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(71)   We, IMPERIAL CHEMICAL INDUSTRIES LIMITED, Imperial Chemical House,
Millbank, London SWIP 3JF, a British Company, do hereby declare the
invention, for which we pray that a patent may be granted to us, and the
method bv which it is to be performed, to be particularly described in and
by the 5      following statement:-
5 This invention relates to new pharmaceutical compositions which have
anti- inflammatory activity and, in particular, which have
anti-inflammatory activity when applied topically to an area of
inflammation. According to the invention there is provided a pharmaceutical
composition 10      which comprises as active ingredient a compound of the
formula:                10 . [err] wherein either X is hydrogen and Y is a
radical of the formula:- or X and Y together are a radical of the formula:-
15                                 [err]                         15
1.560,880                                          2               3 and
whercin [err] is hydrogen or an acetyl radical: [err] is hydrogen or a
phenyl radical optionally substituted by a halogen atom; R3 is hydrogen, a
[err]-alkyl radical or a halogen atom: and B is a 4-pyridyl radical, or a
phenyl radical which may optionally bear from I to 3 substituents selected
from halogen atoms, nitro, cyano, carbamoyl, carboxy, formyl and
N-hydroxyazomethylidene (HO-N=CH-) radicals; or a
5 pharmaceutically acceptable salt of a compound of formula I wherein R2 is
hydrogen; together with a pharmaceutically-acceptable diluent or carrier.
The nomenclature used in this specification is based on the following
system, the formula below being given by way of example only:- 10 



15 4                                                             20 A
particularly suitable value for R2 when it is a phenyl radical optionally
substituted by a halogen atom is, for example, a chloro- or bromo-phenyl
radical, for example a 4-chloro- or 4-bromo-phenyl radical. A particularly
suitable value for [err] when it is a C-alkyl radical is for example a
methyl, ethyl propyl or butyl radical, and when it is a halogen atom is,
15              25 for example, a fluorine, chlorine or bromine atom. A
particularly suitable value for a halogen atom when present as a
substituent when B is an optionally substituted phenyl radical is, for
example, a fluorine, chlorine or bromine atom. 20          A particularly
suitable value for B when it is an optionally substituted phenyl  20
30 radical is. for example, a phenyl or a 3-nitro-, 4-nitro-, 4-fluoro-,
2-chloro-, 4- chloro-, 4-bromo-, 4-cyano-, 4-carboxy-, 4-carbamoyl-,
2,6-difluoro-, 2,4-dichloro-, 2.6-dichloro-, 2,4,6-trichloro-
2-fluoro-6-chloro-, 2-chloro-4-cyano-, 2-chloro-4- nitro-,
2-chloro-5-nitro-   2-bromo-6-chloro-,  4-formyl-  or   4-(N- 25
hydroxyazomethylidene)-phenyl radical.
25 Presently preferred active ingredients of the composition of the
invention are, for example. 4"-cyano-, 4"-nitro- and
2"-chloro-4,4'-dihydroxy-5,5'-dimethyl-3,3'- triphenylmethanedicarboxylic
acid. A particularly suitable salt of an active ingredient of formula
wherein R2 is                 35 30      hydrogen is, for example an
alkali.metal salt, for example a sodium salt, an alkaline  30 earth metal
salt, for example a calcium salt, an ammonium or an aluminium salt or the
salt of an organic hase affording a pharmaccutically-acceptable cation, for
example a triethanolamine salt. The pharmaceutical composition of the
invention may be obtained by 35       conventional means and using
conventional diluents and carriers, and is in a form     35 suitable for
topical application to an area of inflammation, for example, on the skin. A
part particularly suitable form of a composition of the invention is
therefore, for example, an ointment, gel, emulsion, solution or suspension.
A composition of the invention may in general contain 0.5% to 10% w/w of an
active ingredient of 40      formula I as defined above.
40 A particularly suitable ointment formulation is prepared by dispersing
an active ingredient as defined above in a pharmaceutically acceptable
organic diluent. for example soft paraffin, optionally in the presence of
an emulsifying and/or thickening agent, for example sorbitan monostearate.
