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Figure 4. Fluorescence spectrum (FI = fluorescence intensity) of a solution
(2.0 x 107"M, on a monomer unit basis) of a) polymer 1, b) polymer 1/X1
duplex, c) polymer 1/X1/Y1 triplex, d) polymer 1/X1/Y2 mixture, d) poly-
mer 1/X1/Y2 (100 equivalents) mixture and e) polymer 1/X1/Y3 mixture at
55°C, in 10 mm Tris buffer containing 0.1m NaCl (pH 8).

or even 100 equivalents (Figure 4,d") of the target oligonu-
cleotide with two mismatches (Y2), the fluorescence intensity
is not significantly modified. It is even possible to distinguish
oligonucleotides with one mismatch (Figure 4,e). By measur-
ing the fluorescence intensity at 530 nm (without recording
the entire emission spectrum), it is possible to detect the
presence of as few as 3 x 10°molecules of the perfect
complementary oligonucleotide (20-mers) in a volume of
200 uL (this is a concentration of 2 x 107'*M). Moreover,
covalent attachment of the oligonucleotide to the fluorescent
conjugated polymer, or use of an optimized fluorescence
detection procedure based on a high-intensity blue diode (as
the excitation source) and a nondispersive, interference filter-
based system should yield even more sensitive and more
specific detection capability. The electroactivity of these
cationic polythiophene derivatives in aqueous solutions could
also be exploited for the detection of DNA-hybridization
events.

In conclusion, a novel methodology that allows simple
optical (colorimetric or fluorometric) detection of nucleic
acids has been developed. This rapid, selective, sensitive (as
few as 3 x 10° molecules of oligonucleotide in 200 pL can be
detected), and versatile method does not require any chemical
reaction of the probes or the analytes and is based on
conformational modifications of the conjugated backbone of
cationic poly(3-alkoxy-4-methylthiophene)s, when mixed
with single-stranded or double-stranded (hybridized) oligo-
nucleotides. This procedure could provide inexpensive meth-
odologies for the rapid detection and identification of nucleic
acids.
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Conformationally Flexible, Chiral Quaternary
Ammonium Bromides for Asymmetric Phase-
Transfer Catalysis**

Takashi Ooi, Yukitaka Uematsu, Minoru Kameda, and
Keiji Maruoka*

As clearly demonstrated by a number of notable recent
successes, the use of phase-transfer catalysis for the prepara-
tion of chiral, nonracemic organic compounds from prochiral
substrates using chiral catalysts such as optically pure
quaternary ammonium salts has become a field of growing
importance.l*2l We recently contributed to this area by
introducing chiral C,-symmetric quaternary ammonium bro-
mides of type 1 which efficiently catalyze the phase-transfer
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Scheme 1. Practical asymmetric synthesis of a-amino acids by the phase-transfer alkylation of
the glycine Schiff base 2 catalyzed by the chiral C,-symmetric quaternary ammonium bromide 1.

alkylation of protected glycine derivative 2 with excellent
enantioselectivities, providing a practical method for the
asymmetric synthesis of both natural and unnatural a-amino
acids (Scheme 1). 4 Although the conformationally rigid, N-
spiro structure created by two chiral binaphthyl subunits
represents a characteristic feature of our catalysts and seems
essential for attaining sufficient reactivity and enantioselec-
tivity, it also imposes obvious limitations on the catalyst design
due to the imperative use of the two chiral binaphthyl
moieties and the difficulty of their fruitful modifications.
Accordingly, a more simple yet flexible strategy for the
molecular design of chiral catalysts is required to solve this
intrinsic dilemma. Herein we disclose a new C,-symmetric
chiral quaternary ammonium bromide 4 that possesses an
achiral, conformationally flexible biphenyl subunit, which
exhibits high chiral efficiency by taking advantage of the
considerable difference of activity between the diastereomer-
ic homo- and heterochiral isomers through rapid conforma-
tional interconversion.

