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Abstract: In water, Friedlinder annulation using
Lewis acid-surfactant-combined catalyst provides a
mild and efficient route for the synthesis of quino-
lines. Employing a catalytic amount of scandium
tris(dodecyl sulfate) [Sc(O;SOC,,H,s);], various
polysubstituted and polycyclic quinolines were ob-
tained in exellent yields.
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Lewis acid catalysis has attracted much attention in
organic synthesis.! Recently, a new type of catalyst,
“Lewis acid-surfactant-combined catalyst (LASC)”,
has shown high efficiency in various organic transfor-
mations. These reactions are promoted in water with-
out organic cosolvents.” Proposed by Kobayashi,
this kind of catalyst acts both as a Lewis acid to acti-
vate the substrate molecules and as a surfactant to
form emulsions in water. The high efficiency of LASC
in reactions, as well as creation of environmentally
benign processes promoted us to explore the possibili-
ty of methodological development in the scaffold con-
struction of natural product-like compounds.

The availability of a practical route for the genera-
tion of small molecules-based natural products is of
utmost urgency and importance in biomedical re-
search. As a privileged fragment, quinoline is a ubig-
uitous subunit in many quinoline-containing natural
products with remarkable biological activities.!”! Mem-
bers of this family have wide applications in medicinal
chemistry.[! Because of their importance as substruc-
tures in a broad range of natural and designed prod-
ucts, a significant effort continues to be given over to
the development of new quinoline-based structures!!
and new methods for their construction.®)

As part of a continuing effort in our laboratory
toward the development of new methods for the ex-
peditious synthesis of biologically relevant heterocy-
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clic compounds,”’ we became interested in the possi-
bility of developing a novel and efficient method to
construct the quinoline scaffold. It is well-known that
the protocol reported by Friedldnder is one of the
most simple and straightforward methods for the syn-
thesis of polysubstituted quinolines, although some
methods such as Skraup, Doebner von Miller, and
Combes reactions® are available. Brgnsted acids like
sulfamic acid, hydrochloric acid, sulfuric acid, p-tolue-
nesulfonic acid and phosphoric acid were widely used
as reagents or catalysts.”” Recently, various Lewis
acids have been reported to be effective for the syn-
thesis of quinolines.'”! However, many of these proce-
dures are complicated by harsh reaction conditions,
low yields, difficulties in work-up, and the use of stoi-
chiometric and/or relatively expensive reagents. And
in some cases, high catalyst loadings had to be em-
ployed in order to obtain respectable yields. Since
quinoline derivatives are increasingly useful and im-
portant in pharmaceuticals and industry, the develop-
ment of a simple, eco- and environmentally benign
protocol is still desirable. Inspired by the recent ad-
vances of “Lewis acid-surfactant-combined catalysts
(LASC)”, we envisioned that we could exploit the
property of LASC to effect the Friedlinder annula-
tion in water. Herein, we disclose our preliminary re-
sults for this transformation.

Our studies commenced with reaction of 2-amino-
benzophenone 1a with ethyl acetoacetate 2a catalyzed
by various Lewis acid-surfactant-combined catalysts
(10 mol %) in water at room temperature (Table 1).
Among the LASC screened, scandium tris(dodecyl
sulfate) [Sc(O5SOC,,H,5);] shows the best result.
Complete conversion and a 90% isolated yield of
ethyl 2-methyl-4-phenylquinoline-3-carboxylate 3a
was obtained. Further studies showed that the result
was improved when the reaction was performed at
40°C (12 h, 99% yield). Next, we examined the cata-
lytic requirement of Sc(O;SOC;;H,s); (1-10 mol %)
for the reaction in water at 40°C. Reducing the
amount of catalyst retarded the reaction. For exam-
ple, only a trace amount of desired product 3a was

S BIEY
*{, ) InterScience’ 1047



COMMUNICATIONS

Liang Zhang and Jie Wu

Table 1. Reaction of 2-aminobenzophenone la with ethyl
acetoacetate 2a catalyzed by various Lewis acid-surfactant-
combined catalysts (10 mol %) in water at room tempera-
ture.