45           A further particularly suitable ointment formulation is
prepared by dissolving    45 an active ingredient as defined above in a
pharmaceutically-acceptable organic solvent, for example diethyleneglycol
monoethyl ether, and then dispersing the solution in a
pharmaceutically-acceptable organic diluent, for example soft paraffin,
optionally in the presence of a stabiliser, for example lanolin. 50
A particularly suitable gel formulation is prepared by adding a gelling
agent,    50 for example carboxypolymethylene, to a solution of an active
ingredient as defined above, in a pharmaceutically-acceptable organic
solvent, for example isopropyl                        40      a alcohol. A
particularly suitable emulsion formulation, for example a cream or a
lotion,,                           h    
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3 is prepared by-mixing an active ingredient as defined above with a
suitable conventional emulsifying system and water. A particularly suitable
solution formulation, for example a tincture, is prepared by dissolving an
active ingredient as defined above in a pharmaceutically- 5
acceptable organic solvent, for example isopropylalcohol or acetone. is
A particularly suitable suspension formulation is, for example, an aqueous
suspension and may contain an active ingredient as defined above, in
admixture .          with one or more suitable excipients selected from,
for example, suspending, dispersing and wetting agents. A further
particularly suitable suspension formulation, is, for example, a suspension
in a form suitable for aerosol dispensation, and is prepared from an active
ingredient as defined above in very finely divided form, together with one
or  10 more conventional aerosol propellents, for example a halogenated
hydrocarbon, 10            15       such  as 1,1
,2-trichloro-1,2,2-trifluoroethane, trichlorofluoromethane or 1,2-
dichloro-1,l,2,2-tetrafluoroethane The composition of the invention may
contain in addition to an active ingredient of formula I, one or more known
pharmaceutical agents selected from corticosteroids for example
fluocinolone acetonide, prednisolone, flumethasone pivalate, betamethasone
valerate, hydrocortisone or dexamethasone and 20       antibacterial
agents, for example  oxytetracycline, gentamicin neomycin y
gramicidin, chlorhexidine or cetyltrimethylammonium bromide, and
anti-fungal     20 agents, for example griseofulvin or nystatin, and
antihistamines, for example diphenhydramine  or chlorphenamine, and local
anaesthetics, for example amylocaine, benzocaine or procaine. In addition
the compositions may also 25       contain conventional excipients such as
colours, chelating agents or preservatives as desired. The majority of the
compounds of formula I are novel compounds. However a specific group of
compounds of formula I which are known comprises those compounds of formula
I wherein [err] are hydrogen,[err] is a methyl radical 20
and B is a phenyl, 2-chlorophenyl, 4-chlorophenyl, 2,6-dichlorophenyl, 2,5-
20                dichlorophenyl or a 2,3,6-trichlorophenyl radical, and
those compounds wherein   30 [err] are hydrogen and B is a
2,4-dinitrophenyl radical. According to a further feature of the invention
there is provided a novel 3,3'- triarylmethanedicarboxylic acid derivative
of the formula:- 25 [err] 35
35 30 wherein either X is hydrogen and Y is a radical of the formula:- 3
3 R 40 [err] or X and Y together are a radical of the formula:,- 45 [err]
50                                                          [err] 40
and wherein [err] is hydrogen or an acetyl radical; [err] is hydrogen or a
phenyl radical 



optionally substituted by a halogen atom  [err] is hydrogen, a C,  aIlky
radical halogen atom; and B is a 4-pyridyl radical, or a phenyl radical
which may optionally    4                                        1.560.880
4            5 bear from I to 3 substituents selected from halogen atoms,
nitro, cyano, carbamoyl, carboxy. formyl and N-hydroxyazomethylidene
(HO-N=CH-) radicals; or a pharmaceutically- acceptable salt of a compound
of formula I wherein [err] is hydrogen; but excluding those compounds of
formula I as defined above wherein 5       [err] are hydrogen, R3 is a
methyl radical and B is a phenyl, 2-chlorophenyl 4-  5 chlorophenyl
2,6-dichlorophenyl, 2,5-dichlorophenyl or a 2,3,6-trichlorophenyl
5 radical; and those compounds wherein [err] are hydrogen and B is a 2.4-
dinitrophenyl radical.. Particular groups of novel compounds of formula I
comprise those compounds 10,           wherein X is hydrogen and Y is a
radical of formula 11 and:-          10 (a) wherein R1 is an acetyl
radical;                                                        10 (b)
wherein [err] is a phenyl radical optionally substituted by a halogen atom;
(c) wherein [err] is a halogen atom or a [err]-alkyl radical; (d) wherein B
is a 4-pyridyl radical;. (e) wherein B is a phenyl radical bearing a
fluorine or bromine atom, or a     15 carbamoyl, carboxy, formyl,
N-hydroxyazomethylidene (HO-N=CH-) or evano radical, or a mono-nitro
radical: (f) wherein R3 is a methyl radical, and B is a phenyl radical
bearing a 3- or 5- chloro- radical: or a 2,3-, 2,4- or 3,5-dichloro
radical, or a 2,3,4- or 2,4.6- 20      trichloro radical, or a dinitro
radical; (g) wherein R3'is hydrogen and B is a phenyl radical bearing a
chloro, dichloro, or trichloro radical, or a 2,3-, 2,5-,. 3,5- or
2,6-dinitro radical; and wherein in each of parts (a) to (g) [err] and B
have the general meanings 25       stated herein above unless specified
otherwise:                                25 together with, for those
compounds wherein [err] is hydrogen, the pharmaceutically             15
acceptable salts thereof. Yet further particular groups of novel compounds
of formula I comprise those compounds wherein X and Y together are a
radical of formula III, and wherein [err] 30      R3 and B have the
specific meanings ascribed immediately above in groups (a) to  30 (g), or,
where no meaning is so ascribed, the general meanings stated hereinabove;
20 together with, for those compounds wherein [err] is hydrogen, the
pharmaceutically acceptable salts thereof. A particularly suitable value
for R3 when it is a [err]-alkyl radictil is, for 35      example, an ethyl,
propyl or butyl radical and a particularly preferred value for [err]    35
is hydrogen or a methyl, n-propyl or chloro radical.