First, we assembled the quaternary ammonium bromide 4a
and evaluated its reactivity and selectivity using the phase-
transfer catalytic benzylation of 2 as a benchmark reaction.
Treatment of 2 with benzyl bromide (1.2 equiv) in 50%
aqueous KOH/toluene (v/v 1:3) in the presence of 1 mol % of

R R B-Np

+, +

N N
AL OO0 OO, T
:R'=R2=H 5

da

4b:R'=pNp,R®=H

4c : R' = 3,5-diphenylphenyl, R2 = H
4d:R'= 3,5-diphenylphenyl, R? = Ph

N

4a at 0°C for 36 h under an argon atmosphere resulted
in formation of 3 (R=CH,Ph) in 62% yield."
Fortunately, appreciable enantioselectivity (64 % ee)
was attained and the absolute configuration was
assigned to be R as shown in Table 1 (entry 1). Based
on this result, we next examined the catalyst 4b, which
has a f-naphthyl group at the 3,3-position of the
flexible biphenyl moiety, and found, as hoped, that
both chemical yield and the enantioselectivity were
improved to 85 %, 87 % ee (R) (Table 1, entry 2). The
reaction was also smoothly catalyzed by the chiral
ammonium bromide 5, which has S-naphthyl (5-Np)
substituents on the chiral binaphthyl framework, giv-
ing 3 (R=CH,Ph) in 87 %, 83 % ee with the same R
configuration (Table 1, entry 3). Here, we assumed that
the origin of the observed chiral efficiency could be
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ascribable to the considerable difference of
catalytic activity between the rapidly equili-
brated, diastereomeric homo- and heterochi-
ral catalysts; namely, homochiral-4 or -5 is
primarily responsible for the efficient asym-
metric phase-transfer catalysis to produce 3
(R =CH,Ph) with high enantiomeric excess,
whereas heterochiral-4 or -5 displays low reactivity and
stereoselectivity (Scheme 2).17 To gain supportive evidence
of this, we prepared the heterochiral quaternary ammonium

R H
a-amino acid

Table 1. Catalytic enantioselective phase-transfer alkylation with confor-
mationally interconvertible catalyst.[?)

Q 4 or 5 (1 mol%) T
thc_N\)l\OtBU T RX toluene/50% aq KOH PhaC N%I\OtB”
) 0°C R H
3
Entry RX Catalyst Reaction Yield® eell Config.ldl
time [h] [%] [%]
1 PhCH,Br 4a 36 62 64 R
2 PhCH,Br 4b 18 85 87 R
3 PhCH,Br 5 8.5 87 83 R
4 PhCH,Br 4c 27 95 92 R
5 PhCH,Br 4d 48 81 95 R
6 PhCH,Br 4d 16 87 94 RE
7 CH,~CHCH,Br 4d 16 85 93 Rl
8 Etl 4d 15 61 93 Rlef
Br

9 Q_{ 4d 19 91 93  RE

S

[a] Unless otherwise specified, the reaction was carried out with 2
(0.5 mmol) and 1.2 equiv of RX in the presence of 1 mol% of 4 or 5 in
50% aqueous KOH/toluene (v/v 1:3) under the given reaction conditions
under argon atmosphere. [b] Yield of isolated product. [c] Enantiopurity of
3 was determined by HPLC analysis using a chiral column (Daicel Chiralcel
OD for entries 1-8 and Chiralpak AD for entry 9) with hexane/2-propanol
as solvent. [d] Absolute configuration of 3 was determined by comparison
of the HPLC retention time with the authentic sample independently
synthesized by the reported procedure.!'"! [e] Three equivalents of CsOH -
H,O in water (29.2 uL) were used as a base and the reaction was performed
at —15°C. [f] Five equivalents of alkyl halide were used.

