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phase-transfer catalyst: the asymmetric synthesis of dihydropyrimidinesT
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An enantioselective Biginelli reaction has been developed by using a bifunctional primary
amine-thiourea-TfOH (BPAT-TfOH) as a chiral phase-transfer catalyst and -BulNH,-TFA as an
additive in saturated brine at room temperature. The corresponding dihydropyrimidines were obtained
in moderate-to-good yields with up to 99% ee under mild conditions. A plausible transition state has
been proposed to explain the origin of the activation and the asymmetric induction.

Introduction

Enantioselective reactions that use chiral phase-transfer cata-
lysts provided some of the most useful methods for practical
asymmetric synthesis because of their simple reaction proce-
dures and mild reaction conditions.? In 1984, the first efficient
chiral phase-transfer catalyst, N-(p-(trifluoromethyl)-benzyl) cin-
chonidium bromide, was devised by the Merck group for the
enantioselective synthesis of (+)-Indacrinone with 92% ee in
95% yield.* In 1989, O’Donnell reported a simple stereoselective
synthesis of a-amino acid derivatives by the enantioselective
alkylation of pro-chiral protected glycine derivatives with a chiral
phase-transfer catalyst derived from a Cinchona alkaloid,* and
recently, Corey,® Lygo,® Najera’ and Jew® have developed more
efficient Cinchona alkaloid-derived chiral catalysts for this system.
Although several efficient chiral phase-transfer catalysts exist,!
the further development of efficient chiral phase-transfer catalysts
is of great interest in the field.

The Biginelli reaction, originally described by the Italian
chemist Pietro Biginelli in 1893, is one of the most useful
multicomponent reactions and allows straightforward access
to functionalized 3,4-dihydropyrimidin-2(1H)-ones (DHPMs).!!
Compounds containing the DHPM moiety are inherently asym-
metric molecules, and the influence of the absolute configuration
at the stereogenic center at C4 on their biological activity is well
documented.’ Much effort has been directed towards developing
highly efficient asymmetric Biginelli reactions owing to the exhibi-
tion of a wide range of biological activities by DHPMs, such as an-
tiviral, antitumor, antibacterial, and antiflammatory properties.’*
In the field of highly enantioselective Biginelli reactions catalyzed
by an organocatalytic methodology, Gong has successfully applied
BINOL-derived phosphoric acids with excellent enantiocontrol.™
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Feng has also reported an enantioselective Biginelli reaction cat-
alyzed by a trans-4-hydroxyproline-derived secondary amine with
a Bronsted acid as the combined catalyst.”® Recently, Zhao and
Wang have reported an asymmetric Biginelli reaction catalyzed by
substituted 5-(pyrrolidin-2-yl)tetrazoles.'® In view of these limited
successful examples, it remains desirable to develop other new
organocatalysts for this important transformation. We now wish
to report our efforts in the development of the first enantioselective
phase-transfer-catalyzed Biginelli condensation reactions.

Reactions in water have attracted a great deal of attention."”
Apart from the obvious economic and environmental benefits,
aqueous media might have favorable effects on reaction activity
and selectivity. Recently, the positive benefits of aqueous solu-
tions have also been discovered for organocatalysts.”® In light
of these successes and with the knowledge of the mechanism
of Biginelli reactions, we envisaged that our catalytic system
of a chiral bifunctional primary amine-thiourea and an acid
could promote asymmetric Biginelli reactions in the presence of
water.

Results and discussion

We initially investigated the catalytic asymmetric Biginelli reaction
of urea (5), benzaldehyde (6) and ethyl acetoacetate (7) with the
bifunctional thiourea catalyst BPAT (I)* (Scheme 1) and 2,4,6-
trichlorbenzonic acid (TCBA) in the presence of water at room
temperature. Based on the previous successful strategy,'* 10 mol%
of -BuNH, - TFA was added as an additive. As shown in Table
1, a series of different amounts of catalyst BPAT (I) was tested.
The loaded amount of catalyst (5 and 10 mol%) could catalyze
this reaction to provide the desired DHPM product in 83 and
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Scheme 1 The structures of BPAT (I) and BPAT (II).
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Table 1 Screening the amount of catalyst in an asymmetric Biginelli
reaction”

Table 3 Optimization of the influence of solvent on an asymmetric
Biginelli reaction®

Q 15 mol% BPAT (I Q
o O o BPAT()/10 moi%TCBA® >\'—NH j\ o o 15 E&% TfOHb( ) >—NH
10 mol% tBuNHyTFA  HN - * @CHO + % £.| . HN
HZNJLNHZ. @CHO A o BN TEA_ )ze_Q HoN” N, o AN 10 otk £BuNH; TFA )4—@
Hz0, 25°C, 36h CO,Et brine, 25°C, 36h CO,E
5 6 7 8 5 6 7 8
Entry Load of catalyst BPAT (I) (mol%) Yield (%)° ee (%o)* Entry Concentration of brine (%) Yield (%)° ee (%o)?
1 5 83 34 1 5 82 84
2 10 85 36 2 10 87 83
3 15 88 50 3 15 84 87
4 20 87 46 4 20 80 91
5 26 (saturated) 93 >99

“ The reaction was carried out on a 0.5 mmol scale and the ratio of 5:6:7
was 1:1.5:3.°* TCBA = 2,4,6-trichlorbenzonic acid. ¢ Isolated yield based
on the urea. ¢ Determined by HPLC (Chiralcel OD-H).

