
PATENT SPECIFICATION  (11)  1581619 (21) Application No. 38239/79   (22)
Filed 13 Feb. 1978  (19) (62) Divided Out of No. 1581618       - (31)
Convention Application Nos. 769 070 - (32) .Filed 16 Feb. 1977  863 290  l9
Dec.1977 in (33) United States of America (US) (44) Complete Specification
published. 17-Dec. 1980 (51) INT. [err] C07C 57/30 C07F 3/02 (52) Index at
acceptance C2C  220 222 226 227 22Y 292 29X 29Y 30Y 311 313 314 31Y 339 364
366 367 36Y 37X 43X 624 628 658 662 697 699 AA BU (54) 2-ARYL-PROPIONIC
ACID PRECURSORS (71)   We, SYNTHX CORPORATION, of P.0.  mentioned above for
the complex formation Box 7386, Panama 5, Republic of Panama, a  step. A
particularly preferred solvent medium  50 Panamanian Corporation, do hereby
declare  for the coupling reaction is tetrahydrofuran. the invention, for
which we pray that a  Itispreferredthatthearylmagnesiumbromide 5 patent may
be granted to us, and the method  solution be between 0 5 and 2 M, most
pre- by which it is to be performed, to be particu-  ferably about 1-0 M.
The reaction will take larly described in and by the following state-
place under substantially anhydrous con- 55 ment:
ditions. This invention relates to the preparation of   The coupling
process itself may be carried 10 2-aryl-propionic acids, and is divided out
of out over a temperature range of from about 0 our co-pending Patent
Application No. to about + [err], preferably between about 5673/78 (Serial
No. 1581618) (herein referred  10 and [err]. It is particularly preferred
to  60 to as the parent Specification).       allow the temperature to
gradually rise during The parent Specification discloses a direct the
addition stage up to about 40-[err] and 15 coupling process whereby an aryl
magnesium  then to return to ambient temperature until chloride or bromide,
in which aryl is 6- the desired degree of reaction has been att-
methoxy-2-naphthyl, 41-fluoro-2-biphenyl or  ained.
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4-alkylphenyl where alkyl has I to 4 carbon    Although the coupling
reaction may be atoms, is coupled with a magnesium halide  conducted
utilizing the reagents in varying 20 complex of alpha-bromo-propionic acid,
and  proportions to one another it is preferred that the reaction mixture
acidified to produce the  approximately equimolar amounts of the
corresponding 2-aryl-proprionic acid. The  mixed magnesium halide complex
and the 70 reaction mixture before acidification contains  aryl Grignard
reagent be utilized. Preferred an alpha-aryl-proprionic acid magnesium
ratios are from about 0-9:1-1 to 1 1:0 9 com- 25 chloride or bromide
complex. The parent plex: Grignard reagent. Specification claims the
starting alph-bromo-   The reactions may be performed by con- proprionic
acid magnesium halide complex, a  veniently contacting the two reagents in
the 75 method for preparing it, and the method for  solvent medium in any
manner conventional using it to produce the 2-aryl-proprionic acid  in the
art. However, it is particularly preferred 30 and the alpha-aryl-proprionic
acid magnesium  to add the mixed magnesium halide complex halide complex
precursor thereof.      to the Grignard reagent and to keep these The
present application is directed speci- reagents in intimate admixture until
the 80 fically to the complex precursors Aryl  desired reaction is
essentially complete. CH([err])COOMgX and etherates thereof,   The time
necessary for performance of the 35 wherein Aryl is as defined above and X
is  desired reaction will, of course, be influenced chloro or bromo. A
preferred compound is  by the particular choice of reagents, solvents that
in which Aryl is 6-methoxy-2-naphthyl and reaction temperature and will
ordinarily 85 and X is chloro. The tetrahydrofuran mono-  be adjusted by
the skilled practitioner to etherate is preferred.                 allow
for the optimum production of the 40   The compounds hereof are prepared by
desired product. Generally however such contacting a solution of an
alpha-bromo-  reaction time will be in the range of from propionic acid
magnesium chloride or bro-  about 10 minutes to about 20 hours, usually 90
mide complex with a solution of the aryl being in the range of from about 1
to about magnesium bromide, each solution being in an  5 hours. The
starting alpha-bromo-propionic 45 aprotic organic solvent medium comprising
an  acid magnesium halide complex can be produ- ether. Suitable solvent
media for the reaction  ced by treatment of alpha-bromo-propionic include
organic ethers and mixtures of organ-  acid with a suitable Grignard
reagent, as des- 95 



i c ethers with aromatic hydrocarbons as  cribed in the parent
Specification. The parent    1,581,619                         2
Specification also provides specific examples of .gX. or .an etherate
thereof wherein aryl is  the preparation of the starting materials and   6
monthoxy 2 napthyl, 4 fluoro-4- biphenyl or their couples together to
produce the pre-  4-alkyphenyl where alkyl has 1 to 4 carbon     cursors of
the present invention which are acidi- atoms, and X is bromo or chloro.