B-Np
SNASS
+
N
(L, T3
heterochiral-4b
low activity and ee (R)

‘ ‘ atropinversion
—_————
-
CO diastereomer
homochiral-4b

pseudoenantiomer

OO
X, O

heterochiral-5
low activity and ee (S)

homochiral-5

Scheme 2. Expected conformational interconversion of 4b and 5.
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bromide 6 and found that the alkylation of 2 with benzyl
bromide (1.2 equiv) and 1 mol % of 6 under similar conditions
proceeded slowly, and, after 60 h, gave rise to the correspond-
ing benzylation product 3 (R = CH,Ph) in 47 % yield with low
enantiomeric excess (11 % ee, R).’*) We also confirmed that

COy, 00 OO, 0

ent-6 exerted comparable catalytic activity as 6 in the phase-
transfer benzylation of 2 with the opposite sense of asym-
metric induction (51 %, 11 % ee, S). Furthermore, the benzy-
lation of 2 with 0.5 mol % each of 1 and 6 under otherwise
similar phase-transfer conditions at 0°C for 13 h afforded 3
(R=CH,Ph) in 88% yield with 94 % ee (R), and the use of
0.5mol% each of 1 and ent-6 as catalyst, though a mis-
matched combination in terms of the enantioselectivity,
resulted in the formation of 3 (R = CH,Ph) in 92% yield with
93% ee (R) after 8.5 h at 0°C. On the basis of this information,
the slight decrease of the enantiomeric excess observed

in the reaction with § compared to that with 4b can be o
accounted for by the intervention of heterochiral-5 / “\‘
R SR

(Scheme 2), which is considered to be a pseudoenan-
tiomer of heterochiral-4b, having led to the production of

entry 5) and, interestingly, use of aqueous CsOH as a base
at a lower reaction temperature led to an increase of
reactivity with similar enantioselectivity (Table 1, entry 6).[]
The generality of the present system was demonstrated
with other representative alkyl halides (Table 1, entries
7-9).

To obtain spectroscopic evidence for the expected con-
formational interconversion, the dynamic structural behavior
of 4c¢ in solution was analyzed by a variable-temperature
'H NMR study. Figure 2 shows the temperature dependence
of the '"H NMR signals (benzylic protons) of the quaternary
ammonium bromide 4c¢ in [D,]dichloromethane at low
temperature. The peak broadening at 283-263 K and sharp-
ening to two sets of four benzylic signals (nearly 1:1 ratio) at
243 K clearly indicates that there is a rapid equilibrium
between two diastereomeric, homochiral and heterochiral
conformations that arises from rotation about the biphenyl
axis. The composition of the conformational structures
depends on temperature and the existence ratio of the
homochiral isomer was found to increase as the temperature
lowered.®l This observation is a result of the positive enthalpy
(AH° =5.74 kcalmol') and the identical-signed large entropy
(AS°=23.1 calmol~'K~) for the conversion from homochiral
to heterochiral conformation. 1*!

298 K

3 (R=CH,Ph) with the opposite S configuration. M’-//\\~ i 283 K

The unique phenomenon discussed above provides a
new, yet powerful strategy in the molecular design of

chiral catalysts; that is, the requisite chirality can be e

served by the simple binaphthyl moiety and an addi-

N

A 273 K

tional structural requi t for fine-tuni f -
ior requirement for fine-tuning of reac e T N, - ek
tivity and selectivity can be fulfilled by an easily
modifiable achiral biphenyl structure (Figure 1); this
certainly obviates the use of two chiral units and should .MMM e 253K

be greatly appreciated in the synthesis of a variety of
chiral catalysts with different steric and/or electronic
properties. For instance, quaternary ammonium bro-

o
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mides possessing a sterically demanding substituent M U\ A | A
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2 with 4¢ as a phase-transfer catalyst gave 3 (R=

CH,Ph) in 95% vyield with 92% ee (Table 1, entry 4). | T i
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Moreover, the enantioselectivity was enhanced to
95% ee when 4d was used as a catalyst (Table 1,
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Figure 1. New strategy for the molecular design of chiral phase- Figure 2. The temperature dependence of the 'H NMR signals of the benzylic
transfer catalysts. protons of homochiral (#) and heterochiral (o) conformers of 4¢.['%
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In conclusion, we have described a new and simple strategy
for the molecular design of chiral phase-transfer catalysts by
introducing a conformationally flexible, chiral C,-symmetric
quaternary ammonium bromide 4 and uncovering its charac-
teristic feature. The representative phase-transfer alkylation
of 2 was smoothly catalyzed by 4 in a highly enantioselective
manner, which stems from the high chiral efficiency of a
homochiral isomer rapidly equilibrating with a heterochiral
one as verified by a variable-temperature '"H NMR study. Our
approach conceptually parallels the successful utilization of a
flexible ligand to magnify the effect of the other chiral ligand
through a coordinative interaction with the metal center,”!
and should eventually offer a new dimension for asymmetric
phase-transfer catalysis based on the design of the catalyst.

