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ABSTRACT

Condensation of tert-butyl (E)-3-(2′-aminophenyl)propenoate with a range of aromatic and heteroaromatic aldehydes gives the corresponding
imines as single diastereoisomers (>98% de). Addition of lithium (R)-N-benzyl-N-(r-methylbenzyl)amide initiates a tandem conjugate addition/
cyclization reaction to generate 2-aryl-4-aminotetrahydroquinoline-3-carboxylic acid derivatives in >98% de, >98% ee and high isolated yield.
Hydrogenolysis of an N(1)-Boc protected derivative allows selective cleavage of the N-benzyl-N-r-methylbenzyl protecting groups without
compromise of the diastereo- or enantiopurity.

The tetrahydroquinoline subunit is the central motif of several
biologically active natural products. Perhaps the most well-
known examples comprising this molecular architecture are
the Martinelle alkaloids martinelline 1 and martinellic acid
2 and the 2-phenyl synthetic analogue 31 (Figure 1).2 In
accord with its importance, the synthesis of the tetrahydro-
quinoline structural motif has been the subject of intense
research, especially concerning examples for clinical use.3

Several methods have been developed for the preparation
of this valuable heterocyclic scaffold, which commonly
involve synthesis from aniline precursors (utilizing electro-
philic aromatic substitution,4 aza-Diels-Alder reaction,5 or
nucleophilic displacement6 to form the tetrahydroquinoline
ring system) or the elaboration and reduction of a quinoline

precursor.7 Although these approaches often facilitate the
synthesis of diastereoisomerically pure tetrahydroquinolines,(1) Batey, R. A.; Powell, D. A. Chem. Commun. 2001, 2362.

Figure 1. Structures of martinelline 1, martinellic acid 2, and the
synthetic analogue 3.
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there are relatively few examples which have been demon-
strated as synthetic routes to enantiomerically pure targets.

We have previously demonstrated that the conjugate
addition of homochiral, secondary lithium amides derived
from R-methylbenzylamine to R,�-unsaturated esters repre-
sents an efficient and versatile synthesis of �-amino esters
and derivatives.8 This methodology has found application
in the total synthesis of natural products,9 enantiorecognition
phenomena,10 and the initiation of tandem (cascade) pro-
cesses.11 For instance, the tandem conjugate addition/
cyclization of lithium (S)-N-benzyl-N-(R-methylbenzyl)amide
4 to di-tert-butyl (E,E)-nona-2,7-dienedioate 5 and a range
of dimethyl 4,4′-(alkylazanediyl)dibut-2-enoates, e.g., 6 and

7, gives access to the corresponding homochiral, polysub-
stituted aminocyclohexane 8 and 3-aminopiperidines 9 and
10 in good yield with high diastereoselectivity (Scheme 1).11a

As a model system en route to derivatives of the Martinelle
alkaloids, we envisaged that addition of homochiral lithium
amide (R)-4 to R,�-unsaturated esters 11 would promote a
conjugate addition/cyclization reaction to give access to
homochiral 2-aryl-4-aminotetrahydroquinoline-3-carboxylic
acid derivatives 12 (Figure 2).12 We delineate herein the
results of these synthetic investigations.
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Scheme 1. Tandem Conjugate Addition/Cyclization for the
Synthesis of Aminocyclohexane and 3-Aminopiperidines 8-10

Figure 2. Tandem conjugate addition/cyclization for the synthesis
of homochiral 4-aminotetrahydroquinolines 12.
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acrylate13 and isolated in 95% yield and >98% de. Condensa-
tion of 13 with benzaldehyde gave benzylidine imine 14 as a
single diastereoisomer, which was assigned the (E)-configura-
tion.14 Recrystallization furnished pure 14 in quantitative yield.
Benzylidine imine 14 was treated with 1.6 equiv of lithium
amide (R)-4 (>98% ee)15 to give 4-aminotetrahydroquinoline
15 as a single diastereoisomer (>98% de). Chromatographic
purification gave 15 in 86% yield, >98% de, and >98% ee.16

Repeated attempts to grow crystals of 15 for X-ray crystal-
lographic analysis failed. However, treatment of 15 with Boc2O
(20 equiv) gave 17% conversion to the highly crystalline N-Boc
derivative 16 in >98% de. Alternatively, addition of lithium
amide (R)-4 to benzylidene imine 14 and quenching with Boc2O
gave 16 in >98% de, which was isolated in 75% yield, >98%
de, and >98% ee16 after chromatography (Scheme 2).17 The

relative configuration within 16 was determined unambiguously
by single crystal X-ray analysis, with the absolute (2R,3S,4S,RR)-
configuration assigned from the known configuration of the (R)-
R-methylbenzyl stereocenter (Figure 3). This analysis allowed

unambiguous assignment of the absolute (2R,3R,4S,RR)-con-
figuration within 15. The absolute (4S)-stereogenic centers of
15 and 16, formed during the conjugate addition of lithium
amide (R)-4, are in accord with that predicted by the transition-
state mnemonic developed by us to rationalize the exceptional
stereofacial bias exerted by this class of lithium amide in its
conjugate addition reactions.18

A simplistic mechanistic rationale to account for the observed
stereoselectivity of this process may be proposed. Conjugate
addition of lithium amide (R)-4 generates lithium (Z)-�-amino
enolate 17 and installs the (4S)-stereogenic center within
tetrahydroquinoline 15. Alkylation, protonation, or hydroxyl-
ation of a range of lithium (Z)-�-amino enolates is known to
proceed with modest to excellent levels of anti-selectivity,19

which is usually attributed to reaction of the lithium-nitrogen
chelated enolate on the least hindered face. In the case of
enolate 17, lithium-nitrogen chelation presents the Re face of
the enolate to the pendant imine and cyclization proceeds via
boat transition state 17A to give 2,3-syn-3,4-anti-4-amino-
tetrahydroquinoline 15 (Figure 4).

