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ABSTRACT

A novel method for the asymmetric synthesis of 2-substituted indolines, employing bifunctional amino(thio)urea catalysts, was developed. The reaction
proceeded via an intramolecular aza-Michael addition mediated by activation through hydrogen bonding. The catalytic process was shown to be highly
versatile and applicable to a wide range of substrates due to the flexible catalytic mechanism utilizing a noncovalent interaction.

Optically active indoline frameworks are found in many
natural products and biologically active agents (Figure 1).1

This has stimulated a great deal of research into the
asymmetric synthesis of substituted indolines.2�5 Among
the approaches that have been studied, one of the most
powerful candidates for the synthesis of 2-substituted
indolines is intramolecular aza-Michael addition6,7 from
aniline derivatives that bear an R,β-unsaturated carbonyl

moiety. This is a straightforward route to the desired
structures and leaves a carbonyl groupavailable for further
structural modifications. Previous approaches utilizing
chiral secondary3a,b and primary3c amine catalysts have
been shown tobe useful for the reactionofR,β-unsaturated
aldehydes and ketones, respectively. However, these meth-
ods are not applicable to substrates in a higher oxidation
state because of the mechanistic necessity for iminium
formation.8 To expand the utility of this synthetic reaction,
the development of a novel catalytic process is required.
We have recently established a useful protocol for

asymmetric heterocycle synthesis via an intramolecular
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hetero-Michael addition.9 This methodology utilizes mul-
tipoint recognition by bifunctional aminothiourea cata-
lysts through hydrogen bonding.10,11 Thus, we attempted
to use this efficient cyclization approach in order to devel-
op a novel asymmetric intramolecular aza-Michael addi-
tion reaction for generating a variety of 2-substituted
indolines.12 The potential versatility of this type of cata-
lysis, utilizing noncovalent interactions, was demonstrated
using a range of different substrates.
The starting materials 1 were prepared through the

synthetic route indicated in Scheme 1.13 The investigation
was initiated using substrate 1a with 5 mol % quinidine-
derived bifunctional thiourea catalyst 3a in cyclopentyl
methyl ether (CPME) at 25 �C, and indoline product 2a
was obtained enantioselectively (Table 1, entry 1).

Screening of various solvents revealed that less polar
aromatic solvents were the most effective for giving 2a

with high enantioselectivity and an acceptable yield
(Table 1, entries 6�9). The fact that the reaction in a protic
solvent resulted in poor yield and enantioselectivity implies
the crucial role of hydrogen bonding in the catalysis mode
of this reaction (Table 1, entry 5).As a longer reaction time
led to lower enantioselectivity, which was likely due to the
competingnoncatalytic reaction (Table1, entry10), 10mol%
3awas employed to improve the yield (Table 1, entry 11). On
decreasing the reaction temperature to 0 �C, the yield was
considerably reduced, albeit with a slight increase in the
enantioselectivity (Table 1, entry 12). The use of urea catalyst
3b instead of thiourea catalyst 3a largely improved both the
yield and enantioselectivity (Table 1, entry 13). Substrates
with other protecting groups (1b, 1c) gave poorer results
(Table 1, entries 14 and 15). Furthermore, the screening of
urea catalysts showed that quinine-derived 3dwas an efficient
catalyst for obtaining the opposite enantiomer of 2a with
good enantioselectivity (Table 1, entry 17).14

Subsequently, the scope of substrates that the reaction
could be successfully applied to was explored using the
optimized conditions (Table 2). Although urea catalyst 3b
exhibited low reactivity for an electron-rich enone, thiourea
catalyst 3a proved to be more suitable in this case for
improving theyieldwhilegivingasimilarlygoodenantiomeric

Scheme 1. Synthetic Route to Substrates 1

Figure 1. Representative indoline derivatives in natural products.
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excess (Table 2, entry 2). In contrast, an electron-poor enone
afforded the corresponding product in good yield with high
enantioselectivity using 3b as a catalyst (Table 2, entry 3).
In addition, a substrate bearing a naphthyl group also
underwent this reaction in the presence of 3b, yielding the
indoline product (Table 2, entry 4). Notably, particularly
high enantioselectivity was obtained using a substrate
bearing a p-bromo group, which may then be easily trans-
formed into other organic groups (Table 2, entry 5).
Substituents on the aniline moiety were also investigated,
and again in this case, thiourea catalyst 3a was found to
be better for a substrate with a methoxy group (Table 2,
entry 6). Electron-poor anilines were tolerated by using 3b
as a catalyst and gave the corresponding products in

moderate to good yield with high enantioselectivity
(Table 2, entries 7 and 8). A bromo group in the enone
moiety again provided good enantioselectivity in the reaction
of an electron-rich aniline (Table 2, entry 9). An aliphatic
ketone substrate was much less reactive, but moderate
enantioselectivity was obtained (Table 2, entry 10).
Moreover, higher oxidation state substrates, R,β-unsa-

turated thioesters 1m and 1n, were also applicable,
although obtaining a further improvement in enantioselec-
tivity requires additional investigation (Scheme 2).15 The