Table 2 Investigation of an acid-catalyzed asymmetric Biginelli reaction”

“Reagents and conditions: After stirring a solution of acid (15 mol%)
and catalyst BPAT (I) (15 mol%) in 2 mL of solvent at 25 °C for
0.5 h, urea (0.5 mmol), benzaldehyde (0.75 mmol), ethyl acetoacetate
(1.5 mmol) and 7-BuNH,-TFA (10 mol%) were added sequentially.
® TfOH = trifluoromethane sulfonic acid. ¢ Isolated yield based on urea.
4 Determined by HPLC (Chiralcel OD-H).

15 mol% BPAT (1)

Q
JOL @—CHO O O 15mol% acid HN»"jH
% t-| .
HAN” N, "o AN J0mot tBuNry TA N
CO,Et
8

Hy0, 25°C, 36h

5 6 7
Entry Acid Yield (%)® ee (%0)°
1 HAc 16 60
2 HCl 41 54
3 Benzoic acid 33 65
4 p-TSA 58 61
5 TFA 72 22
6 TfOH 90 77

“The reaction was carried out on a 0.5 mmol scale and the ratio of 5:6:7
was 1:1.5:3. ?Isolated yield based on the urea. ¢ Determined by HPLC
(Chiralcel OD-H).

85% yields respectively, but the enantioselectivities were rather
poor (Table 1, entries 1 and 2). Next, we explored catalyst BPAT
(D (15 mol%) and found that this reaction worked effectively
to provide the DHPM in 88% yield and 50% ee. Furthermore,
increasing the loaded amount of catalyst from 15 to 20 mol% did
not affect the yield, but resulted in a lower ee (Table 1, entry 4).

The acid additive was found to play another important role in
Biginelli reactions.?® In order to improve the efficiency, various
acids combined with catalyst BPAT (I) were then employed to
catalyze this reaction. Compared to TCBA, other organic and
inorganic acids catalyzed the reaction smoothly. For example,
acetic acid, hydrochloric acid, benzoic acid, p-toluenesulfonic acid,
TFA and trifluoromethane sulfonic acid (TfOH) combined with
catalyst BPAT (I) and 10 mol% of ~-BuNH,-TFA as an additive
were employed to catalyze the reaction, and DHPMs in moderate
ee were obtained (Table 2, entries 1-5). Within the acids examined,
TfOH was found to be the most effective, and the reaction achieved
90% yield with 77% ee (Table 2, entry 6).

In order to clarify the effect of water on this reaction, the
Biginelli reaction was further undertaken in unsaturated and
saturated NaCl aqueous solutions in the presence of catalyst BPAT
(I) combined TfOH and #-BuNH,-TFA as an additive (Table 3).
Reactions in 5, 10, 15 and 20% NaCl aqueous solutions gave
similar stereochemical results and yields. The best result, with a
93% yield and a greater than 99% ee, was obtained after a reaction

for 36 h when saturated brine was used as the solvent (Table 3, entry
5). Thus, the optimal reaction conditions for this transformation
were determined to be 0.5 mmol urea, 1.5 equivalent aldehyde,
3 equivalent ethyl acetoacetate and 15 mol% catalyst BPAT (I)
combined with 15 mol% of TfOH containing 10 mol% of z-
BuNH,-TFA in saturated brine at room temperature. On the
other hand, when CH,Cl, was used as the solvent, the reaction
afforded the DHPM product with a lower yield and a decreased
enantioselectivity, accompanied by a longer reaction time (72 h).
Thus, the role of water in the studied reaction is not only via the
reaction medium, but also by its influence on the reaction rate and
stereoselectivity. The beneficial influence of brine over water can
be explained only on the basis of ionic complexation;* the rate
acceleration may be attributed to hydrogen bonding interactions.
In addition, a temperature investigation of the reaction established
that this reaction is strongly exothermic.?? Because of the large
specific heat capacity of water, it is very efficient for removing the
thermal energy from reaction mixtures.