The generality of this tandem conjugate addition/cycliza-
tion process was next investigated. Aromatic and heteroaro-
matic (E)-configured14 imines 18-21 were prepared as single
diastereoisomers (>98% de) from R,�-unsaturated ester 13
and the corresponding aldehydes under dehydrative condi-
tions. Purification of 18 was achieved via recrystallization
(95% isolated yield), although 19-21 were not amenable to
recrystallization and attempted chromatographic purification

(11) For instance, see: (a) Davies, S. G.; Diez, D.; Dominguez, S. H.;
Garrido, N. M.; Kruchinin, D.; Price, P. D.; Smith, A. D. Org. Biomol.
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Scheme 2. Tandem Conjugate Addition/Cyclization for the
Synthesis of 4-Aminotetrahydroquinolines 15 and 16

Figure 3. Chem3D representation of the X-ray crystal structure of
16 (some H atoms omitted for clarity).
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promoted hydrolysis of the imine functionality; therefore,
19-21 were utilized without prior purification. Addition of
lithium amide (R)-4 to imines 18-21 gave, in each case,
the corresponding 4-aminotetrahydroquinolines 22-25 as the
sole reaction products in >98% de. Chromatographic puri-
fication gave 22-25 in good yield (g72%) and in >98% de
and >98% ee16 in each case (Scheme 3). The relative 2,3-

syn-3,4-anti-configurations within 22-25 were assigned by
analogy to that unambiguously established for 15 and 16 and
were supported by NOE data. The absolute (2R,3R,4S,RR)-
configurations within 22-25 were thus assigned by reference
to the transition state mnemonic described by us to rationalize
the highly diastereoselective conjugate addition of lithium
amide (R)-4 to achiral R,�-unsaturated esters.18

Hydrogenolysis of 4-aminotetrahydroquinoline 15 gave
quantitative conversion to R-benzyl-�-amino ester 26 as the
only product, in which cleavage of the N-benzyl-N-R-

methylbenzyl protecting groups and the N(1)-C(2) benzylic
bond of the tetrahydroquinoline ring had occurred.20 Hy-
drogenolysis of N-Boc protected 4-aminotetrahydroquinoline
16 gave 27 in 92% isolated yield, >98% de, and >98% ee,16

consistent with our previous reports that hydrogenolysis of
N-benzyl-N-R-methylbenzyl-protected �-amino esters pro-
ceeds with no loss of stereochemical integrity8a (Scheme 4).

In conclusion, condensation of tert-butyl 3-(2′-aminophe-
nyl)propenoate with a range of aromatic and heteroaromatic
aldehydes generates the corresponding diastereoisomerically
pure imines. Addition of lithium (R)-N-benzyl-N-(R-meth-
ylbenzyl)amide initiates a tandem conjugate addition/cy-
clization reaction, generating 2-aryl-4-aminotetrahydroquin-
oline-3-carboxylic acid derivatives in >98% de and >98%
ee. Hydrogenolysis of a 2-phenyl-4-aminotetrahydroquino-
line-3-carboxylic acid derivative gives a diamino ester
scaffold, while hydrogenolysis of the corresponding N(1)-
Boc-protected compound allows selective cleavage of the
N-benzyl-N-R-methylbenzyl protecting groups without com-
promising the diastereo- or enantiopurity. This procedure
represents a very operationally simple yet powerful method
for the construction of three contiguous stereogenic centers
within a homochiral 4-aminotetrahydroquinoline nucleus in
a single step. This approach should be readily applicable to
the preparation of libraries of 4-aminotetrahydroquinolines
for biological screening.

Supporting Information Available: Experimental pro-
cedures, characterization data, and copies of 1H and 13C NMR
spectra. This material is available free of charge via the
Internet at http://pubs.acs.org.

OL9004118

(20) The remarkable resistance of �-aryl-�-amino ester derivatives to
undergo cleavage of the N-C(�) bond has been attributed to the presence
of an intramolecular hydrogen bond between the �-amino substituents and
the carbonyl oxygen atom that holds the C(�)-aryl group in a conformation
that disfavors hydrogenolysis of the benzylic N-C(�) bond; see ref 8a.

Figure 4. Postulated transition-state model for cyclization of lithium
(Z)-�-amino enolate 17 (numbered atoms correspond to the ste-
reocenters within tetrahydroquinoline 15).

Scheme 3. Tandem Conjugate Addition/Cyclization for the
Synthesis of 4-Aminotetrahydroquinolines 22-25

Scheme 4. Hydrogenolysis of 4-Aminotetrahydroquinolines 15
and 16
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