Table 1. Optimization of Reaction Conditionsa

entry R

catalyst

(mol %) solvent

yield

(%)b
ee

(%)

1 Cbz (1a) 3a (5) CPMEc 18 79

2 Cbz (1a) 3a (5) Et2O 10 76

3 Cbz (1a) 3a (5) acetone 23 78

4 Cbz (1a) 3a (5) CH2Cl2 80 67

5 Cbz (1a) 3a (5) CH3OH 10 11

6 Cbz (1a) 3a (5) benzene 99 75

7 Cbz (1a) 3a (5) toluene 73 79

8 Cbz (1a) 3a (5) xylene 57 81

9 Cbz (1a) 3a (5) mesitylene 57 83

10d Cbz (1a) 3a (5) mesitylene 70 79

11 Cbz (1a) 3a (10) mesitylene 73 81

12e Cbz (1a) 3a (10) mesitylene 14 84

13 Cbz (1a) 3b (10) mesitylene 99 87

14 Boc (1b) 3b (10) mesitylene 46 75

15 Bz (1c) 3b (10) mesitylene 48 1

16 Cbz (1a) 3c (10) mesitylene 59 76

17 Cbz (1a) 3d (10) mesitylene 66 �84

18 Cbz (1a) 3e (10) mesitylene 53 �78

aReactions were run using 1 (0.1 mmol) and the catalyst in the
solvent (0.8 mL). b Isolated yields. cCPME= cyclopentyl methyl ether.
dReaction was run for 48 h. eReaction was run at 0 �C.

Table 2. Scope of Substratesa

entry R1 R2 2 yield (%)b ee (%)

1 Ph H 2a 99 87

2c 4-CH3OC6H4 H 2d 73

(26)d
84

(86)d

3 4-CF3C6H4 H 2e 79 88

4 2-naphthyl H 2f 83 88

5 4-BrC6H4 H 2g 75 91

6c Ph CH3O 2h 82

(33)d
83

(86)d

7 Ph F 2i 69 82

8 Ph Cl 2j 82 84

9 4-BrC6H4 CH3O 2k 53 93

10c CH3 H 2l 18

(24)d
74

(65)d

aReactions were run using 1 (0.1 mmol) and 3b (0.01 mmol) in
mesitylene (0.8 mL). b Isolated yields. cReactions were run using 3a

instead of 3b. dResults of the reaction run using 3b.

Scheme 2. Reactions from R,β-Unsaturated Thioesters
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tion reactions mediated by bifunctional aminothiourea catalysts, see
refs 7a, 7b, and 9a.

(13) See Supporting Information for details.
(14) Results of further catalyst screening are described in the

Supporting Information.

(15) It was also found that alkylthiol ester resulted in good enantios-
electivity although the yield was low (benzylthiol ester: 19%, 76% ee).
Results of further investigations on the reactions from R,β-unsaturated
thioesters are described in the Supporting Information in detail.
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thioester functionality allows for a variety of subsequent
transformations, thereby offering an efficient pathway to a
range of pharmacological compounds.9d This demon-
strates the great potential of the reaction scheme described
in this work for expanding the scope of compounds that
can be successfully synthesized.
In addition, deprotection of 2a could be carried out under

hydrogenation conditions to afford 4 in high yield without
any erosion of optical purity (Scheme 3). The absolute
configuration of 2g was determined using X-ray analysis
(see Supporting Information for details), and the configura-
tions of all other examples were assigned accordingly.

In summary, we have demonstrated a novel asymmetric
synthesis of 2-substituted indolines via intramolecular aza-
Michael addition by means of bifunctional organocatalysts.
The reaction proceeded by activation via hydrogen bonding,
enabling a flexible catalytic mechanism that was widely
applicable to a range of substrates with R,β-unsaturated
carboxylic acid derivatives. Further studies on the expansion
of the substrate scope and the application of this methodol-
ogy to other heterocycle syntheses are currently underway in
our laboratory and will be reported in due course.
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Scheme 3. Deprotection of 2a
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