fled in situ to produce,2-aryl propionic acids.   2. The compound of claim
1 wherein aryl  As described in the parent Specification,ifthe  is
6-methoxy-2-naphthyl and X is chloro.20 preparation of-the 2-aryl propionic
acid is    3. The tetrahydrofuran monetherate of interrupted prior to
acidification, and  the compound of claim 1 or claima 2. solvent 'is
removed in vacuo, the coupled          Mt  T. 10  magnesium  h'alide
complex Aryl CH(CHs)            MEWBURN ,ELLIS &,CO. COOMgX or etherate
thereof may be isolated.         Chartered Pa  t Ag 70/72 Chancery L.ane
WHAT WE CLAIM'IS:-                               London WC2A AD. 1. The
compound Aryl CH(CHs)COOM-                Agents for the Applicants.
Printed for HeirMajesty's Stationery Office by Burgss & Son (Abingdon),
Ltd.-1980. Published at The Patent Office, 25 Southampton Buildings,
London, WC2A lAY, from which copies may be obtained.     2      1,581,619
2 Specification alsoprovidesspecificexamples of  gX or an etherate thereof
wherein aryl is 15 the preparation of the starting materials and
6-methoxy-2-napthyl,4fluoro-4-biphenyl or their coupling together to
produce the pre-  4-alkylphenyl where alkyl has 1 to 4 carbon 



cursorsofthepresentinventionwhichareacidi-  atoms, and X is bromo or
chloro.              5 fied in situ to produce 2-aryl propionic acids.   2.
The compound of claim 1 wherein aryl As described in the parent
Specification, if the  is 6-methoxy-2-naphthyl and X is chloro.   20
preparation of the 2-aryl propionic acid is   3. The tetrahydrofuran
monetherate of interrupted prior to acidification, and the. the compound of
claim 1 or claim 2. solvent is removed in vacuo, the coupled 10 magnesium
halide complex Aryl CH([ERR])           MEWBURN ELLIS & CO., COOMgX or
etherate thereof may be isolated.       Chartered Patent Agents, 70/72
Chancery Lane, WHAT WE CLAIM IS:-                               London WC2A
IAD. 1. The compound Aryl CH([ERR])COOM-     Agents for the Applicants.
Printed for Her Majesty's Stationery Office by Burgess & Son (Abingdon),
Ltd.-1980. Published at The Patent Office, 25 Southampton Buildings,
London, WC2A lAY, from which copies may be obtained.    ERRATA
SPECIFICATION NO 1581619 Page 1, line 17, page 2, line 16,for 4 -fluoro
read 4'-fluoro Page 1, lines 22, 24, 27, 29, and 30, for proprlonic read
propionic Page 1, line 26, for alph-bromo- read alpha-bromo- Page- 1, line
74, for reactions read reaction Page 2, line 21, for monetherate read
monoetherate THE PATENT OFFICE 18 Februay 1981
Bas 81245/10    


