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from 1,3-Diesters and Terminal Alkynes
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Treatment of malonates without a substituent at the active
methylene moiety with terminal alkynes gave salicylates regiose-
lectively. In contrast, when malonates bearing a substituent at the
active methylene moiety were used, cyclic B-keto esters were
generated regioselectively. Treatment of the formed cyclic B-keto
esters with In(OTf); gave phenol derivatives via decarboxylation.

[2 42+ 2] Cycloaddition is an efficient and powerful
method to synthesize multisubstituted aromatic compounds. For
example, cyclotrimerization of alkynes is well known.! However,
it is usually difficult to introduce substituents regioselectively
when unsymmetrical alkynes are used. In particular, reactions
between two or three kinds of alkynes usually produce complex
mixtures because it is difficult to control pair- and regioselectivity.
Very recently, our group? and Tsuji, Nakamura, and co-workers’
independently reported the manganese-catalyzed regioselective
synthesis of benzoates from fS-keto esters and two equivalents of
terminal alkynes (eq 1). In these reactions, the two substituents,
which are introduced from terminal alkynes, are located at the
para-position. During our investigation of the reactions between
other active methylene compounds and alkynes, we found that
phenol derivatives were formed by the reactions between
malonates and alkynes in the presence of a rhenium catalyst.
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Treatment of dimethyl malonate (1a) with phenylacetylene
(2a) in the presence of a rhenium complex, Rey(CO)jy, as a
catalyst in toluene at 135 °C for 24 h, gave methyl salicylate 3a in
46% yield (61% yield based on conversion) and 1a was recovered
in 24% yield (eq 2).* In this reaction, [2 4 2 + 2] cycloaddition
of 1 equivalent of la and 2 equivalents of 2a proceeded
regioselectively and two phenyl groups of 3a orient at para-
positions relative to each other. In this reaction, cyclotrimerization
of 2a and insertion of 2a into a carbon—carbon single bond of 1a°
did not occur. The following yields were calculated based on the
conversion yields. Using diethyl malonate (1b) or dibutyl
malonate (1c), the corresponding salicylates 3b and 3¢ were
formed in 95% and 85% yields, respectively. However, diphenyl
malonate did not produce the corresponding salicylate.
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Rep(CO)yo (2.5 mol%)
U _ MS4A (200 wt%-Re cat.) Ph OR
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1 2a (2.5 equiv) toluene, 135°C, 24 h Ph 3

R Conversion/%* Yield/%® R Conversion/%" Yield/%"®

Me 1la 76 3a 46 (61)

"Bu 1 3
Et 1b 57 3b 54(95) v e

3¢ 28(85)

“Determined by 'H NMR. "Isolated yield. Isolated yield based on conversion is
reported in parentheses.
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Table 1. Reactions between dimethyl malonate (la) and several
alkynes 2%

OH
Re,(CO)4q (2.5 mol%)

0
U . MS4A (200 w%-Re cat) R&om
MeO OMe = =, toluene, 135 °C, 24 h

1a R 3

Entry R Conversion/%" Yield/%*
1 4-MeOC4H, 2b 70 3d 4767
2 4-MeCgH,  2¢ 60 3e 40 (67)
3 4-CFyC¢H, 2d 56 3t 4479
4 4-BrCgH,  2e 36 3z 30(83)
5 2-MeCgHy  2f 67 3h 36 (54)
6 "CoHy 2g 86 3i+30 48(56)
[64:36]¢
OH O OH O
"CyoH
1ot OMe OMe
3 CioHes "C1oHar 3¢ "CioHz

22 (2.5 equiv). "Determined by 'HNMR. ‘Isolated yield. Isolated yield based on
conversion is reported in parentheses. “The ratios between 3i and 3i’ are reported in
square blacket.

Next, several alkynes were investigated (Table 1). Alkynes
with an electron-donating or -withdrawing group, 2b-2d, afforded
the corresponding salicylates 3d-3f in 67%—79% yields (Entries
1-3). The corresponding salicylate bearing a bromine atom, 3g,
was obtained in 83% yield without losing the bromine atom
(Entry 4). This enables the construction of further derivatives
through cross-coupling reactions. The yield was not decreased
when arylacetylene having a methyl group at the ortho-position,
2f, was used (Entry 5). In the case of an aliphatic alkyne, 2g, a
mixture of two regioisomers was generated (Entry 6). The reaction
did not proceed with diphenylacetylene.