Ph

@ M _cat. (10 mol %) @ﬁjooza
water r.t., air =

N” CH,
3a

Entry LASC (catalyst) Yield [%]%?
1 In(O;SOC;,Hys); 67
2 In(O5SC,Hys)3 50
3 Sm(0O;SOC,,H,5); 82
4 Gd(O;SOC,H,s); 56
5 Dy(0O;SOC,,Hys); 45
6 Fe(O;SOC,,H,5); 58
7 Sc(03SOC,Hs)4 90

2] Isolated yield based on 2-aminobenzophenone 1a.

observed after S5 days when 1 mol% of
Sc(O5SOC,H,5); was employed in the reaction. Grati-
fyingly, 94 % yield of 3a was generated when 5 mol %
of catalyst was used although a prolonged reaction
time was needed for completion (24 h). When Sc-
(OTY); alone was used under these conditions, the re-
action did not go to completion even after 5 days. The
desired product was only obtained in 56 % yield.

To demonstrate the generality of this method, we
next investigated the scope of this reaction under the
optimized conditions [S mol% of Sc(O;SOC,,H,s),,
air, 40°C] and the results are summarized in Table 2.
The operation was simple: A mixture of the 2-amino-
aryl ketone (0.25 mmol), a-methylene ketone
(1.5 equivs.) and Sc(O;SOC;,H,s); (5 mol %) in water
(4 mL) was stirred at 40°C. After completion of the
reaction as indicated by TLC, the reaction mixture
was extracted with EtOAc (2x10 mL). Evaporation
of the solvent followed by purification on silica gel af-
forded the pure quinoline. As shown in Table 2, this
method is equally effective for both cyclic and acyclic
ketones. The reaction employing ethyl 4-chloro-3-oxo-
butanoate also proceeded efficiently to provide the
desired product which is ready for further elabora-
tion. Various substituted 2-aminoaryl ketones such as
2-aminoacetophenone, 2-aminobenzophenone, and 2-
amino-5-chlorobenzophenone reacted smoothly with
oa-methylene ketones to produce a range of quinoline
derivatives. Complete conversion and good to excel-
lent isolated yields were observed for all substrates
employed. This reaction is very clean and free from
side reactions such as self-condensation of ketones
which are normally observed under basic conditions.

In conclusion, we have described the Lewis acid-
surfactant-combined catalyst, scandium tris(dodecyl
sulfate) [Sc(O;SOC,,H,s);], as an efficient catalyst for
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Friedldnder annulation in water. This simple system
offers a mild and very efficient route for the synthesis
of polysubstituted and polycyclic quinolines. It not
only provides an excellent complement to quinoline
synthesis via Friedldnder annulation, but also avoids
the use of hazardous acids or bases and harsh reaction
conditions. The advantages of this method include ex-
cellent yields, the use of a catalytic amount of catalyst
under mild conditions, environmentally benign and
simple experimental operations.

Experimental Section

Scandium Tris(dodecyl Sulfate)

Scandium tris(dodecyl sulfate) was synthesized according to
the literature method.!")

General Procedure

A mixture of the 2-aminoaryl ketone (0.25 mmol), a-methyl-
ene ketone (1.5 equivs.) and scandium tris(dodecyl sulfate)
(5 mol%) in water (4 mL) was stirred at 40°C. After com-
pletion of the reaction as indicated by TLC, the reaction
mixture was extracted with EtOAc (2x 10 mL). Evaporation
of the solvent followed by purification on silica gel afforded
pure quinoline. (All the products are known compounds.
The characterizations of these compounds are identical with
the literature reports.'”)

Ethyl 2-methyl-4-phenylquinoline-3-carboxylate (3a)!'™
'HNMR (500 MHz, CDCl;): 6=0.94 (t, J=7.1 Hz, 3H),
2.79 (s, 3H), 4.04-4.09 (m, 2H), 7.36-7.72 (m, 8H), 8.07 (d,
J=8.4Hz, 1H).

