TETRAHEDRON
LETTERS

Pergamon Tetrahedron Letters 41 (2000) 5281-5286

Palladium-catalyzed synthesis of stereodefined 3-[(1,1-
unsymmetrically disubstituted)methylidenelisobenzofuran-
1(3H)-ones and stereodefined 5-[(1,1-unsymmetrically
disubstituted)methylidene]furan-2(5H)-ones

Renzo Rossi,** Fabio Bellina,* Matteo Biagetti,® Antonella Catanese?®
and Luisa Mannina®

aDipartimento di Chimica e Chimica Industriale, University of Pisa, Via Risorgimento 35, I-56126 Pisa, Italy
bCorso di Laurea in Scienze Ambientali, Universita del Molise, Via Mazzini 8, I-86170 Isernia, Italy

Received 2 March 2000; accepted 16 May 2000

Abstract

Treatment of (hetero)aryl halides with 2-(1-alkynyl)benzoic acids or (Z£)-2-en-4-ynoic acids in the pre-
sence of K,CO3; and a catalytic amount of Pd(PPh;), provides reaction mixtures in which stereodefined
3-[(1,1-unsymetrically disubstituted)methylidene]isobenzofuran-1(3 H)-ones and stereodefined 5-[(1,1-unsym-
metrically disubstituted)methylidene]furan-2(5H)-ones, respectively, are the major products. © 2000
Elsevier Science Ltd. All rights reserved.
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In recent years considerable attention has been devoted to the synthesis of natural and unnatural
oxygen-containing heterocycles by protocols which involve transition metal-catalyzed intra-
molecular addition reactions of carboxylic acids to alkynes.!

As part of our ongoing interest in this field,?> we recently described a new and efficient proce-
dure for the regioselective synthesis of natural and unnatural (Z£)-3-(1-alkylidene)isobenzofuran-
1(3H)-ones 2 and 3-substituted isocoumarins 3, which involves the transition metal-catalyzed
cyclization reaction of readily prepared 2-(1-alkynyl)benzoic acids 1 (Scheme 1).2

More recently, in a continuation of these investigations, we found that treatment of 2-(1-alkynyl)-
benzoic acids of general formula 4° with 1.2 equiv. of (hetero)aryl halides 5 in degassed acetonitrile
at 70°C under an argon atmosphere, in the presence of 4 equiv. of K,CO3; and 5 mol% Pd(PPhy),,
provides mixtures of 3-substituted 4-(hetero)arylisocoumarins 6 and stereoisomerically pure 3-[(1,1-
unsymmetrically disubstituted)methylidenelisobenzofuran-1(3H)-ones 7 in high yields, in which
these last compounds are the major products (Table 1).4
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Scheme 1.
Table 1
Palladium-catalyzed synthesis of compounds 6 and 7®
R? N
R! ’ /
F \ Pd(PPhg)s, KoCO3 R
+ Re-X +
MeCN, 70 °C
COOH ) o
6 7
Entry Reagents Reaction Products
4 R 5 R? X time 6+7 6/7 Yield  Yield
(h) molar (%) (%)
ratio of 6 of7
1 da C,H, 5a C,H; I 5.5 6a+7a 11/89 9 76
2 4a C,H, 5b 2-thienyl I 6.5 6b+7b  13/87 3 48
3 4a CH, 5¢ 24-CLCH, I 29.5 6¢c+7c  18/82 14 70
4 4a C,H, 5d 5-pyrimidyl ~ Br 22.5 6d+7d 11/89 n.d. 77
5 4b C.H; 5¢  4-MeOC(H, 1 22.5 6e+7e <4/>96 n.d. 90

(a) Reactions performed in acetonitrile in the presence of 4 equiv of K,CO, and 5 mol % Pd(PPh,),.
(b) Evaluated in the crude reaction mixture.

Compounds 7 were separated from the corresponding regioisomers 6 by MPLC on silica gel
and were differentiated from these isocoumarins on the basis of their IR spectra. In fact, com-
pounds 7 displayed a carbonyl absorption band at 1765-1778 cm™', whereas in compounds 6 the
carbonyl absorption frequency was observed at 1722-1724 cm™!. On the other hand, the stereo-

chemistry of compounds 7 was assigned by NOESY experiments.

As shown in Table 1, this Pd-catalyzed process gave compounds 7 in moderate to good yields
and its regioselectivity proved to be higher when the carboxylic acid, which was used as a starting
material, was a 2-[1-(aryl)ethynyl]benzoic acid such as 4b. Nevertheless, a typical 2-(1-alkynyl)-
benzoic acid bearing a substituent in the 3-position such as compound 1a failed to undergo this

Pd-catalyzed reaction with (hetero)aryl halides.
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It must also be noted that, unlike that recently reported for the Pd-catalyzed cyclization reaction
of 1,2-allenic carboxylic acids with aryl halides,”> we observed that the presence of catalytic
amounts of Ag,CO; did not affect the Pd-catalyzed reaction of compounds 4 with (hetero)aryl
halides 5. In fact, the regioselectivity and the yields of the reactions performed in the presence of 5
mol% Pd(PPhs), and 5 mol% Ag,CO; were found to be very similar to those observed for the
same reactions which were carried out in the absence of this silver salt.