Experimental Section

Phase-transfer benzylation of 2 with catalyst 4d (entry 6 in Table 1): Water
(29.2 uL) was introduced to a 10-mL two-neck flask containing a Teflon-
coated magnetic stirring bar and CsOH - H,O (265 mg, 1.5 mmol) and the
mixture was stirred under an argon atmosphere. Then, 4d (5.8 mg,
0.005 mmol) and a solution of glycine ters-butyl ester benzophenone Schiff
base 2 (148 mg, 0.5 mmol) in toluene (3 mL) were added and the mixture
was cooled to —15°C. After 10 min of gentle stirring, benzyl bromide
(73.6 puL, 0.6 mmol) was added dropwise and the reaction mixture was
stirred vigorously for 16 h. The resulting mixture was poured into brine
(25 mL) and extracted with CH,Cl, (6 mL x 3). The organic layer was dried
over Na,SO, and concentrated. The residual oil was purified by column
chromatography on silica gel (diethyl ether/hexane = 1:20 to 1:10 as eluant)
to give the corresponding benzylation product 3 (R=CH,Ph) (168 mg,
0.436 mmol; 87 % yield, 94 % ee) as a colorless oil. The enantiomeric excess
was determined by chiral HPLC analysis (Daicel Chiralcel OD, hexane/2-
propanol =100:1, flow rate =0.5 mLmin~!, retention time; 13.7 min (R)
and 24.6 min (S)).

Received: November 26, 2001
Revised: February 18, 2002 [Z18273]

[1] Forreviews,see: a) M. J. O’'Donnell in Catalytic Asymmetric Synthesis
(Ed.: I. Ojima), Verlag Chemie, Weinheim, 1993, chap. 8; b) T. Shioiri
in Handbook of Phase Transfer Catalysis (Eds.: Y. Sasson, R.
Neumann), Blackie Academic & Professional, London, 1997, chap. 14;
¢)S. Ebrahim, M. Wills, Tetrahedron Asymmetry 1997, 8, 3163;
d) “Phase-Transfer Catalysis™: 1. A. Esikova, T.S. Nahreini, M. J.
O’Donnell, ACS Symp. Ser. 1997, 659, chap. 7; e) “Phase-Transfer
Catalysis™: T. Shioiri, A. Ando, M. Masui, T. Miura, T. Tatematsu, A.
Bohsako, M. Higashiyama, C. Asakura, ACS Symp. Ser. 1997, 659,
chap. 11; f) M. J. O’Donnell, Aldrichimica Acta 2001, 34, 3.

For leading references, see a) M. J. O’Donnell, S. Wu, J. C. Huffman,

Tetrahedron 1994, 50, 4507; b) E. J. Corey, F. Xu, M. C. Noe, J. Am.

Chem. Soc. 1997, 119, 12414; ¢) S. Arai, Y. Shirai, T. Ishida, T. Shioiri,

Chem. Commun. 1999, 49; d) B. Lygo, J. Crosby, J. A. Peterson,

Tetrahedron Lett. 1999, 40, 8671; ) F.-Y. Zhang, E. J. Corey, Org. Lett.

2000, 2, 1097; f) Y. N. Belokon, R. G. Davies, M. North, Tetrahedron

Lett. 2000, 41, 7245.

[3] a) T. Ooi, M. Kameda, K. Maruoka, J. Am. Chem. Soc. 1999, 121,
6519; b) T. Ooi, M. Takeuchi, M. Kameda, K. Maruoka, J. Am. Chem.
Soc. 2000, 122, 5228; ¢) T. Ooi, M. Kameda, H. Tannai, K. Maruoka,
Tetrahedron Lett. 2000, 41, 8339; d) T. Ooi, M. Takeuchi, K. Maruoka,
Synthesis 2001, 1716.