Based on the above optimized reaction conditions, the substrate
scope of this reaction was investigated (Table 4). In general, all the
examined substrates produced the desired products in good yields.
The scope of the aldehyde was investigated by the reaction with
urea (5a) and ethyl acetoacetate (7). It appears that the electronic
properties and the position of the substituents on the aromatic
aldehyde have a great influence on the enantioselectivity of the
reaction. Both the reactions of benzaldehyde and para-substituted
benzaldehydes with electron-withdrawing groups proceeded in
high yields and excellent enantioselectivities (>99 and 88% ee)
(Table 4, entries 1 and 2). However, p-chlorobenzaldehyde and p-
bromobenzaldehyde gave lower enantioselectivities (55 and 44%
ee) (Table 4, entries 3 and 4), and para-substituted benzaldehydes
with electron-donating groups underwent the Biginelli reaction
with good yields and good enantioselectivities (Table 4, entries
5 and 6). Meta-substituted benzaldehydes with both electron-
withdrawing and electron-donating groups underwent the reaction
with good yields and enantioselectivities (Table 4, entries 7 and 8).
The enantioselectivity was improved from 51 to 81% ee when 2
equivalents of TfOH were employed in the Biginelli reaction with
o-chlorobenzaldehyde (Table 4, entries 9 and 10). Simultaneously,

This journal is © The Royal Society of Chemistry 2011

Org. Biomol. Chem., 2011, 9, 3050-3054 | 3051



Table 4 Enantioselective Biginelli reactions catalyzed by chiral bifunc-
tional primary amine-thiourea phase-transfer catalysts in brine*

15 mol% BPAT (I)
O 15 mol% TfOH

Q
N—NH
N

HoN™ “NH, " RCHO +EtO 10 mol% £BuNH, TFA ' \__
brine, 25°C, 36h COHEt
6 7 8
Entry 8 R Yield (%)* ee (%)  Configuration?
1 8a CiH; 93 >99 S
2 8b  4-(F)-C.H, 86 88 S
3 8¢ 4-(CD)-C4H, 77 55 S
4 8d  4-(Br)-C,H, 74 44 S
5 8¢  4-(Me)-C H, 89 82 S
6 8f  4-(OMe)-C¢H, 66 89 S
7 8g  3-(F)-C,H, 84 87 S
8 8h  3-(Me)-C H, 82 80 S
9 8i 2-(C1)-C¢H, 62 51 S
10° 8i  2-(Cl)-C.H, 7 81 S
1 8j CsH; 90 >99 R

“ Reagents and conditions: After stirring a solution of TfOH (15 mol%) and
catalyst BPAT (I) (15 mol%) in 2 mL of saturated brine at 25 °C for 0.5 h,
urea (0.5 mmol), benzaldehyde (0.75 mmol), ethyl acetoacetate (1.5 mmol)
and -BuNH,-TFA (10 mol%) were added sequentially. ® Isolated yield
based on urea. ¢ Determined by HPLC (Chiralcel OD-H). ¢ The absolute
configuration was determined by comparison of the optical rotation with
literature data.?® <2 equivalents of TFOH were employed. / Catalyst BPAT
(1) (15 mol%) was employed in the reaction.

chiral catalyst BPAT (II) exhibited a similar level of stereoselectiv-
ity with an opposite mode of asymmetric induction, and up to 99%
ee could be obtained. This result indicates that both the (R,R) and
(S,S)-configurations of 1,2-diaminocyclohexane matched the B-D-
glucopyranose and enhanced the stereochemical control (Table 4,
entry 11).

A possible mechanism for the reaction is shown in Fig. 1.
When the reaction is carried out in an aqueous medium, the water
molecules hydrogen bond with the thiourea moiety of bifunctional
catalyst BPAT (I) and the acyl group of the benzylideneurea, while

the neighbouring primary amine activated ethyl acetoacetate (7)
forms an enamine intermediate, as shown in transition state I
(TS I). The obtained absolute configuration (S) of the DHPMs
is explained by TS I, in which the Re-face of the imine is
predominantly approached by the enamine intermediate. The
approach of the enamine to the Si-face of the benzylideneurea
is restricted by the cyclohexyl scaffold of the catalyst. The fact
that brine significantly enhances the catalytic performance of the
Biginelli reaction suggests that, besides the salt effect, brine could
stabilize TS I through a hydrogen bonding interaction with the aid
of TFOH and promote the hydrolysis step to complete the catalytic
cycle.

Conclusions

In summary, we have developed an enantioselective multi-
component Biginelli reaction catalyzed by a bifunctional primary
amine-thiourea-TfOH (BPAT-TfOH) as a chiral phase-transfer
catalyst and -BuNH,-TFA as an additive. The catalyst worked
efficiently in aqueous media and offered high yields and moderate
enantioselectivities. The configuration of the products have been
rationalized on the basis of a proposed transition state. Most
importantly, saturated brine significantly promoted the reaction’s
performance. Further studies on the catalytic system in other
reactions are now under way.

