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6.  A process as claimed in any of Claims 1 to 5 wherein subsequent
reaction with methanol is carried out at a temperature within the range
50-80.  7.  A process as claimed in any of Claims 1 to 6 wherein the
compound of formula (I) is isolated in the form of an acid addition salt
thereof.     



3  propionic anhydride, and this reaction is preferably carried out with
heating e.g. 50-80[err].  In a preferred aspect of the invention, the
compound of formula (II) or an acid 



addition salt thereof is reacted with an excess of propionic anhydride in
an aprotic solvent such as ethyl acetate and in the presence of an excess
of the tertiary base e.g. triethylamine and at a reaction temperature
between 15-80[err] e.g. ambient temperature or with heating e.g.
50-80[err]. The product of this reaction without prior isolation is then
reacted with methanol and conveniently. this reaction is carried out with
heating e.g. 50-80[err]C.  The compound of formula (I) is conveniently
isolated in the form of an acid addition salt thereof and in particular an
oxalate salt thereof.  



The compound of formula (I) and acid addition salts thereof is a
particularly useful intermediate for preparing compounds described in USP
5019583 and in particular
3-[4-methoxycarbonyl-4(1-oxopropyl)phenylamino]-1-piperidine]- propanoic
acid, methyl ester and acid addition salts thereof e.g. the hydrochloride.
A particularly convenient method for preparing 3-[4-
methoxycarbonyl-4-(1-oxopropyl) phenylamino]-1-piperidine] propanoic add
methyl ester from the compound of formula (I) is described in USP 5019583.
Thus the present invention also provides 3-[4-methoxycarbonyl-4[(1-
oxopropyl)phenylamino]-1-piperidine]propanoic acid methyl ester and acid 



addition salts thereof whenever prepared from a compound of formula (I) or
a salt thereof wherein the compound of formula (I) has been prepared from a
compound of formula (II) by reaction with propionic anhydride and then
methanol as described above.  In order that the invention may be more fully
understood the following examples are given by way of illustration only.



Example 1         



4  Methyl 4-[N-(1-oxopropyl)-N-phenylamino]-1-(phenylmethyl)-4-
piperidinecarboxylate oxalate A suspension of
(4-phenylamino)-1-(phenylmethyl)-4-piperidine carboxylate hydrochloride
(3.93kg) in ethyl acetate (25.51) was treated with propionic anhydride
(8.7l) washed in with ethyl acetate (2 l) and the suspension heated to
reflux. Triethylamine (4.7 l) was added, washed in with ethyl acetate (2 l)
and the mixture held at reflux for 1h. Methanol (7.9 l)was added to give a
clear solution, which was heated at reflux for a further 2h and cooled to
room 



temperature. 5M sodium hydroxide solution (22 l) was added and the phases
were separated. The aqueous phase was extracted with ethyl acetate (201).
The combined organic phase extracts were washed with 2M sodium hydroxide
solution (20 l) and water (2 x20 l). The organic phase was treated with
water (201) and phosphoric acid solution (2.5M, 10.51) was added until the
pH of the aqueous phase was 6.1. The phases were separated and the aqueous
phase discarded. A solution of oxalic acid (1.14kg) in methanol (41) was
added to the organic phase to give a white suspension which was stirred for
1 h, filtered and the product washed with ethyl acetate (2 x 4 l) and dried
to give the title compound (4.543kg). 



Example 2 Methyl 4-[N-(1-oxopropyl)-N-phenylamino]-1-(phenylmethyl)-4-
piperidinecarboxylate oxalate A suspension of (4-phenylamino)-1
-(phenylmethyl)-4-piperidine carboxylate hydrochloride (20g), and propionic
anhydride (52ml) in ethyl acetate (150ml) was treated with triethylamine
(24ml) and the mixture was stirred at ambient temperature for 16h. The
suspension was heated to about 60, and methanol (40ml) was added to give a
clear solution, which was heated at reflux for a further 3h. The solution
was cooled to room temperature, sodium hydroxide 



solution (5M, 112ml), was added, and the phases were separated. The aqueous
phase was extracted with ethyl acetate (100ml). The combined organic
extracts were washed with sodium hydroxide solution (2M, 1 00ml) and water
(2x100ml). The organic phase was treated with water (100ml) and then
phosphoric acid solution (25% w/v, ca 35ml) was added until the pH of the
aqueous phase was 6.06.2. The phases were separated and the aqueous phase
was discarded. A solution of oxalic acid dihydrate (7.26g) in methanol    



(20ml) was added to give a white suspension. The suspension was stirred for
40 min and filtered. The product was washed with ethyl acetate (2x20ml) and



dried in vacuo at 45[err] overnight to give the title compound (24g).
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Claims  1. A process for the preparation of the compound of formula (I)
[err]   



which comprises reacting a compound of formula (II) or an acid addition
salt thereof                                  [err] 



with propionic anhydride and then treating the resultant product with
methanol.  2. A process as claimed in Claim 1 wherein the reaction is
carried out in the 



presence of a base.  3. A process as claimed in Claim 2 wherein the base is
a tertiary amine.  4. A process as claimed in any of Claims 1 to 3 wherein
the reaction of the compound of formula (II) with propionic anhydride is
carried out in an aprotic solvent.  5.  A process as claimed in any of
Claims 1 to 4 wherein the reaction is carried out at a temperature within
the range 15-120[err]. 
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6. A process as claimed in any of Claims 1-5 wherein the reaction of the
compound of formula (II) with propionic anhydride is carried out at a
temperature within the range 15-80[err].  7. A process as claimed in any of
Claims 1-6 wherein subsequent reaction with methanol is carried out at a
temperature within the range 50-80.  8. A process as claimed in any of
Claims 1 to 7 wherein the compound of 



formula (I) is isolated in the form of an acid addition salt thereof.  9.
The compound of formula (I) whenever prepared by a process as claimed in
any of Claims 1 to 7.  10. The compound of formula (I) in the form of an
oxalate salt thereof whenever prepared by a process as claimed in Claim 8.