1-(2-Methyl-4-phenylquinolin-3-yl)ethanone (3b)tee
"H NMR (400 MHz, CDCl;): 6=1.97 (s, 3H), 2.67 (s, 3H),
7.32-8.06 (m, 9H).

9-Phenyl-3,4-dihydroacridin-1(2H)-one (3¢)"™: '"H NMR
(400 MHz, CDCly): 8=223-2.26 (m, 2H), 2.68 (t, J=
6.7 Hz, 2H), 3.36 (t, /=6.4 Hz, 2H), 7.18-8.07 (m, 9H).

3,3-Dimethyl-9-phenyl-3,4-dihydroacridin-1(2 H)-one
3d)"™: '"HNMR (400 MHz, CDCly): 6=1.15 (s, 6H), 2.55
(s, 2H), 3.26 (s, 2H), 7.16-8.07 (m, 9H).

Methyl 2-methyl-4-phenylquinoline-3-carboxylate (3¢)"%%
"H NMR (400 MHz, CDCl;): 6=2.76 (s, 3H), 3.55 (s, 3H),
7.32-8.06 (m, 9H).

Ethyl 2-(chloromethyl)-4-phenylquinoline-3-carboxylate
3H"™: 'H NMR (400 MHz, CDCly): $=0.90 (t, J=7.3 Hz,
3H), 4.01-4.05 (m, 2H), 5.03 (s, 2H), 7.33-8.14 (m, 9H).

Ethyl 6-chloro-2-methyl-4-phenylquinoline-3-carboxylate
(3g)"™: '"H NMR (500 MHz, CDCl;): §=0.93 (t, J=7.1 Hz,
3H), 2.75 (s, 3H), 4.04-4.07 (m, 2H), 7.33-8.00 (m, 8H).

1-(6-Chloro-2-methyl-4-phenylquinolin-3-yl)ethanone
(3h)"™: 'TH NMR (500 MHz, CDCL): §=1.96 (s, 3H), 2.65
(s, 3H), 7.31-7.98 (m, 8H).

7-Chloro-9-phenyl-3,4-dihydroacridin-1(2H)-one  (3i)"":
'HNMR (500 MHz, CDCl3): §=2.21-2.26 (m, 2H), 2.69 (t,
J=6.6 Hz, 2H), 3.34 (t, J=6.4 Hz, 2H), 7.14-7.98 (m, 8H).
7-Chloro-3,3-dimethyl-9-phenyl-3,4-dihydroacridin-1(2H)-
one (3))"*: 'H NMR (500 MHz, CDCly): §=1.14 (s, 6H),
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Table 2. Scandium tris(dodecyl sulfate)-catalyzed Friedldnder annulation in water.[?!

R2
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R2
O 9
R1@O . Raj\/R“ SC(OaSOszH'zs)s(5mOI %) o SN R*
NH, water, air A = R®
1 2 3
Entry Substrate 1 Ketone 2 Quinoline 3 Yield [%]™
Ph Ph O
O O
1 1a @0 2a A g 3a MGE 94
NH, N”
Ph O
o O
2 1a 2b PPN 3b @f\/i‘\ 99
N/
o o Ph O
3 1a 2¢ U 3c @{ﬁ 96
N/
O Ph O
4 1a 2d 7@ 3d h 99
o) N
Ph O
o O
5 1a 2e I e 3e dﬁom 99
N/
Ph O
o O
6 1a 2f ClMOEt 3t woet 96
N” “CH,CI
Ph Ph O
cl 6 o cl
7 1b Of% 2a A s 3g C{ﬁoa 99
NH, Nig
Ph O
(0] (0]
8 1b 2b PN 3h “ N 95
N/
Ph O
O (0] cl
9l 1b 2¢ U 3 S 98
N/
(0] Ph O
10 1b 2d 7@ 3 ¢ S 93
o) N~
Ph O
o o cl “
11 1b 2e PP 3k OMe 97
N/
(0]
o O
12 1e @ 0 2b PON 3l ©\)ji‘\ 89
NH N

2

2} Reaction conditions: 2-amino ketone (0.25 mmol), ketone (1.5 equivs.), Sc(O;SOC;,H,s5); (5 mol %), water (4 mL), 40°C.
[l Tsolated yield based on 2-aminoaryl ketone 1.

