed an isosbestic point at
around 300 nm, indicating that just two states existed in the
system.22,23 That is, one for the free oligomers and another
for their complexes with the anion, which is consistent with
the above 1HNMR results. A Job’s plot analysis ofT3 and 3

reconfirmed the 1:1 binding stoichiometry for the complex
(see the Supporting Information).24 On the basis of the
titration results, their association constants were estimated
to be 2.5 ((0.29) � 104, 8.6 ((3.0) � 105, and 5.5 ((0.64) �
106 M-1.25 The values were increased substantially with the
elongation of the backbones, reflecting that longer oligomers
can provide more amide units for the formation of more
intermolecular hydrogen bonds. Considering the high polar-
ity of the solvent, the values are impressive, suggesting that
the multiple intermolecular hydrogen bonds are highly

effective in stabilizing the resulting complexes. The UV-vis
titration ofT1with 3was also carried out (see the Supporting
Information). In contrast to that ofT2-T4, the addition of 3
caused a slight decrease of UV absorption of T1, and no
saturation or isosbestic point was observed, suggesting that
T1 and 3 did not form a well-defined complex, which is
consistent with the above 1HNMR result. Other anions such
as chloride, bromide, nitrate, acetate, and isophthalate were
also tested on their abilities to induce the formation of a
folded conformation for T3. The 1H NMR studies revealed
that they did not induce the folded structure of the oligomer,
although weak binding might exist between T3 and these
anions (see the Supporting Information). This result shows
that the binding between T3 and benzene-1,3,5-tricarboxy-
late anion is specific.

Conclusion

In recent years, intramolecularly hydrogen bonding-
induced oligomeric arylamide-based foldamers have been
extensively investigated. In this paper, we have demon-
strated that similar backbones can be forced by structurally
matched guest to form a folded conformation through the
formation of strong intermolecular multiple hydrogen
bonds. One notable feature of the present study is the very

FIGURE 6. Fluorescence spectra of 4 (0.5 μM) with the addition of 3 (0-28 μM) in DMSO at 25 �C (λex = 349 nm). Inset: the fluorescence
emission in the 450-625 nm region.

FIGURE 7. UV-vis absorption spectra of (a) T2 (10 μM), (b) T3 (7.5 μM), and (c) T4 (6.0 μM) upon addition of 3 (from 0 to 90, 22.5, and
21 μM for T2, T3, and T4, respectively) in DMSO at 25 �C. Inset: the plot of the absorbance at 269 nm vs [3].
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high binding ability of the new arylamide oligomers toward
the trianion guest that occurs in DMSO, a highly polar and
hydrogen-binding competitive solvent. The result raises
the possibility of designing other oligomers that possess a
smaller or larger cavity to bind other anionic guests. If
chiral units are introduced to the oligomeric hosts and/or
guests, we may expect that new chiral supramolecular
systems would be produced due to the great binding
stability.

Experimental Section

General Methods. All reagents and chemicals were obtained
from commercial sources and used without further purification
unless otherwise noted. The solvents have been purified by
standard procedures before use. Chemical shifts are expressed
in parts per million (δ) using residual proton resonances of the
deuterated solvents as the internal standards. The synthetic
procedures and characterizations of compound T1, T2, T3,
and 4 have been reported previously.16