25 A  preferred group of novel compounds of formula I comprises those
compounds of formula I wherein X is hydrogen, Y is a radical of formula 11,
[err] and R2 are hydrogen, and R3 is hydrogen or a methyl radical, and B
has any of the 40      values stated  above  in  the definitions of novel
compounds; and  the         40 pharmaceutically acceptable salts thereof.
30 A further preferred group of novel compounds of formula I comprises
those compounds of formula I wherein X is hydrogen, Y is a radical of
formula 11 [err] is hydrogen or a methyl radical and B is a 4-nitro- or
4-cyano-phenyl radical; and the 



45      pharmaceutically-acceptable salts thereof.
45 Especially preferred novel compounds of the invention are 4"-cyano-4,4'-
35 dihydroxy-5,5'-dimethyl-3. 3'-triphenylmethanedicarboxylic acid and
4"-nitro-4,4'- dihydroxy-5,5'-dimethyl-3,3'-triphenylmethanedicarboxylic
acid. The novel compounds of formula I may be obtained by any process
applicable 50      to the manufacture of analogous chemical compounds. Such
processes are        50 provided as a further feature of the invention and
are exemplified by the following         40 in which X, Y, R', [err]  and
have  the general meanings stated above unless specifically stated
otherwise:- (a) For a compound of formula I wherein X is hydrogen, Y is a
radical of formula and [err] are both hydrogen reacting a salicylic acid
ofthe formula:-  55 45 with an aldehyde of the formula:    5
1.560,880 in the presence of a strong inorganic or organic acid. A
particularly suitable strong inorganic acid is, for example, concentrated 5
sulphuric, hydrochloric or hydrofluoric acid, and a particularly suitable
strong 5       organic acid is trifluoroacetic acid. The process is
conveniently carried out at, for  5 4                          example, 0
to 50[err]., and preferably at 10 to 30[err]. The duration of the process
is - from 30 minutes to 4 days, depending upon the reactivity of the
reactants. The strong inorganic or organic acid is conveniently used in
excess, but a conventional 10                   inert diluent may also be
included. The salicylic acid of formula IV is conveniently 10
employed in excess, for example in an excess of I molecular equivalent,
over the  10 aldehyde of formula V. (b) For a compound of formula I wherein
X and Y together are a radical of formula III and [err] is hydrogen,
oxidising a compound of the formula:- 15 [err] [err] 20
[err] 25          15          The oxidation may be carried out with an
inorganic or organic oxidising agent, conveniently at 10-30[err]. and
optionally in the presence of an inert solvent or diluent, for example
formic or acetic acid. Particularly suitable inorganic oxidising agents
are, for example, nitrous acid, sodium or potassium periodate or hydrogen
peroxide, all conveniently used in the 20      presence of an acid, for
example formic, acetic or sulphuric acid. When nitrous acid is employed it
may conveniently be generated in situ using a suitable nitrite, for  20
example an alkali metal nitrite, such as sodium nitrite. A particularly
suitable organic oxidising agent is, for example, lead tetra- 35
acetate, which is conveniently used in the presence of acetic acid. 25
The oxidation is in general exothermic and is preferably maintained at 10
to 30[err]., and more particularly at 15-25[err]., by suitable cooling.