[l The reaction was performed at 60°C.
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2.55 (s, 2H), 3.24 (s, 2H), 7.14-7.16 (m, 2H), 7.42-7.99 (m,
6H).

Methyl 6-chloro-2-methyl-4-phenylquinoline-3-carboxyl-
ate (3k)"™: '"H NMR (400 MHz, CDCl,): 6=2.73 (s, 3H),
3.55 (s, 3H), 7.33-7.99 (m, 8H).

1-(2,4-Dimethylquinolin-3-yl)ethanone (3)"*}: 'H NMR
(500 MHz, CDCly): §=2.54 (d, J=12.3Hz, 6H), 2.62 (s,
3H), 7.49 (t, J=7.6 Hz, 1H), 7.66 (t, J=7.6 Hz, 1H), 7.91
(d, /=83 Hz, 1H), 7.99 (d, /=84 Hz, 1H).

Acknowledgements

We thank Professor Pengyuan Yang for his invaluable advice
during the course of this research. Financial support from
National Natural Science Foundation of China (20502004)
and the Science and Technology Commission of Shanghai
Municipality (05ZR14013) is gratefully acknowledged.

References

[1] H. Yamamoto, (Ed.), Lewis Acids in Organic Synthesis,
Wiley-VCH, Weinheim, 2000.

[2] a)S. Otto, J. B.F.N. Engberts, J. C. T. Kwak, J. Am.
Chem. Soc. 1998, 120, 9517-9525; b) K. Manabe, S. Ko-
bayashi, Chem. Commun. 2000, 669-670; c) Y. Mori,
K. Kakumoto, K. Manabe, S. Kobayashi, Tetrahedron
Lertt. 2000, 41, 3107-3111; d) K. Manabe, N. Aoyama,
S. Kobayashi, Adv. Synth. Catal. 2001, 343, 174-176.

[3] S. Kobayashi, K. Manabe, Acc. Chem. Res. 2002, 35,
209-217.

[4] a) R.D. Larsen, E. G. Corley, A. O. King, J. D. Carrol,
P. Davis, T. R. Verhoeven, P. J. Reider, M. Labelle, J. Y.
Gauthier, Y.B. Xiang, R. Zamboni, J. Org. Chem.
1996, 61, 3398-3405; b) Y. L. Chen, K. C. Fang, J. Y.
Sheu, S.L. Hsu, C. C. Tzeng, J. Med. Chem. 2001, 44,
2374-2377; ¢) G. Roma, M. D. Braccio, G. Grossi, M.
Chia, Eur. J. Med. Chem. 2000, 35, 1021-1035; d) D.
Doube, M. Bloun, C. Brideau, C. Chan, S. Desmarais,
D. Eithier, J. P. Falgueyeret, R. W. Friesen, M. Girad,
Y. Girad, J. Guay, P. Tagari, R. N. Yong, Bioorg. Med.
Chem. Lett. 1998, 8, 1255-1260; e) M.P. Maguire,
K. R. Sheets, K. Mcvety, A. P. Spada, A. Zilberstein, J.
Med. Chem. 1994, 37, 2129-2137; f) O. Bilker, V.
Lindo, M. Panico, A. E. Etiene, T. Paxton, A. Dell, M.
Rogers, R. E. Sinden, Morris, H. R. Nature 1998, 289—
292.

[5] M. Z. Hoemann, G. Kumaravel, R. L. Xie, R. F. Rossi,
S. Meyer, A. Sidhu, G. D. Cuny, J. R. Hauske, Bioorg.
Med. Chem. Lett. 2000, 10, 2675-2678.

