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COMPLETE SPECIFICATION             Aluminium    N-
(3-Trifluoromethylphenyl) Anthranilate             We, TAISHO
PHARMACEUTICAL COMPANY LIMITED ,       Company, of         724, 3-chome,
Takataminamicho, Toshima-ku, Tokyo, Japan, thereby   declare the
invention,  for which we pray that a patent may be granted to us, and   the
method         by which it is to be performed, to be particularly described
in and by the following      5statement:
5             This invention relates to an anthranilic acid derivative and
a method of preparing         it. More particularly, this invention relates
to aluminium N-(3-trifluoromethylphenyl)         anthranilate which is
useful as an anti-inflammatory agent.             The compound of this
invention has the following structure:
[err]                  It has been proposed that N-(3-trifluoromethyl[err]
acid can be       used as an anti-inflammatory agent. However, it has [err]
reported that this         exhibits a noxious side reaction with gastro
intestinal parts and frequently causes         diarrhoea.  15        We
have found that aluminium N-(3-trifluoromethylphenyl) anthranilate has no
such side effect, being less toxic than its free acid.         The present
compound may be prepared according to the following equation.  [err]
According to the invention there is provided a process for preparing
aluminium         N-(3-trifluoromethylphenyl) anthranilate which comprises
reacting N-(3-trifluoromethyl-  20         phenyl) anthranilic acid with
sodium hydroxide in water and treating the resulting         solution with
a soluble aluminium salt.             The  invention  includes aluminium
N-(3-trifluoromethylphenyl) anthranilate        per se.  15      On the
basis of the equation above, 1 mole of N-(3-trifluoromethylphenyl)      25
anthranilic acid can be aded to 0.98 mole of sodium hydroxide in 4 litres
of water         with stirring. After standing overnight, this mixture is
filtered. The pH of the filtrate         obtained should preferably be
within the range of 8 to 8.5 at a temperature  of 15 to         20[err]C.
To the filtrate 1 mole of aluminium chloride dissolved in water is added
slowly     [Price 4s. 6d.]                        .     2
1 , 054,906         with  stirring, and  then  the precipitated  aluminium
N-(3-trifluoromethylphenyl)         anthranilate can be collected by
suction and dried.       The resultant aluminium
N-(3-trifluoromethylphenyl) anthranilate is a pale yellow         powder,
tasteless and odourless. It is insoluble in water, soluble in methanol,
ethanol, 5      acetone, chloroform and benzene and shows an indefinite
melting point.          5             In a preferred embodiment of the
present invention a 1/4  molar aqueous solution         of sodium
hydroxide is reacted with the equivalent of N-(3-trifluoromethylphenyl)
anthranilic acid and has the pH of 8.3 at the temperature of 15 to
20[err]C.             The N-(3-trifluoromethylphenyl) anthranilic acid used
in the preparation of the 10      compound of this invention can be
prepared as described in Journal of the Chemical      10         Society,
page 33 (1948).              As a toxicity test, 100 mg/kg of aluminium
N-(3-trifluoromethylphenyl) anthra-         nilate was administered daily
to rats orally for one month and this caused them         to decrease in
body weight, but none of the test rats died. On the other hand, 100 15
mg/kg of N-(3-trifluoromethylphenyl) anthranilic acid was administered
using the        15         same procedure and this caused not only a
decrease in the growth rate of the rats,         but the death of 40% of
them.            The LD[err]  (orally in mice):
N-(3-trifluoromethylphenyl) anthranilic acid: 850 mg/kg. 20
Sodium N-(3-trifluoromethylphenyl) anthranilate: 580 mg/kg.
20           Aluminium N-(3-trifluoromethylphenyl) anthranilate: 940 mg/kg.
The anti-inflammatory activities of N-(3-triffuoromethylphenyl) anthranilic
acid                       and aluminium N-(3-trifluoromethylphenyl)
anthranilate:              1. Measuring the inhibition of edema produced
acutely by injection of 11% 25  carrageenin solution into the plantar
surface of the hind paws of rates.               25
N-(3-trifluoromethylphenyl) anthranilic acid 50 mg/kg. orally; effective.
Aluminium N-(3-trifluoromethylphenyl) anthranilate: 50 mg/kg. orally;
effective.              Aluminium N-(3-trifluoromethylphenyl) anthranilate
is as effective as N-(3-tri-     fluoromethylphenyl) anthranilic acid. 30
2. Measuring the inhibition of ultra-violet injury to guinea pigs.
(Wilhelm's      30          method)
N-(3-trifluoromethylphenyl) anthranilic acid: 15 mg/kg. orally; 100%
inhibited.              Aluminium N-(3-trifluoromethylphenyl) anthranilate:
15 mg/kg. orally; 95%          inhibited. 35           3. Measuring the
inhibition of granuloma formation caused by subcutaneous          35
implantation of cotton pellets into rats. (R. Meier's method) 



N-(3-trifluoromethylphenyl) anthranilic acid: daily 30 mg/kg. orally for
one week; effective.              Aluminium N-(3-trifluoromethylphenyl)
anthranilate: daily 30 mg/kg. orally for 40      one week; effective.