[4] The catalyst 1 as well as the one with a 3,4,5-trifluorophenyl group at

the 3,3'-position are going to be commercially available from Aldrich

Chemical Co. Ltd. as (S,5)-B-naphthyl-NAS-bromide (1) [54,839-1]

and (S,5)-3,4,5-trifluorophenyl-NAS-bromide [54,838-3].

Recently, we addressed the intervention of rapid oxidation of the in

situ generated enolates by molecular oxygen under aerobic conditions,

and reported the advantage of anaerobic conditions to attain

S

=

1554 © WILEY-VCH Verlag GmbH, 69451 Weinheim, Germany, 2002

synthetically satisfactory chemical yields: T. Ooi, M. Takeuchi, D.
Ohara, K. Maruoka, Synlett 2001, 1185. Although the employment of
anaerobic conditions requires longer reaction times, it generally
provides a clean reaction and better results.
The reactivity and selectivity differences between homo- and hetero-
chiral metal complexes have been well documented, especially in the
studies on nonlinear effects in asymmetric synthesis. For a recent
excellent review, see: C. Girard, H. B. Kagan, Angew. Chem. 1998,
110, 3088; Angew. Chem. Int. Ed. 1998, 37, 2922.
[7] For impressive reports on the use of conformationally flexible ligands
in transition metal catalyzed asymmetric synthesis, see: a) T. Hashi-
hayata, Y. Ito, T. Katsuki, Synletr 1996, 1079; b) T. Hashihayata, Y. Ito,
T. Katsuki, Tetrahedron 1997, 53, 9541, c) K. Mikami, T. Korenaga, M.
Terada, T. Ohkuma, T. Pham, R. Noyori, Angew. Chem. 1999, 111,517,
Angew. Chem. Int. Ed. 1999, 38, 495; d) K. Miura, T. Katsuki, Synlett
1999, 783; ¢) J. Balsells, P. J. Walsh, J. Am. Chem. Soc. 2000, 122,1802;
f) M. D. Tudor, J. J. Becker, P. S. White, M. R. Gagne, Organometallics
2000, 79,4376; g) T. Korenaga, K. Aikawa, M. Terada, S. Kawauchi, K.
Mikami, Adv. Synth. Catal. 2001, 343, 284; h) K. Mikami, K. Aikawa,
Y. Yusa, M. Hatano, Org. Lett. 2002, 4,91;1) K. Mikami, K. Aikawa, Y.
Yusa, Org. Lett. 2002, 4, 95; j) K. Mikami, K. Aikawa, Org. Lett. 2002,
4, 99.
Although the benzylation of 2 with 4d and aqueous CsOH at 0°C
proceeded faster to give 3 (R=CH,Ph) in 84 % yield after 6 h, the
enantioselectivity was found to be 83 % ee probably because of the
background alkylation of the more nucleophilic cesium enolate. This
observation led us to conduct the reaction at lower temperature,
taking advantage of not only the simple temperature effect but also
the increase of the existence ratio of homochiral isomer.
a) Y. Fukazawa, S. Usui, K. Tanimoto, Y. Hirai, J. Am. Chem. Soc.
1994, 116, 8169; b) I. Azumaya, H. Kagechika, K. Yamaguchi, K.
Shudo, Tetrahedron 1995, 51, 5277.
[10] The 'H NMR assignment of the homo- and heterochiral 4¢ was
conducted based on the 'H NMR spectra of conformationally rigid,
diastereomeric 1 and 6.

[6

—

(8

=

9

—

A Model System Mimicking Glycosphingolipid
Clusters to Quantify Carbohydrate Self-
Interactions by Surface Plasmon Resonance**

Maria J. Hernaiz, Jesus M. de la Fuente,
Africa G. Barrientos, and Soledad Penadés*

Dedicated to Professor Julio D. Martin
on the occasion of his 60th birthday

Cell surface carbohydrates play a role in cell - cell adhesion
and communication.[?l Several models for cell interactions
based on carbohydrates have been proposed. In most of them,
the carbohydrate binds to selectins, galectins, and other
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