25 (c) For a compound of formula I wherein [err] is an acetyl radical,
reacting the corresponding phenol of formula I wherein [err] is hydrogen
with an acetylating agent. 30       A particularly suitable acetylating
agent is, for example, an acetyl halide, for 



example acetyl chloride or acetyl bromide, or acetic anhydride. The process
may optionally be carried out in an inert solvent or diluent, for example
acetone, acetonitrile or tetrahydrofuran and is preferably catalysed by
addition of a mineral 45  acid for example sulphuric acid. The process is
conveniently carried out at, for 35      example, 0-100[err]. and more
particularly at 20-60[err]. (d) For a compound .of formula I wherein R2 is
a phenyl radical optionally       35 substituted by a halogen atom,
esterifying an acid of formula I wherein R2 is hydrogen, by reaction with a
phenol of the formula [err], wherein [err] is a re    50       phenyl
radical optionally substituted by a halogen atom, for example, with 40
phenol or 4-chlorophenol. The process may be carried out by any procedure
conventionally used for the esterification of acids. Thus, for example, an
acid of formula I wherein [err] is hydrogen may be converted into an acid
halide, for example an acid chloride, using 55 a halogenating agent, for
example phosphorus oxychloride or thionyl chloride, 45     optionally in an
inert solvent or diluent, for example toluene. This reaction is
conveniently carried out at 50 to 100[err]., for example at reflux
temperature. The acid halide thus obtained may then be reacted with the
appropriate phenol of the formula [err] wherein R4 has the meaning stated
above, optionally in the presence of a base, for example pyridine,
conveniently in an inert diluent or 50     solvent, for example
tetrahydrofuran, and at a temperature of, for example, from  50 0-100[err]
Alternatively, and conveniently, the acid halide may be prepared in the
presence of the above phenol, in which case the need for a separate
reaction step is eliminated.    6
1,560,880                                                 7 Alternatively
the above acid of formula I may be reacted with the above phenol in the
presence of a condensing agent, for example dicyclohexylcarbodi- imide, in
an inert diluent or solvent, for example, tetrahydrofuran or acetonitrile
and conveniently at a temperature of, for example, from 10-100[err]. 5
(e) For a compound of formula 1 wherein B is a phenyl radical bearing a
cyano  5 radical, dehydrating a compound of the formula:- X VII 10 wherein
Z is a carbamoyl or N-hydroxyazomethylidene (HO-N=CH-) radical. The
dehydration is conveniently carried out in the presence of a dehydrating
agent. 10         A particularly suitable dehydrating agent when Z is an
N-hydroxyazo-     10 methylidene (HO-N=CH-) radical is, for example,
thionyl chloride, a mixture of            15 N.N-dimethylformamide and
sodium formate, a mixture of sodium acetate and acetic acid, or acetic
anhydride. When acetic anhydride is used as dehydrating agent on a starting
material of formula V11 wherein [err] is hydrogen, the first product  15
isolated is a compound of formula I wherein [err] is an acetyl radical, but
this may be readily hydrolysed in accordance with process (f) described
herein below. A particularly suitable dehydrating agent when Z is a
carbamoyl radical is for        20 example phosphorus pentoxide, phosphorus
oxychloride or thionyl chloride. When 



20      phosphorus oxychloride or thionyl chloride is used as dehydrating
agent on a  20 starting material of formula VII wherein [err] is hydrogen,
the carboxylic acid chloride may conveniently be isolated, or this may be
hydrolysed to give the required compound of formula I wherein [err] is
hydrogen. The dehydration is conveniently carried out at elevated
temperature, for 25     example at 50-200[err], and more particularly at
100-150[err]., and an inert solvent  25 or diluent. for example
1,1,2,2-tetrachloroethane may optionally be present. The starting materials
of formula V11 may be prepared as described hereinabove in parts (a)-(d),
from known starting benzaldehyde and salicylic acid derivatives.
Alternatively, for those starting materials of formula V11 wherein Z is 30
an N-hydroxyazomethylidene radical, they may be prepared by reacting a
formyl  30 compound of the formula:- [err]
35 40 45 wherein [err]X and Y have the general meanings stated above, with
hydroxylamine using conventional conditions for the formation of oximes of
35     aldehydes.