Experimental
General remarks

All reactions were performed under air. Unless otherwise indi-
cated, all materials were obtained from commercial sources and
used as purchased without dehydration. Element analyses were
carried out on a Yanaco CHN Corder MT-3 automatic analyzer
in the Analysis Center of Nankai University. '"H NMR and BC
NMR spectra were recorded in CDCI; or di-DMSO using Bruker

15 mol% BPAT (1)
15 mol% TfOHP)

0
0 o o S—NH
)LNH + @CHO ¢ J|_Ji_10moi% LBuNk; TFA HN
2 EtO e o5 a
brine, 25;aC, 36h CO,Et
6
OAc

H,N
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Fig.1 A plausible reaction mechanism.
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400 MHz spectrometers. TMS served as the internal standard (6 =
0) for '"H NMR and DMSO was used as the internal standard
(6 = 42.4) for BC NMR; coupling constants, J, are given in Hz.
HPLC analyses were recorded on a chiral column (Daicel Chiralcel
OD-H column at 254 nm). Melting points were determined on a
T-4 melting point apparatus. Optical rotations were recorded on a
Perkin-Elmer 241 polarimeter.

General procedure for the Biginelli reaction

To a suspension of catalyst BPAT (I) (0.039 g, 0.075 mmol)
in saturated brine (2 mL) was added TfOH (0.011 g, 0.075
mmol). After stirring for 30 min, aldehyde 6 (0.75 mmol), urea
5 (0.030 g, 0.5 mmol), ethyl acetoacetate 7 (0.195 g, 1.5 mmol)
and -BulNH,-TFA (0.009 g, 0.05 mmol) were added sequentially.
The reaction mixture was stirred at room temperature for 36
h. After completion of the reaction, the resulting mixture was
extracted with AcOEt and dried using anhydrous sodium sulfate.
After concentration, the residue was purified by CC (silica gel,
AcOEt/petroleum ether (b.p. 60-90 °C) 3:2) to afford the DHPM
as a white solid.

(S)-(+)-5-Ethoxycarbonyl-6-methyl-4-phenyl-3,4-dihydropyri-
midin-2(1H)-one (8a). White solid; mp 206-207 °C; [o]? = 65°
(¢=0.5, MeOH); '"H NMR (400 MHz, CDCl;): 6 1.16 (t, *Jyu =
6.8 Hz, 3H, OCH,CH;), 2.34 (s, 3H, CH;), 4.08 (q, *Jun = 6.8 Hz,
2H, OCH,CH,;), 5.40(d, *Jyy=2.4Hz, 1H, CH), 5.79 (s, IH, NH),
7.27-7.32 (m, 5H, Ph), 8.25 (s, 1H, NH); ®C NMR (75 MHz,
CDCl;): 6 14.14, 18.67, 55.72, 60.03, 101.32, 126..60, 127.99,
128.71, 143.09, 146.33, 153.35, 165.63; ESI-MS: 259.07 (M — H]").

(S)-(+)-5-Ethoxycarbonyl-6-methyl-4-(4-fluorophenyl)-3,4-dihy-
dropyrimidin-2(1H)-one (8b). White solid; mp 191-192 °C;
[0]® =65° (¢=0.5,MeOH); '"HNMR (400 MHz, CDCl;): 6 1.16 (t,
*Jun = 6.8 Hz, 3H, OCH,CH.), 2.32 (s, 3H, CH,), 4.07 (q, *Juu =
6.8 Hz, 2H, OCH,CH,), 5.39 (d, *Juu = 2.4 Hz, 1H, CH), 6.29
(s, IH, NH), 6.99-7.29 (m, 4H, Ph), 8.69 (s, IH, NH); “C NMR
(75 MHz, CDCl,): 6 14.16, 18.57, 54.92, 60.11, 101.22, 115.52,
128.30, 139.65, 146.44, 153.74, 161.07, 163.52, 165.55; ESI-MS:
277.07 (M - HY").

(S)-(+)-5-Ethoxycarbonyl-6-methyl-4-(4-chlorophenyl)-3,4-dih-
ydropyrimidin-2(1H)-one (8c). White solid; mp 210-212 °C;
[0]® = 37° (¢ = 0.5, MeOH); 'H NMR (400 MHz, CDCL,): §
1.17 (t, *Juu = 6.8 Hz, 3H, OCH,CH;), 2.31 (s, 3H, CH;), 4.09
(q, *Jun = 6.8 Hz, 2H, OCH,CH;), 5.36 (s, 1H, CH), 6.32 (s,
1H, NH), 7.22-7.30 (m, 4H, Ph), 8.64 (s, IH, NH); *C NMR
(75 MHz, CDCl,): 6 14.19, 18. 62, 54.98, 60.19, 101.10, 128.01,
128.87, 133.70, 142.24, 146.65, 153.72, 165.51; ESI-MS: 293.00
(M —H).

