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This invention relates to the preparation of
2-aryl-propionic acids, and is divided out of
our co-pending Patent Application No.
5673/78 (Serial No. 1581618) (herein referred
to as the parent Specification).

The parent Specification discloses a direct
coupling process whereby an aryl magnesium
chioride or bromide, in which aryl is 6-
methoxy-2-naphthyl, 4*-fluoro-2-biphenyl or
4-alkylphenyl where alkyl has 1 to 4 carbon
atoms, is coupled with a magnesium halide
complex of alpha-bromo-propionic acid, and
the reaction mixture acidified to produce the
corresponding 2-aryl-proprionic acid. The
reaction mixture before acidification contains
an alpha-aryl-proprionic acid magnesium
chloride or bromide complex. The parent
Specification claims the starting alph-bromo-
proprionic acid magnesium halide complex, a
method for preparing it, and the method for
using it to produce the 2-aryl-proprionic acid
and the alpha-aryl-proprionic acid magnesium
halide complex precursor thereof.

The present application is directed speci-
fically to the complex precursors Aryl
CH(CH,)COOMgX and etherates thereof,
wherein Aryl is as defined above and X is
chloro or bromo. A preferred compound is
that in which Aryl is 6-methoxy-2-paphthyl
and X is chloro. The tetrahydrofuran mono-
etherate is preferred.

The compounds hereof are prepared by
contacting a solution of an alpha-bromo-
propionic acid magnesium chiloride or bro-
mide complex with a solution of the aryl
magnesium bromide, each solution being in an
aprotic organic solvent medium comprising an
ether. Suitable solvent media for the reaction
include organic ethers and mixtures of organ-
ic ethers with aromatic hydrocarbons as
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The coupling process itself may be carried
out over a temperature range of from about 0
to about +100°C, preferably between about
10 and 60°C. It is particularly preferred to
allow the temperature to gradually rise during

or
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the addition stage up to about 40=—60°C and

then to return to ambient temperature until
the desired degree of reaction has been att-
ained.

Although the coupling reaction may ve
conducted utilizing the reagents in varying
proportions to one another it is preferred that
approximately equimolar amounts of the
mixed magnesium halide complex and the
aryl Grignard reagent be utilized. Preferred
ratios are from about 0-9:1-1 to 1-1:0-9 com-
plex: Grignard reagent.

The reactions may be performed by con-
veniently contacting the two reagents in the
solvent medium in any manner conventional
in the art. However, it is particularly preferred
to add the mixed magnesium halide complex
to the Grignard reagent and to keep these
reagents in intimate admixture until the
desired reaction is essentially complete.

The time necessary for performance of the
desired reaction will, of course, be influenced
by the particular choice of reagents, solvents
and reaction temperature and will ordinarily
be adjusted by the skilled practitioner to
allow for the optimum production of the
desired product. Generally however such
reaction time will be in the range of from
about 10 minutes to about 20 hours, usually
being in the range of from about 1 to about
5 hours. The starting alpha-bromo-propionic
acid magnesium halide complex can be produ-
ced by treatment of alpha-bromo-propionic
acid with a suitable Grignard reagent, as des-
cribed in the parent Specification, The parent
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Page 1, line 17, page 2, ﬁne i_6, for 4! — fluoro read 4° — fluoro .
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Page 1, line 74, for reactions read reaction '

Page 2, line 21, fqr monetherate read monoetherate
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