40            The effectiveness of aluminium N-(3-trifluoromethylphenyl)
anthranilate is equal          to that of N-(3-trifluoromethylphenyl)
anthranilic acid.               4. Measuring the inhibition of granuloma
formation caused by intravenous          injection of 0.5% croton oil into
rats. (H. Selye's method)  45          N-(3-trifluoromethylphenyl)
anthranilic acid: daily 50 mg./kg. orally for one      45          week;
69.4% inhibited.               Aluminium  N-(3-trifluoromethylphenyl)
anthranilate: daily 50 mg./kg. orally          for one week; 71.4%
inhibited.            The new compound of the invention is preferably
administered orally, for example  50      in the form of dosage unit
tablets prepared in a per se conventional manner with       50
tableting adjuvants such as are usually employed in making pharmaceutical
tablets for          oral use. Appropriate daily dosage is 600-750
milligrams  for the initial dose an          200-300 milligrams for the
maintenance dose for adults, which may be administered          by way of a
suitable number of tablets depending upon their content of said new  55
compound.               The following example is further illustrative of
the invention.                                               EXAMPLE.
A mixture of 140.5 g (0.5 mole) of N-(3-trifluoromethylphenyl) anthranilic
acid           and 19.5 g (0.49 mole) of sodium hydroxide in 2 litres of
water is stirred for 8 hours  60      at the room temperature. After
standing overnight, the excess of N-(3-trifluoromethyl-           phenyl)
anthranilic acid is filtered off and the pH  of this filtrate must be
within the           range of 8 to 8.5. To the above filtrate, 40 g (0.5
mole) of aluminium  chloride           (AICI[err]6 H -.0) in 500
millilitres of water is added dropwise with mechanically stirring.
1,054,906                                 3                 The precipitate
is collected by suction, washed with water until the washings
become neutral on litmus paper and dried.                The aluminium
N-(3-trifluoromethylphenyl) anthranilate thus-prepared amounted
to 138.5 g. 5        Pale yellow powder
5    Analysis; as [err]    Calculated (%)        Found (%)         C
58.13           58.12 10                      H             3.14
3.36     N             4.84            4.68                       10
Adjustment of the aforesaid filtrate to a pH of 8-8.5, if the pH is more
than             8.5, is effected by the addition of requisite amounts of
N-(3-trifluoromethylphenyl) 15      anthranilic acid and the pH does not
become less than 8.0 because the said free acid             is undissolved
in water.       15        WHAT WE CLAIM IS:-                   1. Aluminium
N-(3-trifluoromethylphenyl) anthranilate. 20             2. A process for
preparing aluminium N-(3-trifluoromethylphenyl) anthranilate which
comprises reacting N-(3-trifluoromethylphenyl) anthranilic acid with sodium
hydroxide in water and treating the resulting solution with a soluble
aluminium salt.     20        3. A process as claimed in claim 2 wherein
the pH of the solution containing  20
N-(3-trifluoromethylphenyl) anthranilic acid and sodium hydroxide is
adjusted to a             pH within the range 8 to 8.5 and a temperature of
15[err] to 20[err]C. 25             4. A process as claimed in claim 2 or
claim 3 wherein the said aluminium salt         is a soluble aluminium
halide.      25        5. A process as claimed in claim 4 wherein the
aluminium halide is aluminium  25             chloride.
6.A process of preparing aluminium N-(3-trifluoromethylphenyl) anthranilate
30         substantially as described in the specific example hereinbefore
set forth.                 7. Aluminium N-(3-trifluoromethylphenyl)
anthranilate whenever prepared by the     30    process claimed in any of
claims 2 to 6 or by an obvious chemical equivalent thereof.    30  For the
Applicants: 35                             F. J. CLEVELAND & COMPANY,
(Chartered Patent Agents),                                     Lincoln's
Inn Chambers,                40/43, Chancery Lane, London, W.C.2.   40
Leamington Spa: Printed for Her Majesty's Stationery Office, by the Courier
Press                (Leamington) Ltd -  1967. Published by The Patent
Office, 25 Southampton Buildings,                              London
W.C.2, from which copies may be obtained.        50          60    