35 The starting materials of formula V11l may themselves be prepared as
described hereinabove in parts (a)-(d)    50 (f) For a compound of formula
I wherein [err] are hydrogen hydrolysing a 40         compound of the
formula:-                                                 40 55    7
1,560,880                                       7 [err] wherein P is
hydrogen or a [err],acyl radical, for example an acetyl radical: and Q is a
hydrogen, a [err]_,alkyl radical, for example a methyl or ethyl radical, or
a phenyl radical optionally substituted by a halogen atom, for example a
phenyl or 4- chlorophenyl radical; provided that at least one of P and Q is
other than hydrogen. The hydrolysis is conveniently carried out either in
the presence of aqueous acid, for example sulphuric or hydrochloric acid,
or in the presence of aqueous base, for example sodium or potassium
hydroxide; and at a temperature of, for example, 20-100[err]. An inert
solvent or diluent, for example acetic acid or 10       ethanol, may also
optionally be used.                                           10 The
starting materials of formula IX may either be obtained by the processes
described specifically hereinabove or by direct analogy to them. (g) For a
compound of formula I wherein X is hydrogen and Y is a radical of formula
11, reducing a compound of formula I wherein X and Y together are a 15
radical of formula III. The reduction may be conveniently carried out using
any reducing agent generally known to be capable of reducing the
quinonemethide radical in 15                     analogous compounds, for
example, hydrogen in the presence of a metal catalyst for example palladium
or platinum, a reducing metal for example zinc or iron    20 20
preferably in the presence of acid, sodium borohydride or sodium
dithionite. The reduction is preferably carried out at, for example, 20 to
100[err]. and in water or an inert solvent or diluent, for example, acetic
acid, methanol or ethanol, 



20                     or in an aqueous mixture containing such a solvent
or diluent. It is to be understood that the particular reducing agent
employed is conditioned by the substituents  25 25       present in the
required compound of formula 1. Thus for example when either or both of
[err] and R2 are other than hydrogen, catalytic hydrogenation is preferred,
and when ring B bears a nitro radical the reduction must be stopped before
25                     reduction of the nitro radical occurs. When a
pharmaceutically acceptable salt is required, a compound of formula 1  30
3o     wherein R2 is hydrogen is reacted with a base affording a
pharmaceutically acceptable cation, for example sodium hydroxide, calcium
hydroxide, ammonia or triethanolamine. 30                         The
compounds of formula I possess anti-inflammatory properties when applied
topically to an area of inflammation and are particularly useful in
treating  35 35      inflammatory diseases or inflammatory conditions of
the skin, in warm-blooded animals. In addition to anti-inflammatory
properties, certain of the compounds of formula I possess anti-bacterial
properties. These antibacterial properties are to be understood to be only
a useful addition to the anti-inflammatory properties and are  40
insufficient in themselves to justify using a compound possessing them
solely as an anti-bacterial agent. A particular group of active ingredients
of formula I having both anti- inflammatory  and  anti-bacterial properties
comprises  2",4"-dichloro-4,4'-
dihydroxy-3,3'-triphenylmethane-ditarboxylic acid,
4.4'-dihydroxy-5,5'-dimethyl-  45 45      3,3'-triphenylmethanedicarboxylic
acid, 4"-chloro-4,4'-dihydroxy-5,5'-dimethyl-
3,3'-triphenylmethanedicarboxylic acid and
4"-cyano-4,4'-dihydroxy-5,5'-dimethyl- 3,3'-triphenylmethanedicarboxylic
acid. 35                        A particular group of novel compounds of
formula I having both anti- inflammatory  and  anti-bacterial properties
comprises  2",4"-dichloro-4,4'-   50 50
dihydroxy-3,3'-triphenylmethanedicarboxylic acid and
4"-cyano-4.4'-dihydroxy- 5,5-dimethyl-3,3'-triphenylmethanedicarboxylic
acid. The anti-inflammatory properties of a compound of formula I may be
demonstrated in a standard test involving the inhibition of croton oil
induced inflammation on the mouse ear. The activity of an individual
compound in this test  55 55      depends upon its particular chemical
structure, but specific compounds of formula I as described in the
specification produced a significant inhibition of the inflammation at a
topically applied dose in the range lO0[err]g. to 2000[err]g. per ear. No .
8                                            1.560.880
8 overt toxic effects were detected at the active dose in this test.
8 The anti-bacterial properties of an active ingredient may be demonstrated
in a standard test involving the inhibition of growth of Gram  positive
bacteria, for example Strep. faecalis and Staph. aureus. cultured in a
known manner. The anti- bacterial activity of an individual compound
depends on its particular chemical structure but in general the specific
compounds of formula I as described in the specification were active at a
concentration in the range from 10 to 1,000 parts per million. When an
active ingredient of the composition is used for the topical treatment 



10   of an area of inflammation affecting the skin of a warm-blooded
animal, for           10 example man, it is expected that the active
ingredient will be administered topically so that a daily dose of up to 300
mg. per man is received. The active ingredient is conveniently administered
at intervals, for example three times daily, and at a rate of, for example,
I mg. of active ingredient per square centimetre of skin, or at a 15
lower rate.