(S)-(+)-5-Ethoxycarbonyl-6-methyl-4-(4-bromophenyl)-3,4-dih-
ydropyrimidin-2(1H)-one (8d). White solid; mp 209-210 °C;
[0]® =38° (¢=0.5,MeOH); '"HNMR (400 MHz, CDCl;): 6 1.17 (t,
3Jun =72 Hz, 3H, OCH,CH,), 2.33 (s, 3H, CH;), 4.09 (q, *Juu =
7.2 Hz, 2H, OCH,CH,), 5.35 (d, *Juu = 2.8 Hz, 1H, CH), 6.15
(s, 1H, NH), 7.18-7.44 (m, 4H, Ph), 8.46 (s, 1H, NH); *C NMR
(75 MHz, CDCL,): 6 14.19, 18.69, 55.12, 60.19, 100.99, 121.88,
128.38, 131.83, 142.72, 146.58, 153.42, 153.48, 165.47; ESI-MS:
336.93 (M - H]).

(S)-(+)-5-Ethoxycarbonyl - 6 - methyl -4 - (4-methylphenyl) - 3,4-
dihydropyrimidin-2(1H)-one (8¢). White solid; mp 213-214 °C;
[0]® = 56° (¢ = 0.5, MeOH); '"H NMR (400 MHz, CDCl,): 8
1.17 (t, *Juu = 7.2 Hz, 3H, OCH,CH,), 2.30 (s, 3H, CHj;), 2.31
(s, 3H, CHj;), 4.07 (q, *Jun = 7.2 Hz, 2H, OCH,CH;), 5.35 (d,
3Jun =2.8 Hz, 1H, CH), 6.16 (s, I|H, NH), 7.09-7.26 (m, 4H, Ph),
8.73 (s, IH, NH); "C NMR (75 MHz, CDCl,): é 14.17, 18.54,
21.12,55.23,59.93, 101.36, 126.47, 129.31, 137.59, 140.90, 146.39,
153.90, 165.74; ESI-MS: 273.07 (M — HJ").

(S)-(+)-5-Ethoxycarbonyl-6-methyl-4-(4-methoxyphenyl)-3,4-
dihydropyrimidin-2(1 H)-one (8f). White solid; mp 202-205 °C;
[o]® = 53° (¢ = 0.5, MeOH); '"H NMR (400 MHz, CDCL,):
1.17 (t, *Juu = 7.2 Hz, 3H, OCH,CH,), 2.30 (s, 3H, CH,), 3.77
(s, 3H, OCH,), 4.07 (q, *Juu = 7.2 Hz, 2H, OCH,CH,), 5.33 (d,
3Jun =2.4 Hz, 1H, CH), 6.24 (s, I|H, NH), 6.81-7.23 (m, 4H, Ph),
8.77 (s, IH, NH); "C NMR (75 MHz, CDCl,): é 14.20, 18.53,
54.96, 55.25,59.98,101.47,101.47, 113.94, 127.81, 136.20, 146.26,
153.95, 159.16, 165.78; ESI-MS: 289.07 (M — H]").

(S)-(+)-5-Ethoxycarbonyl - 6 - methyl - 4- (3 - fluorophenyl) - 3,4-
dihydropyrimidin-2(1H)-one (8g). White solid; mp 212-213 °C;
[0]X =58° (¢=0.5,MeOH); '"H NMR (400 MHz, CDClL;): 6 1.18 (t,
*Jun =7.2 Hz, 3H, OCH,CH,), 2.37 (s, 3H, CH;), 4.10 (q, *Jyu =
7.2 Hz,2H, OCH,CHs;), 5.41 (s, 1H, CH), 5.53 (s, 1H, NH), 6.95-
7.27 (m, 4H, Ph), 7.34(s, 1H, NH); *C NMR (75 MHz, CDCl;): é
14.17, 18.77, 55.28, 60.20, 100.96, 113.61, 114.92, 122.19, 130.30,
146.09, 146.67,153.10, 161.72, 165.45; ESI-MS: 277.07 (M —HJ").

(S)-(+)-5-Ethoxycarbonyl - 6 - methyl - 4- (3-methylphenyl) - 3,4-
dihydropyrimidin-2(1H)-one (8h). White solid; mp 209-210 °C;
[0]® =56° (¢ =0.5, MeOH); 'H NMR (400 MHz, CDCl,): 6 1.17
(t, *Jun = 6.8 Hz, 3H, OCH,CH,), 2.33 (s, 3H, CH;), 2.34 (s,
3H, CH,), 4.07 (q, *Juu = 6.8 Hz, 2H, OCH,CH,), 5.36 (s, |H,
NH), 5.72 (s, 1H, CH), 7.06-7.26 (m, 4H, Ph), 8.25 (s, 1H, NH);
BC NMR (75 MHz, DMSO): 6 14.15, 18.70, 21.51, 55.75, 60.01,
101.34, 123.71, 127. 28, 128.58, 128.74, 138.39, 143.66, 146.24,
153.39, 165.70; ESI-MS: 273.13 (IM — H]).

