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Two alternative annulation pathways involving either the
enolate arylation or the addition to the ketone carbonyl
group can operate in the Pd-catalysed intramolecular
coupling of 2-haloanilines and ketones.

During the recent years there has been a growing interest in the
palladium-catalysed coupling reactions of aryl1–4 and vinyl5
halides and enolates. Perhaps the most extensive study has been
done on the palladium-catalysed intermolecular coupling of aryl
halides and ketone enolates, while, in contrast, the intra-
molecular version of the reaction has received less attention.

In this context, we have recently reported that the palladium-
catalysed intramolecular coupling of 2-haloanilines and ketone
enolates provides a useful synthetic approach to the hexahydro-
2,6-methano-1-benzazocine ring system.3d

Continuing our palladium chemistry studies we decided to
extend the carbocyclisation process to the construction of other
nitrogen heterocycles by varying the relative position of the
2-haloaniline moiety and the ketone carbonyl group. Three
types of starting ketones were studied: g-(2-iodoanilino) ketone
1, b-(2-haloanilino) ketones 2a–2d, 3a and 3b, and a-
(2-iodoanilino) ketones 4 and 5.‡

We examined the intramolecular coupling of these substrates
under similar conditions to those we used for the synthesis of
2,6-methano-1-benzazocines: method A, 0.2 equiv. of
Pd(PPh3)4 and 3 equiv. of KOt-Bu in THF at reflux; method B,
0.2 equiv. of PdCl2(PPh3)2 and 3 equiv. of Cs2CO3 in THF in a
sealed tube at 110 °C.3d When the above (2-haloanilino) ketones
were submitted to the cyclisation conditions of method A, no
cyclisation product was obtained, and only compounds arising
from hydrodehalogenation and degradation of the amino ketone
moiety were isolated. In contrast, we found that using method B
led to two different and competitive cyclisation pathways,6
namely enolate arylation and nucleophilic addition to the
carbonyl group, depending on the structure of the starting amino
ketone. The results are summarised in Table 1. Thus, Pd-
catalysed intramolecular coupling of g-(2-iodoanilino) ketone 1
in the presence of PdCl2(PPh3)2 and Cs2CO3 in THF at 110 °C
(entry 1) took place exclusively at the a-position to give
quinolines 6 and 7, although in low yield, together with the
hydrodehalogenation compound 8. The alcohol 7 is probably
formed by oxidation of 6 under the reaction conditions; in fact,
longer reaction times resulted in the formation of 7 as the major
cyclisation product. However, under essentially the same
reaction conditions, both b-(2-haloanilino) ketones 2a–2d, and
3a and 3b, and a-(2-haloanilino) ketones 4 and 5 afforded as the
main product compounds resulting from the addition of the
arylpalladium intermediate to the carbonyl group. It is note-
worthy that the intramolecular nucleophilic addition of ar-
ylpalladium halides to ketones is an uncommon transformation
that has not been described until very recently.7,8 After the
initial results in the aforementioned palladium-catalysed proc-
esses, we worked to optimise conditions to promote the
nucleophilic addition to the carbonyl group. Both the addition of
triethylamine and the use of toluene as the solvent, instead of
THF, increased the yield of the annulation reactions (entry 3 vs.
2, 8 vs. 7 and 12 vs. 11).9 Some additional points can be
mentioned. The use of bromide 2b, instead of iodide 2a,
decreased the yield of cyclisation and resulted mainly in the
formation of the degradation compound 10 (entry 4 vs. 3).
Interestingly, in the b-amino ketone series changing the
substituent at the nitrogen atom from alkyl to methoxycarbonyl
resulted in the formation of significant amounts of the product
from arylation of the ketone enolate (entry 6 vs. 3, 9 vs. 7, and
10 vs. 8). Finally, the Pd-catalysed cyclisation of a-(2-iodoani-
lino) ketones 4 and 5 (entries 11–14) exclusively afforded 18
and 20, respectively, from the addition to the carbonyl group, as

was confirmed by careful analysis of the reaction mixtures.
Nevertheless, these compounds could not be characterised due
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to their instability and were converted to the corresponding
indoles 19 and 21 by treatment with TFA.

In summary, we have reported that two alternative pathways
can operate in the Pd-catalysed intramolecular coupling of
2-haloanilines and ketones. At this point, it is not clear why one
reaction or the other is preferred or what the chemoselectivity
control elements are. However, the results obtained when
changing the substituent at the nitrogen atom from alkyl to
methoxycarbonyl seem to indicate that the regioselectivity of
the enolate formation10 could be the origin of the change in the
annulation pathway. Further studies to clarify this point are
underway in our laboratory.
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Table 1 Pd(0)-catalysed intramolecular annulation of (2-haloanilino)
ketones 1–5a

Entry Substrate Solvent
Additive
(equiv.) Products (yield)b

1 1 THFc —

2 2a THFc —

3 2a Toluened Et3N (2) 9 (45%)

4 2b Toluened Et3N (2)

5 2c Toluened Et3N (2)

6 2d Toluened Et3N (2)

7 3a THFc Et3N (10)

8 3a Toluenec Et3N (10) 14 (73%, 3.5+1)

9 3b THFc Et3N (10)

10 3b Toluenec Et3N (10) 16 (45%, 2+1) 17 (31%)

11 4 THFe Et3N (10)f

12 4 Toluened Et3N (10)f 19 (83%)

13 5 THFe Et3N (10)f

14 5 Toluened Et3N (10)f 21 (87%)
a Method B: PdCl2(PPh3)2 (0.2 equiv.) and Cs2CO3 (3 equiv.) in a sealed
tube at 110 °C. b Yields refer to pure isolated products. c 48 h. d 24 h. e

65 h. f After the cyclisation reaction the crude mixture was treated with
TFA.
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