15 The invention is illustrated, but is not limited, by the following
Examples:- Example 1. The compounds listed below  were all obtained in the
following general manner:-- 20           The substituted benzaldehyde (0.15
mole) was added in portions to stirred        20 cooled (10[err])
concentrated sulphuric acid (93% w/v, 153 ml.). The salicylic acid
derivative (0.335 mole) was then added rapidly and the mixture was stirred
at 10-25[err]. for 40 minutes to 4 days depending upon the particular
reactants involved. The reaction  mixture was then  poured  intQ.
Ice-water, and the 25       precipitated solid was filtered off and washed
thoroughly with water. The solid was  25 then crystallised using the
solvent(s) indicated.    9                                1,560,880
9 the                                                  ooc ent for  10 lY
Com-                         Duration of i iS                       pound
stirring at    Crystallisation No.      R3         B           10-25[err].
Solvent           m.p. ([err].) I      H     4-[err]         18 hours
precipitated from    164-166 (dec.) aqueous ethanol ral
2      H     2.6-[err], Ph      18 hours   precipitated from    197-198
(dec.) aqueous acetic acid red     20 id                           3      H
2,14-C12Ph      18 hours   aqueous acetic acid  263-268 4     [err]   4-FPh
16 hours   aqueous ethanol      285-288 (dec.) was    25
.5           4-NO2 Ph        18 hours   aqueous ethanol      275-278 (dec.)
6      ,    2-CI-5-NO2Ph    3 hours   aqueous acetic acid  291-293 (dec.) 7
Cl   2,4-Cl, Ph        3 days    methanol and         303 (dec.)
acetonitrile 8     CH,   3-[err] Ph         18 hours   aqueous ethanol
238-240 (dec.) 9  ..    4-(HO C)Ph      5 hours   aqueous acetic acid
311-312 10     ..    4-pyridyl         3 days    aqueous acetic acid
230-232 (dec.) 11    ..    4-(H[err]NCO)Ph   18 hours   aqueous ethanol
294-295 (dec.) 12      .    4-CNPh           40 mins.   aqueous ethanol
287-289 (dec.) 13     ,.    2-CI-4-NOPh   18 hours   aqueous ethanol
148-150 14     .,    4-BrPh           18 hours   aqueous ethanol
280-281 (dec.) 15     ..    2-F-6-CIPh       18 hours   aqueous acetic acid
255-258 16     ..    2-Br-6-C[err]Ph      24 hours   precipitated from
288-290 aqueous acetic acid 17     ..    2.6-[err]Ph        18 hours
aqueous acetic acid  297-299 



18     ..    2-CI-4CNPh        4 hours   aqueous acetic acid  282-284 19
..    2.4.[err]Ph         3 hours   aqueous acetic acid  282-283 20      H
2,6-[err] Ph       18 hours   aqueous acetic acid  280-285 21     CH,
2,4,6-Cl,Ph      18 hours   aqueous acetic acid  305-308 22   n-CH,
4-NO.[err]Ph          18 hours   aqueous ethanol      274-280 (dec.)    10
Example 2. The compounds listed below  were all obtained in the following
general manner:- The substituted benzaldehyde (0.15 mole) was added in
portions to stirrcd, cooled (10C.) sulphuric acid (93 w/v, 153 ml.). The
substituted  salicylic acid                 5 (0.335 mole) was then added
rapidly and the mixture stirred at 10-25C. for 40 minutes to 3 days
depending on the particular reactants involved. Concentrated sulphuric acid
(40.5 ml.) and sodium  nitrite (0.168 mole) wcre then added, the
temperature being maintained at 20C. by cooling during the addition. The
cooling 10       bath was removed and the reaction mixture stirred for a
further 1 1/2 hours, during     10          10 which time the temperature
rose to 30[err]C. The reaction mixture was poured with stirring into
ice-water (3 l) and filtered. The solid residue was washed with water until
the washings were neutral to Congo red, and the solid was then dried at
37C. in a vacuum oven. In this way the following compounds were obtained:-
15 [err] 25 Compound                      stirring at                 NMR 7
values No.           B             10-25[err].        (in CDC1[err] unless
otherwise stated) 30 1            Ph           3 days       1.71 (21-1,
doublet J -3 c.p.s.. Ar-Ha 2.2-2.8 (7H, complex, Ar-H Ar//b) and 7.75 (6H,
singlet, CH,) 2        4-NO2 Ph          3 hours    1.80 (4H, AB2, J -8 c
p.s.), 1.65 (211, doublet J - 3 c.p.b., ArHa) 2.26 (211. broad. Ar//b) and
7 57 (611, singlet. Ar(err) 40 3        4-FPh            40 hours   *1.68
(211, doublct, J  3 c.p.s. .Ar[err] 2.I-2.6 (6H, compIcx, Ar// + ArHb) and
7.51 (6H. singlet ArCH3) 45 4         2,4-[err] Ph        2 1/2 hours
1.95 (2H, doublet, J 3 c.p.s: ArHa) 2.4-3.2 (5H, complex ArH) and 7.78  6H.