Compound 1. Compound T2 (0.51 g, 0.32 mmol) was dis-
solved in dichloromethane (10 mL), and trifluoroacetic acid
(0.97mL, 12.6mmol)was then added. The resultingmixturewas
stirred at room temperature for 21 h. After removal of the
solvent, the residue was redissolved in dichloromethane (200
mL), washed with saturated sodium bicarbonate solution and
brine, and then dried over anhydrous sodium sulfate. The
organic solvent was removedwith a rotavapor, and the resulting
residual was purified by column chromatography (CH2Cl2/
EtOAc/MeOH 2:8:1 then 5:5:1) to afford compound 1 as an
oil (0.40 g, 90%). 1H NMR (300 MHz, CDCl3): δ 9.64 (s, 4 H),
8.48 (s, 2 H), 8.04-7.98 (m, 8 H), 7.69-7.43 (m, 10 H), 6.80 (d,
J=9.0Hz, 2H), 6.69 (s, 2H), 3.97 (s, 4H), 3.70-3.15 (m, 60H).
13CNMR(125MHz,CDCl3):δ 171.1, 165.1, 165.0, 145.0, 137.1,
136.2, 135.6, 135.3, 133.9, 129.2, 128.7, 128.4, 128.2, 127.2,
125.2, 120.1, 117.6, 116.9, 115.6, 108.3, 71.8, 71.7, 70.4, 70.3,
70.2, 70.0, 69.0, 68.2, 58.8, 58.7, 49.8, 45.1.MS (MALDI-TOF):
m/z 1428.9 [MþNa]þ. HRMS: calcd for C76H92N8O18Na [Mþ
Na]þ 1427.6436, found 1427.6422.

Compound T4. A mixture of diamine 1 (0.21 g, 0.15 mmol),
acid 2 (0.25 g, 0.34 mmol), O-(7-azabenzotriazol-1-yl)-N,N,N0,
N0-tetramethyluronium hexafluorophosphate (HATU) (0.17 g,

0.44 mmol), and N,N-diisopropylethylamine (0.18 mL, 1.0
mmol) in DMF (5 mL) was stirred at room temperature for
11 h. After removal of the solvent with a rotavapor, the resulting
residue was subjected to flash column chromatography
(CH2Cl2/EtOAc/MeOH 5:5:1) to give T4 as a pale yellow solid
(0.29 g, 69%). 1HNMR (300MHz, DMSO-d6): δ 10.73 (s, 6 H),
10.67 (s, 2H), 9.54 (s, 2H), 8.72-8.69 (m, 4H), 8.44 (s, 6H), 8.33
(s, 2 H), 8.22-8.20 (m, 8 H), 8.01 (s, 2 H), 7.92-7.75 (m, 18 H),
7.50 (d, J = 9.0 Hz, 2 H), 3.72 (s, 16 H), 3.61-3.31 (m, 80 H),
3.22 (s, 12H), 3.14 (s, 12H), 1.52 (s, 18H). 13CNMR (125MHz,
DMSO-d6): δ 169.84, 164.68, 152.85, 137.70, 137.42, 137.13,
136.98, 135.30, 135.24, 133.87, 133.65, 128.90, 128.00, 127.88,
127.53, 127.19, 126.23, 119.74, 118.87, 116.31, 115.92, 113.07,
79.20, 71.25, 71.10, 69.74, 69.56, 67.95, 67.81, 57.96, 57.89,
49.12, 44.27, 28.11.MS (MALDI-TOF):m/z 2874.3 [MþNa]þ.
HRMS: calcd for C152H190N14O40 Na [M þ Na]þ 2874.3096,
found 2874.3156.

Tetrabutylamonium Benzene-1,3,5-tricarboxylate (3). To a
stirred solution of benzene-1,3,5-tricarboxylic acid (0.43 g, 2.0
mmol) in methanol (7 mL) was added aqueous tetrabutylam-
monium hydroxide solution (15.6 g, 6.0 mM). The reaction
mixture was stirred at room temperature overnight. After
removal of the solvent, the resulting residue was dried over
P2O5 under vacuum at 80 �C to give 3 quantitatively as a sticky
white solid. 1H NMR (300 MHz, DMSO-d6): 8.19 (s, 3 H),
3.19-3.13 (m, 24H), 1.56-1.51 (m, 24H), 1.36-1.24 (m, 24H),
0.93 (t, J = 7.5 Hz, 36 H). MS (ESI): m/z 242.3 [Bu4N]þ, 208.9
[M - 3Bu4N þ 2H]-.
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