(S)-(+)-5-Ethoxycarbonyl - 6 -methyl -4- (2 -chlorophenyl) - 3,4-
dihydropyrimidin-2(1 H)-one (8i). White solid; mp 228-230 °C;
[0]® = 46° (¢ = 0.5, MeOH); '"H NMR (400 MHz, [D,]DMSO):
6 1.06 (t, *Juuy = 6.8 Hz, 3H, OCH,CH,), 2.45 (s, 3H, CH,),
4.01 (q, *Jun = 6.8 Hz, 2H, OCH,CHj;), 5.73 (s, 1H, CH), 5.89
(s, IH, NH), 7.21-7.39 (m, 4H, Ph), 8.36 (s, IH, NH); “C NMR
(75 MHz, [Ds]DMSO): 6 13.99, 18.43, 52.15, 60.02, 98. 94, 127.56,
127.98,129.32,129.82,132. 58, 139.43, 148.33,152.84, 165.30; ESI-
MS: 293.00 (M + HJ").

(R)-(-)-5-Ethoxycarbonyl-6-methyl-4-phenyl-3,4-dihydropyri-
midin-2(1H)-one (8j). White solid; mp 202-204 °C; [a]¥ = —64°
(¢=0.5, MeOH); '"H NMR (400 MHz, CDCl;): 6 1.16 (t, *Jyy =
6.8 Hz, 3H, OCH,CH,), 2.32 (s, 3H, CH,), 4.07 (q, *Juu =
6.8 Hz, 2H, OCH,CH,), 5.39(d, *Juu = 2.4 Hz, 1H, CH), 6.11(s,
1H, NH), 7.26-7.31 (m, 5H, Ph), 8.64 (s, 1H, NH); "C NMR
(75 MHz, CDClL,): § 14.16, 18.70, 55.73, 60.05, 101.35, 126.62,
127.98, 128.73, 143.71, 145.33, 153.33, 165.66. ESI-MS: 259.07
(M - HI).

This journal is © The Royal Society of Chemistry 2011

Org. Biomol. Chem., 2011, 9, 3050-3054 | 3053



Acknowledgements

We thank the National Natural Science Foundation of China
(21072102), the Committee of Science and Technology of Tianjin,
and the State Key Laboratory of Elemento-Organic Chemistry of
Nankai University for financial support.

Notes and references

1 For reviews, see: (@) M. J. O’Donnell in Catalytic Asymmetric Synthesis,
ed. I. Ojima, Verlag Chemie, New York, 1993, ch. 8; (b) T. Shioiri, in
Handbook of Phase-Transfer Catalysis, ed. Y. Sasson and R. Neumann,
Blackie Academic and Professional, London, 1997, ch. 14; (¢) M. 1.
O’Donnell, Phases: The Sachem Phase-Transfer Catalysis Review, 1998,
4,5; (d) M. J. O’Donnell, Phases: The Sachem Phase-Transfer Catalysis
Review, 1999, 5, 5; (e) T. Shioiri and S. Arali, in Stimulating Concepts in
Chemistry, ed. F. Vogtle, J. F. Stoddart and M. Shibasaki, Wiley-VCH,
Weinheim, 2000, pp. 123; (f) M. J. O’Donnell, Aldrichim. Acta, 2001,
34, 3; (g) K. Maruoka and T. Ooi, Chem. Rev., 2003, 103, 3013; (k) M.
J. O’Donnell, Acc. Chem. Res., 2004, 37, 506; (i) B. Lygo and B. L.
Andrews, Acc. Chem. Res., 2004, 37, 518.

2 (a) U.-H. Dolling, P. Davis and E. J. J. Grabowski, J. Am. Chem. Soc.,
1984, 106, 446; (b) A. Bhattacharya, U.-H. Dolling, E. J. J. Grabowski,
S. Karady, K. M. Ryan and L. M. Weinstock, Angew. Chem., Int. Ed.
Engl., 1986, 25, 476; (c) D. L. Hughes, U.-H. Dolling, K. M. Ryan,
E. F. Schoenewaldt and E. J. J. Grabowski, J. Org. Chem., 1987, 52,
4745,

3 U.-H. Dolling, P. Davis and E. J. J. Grabowski, J 4Am. Chem. Soc.,
1984, 106, 446.

4 () M. J. O’'Donnell, W. D. Bennett and S. Wu, J. Am. Chem. Soc., 1989,
111, 2353; (b) K. B. Lipkowitz, M. W. Cavanaugh, B. Baker and M. J.
O’Donnell, J. Org. Chem., 1991, 56, 5181.

5 (a) E. J. Corey, F. Xu and M. C. Noe, J. Am. Chem. Soc., 1997, 119,
12414; (b) E. J. Corey, M. C. Noe and F. Xu, Tetrahedron Lett., 1998,
39, 5347.

6 (a) B. Lygo and P. G. Wainwright, Tetrahedron Lett., 1997, 38, 8595;
(b) B. Lygo, J. Crosby and J. A. Peterson, Tetrahedron Lett., 1999,
40, 1385; (¢) B. Lygo, Tetrahedron Lett., 1999, 40, 1389; (d) B. Lygo,
J. Crosby, T. R. Lowdon and P. G. Wainwright, Tetrahedron, 2001,
57, 2391; (e) B. Lygo, J. Crosby, T. R. Lowdon, J. A. Peterson and
P. G. Wainwright, Tetrahedron, 2001, 57, 2403; (f) B. Lygo, B. 1.
Andrews, J. Crosby and J. A. Peterson, Tetrahedron Lett., 2002, 43,
8015.