singlet, ArCH3) 50 5        2-Cl-S-NO2 Ph    3 hours   *1.33 (IH, quartet J
9 c.p.s. and 2.4 c.p.s., ArH-o-NO), 1.61 (2H, double J -3 c.p.s., Arffa) l
70 ( 111  doublet J - 2.4 c P.S 



ArH-o-HO ) 2.01. (III doublet .1 9 c p.s. ArHb) and 7 58 (011. singlet
Ar[err]) * Spectral data recorded for trifluoroacetic acid solutions.
.                            60    10
1,560,880 ral                           4,4' - Dihydroxy - 5,5' - dimethyl
- 4" - nitro-- 3,3' - triphenylmethane- dicarboxylic acid (1.59 g.), acetic
anhvdride (6 milk.) and concentrated sulphuric acid (0.05 ml.) were stirred
together' at 5-60[err]. for 1+ hours. The reaction. 5     5     mixture was
poured into ice-water (100 ml.) and the solid which precipitated was
filtered off. The solid was crystallised from ethanol and there was thus
obtained d                            4,4 -diacetoxy-
5.5'-dimethyl-4"-nitro-33'-triphenylmethanedicarboxylic acid, m.p.
_235-237[err] .    In a similar manner, using the corresponding
2",4"-dichlorophenyl derivative 10          10       as  starting
material, there  was obtained  4,4'-diacetoxy-5,5'-dimethyl-2",4"-
dichloro-3.3'-triphenylmethanedicarboxylic acid, m.p. 163:-165[err].
(crystallised from  toluene). Example 4. A     mixture  of
4"-cyano-4,4'-dihydroxy-5,5'-dimethy1-3.3'-triphenylmethane- 15
dicarboxylic acid (2.08 g.), 4-chlorophenol (1.3 g.), phosphorus
oxychloride (0.5 ml.) and toluene (10  ml.) was heated  on  a steam  bath
for 18 hours. The  reaction   15 mixture was poured into 10%    w/v sodium
carbonate solution (25 ml.) and extracted with ethyl acetate (3x50 ml.).
The combined extracts were washed successively with water (50 ml.) and
brine (50 ml.), and then dried (err) and evaporated. The 15           20
residue was crystallised  from   ethanol  and  there  was  thus  obtained
di4- chlorophenyl
4"-c)ano-4,4'-dihydroxy-5,5'-dimethyl-3,3'-triphenymethane- dicarboxylate,
m.p..120C. (decomposition), (after recrystallisation from ethanol). In a
similar manner there was obtained from 2",4"-dichloro-4,4'-dihydroxy 5.5
-dimnetlyl-3,3'-triphenylmethanedicarboxytlic acid and phenol, diphenyl
2",4"- 25       dichloro-4
4'-dihydroxy-5,5'-dimethyl-3,3'-triphenylmethanedicarboxylate,   m.p.
25 215-220C. (after recrystallisation from acetone-ethanol). Example 5.
Terephlhlaldehyde (25 g.) was added in portions to a stirred mixture of
concentrated sulphuric acid (98%  w/w, 300 ml.) and water (23 ml.), cooled
to 30       20-25[err]. o-Cresotic acid (2-hydroxy-3-methylbenzoic acid)
(58 g.) was then added       30 rapidly and the mixture was then further
stirred at 20-25C. for 16 hours. The reaction mixture was then poured into
ice-water (1.5 1.), and the precipitated solid was separated by filtration,
washed  with water, and  recrystallised from 50% v/v aqueous acetone to
give 4"formyl-4.4' dihydroxy-5.5'-dimethyl-3,3'-triphenyl- 35
methanedicarboxylic acid, m.p. 274 ---  -277[err]. (decomposition) Example
6. Hydroxylaamine hydrochloride(16.0) was added at 20 -25[err] to a
solution of (42.0 g.) in a mixture Of water (300 nil.) and aqueous anmmonia
solution (density 40   0.88) (25 ml.). The mixture was stirred at the same
temperature for 1 hour and then adjusted  to pH  4 by addition of glacial
acetic acid (approximately 20 ml.). The pecpitated solid was separted by
filtration, washed with water and reprecipitated with aceticacid from
solution in a mixture of aqueous ammonia and  acetone to 



give the oxime of 4''-dihydroxy-5,5--dimethyl-3,3,-triphcny1methane 45
dicarboxylic acid, m.p. 275-277[err]. (decomposition). Example 7.
