
1,147,701                                       5      those wherein the
cation is ammonium, or  pound claimed in claim  1 characterised in
substituted ammonium  (such as diethanol-  that a compound of the general
formula:     ammonium), potassium, lithium, calcium and     aluminium
which advantageously allow  for 5  greater solubility or greater ease in
formula-           [err]     tion and are considered the full equivalent
70     of the free carboxylic acid. Also included     within this class of
functional derivatives     are the hydroxamic acid derivatives which 10
are obtained by the condensation of an alkyl  is condensed with a compound
of the general     ester of the hereinabove described anilino  formula:
nicotinic acids with hydroxylamine hydro-     chloride in the presence of
sodium meth-     oxide. 15    The compositions described herein may be
administered parenterally or enterally by in-     corporating them into
dosage forms such as                [err] 



tablets, capsules, elixirs, solutions and sus-     pensions. Representative
embodiments of the 20  formulations containing the 2 - methyl - 3 -
chloroanilino analogues of the compounds of  in which formulae R is a
hydrogen atom     this invention are disclosed in our copend-  or a
substituent which does not interfere  75     ing Application No. 13779/68
(Serial No.  with the desired reaction, A, D, E and M     1147702). Similar
formulations may be pre-  are as defined in any of claims 1 to 8, one 25
pared containing the compounds of this inven-  of Q and T is an
unsubstituted or benzyl-,     tion.
alkyl- or acyl-monosubstituted amino group
and the other is a group capable of reacting  80       WHAT WE CLAIM  IS:-
with the amino group with the elimination       1. 2-Anilino-nicotinic acid
compounds of  of hydrogen therefrom to form the nitrogen     the formula:
bridge between the phenyl moiety and the
pyridine moiety of the compounds of formula
(I).                                      85
11. Process as claimed in claim 10, where- 30                [err]
in the symbol Q in the general formula (II)                         A
represents a halogen atom, an alkoxy, alkyl-
thio, alkoxysulfonyl or nitro group, and the
symbol T in the general formula (III) repre- 90     wherein M  is hydrogen
or lower alkyl; one  sents an unsubstituted or benzyl-, alkyl-, or     of A
and E is hydrogen and the other is  acyl-monosubstituted amino group.
chlorine or bromine; and D is chlorine or    12. Process as claimed in
claim 10, where- 



bromine or when A is chlorine and E is H   in the symbol Q in the general
formula (II) 35  then D may also be methyl with an additional  represents
an unsubstituted or monosubstituted  95     chlorine substituent at the
6-position of the  amino group and the symbol T in the general     phenyl
ring.                               formula (III) represents a halogen
atom.       2. Compounds as claimed in claim  1,    13. Process as claimed
in any of claims     wherein D is chloro, M   is hydrogen, and A   10 to 12
wherein R represents a hydrogen 40  and E have the same significance as
indicated  atom or an ester group or a potassium atom. 100     in claim  1.
14. Process as claimed in any one of claims       3. Compounds as claimed
in claim  1,  10 to 13, wherein the compounds of the     wherein A is
hydrogen, D and E are chloro,  general formula (II) in which M  is. a
hydro-     and M  has the same significance as in  gen atom, Q is a halogen
atom, an alkoxy, 45  claim 1.                                   alkylthio
alkoxysulfonyl or nitro group, and 105       4.
2-(2,3-Dichloroanilino)-nicotinic acid.  R is a hydrogen atom  or an ester
group,       5. 2-(3,5-Dichloroanilino)-nicotinic acid,    are reacted with
compounds of the general       6. 2 - (2,6 - Dichloro - 3 - methylanilino)
-  formula     nicotinic acid. 50    7. Pharmaceutically acceptable salts,
esters     and hydroxamic acid derivatives of the com-     pounds claimed
in claims 1 to 6.       8. A salt as claimed in claim 7 which is     an
alkali metal salt. 55    9. A  salt as claimed in claim  7 which     is a
diethanolamine salt.                  wherein A and E have the same
significance 110 



10. Process for the production of a com-  as in claim  1, and T is an amino
group                    6                        1,147,701        or a
bcnzyl-, alkyl-, or acyl monosubstituted  pound claimed in any of claims 1
to 9, sub-       amino group.                               stantially as
hereinbefore described.          15. Process as claimed in claim 14,
wherein    23. A  2-anilino-nicotinic acid compound       in  the formula
(IIIC), A represents a  hydro-  whenever obtained by a process as claimed
5  gen, atom and E represents a chloro atom.    in any one of claims 10 to
22.                40          16. Process as claimed in any one of claims
24. A  pharmaceutical composition which       10 to 15, wherein the
reaction is effected by  comprises, in association with a carrier com-
heating the reactants in a high boiling inert  patible therewith, one or
more of the 2-       solvent.
anilino-nicotinic acid compounds, claimed in   10    17. Process as claimed
in any one of claims  any one of claims 1-9 or 23.               45
10 to 15, wherein the reaction is effected    25. A   pharmaceutical
composition  as       by melting the reactants together.           claimed
in claim 24, in which there is also          18. Process as claimed in any
one of claims  present another active compound having anti- 



10 to 17 wherein potassium 2-chloronicotinate  inflammatory properties.
15  is reacted with 2,3-dichloroaniline.            26.  A  pharmaceutical
composition  as  50          19. Process as claimed in any one of claims
claimed in claim 25, in which the other active       10 to 18, wherein the
reaction is performed  compound is phenylbutazone, acetylsalicylic       in
the presence of copper powder and/or  acid or a steroid such as
betamethasone.       alkali metal carbonate.                        27.
Process for the preparation of a pharma-   20    20. Process as claimed in
any one of claims  ceutical composition as claimed in any one  55       10
to 19 wherein the 2 - anilino - nicotinic  of claims 24 to 26, which
comprises admix-       acid compound resulting from the condensa-  ing a
compound claimed in any one of       tion is subjected to one or both of
the follow-  claims 1-9, or 23 with a carrier and, option-       ing
reaction steps to produce the desired com-  ally, another active compound
having anti-   25  pound:
inflammatory properties.                     60          (i) removal of any
substituent attached to              the nitrogen atom; and         (ii)
transformation of the compound in the          MATHYS &  SQUIRE,
form of the free acid into an ester, a        Chartered Patent Agents,   30
pharmaceutically acceptable salt or a               10, Fleet Street,
hydroxamic acid derivative.                         London, E.C.4.
21. Process as claimed in claim 20, where-         Agents for the
Applicants.       in reaction step (i) is effected by a catalytic
Reference has been directed in pursuance       reduction procedure.
of Section 9, subsection (1) of the Patents   35    22. Process for the
production of a com- Act, 1949, to patent No. 1,064,259. Printed for Her
Majesty's Stationery Office by the Courier Press, Leamington Spa, 1969. 



Published by the Patent Office, 25, Southampton Buildings, London, W.C.2,
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