7 (a) R. Chinchilla, P. Mazoén and C. Néjera, Tetrahedron: Asymmetry,
2002, 13, 927; (b) P. Mazoén, R. Chinchilla, C. Najera, G. Guillena,
R. Kreiter, R. J. M. K. Gebbink and G. van Koten, Tetrahedron:
Asymmetry, 2002, 13, 2181.

8 (a) S.-S. Jew, B.-S. Jeong, M.-S. Yoo, H. Huh and H.-G. Park, Chem.
Commun., 2001, 1244; (b) H.-G. Park, B.-S. Jeong, M.-S. Yoo, M.-K.
Park, H. Huh and S.-S. Jew, Tetrahedron Lett., 2001, 42, 4645; (¢) H.-G.
Park, B.-S. Jeong, M.-S. Yoo, J.-H. Lee, M.-K. Park, Y.-J. Lee, M.-J.
Kim and S.-S. Jew, Angew. Chem., Int. Ed., 2002, 41, 3036; (d) S.-S. Jew,
M.-S. Yoo, B.-S. Jeong, 1. Y. Park and H.-G. Park, Org. Lett., 2002, 4,
4245; (e) S.-S. Jew, B.-S. Jeong, J.-H. Lee, M.-S. Yoo, Y.-J. Lee, B.-S.
Park, M. G. Kim and H.-G. Park, J. Org. Chem., 2003, 68, 4514; (/) H.-
G. Park, B.-S. Jeong, M.-S. Yoo, J.-H. Lee, B.-S. Park, M. G. Kim and
S.-S. Jew, Tetrahedron Lett., 2003, 44, 3497.

9 (a) S. Arai, R. Tsuji and A. Nishida, Tetrahedron Lett., 2002, 43,
9535; (b) T. Shibuguchi, Y. Fukuta, Y. Akachi, A. Sekine, T. Ohshima
and M. Shibasaki, Tetrahedron Lett., 2002, 43, 9539; (¢) T. Ohshima,
V. Gnanadesikan, T. Shibuguchi, Y. Fukuta, T. Nemoto and M.
Shibasaki, J. Am. Chem. Soc., 2003, 125, 11206.

10 (a) T. Kita, A. Georgieva, Y. Hashimoto, T. Nakata and K. Nagasawa,
Angew. Chem., Int. Ed., 2002, 41, 2832; (b) M. T. Allingham, A.
Howard-Jones, P. J. Murphy, D. A. Thomas and P. W. R. Caulkett,
Tetrahedron Lett., 2003, 44, 8677; (c) N. Mase, T. Ohno, N. Hoshikawa,

—

12

13

K. Ohishi, H. Morimoto, H. Yoda and K. Takabe, Tetrahedron Lett.,
2003, 44,4073; (d) T. Akiyama, M. Hara, K. Fuchibe, S. Sakamoto and
K. Yamaguchi, Chem. Commun., 2003, 1734; (¢) B. Lygo, B. Allbutt and
S. R. James, Tetrahedron Lett., 2003, 44, 5629.

For reviews, see: (a) C. O. Kappe, Acc. Chem. Res., 2000, 33, 879; (b) C.
0. Kappe, in Multicomponent Reactions, ed. J. Zhu and H. Bienayme,
Wiley-VCH, Weinheim, 2005, pp. 95; (¢) G. Guillena, D. J. Ramoén
and M. Yus, Tetrahedron: Asymmetry, 2007, 18, 693; (d) V. Nair, R.
S. Menon and V. Sreekumar, Pure Appl. Chem., 2005, 77, 1191; (e) A.
Domling, Chem. Rev., 2006, 106, 17; (f) A. Dondoni and A. Massi, Acc.
Chem. Res., 2006, 39, 451; (g) D. J. Ramon and M. Yus, Angew. Chem.,
Int. Ed., 2005, 44, 1602; (h) Z. J. Quan, Z. Zhang, Y. X. Da and X. C.
Wang, Chin. J. Org. Chem., 2009, 29, 876.

(a) K. S. Atwal, B. N. Swanson, S. E. Unger, D. M. Floyd, S. Moreland,
A. Hedberg and B. C. O’Reilly, J. Med. Chem., 1991, 34, 806; (b) G. C.
Rovnyak, K. S. Atwal, A. Hedberg, S. D. Kimball, S. Moreland, J. Z.
Gougoutas, B. C. O’Reilly, J. Schwartzand M. F. Malley, J. Med. Chem.,
1992, 35, 3254; (¢) G. J. Grover, S. Dzwonczyk, D. M. McMullen, D. E.
Normandin, C. S. Parham, P. G. Sleph and S. Moreland, J. Cardiovasc.
Pharmacol., 1995, 26, 289; (d) G. C. Rovnyak, S. D. Kimball, B. Beyer,
G. Cucinotta, J. D. DiMarco, J. Gougoutas, A. Hedberg, M. Malley,
J. P. McCarthy, R. Zhang and S. Moreland, J. Med. Chem., 1995, 38,
119.