[6] A subset of recent work in this area includes: a) W.
Du, D.P. Curran, Org. Lett. 2003, 5, 1765-1768;
b) D. M. Lindsay, W. Dohle, A. E. Jensen, F. Kopp, P.
Knochel, Org. Lett. 2002, 4, 1819-1822; c) M. Matsugi,
F. Tabusa, J. Minamikawa, Tetrahedron Lett. 2000, 41,
8523-8525; d)P. G. Dormer, K.K. Eng, R.N. Farr,
G. R. Humphrey, J. C. McWilliams, P.J. Reider, J. W.
Sager, R. P. Volante, J. Org. Chem. 2003, 68, 467-4717.

[7] a)J. Wu, Y. Liao, Z. Yang, J. Org. Chem. 2001, 66,
3642-3645; b) J. Wu, Z. Yang, J. Org. Chem. 2001, 66,

1050 asc.wiley-vch.de

© 2007 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim

7875-7878; c¢) J. Wu, L. Wang, R. Fathi, Z. Yang, Tetra-
hedron Lett. 2002, 43, 4395-4397; d) J. Wu, X. Sun, L.
Zhang, Chem. Lett. 2005, 34, 796-797; e)J. Wu, L.
Zhang, X. Sun, Chem. Lett. 2005, 34, 550—-551; f) J. Wu,
L. Zhang, T.-N. Diao, Synlett 2005, 2653-2657; g)J.
Wu, H.-G. Xia, K. Gao, Org. Biomol. Chem. 2006, 4,
126-129; h) J. Wu, X. Wang, Org. Biomol. Chem. 2006,
4, 1348-1351; i) J. Wu, L. Zhang, H.-G. Xia, Tetrahe-
dron Lett. 2006, 47, 1525-1528.

a) C.S. Cho, B. H. Oh, J. S. Kim, T. J. Kim, S. C. Shim,
Chem. Commun. 2000, 1885-1886; b) B. Jiang and
Y.C. Si, J. Org. Chem. 2002, 67, 9449-9451; c) H.
Skraup, Ber. dtsch. chem. Ges. 1880, 13, 2086; d) P.
Friedldnder, Ber. dtsch. chem. Ges. 1882, 15, 2572;
e) R. H. Mansake, M. Kulka, Org. React. 1953, 7, 59;
f) R.J. Linderman, S.K. Kirollos, Tetrahedron Lett.
1990, 31, 2689-2692; g) M. E. Theclitou, L. A. Robin-
son, Tetrahedron Lett. 2002, 43, 3907-3910.

a) E. A. Fehnel, J. Heterocycl. Chem. 1966, 3, 2899;
b) E. A. Fehnel, J. Heterocycl. Chem. 1967, 4, 565-570;
c) C.-S. Jia, G.-W. Wang, Lett. in Org. Chem. 2000, 3,
289-291; d) G.-W. Wang, C.-S. Jia, Y.-W. Dong, Tetra-
hedron Lett. 2006, 47, 1059-1063; e) C.-S. Jia, Z.
Zhang, S.-J. Tu, G.-W. Wang, Org. Biomol. Chem. 2000,
4,104-110; for selected examples of Brgnsted acid cat-
alysis in other reactions: f) L. L. Anderson, J. Arnold,
R. G. Bergman, J. Am. Chem. Soc. 2005, 127, 14542 —
14543; g) Z. Li, J. Zhang, C. Brouwer, C. Yang, N. W.
Reich, C. He, Org. Lett. 2006, 8, 4175-4178; h) D. C.
Rosenfeld, S. Shekhar, A. Takemiya, M. Utsunomiya,
J.F. Hartwig, Org. Lett. 2006, 8, 4179-4182; i) B.
Schlummer, J. F. Hartwig, Org. Lett. 2002, 4, 1471-
1474; j) T. C. Wabnitz, J. B. Spencer, Org. Lett. 2003, 5,
2141-2144; k) S. Shirakawa, S. Kobayashi, Org. Lett.
2007, 9, 311-314; 1) R. Sanz, D. Miguel, A. Martinez,
J. M. Alvarez-Gutierrez, F. Rodriguez, Org. Lett. 2007,
9, 727-730; m) K. Manabe, S. Limura, X. Sun, S. Ko-
bayashi, J. Am. Chem. Soc. 2002, 124, 11971-11972;
n) S. D. Sharma, P. Gogoi, D. Konwar, Green Chem.
2007, 9, 153-157.