In the case of malonates with a substituent at the active
methylene moiety, the product changed markedly from the
products obtained from malonates without a substituent at the
active methylene moiety. Treatment of diethyl 2-methylmalonate
(4a) with phenylacetylene (2a) in the presence of a catalytic
amount of a rhenium complex, Rey(CO);, in toluene at 135 °C for
24h, gave cyclic B-keto ester 5a in 74% yield (81% conversion)
(eq 3).5® In this reaction, [2 + 2 + 2] cycloaddition between 1
equivalent of 4a and 2 equivalents of 2a proceeded regioselec-
tively, and the two phenyl groups were introduced at the 2- and 5-
positions of 5a.

o o
o o Re,(CO);o (2.5 mol%) Ph
+ Ph—= Ot (3)
EtO OEt toluene, 135 °C, 24 h Ph
4a 2a (2.5 equiv)
5a 74%

After the reaction as shown in eq 3, Lewis acid, such as
indium triflate In(OTf);, was added without isolation of the cyclic
B-keto ester 5a.° As a result, the ethoxycarbonyl group was
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Table 2. Reactions between diethyl 2-methylmalonate (4a) and
several alkynes 2?
OH

1) Rep(CO)qq (2.5 mol%
6 9 ) t;ﬁ(ene?1$i5(5 °Cr,ng4 r: R
+ R—=
EtOMOEt 2) In(OTf)3 (3.0 Mol%) [iR
4a 2 150 °C, 24 h 6
Entry R Conversion, %" Yield/%°
1 4-MeOC¢H4 2b 68 6b 47 (69)
2 4-MeCgHy 2¢ 82 6¢ 54 (66)
3 4-CF;C¢Hy  2d 86 6d 47 (55)
4 4-BrCgH,  2e 58 6e 12 (21)

22 (2.5 equiv). "Determined by 'HNMR. ‘Isolated yield. Isolated yield based on
conversion is reported in parentheses.
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Scheme 1. Proposed mechanism for the formation of phenol
derivatives 3 and 6.

eliminated from 5a, and phenol derivative 6a was obtained in 73%
yield (79% conversion) (eq 4).!%!!
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4a 2a(2.5equiv) " 150°C, 24 h 6a 73%

Next, several terminal alkynes were investigated (Table 2).
Terminal alkynes with an electron-donating group, 2b and 2c,
provided phenol derivatives 6b and 6¢ in 69% and 66% yields,
respectively (Entries 1 and 2), whereas the yield of phenol
derivative was slightly decreased when terminal alkyne bearing an
electron-withdrawing group, 2d, was employed (Entry 3). The
corresponding phenol derivative 6e was generated in low yield
using 4-bromophenylacetylene (2e) (Entry 4). The corresponding
phenol derivatives were not formed using o-tolylacetylene (2f) and
diphenylacetylene, and 1-dodecyne (2g) gave a complex mixture.

When salicylates 3 and phenol derivatives 6 are formed,
intermediate A is a key intermediate. There are two possible
pathways to produce intermediate A (Scheme 1). In path A, the
sequence is as follows: (1-a) formation of an alkenylrhenium
intermediate by nucleophilic addition of a 1,3-diester to an alkyne,
which is activated by a rhenium catalyst; (2-a) insertion of second
alkyne into the rhenium—carbon bond of the formed alkenylrhe-
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nium intermediate; (3-a) intramolecular nucleophilic addition to
give cyclic intermediate A.'?> Another possible route for the
formation of cyclic intermediate A is path B: (1-b) formation of a
rhenacyclopentene intermediate by oxidative cycloaddition be-
tween a 1,3-diester, an alkyne, and a rhenium catalyst; (2-b)
insertion of second alkyne into the rhenium—carbon bond of the
formed rhenacyclopentene intermediate. After the formation of
cyclic intermediate A, (4) a salicylate is produced by the elimi-
nation of an alcohol when R? = H. In the case of R = Me, (5) a
cyclic B-keto ester is generated via the elimination of an alcohol.

In summary, we have succeeded in the regioselective synthesis
of salicylates from 1,3-diesters without a substituent at the active
methylene moiety and terminal alkynes using a rhenium catalyst,
Rey(CO)yp. On the other hand, using 1,3-diesters bearing a
substituent at the active methylene moiety, phenol derivatives
were obtained. In these reactions, two substituents from terminal
alkynes are introduced at the para-positions.'3> We hope that these
reactions will become a useful method to regioselectively
synthesize phenol derivatives.
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