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Abstract: Highly functionalized arylphosphonates were prepared
by TiCl4-mediated cyclocondensation of 3-ethoxy-2-phosphonyl-
alk-2-en-1-ones with 1,3-bis(trimethylsilyloxy)buta-1,3-dienes.
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Arylphosphonates are important core and lead structures
in medicinal chemistry,1 flame protection,2 and polymer
chemistry.3 In addition, arylphosphonic acid derivatives
play an important role as synthetic intermediates in organ-
ic chemistry.4 Classic syntheses of arylphosphonates in-
clude, for example, the Friedel–Crafts reaction of
phosphoric acid derivatives with aromatics,5a the copper-
catalyzed reaction of phosphorus trichloride with diazoni-
um salts,5b,c the nucleophilic aromatic substitution of sodi-
um dialkylphosphites with electron-poor aryl halides,5d

the nickel(II)- or copper(II)-mediated reaction of trialkyl
phosphates with aryl halides,5e–i and the reaction of tri-
alkyl phosphites with aromatic Grignard or organolithium
compounds.5j–l A more recent approach to arylphospho-
nates relies on the palladium-catalyzed reaction of dialkyl
phosphates with aryl halides.6,7 Despite the great useful-
ness of all these methods for the formation of carbon–
phosphorus bonds, they are generally limited by the fact
that more complex starting materials, highly functional-
ized and substituted aryl halides, are not readily available.
In fact, the halogenation and functionalization by aromat-
ic electrophilic substitution reactions is often limited by
their low ortho/para regioselectivity and other side reac-
tions. In fact, most of the C–P bond-forming reactions
outlined above have been carried out using simple, steri-
cally unhindered, and commercially available substrates.

An alternative approach to more complex carba- and het-
erocyclic phosphonates relies on cyclocondensation reac-
tions of suitable phosphonate-containing building blocks.
Kouno and coworkers developed a versatile methodology
based on the reaction of lithiated vinylphosphonates with
electrophiles.8 3-Alkoxy-2-phosphonylalk-2-en-1-ones
represent interesting dielectrophilic building blocks.
However, reactions of these compounds have only scarce-

ly been studied so far.8a,9 Only one isolated example of a
cyclocondensation, that is, the reaction of 3-ethoxy-2-(di-
ethoxyphosphonyl)-1-phenylprop-2-en-1-one with hydra-
zine and hydroxylamine, has been reported.8a In recent
years, we have studied the synthesis of arenes by titani-
um(IV) chloride mediated [3+3] cyclizations10 of 1,3-
bis(trimethylsilyloxy)buta-1,3-dienes.11 Herein, we report
what is, to the best of our knowledge, the first application
of this methodology to the synthesis of arylphosphonates.
The cyclocondensation of aliphatic and aromatic 3-
ethoxy-2-phosphonylalk-2-en-1-ones with 1,3-bis(silyl-
oxy)buta-1,3-dienes provides a convenient approach to
highly functionalized arylphosphonates. These products,
which have not been prepared so far, are not readily avail-
able by other methods.

Vinylphosphonates 2a12,9 and 2b13,8a are available by reac-
tion of b-ketophosphonates 1a,b with triethyl orthoformi-
ate (Scheme 1). 1,3-Bis(silyloxy)buta-1,3-dienes 3a–k
are prepared in two steps from the corresponding b-keto
esters.14–16

Scheme 1 Synthesis of 2a,b. Reagents and conditions for com-
pound 2a: 1a (1.0 equiv), HC(OEt)3 (1.2 equiv), Ac2O, reflux, 4 h.
Reagents and conditions for 2b: 1b (1.8 equiv) HC(OEt)3, (2.8 equiv)
Ac2O, reflux, 36 h, then column chromatography; products 2a,b were
isolated as mixtures of E/Z isomers

The TiCl4-mediated cyclization of vinylphosphonates
2a,b with dienes 3a–k afforded the novel arylphospho-
nates 4a–l (Scheme 2, Table 1).17,18 During the optimiza-
tion it proved to be important to carry out the reaction in a
highly concentrated solution (2 mL/1.0 mmol of 2a,b).
The cyclization can be explained by TiCl4-mediated con-
jugate addition of the terminal carbon atom of the diene to
the enone, cyclization by attack of the central carbon atom
of the diene to the carbonyl group, and subsequent arom-
atization (before or during the aqueous workup using 10%
HCl). The constitution of the products was proved by 2D
NMR studies (HMBC, NOESY, analysis of P–C and P–H

i

HC(OEt)3
R

OOEt

P

R

O

P

1a,b 2a (R = Me, 86%)
2b (R = Ph, 74%)

O
OEt

OEt
O

OEt
OEt



1526 O. Fatunsin et al. LETTER

Synlett 2010, No. 10, 1525–1527 © Thieme Stuttgart · New York

coupling constants). All reactions proceeded with excel-
lent regioselectivity. In all products the substituent R3 is
located ortho to the ester group. The formation of the oth-
er regioisomer, containing the substituent R3 located para
to the ester group, was not observed. The moderate yields
of the products can be explained by loss of material during
the chromatography. In addition, the yields are decreased
by some hydrolysis and TiCl4-mediated oxidative dimer-
ization of the diene and by decomposition. Similar yields
were obtained for reactions of methyl and phenyl substi-
tuted vinylphosphonates 2a and 2b.

Scheme 2 Synthesis of 4a–l. Reagents and conditions: i, 1) 2a,b
(1.0 equiv), 3a–k (1.1 equiv), TiCl4 (1.1 equiv), CH2Cl2, –78 °C to
20 °C, 12 h; 2) HCl (H2O, 10%).

In conclusion, we have reported an efficient synthesis of
highly functionalized arylphosphonates by cycloconden-
sation of 3-ethoxy-2-phosphonylalk-2-en-1-ones with
1,3-bis(trimethylsilyloxy)buta-1,3-dienes. These trans-
formations represent a rare example for the synthesis of
arylphosphonates based on the application of a building
block approach. Reactions of 3-alkoxy-2-phosphonylalk-
2-en-1-ones have only scarcely been reported to date. The
products reported herein are not readily available by other

methods. The scope and synthetic applications of this
methodology are currently studied in our laboratory.
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b k l Et i-Pr Ph 47

a Yield of isolated products.
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