a) A.L. Rusanov, L. G. Komarova, M. P. Prigozhina,
Russ. Chem. Rev. 2005, 74, 671-683; b) Y. Z. Hu, G.
Zang, R. P. Thummel, Org. Lett. 2003, 5, 2251-2253;
¢) A. Arcadi, M. Chiarini, S. Di Giuseppe, F. Marinelli,
Synlett 2003, 203-206; d)B.R. McNaughton, B.L.
Miller, Org. Lett. 2003, 5, 4257-4259; e)J. S. Yadav,
B. V.S. Reddy, K. Premlatha, Synlett 2004, 963—966;
f) J. S. Yadav, B. V. S. Reddy, P. Sreedhar, R. S. Rao, K.
Nagaiah, Synthesis 2004, 2381-2385; g) K. Mogilaih,
C.S. Reddy, Synth. Commun. 2003, 3131-3134; h) A.
Walser, T. Flyll, R. 1. Fryer, J. Heterocycl. Chem. 1975,
12,737-741; i) S. K. De, R. A. Gibbs, Tetrahedron Lett.
2005, 46, 1647-1649; j) P. Arumugam, G. Karthikeyan,
R. Atchudan, D. Muralidharan, P. T. Perumal, Chem.
Lett. 2005, 34, 314-315; k) J. Wu, L. Zhang, T.-N. Diao,
Synlett 2005, 2653-2657; 1) J. Wang, X. Fan, X. Zhang,
L. Han, Can. J. Chem. 2004, 82, 1192-1196; m) J. Wu,
H.-G. Xia, K. Gao, Org. Biomol. Chem. 2006, 4, 126—
129; n) J.S. Yadav, P.P. Rao, D. Sreenu, R.S. Rao,
V.N. Kumar, K. Nagaiah, A.R. Prasad, Tetrahedron
Lett. 2005, 46, 7249-7253; o) X. Y. Zhang, X.S. Fan,
J.J. Wang, Y. Z. Li, Chin. Chem. Lett. 2004, 15, 1170-

Adv. Synth. Catal. 2007, 349, 1047-1051


http://asc.wiley-vch.de

Friedlander Synthesis of Quinolines COMMUNICATIONS

1172; p) S. S. Palimkar, S. A. Siddiqui, T. Daniel, R. J. 181-184; t) G. Sabitha, R. S. Babu, B. V. S. Reddy, J. S.
Lahoti, K. V. Srinivasan, J. Org. Chem. 2003, 68, 9371 - Yadav, Synth. Commun. 1999, 29, 4403-4408; u) M.
9378; q) D.S. Bose, R. K. Kumar, Heterocycles 2006, Anzini, A. Cappelli, S. Vomero, Heterocycles 1994, 38,
68, 549-559; r) F. Xu, D. Q. Yang, K. L. Jiang, W. Guo, 103-111.

Chin. Chem. Lett. 2006, 17, 187-190; s) A. Shaabani, [11] K. Manabe, Y. Mori, T. Wakabayashi, S. Nagayama, S.
E. Soleimani, Z. Badri, Monatsh. Chem. 2006, 137, Kobayashi, J. Am. Chem. Soc. 2000, 122, 7202-7207.

Adv. Synth. Catal. 2007, 349, 1047-1051 © 2007 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim asc.wiley-vch.de 1051


http://asc.wiley-vch.de