As far as the mechanism of this Pd-catalyzed process is concerned, on the basis of previous
work on Pd-catalyzed reactions between aryl halides and carboxylic acids which contain an
alkynyl moiety®®2%% we can propose that it involves the following reaction sequence: (1) oxidative
addition of the (hetero)aryl halide 5 to Pd(0); (2) coordination of the so formed Pd(II) complex to
the carboxylate anion derived from 4; (3) intramolecular oxypalladation of the resulting complex
8; and (4) reductive elimination of Pd(0) and compounds 6 and 7.

PPh,
Rz,PrX Rl

@3/
coo®@
8

We also found that a process which was similar to that employed for the synthesis of com-
pounds 6 and 7 occurred when easily prepared (Z)-2-en-4-ynoic acids 97 were reacted with (hetero)-
aryl halides 5 in acetonitrile at 70-85°C in the presence of 4 equiv. of K,COj3 and a catalytic quantity
of Pd(PPhj3),. In fact, in the case of (Z£)-2-alken-4-ynoic acids such as 9a (entries 1 and 2, Table 2)
these reactions provided, although in modest yields, mixtures of 6-substituted 5-aryl-2 H-pyran-2-ones

Table 2
Palladium-catalyzed synthesis of compounds 10 and 11 and 12®

R2 AN
- Pd(PPh3)4, KoCO3 S =
/COOH + R2X MeCN A | * R O 4 [
‘ R™ 070 70 R 0
R
10 1 12

R
9 5
Entry Reagents Reaction Products

10 R 5 R? X  conditions 10+11+12 10/11/12  Yield Yield
(h/°C) molar (%) (%)

ratio  of10  of 11

1 92 C,H, Se 4-MeOCH, I 23.5/70  10a+l1la+12a 11/76/13® 5 38
2 9a CH, 5f 3-methyl-6- Br  22.0/82 10b + 11b 12/88" 7 34

pyridyl
3 9 CH; 5¢ 24-CLCH, 1 22.5/70 11c +12b 47/539 26

(a) Reactions performed in acetonitrile in the presence of 4 equiv of K,CO, and 5 mol % Pd(PPh,),.

(b) This molar ratio was evaluated in the crude reaction mixture.

(c) Evaluated on the basis of the amounts of 11¢ and 12b which were isolated by MPLC of the crude reaction
mixture on silica gel.

(d) A 30 % yield of compound 12b was also isolated.
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10, and stereodefined 5-[(1,1-unsymmetrically disubstituted)methylidene]furan-2(5H)-ones 11, in
which these last compounds, which were isolated as single stereoisomers, were the major products.
On the other hand, the Pd-catalyzed reaction between aryl halide 5¢ and a typical (£)-5-aryl-2-
buten-4-ynoic acid, i.e. 9b, gave a mixture in which the stereoisomerically pure 5-ylidenefuran-
2(5H)-one 11c and the 6-substituted 2-pyrone 12b were the sole reaction products (entry 3, Table 2).
These compounds were isolated in 26 and 30% yield, respectively. Interestingly, a 6-substituted
2-pyrone, which derived from the Pd-catalyzed heteroannulation reaction of the corresponding
(Z)-2-en-4-ynoic acid, was also obtained from the Pd-catalyzed reaction between 9a and Se (entry 1,
Table 2).

The products of the Pd-catalyzed coupling reactions of (Z)-2-en-4-ynoic acids 9 with (hetero)-
aryl halides were separated by MPLC on silica gel and well differentiated by NMR analysis.® In
fact, either in the 5,6-disubstituted 2H-pyran-2-ones 10 or in compounds 12 the value of the
3Js_na coupling constant was in the range 9.4-10.0 Hz,” whereas stereodefined 5-ylidenefuran-
2(5H)-ones 11 displayed values of the J,_13 coupling constant in the range 5.3-5.9 Hz.'° On the
other hand, the stereochemistry of these last compounds was assigned by NOESY experiments.

In conclusion, a useful and simple protocol for the Pd-catalyzed synthesis either of stereo-
defined 3-[(1,1-unsymmetrically disubstituted)methylidene]isobenzofuran-1(3H)-ones or stereo-
defined 5-[(1,1-unsymmetrically disubstituted)methylidene]furan-2(5H)-ones has been developed.
Studies are in progress on the development of a new and efficient procedure for selective synthesis
of the regioisomers of these compounds, i.e. 3,4-unsymmetrically disubstituted isocoumarins 6
and 5,6-unsymmetrically disubstituted 2 H-pyran-2-ones 10, respectively.
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