For some selected examples, see: (a) O. Munoz-Muiniz and E. Juaristi,
Arkivoc, 2003, 11, 16; (b) Y. J. Huang, F. Y. Yang and C. J. Zhu, J. Am.
Chem. Soc., 2005, 127, 16386; (¢) K. S. Atwal, G. C. Rovnyak, S. D.
Kimball, D. M. Floyd, S. Moreland, B. N. Swanson, J. Z. Gougoutas,
J. Schwartz, K. M. Smillie and M. F. Malley, J. Med. Chem., 1990,
33, 2629; (d) K. S. Atwal, B. N. Swanson, S. E. Unger, D. M. Floyd,
S. Moreland, A. Hedberg and B. C. O’Reilly, J Med. Chem., 1991,
34, 806; (¢) A. Dondoni, A. Massi and S. Sabbatini, Tetrahedron Lett.,
2002, 43, 5913; (f) L. Z. Gong, X. H. Chen and X. Y. Xu, Chem.—Eur.
J., 2007, 13, 8920.

14 X. H. Chen, X. Y. Xu, H. Liu, L. F. Cun and L. Z. Gong, J. Am. Chem.

15

16

17

Soc., 2006, 128, 14802.

J. G. Xin, L. Chang, Z. R. Hou, D. J. Shang, X. H. Liu and X. M. Feng,
Chem.—Eur. J., 2008, 14, 3177.

Y. Y. Wu, Z. Chai, X. Y. Lin, G. Zhao and S. W. Wang, Eur. J. Org.
Chem., 2009, 904.

For selected reviews, see: (a) Organic Reactions in Aqueous Media, ed.
C. J. Li, Wiley, New York, 1997; (b) Organic Synthesis in Water, ed. P.
A. Grieco, Blackie Academic and Professional, London, 1998; (¢) U.
M. Lindstréom, Chem. Rev., 2002, 102, 2751; (d) D. Sinou, Adv. Synth.
Catal., 2002, 344, 221; (e) C. J. Li, Chem. Rev., 2005, 105, 3095; (f) M.
C. Pirrung, Chem.—Eur. J., 2006, 12, 1312; (g) C. 1. Herrerias, X. Yao,
Z.Liand C. J. Li, Chem. Rev., 2007, 107, 2546.

18 (a) M. Lemay and W. W. Ogilvie, Org. Lett., 2005, 7, 4141; (b) Y.

Hayashi, S. Samanta, H. Gotoh and H. Ishikawa, Angew. Chem., Int.
Ed., 2008, 47, 6634; (¢) Y. Hayashi, T. Sumiya, J. Takahashi, H. Gotoh,
T. Urushima and M. Shoji, Angew. Chem., Int. Ed., 2006, 45, 958;
(d) S. Aratake, T. Itoh, T. Okano, N. Nagae, T. Sumiya, M. Shoji and
Y. Hayashi, Chem.—Eur. J., 2007, 13, 10246; (¢) J. Mlynarski and J.
Paradowska, Chem. Soc. Rev., 2008, 37, 1502; (f) D. Q. Xu, A. B. Xia,
S. P. Luo, J. Tang, S. Zhang, J. R. Jiang and Z. Y. Xu, Angew. Chem.,
Int. Ed., 2009, 48, 3821.

19 K. Liu, H. F. Cui, J. Nie, K. Y. Dong, X. J. Liand J. A. Ma, Org. Lett.,

2007, 9, 923.

20 (@) T. Jin, S. Zhang and T. Li, Synth. Commun., 2002, 32, 1847; (b) G.

Maiti, P. Kundu and C. Guin, Tetrahedron Lett., 2003, 44, 2757; (c) N.
Y. Fu, Y. FE Yuan, Z. Cao, S. W. Wang, J. T. Wang and C. Peppe,
Tetrahedron, 2002, 58, 4801; (d) J. Lu and H. R. Ma, Synlett, 2000, 63.

21 D. Gryko and W. J. Saletra, Org. Biomol. Chem., 2007, 5,

2148.

22 A. Domling and 1. Ugi, Angew. Chem., Int. Ed., 2000, 39,

3168.

23 (a) A. Dondoni, A. Massi and S. Sabbatini, Tetrahedron Lett., 2002,

43, 5913; (b) B. Schnell, W. Krenn, K. Faber and C. O. Kappe, J. Chem.
Soc., Perkin Trans. 1, 2000, 4382.

3054 | Org. Biomol. Chem., 2011, 9, 3050-3054

This journal is © The Royal Society of Chemistry 2011