45 Acetic anhydride (2.1 ml.) was added  to a suspension  of the  oxime  of
4"- formyl-4,4'dihydroxy-5,5-dimethy-3,3'-triphenylmethanecarboxylic acid
(4.35 g.), and  the  mixture heated  under reflux  for 24 hours. After it
had  been  cooled  to 50      20-25[err]. the  mixture was stirred
vigorously with 2N aqueous sodium  hydroxide       50 solution
(approximately 40 ml.) so that the mixture was maintained  near pH  11. The
aqueous  phase-was then  separated  and  acidified  to pH  3  with
hydrochloric acid. The  precipitated  solid  was   separated by filtration,
washed  with  water  and recrystallised from a mixture of methanol and
acetonitrile to give 4"-cyano-4 4' dihydroxy-5,5'dimethyl)-3
3'-triphenylmethancdicarboxylic acid, m.p. 287-289[err] (decomposition).
dicaboxylic acid   (2.0 g),50%, v/v aqueous acetic acid  (20 ml.) and 2N
hydrochloric 60      acid (5 ml.) was heated   at 95-l00[err]C.  for 2
hours. The  solid Was then  filtered  off  60    * 12
1.560.880                                       12       13 washed with
water and recrystallised from aqueous ethanol to give 4,4'-dihydroxy-
5,5'-dimethyl-4"-nitro-3,3!-triphenylmethanedicarboxylic acid, m.p.
275-278[err]. Example 9. A  mixture of finely powdered
4"-cyano4,4'-dihydroxy-5,5'-dimethyl-3,3'-              5 5
triphenylmethanedicarboxylic acid (5 parts by weight) in liquid parafffin
(10 parts  5 by weight) was added to molten, white soft paraffin (85 parts
by weight). The resulting mixture was allowed to cool to 20-25[err]. with
fast stirring, until a uniform ointment, suitable for human use, was
formed. In a similar manner, an ointment containing a compound as described
in any 10       one of Examples 1-4 or in a numbered part thereof, was
obtained by substituting  10        10 such  a  compound  for
4"-cyano-4,4'-dihydroxy-5,5'-dimethyl-3,3'-triphenyl- methanedicarboxylic
acid in the above process. Example 10. A solution of
4"-cyano-4,4'-dihydroxy-5,5'-dimethyl-3.3'-triphenylmethane- 15
carboxylic acid (1 part by weight) in isopropyl alcohol (80 parts by
weight) prepared  15   15 at 40-50[err]. is cooled to 20-25[err]C. Water
(16 parts by weight) was added and the mixture was stirred rapidly during
the further addition of "Carbopol" 940* (3 parts by weight) until a fully
dispersed gel, suitable for human use, was formed. In a similar manner, a
gel containing a compound as described in any one of                     c
20      Examples 1-4, or in a numbered part thereof, was obtained by
substituting such a  20        20       2 compound   for
4"-cyano-4,4'-dihydroxy-5,5'-dimethyl-3,3'-triphenylmethane-
d dicarboxylic acid in the above process. Example II. A mixture of
cetostearyl alcohol (9 parts by weight), liquid paraffin (7 parts by 25
weight), sorbitan monostearate (2 parts by weight), polysorbate 60 (2 parts
by   25        25 weight) and finely divided
4"-cyano-4,4'-dihydroxy-5,5'-dimethyl-3,3'-triphenyl-                    a
methanedicarboxylic acid (I part by weight) was fused by heating at
65-70[err].                        2 Water (79 parts by weight) was added
with stirring to the melt thus obtained. The                   d mixture
was then stirred rapidly with slow  cooling to 20-25C. until a 



30      homogeneous, cream, suitable for human use, was obtained.
30 In a similar manner, a cream containing a compound as described in any
one of Examples 14, or in a numbered part thereof, was obtained by
substituting such           30 a compound for 4"-cyano-4,4'-dihydroxy-5,5
'-dimethyl-3,3'-triphenylmethane- dicarboxylic acid in the above process.
35                                      Example 12. The procedure described
in any one of Examples 9-11 was repeated except that a novel compound of
formula 1 as described in any one of Examples 5, 6 or 8 was incorporated as
active ingredient instead of 4"-cyano-4,4'-dihydroxy-5,5'-
dimethyl-3,3'-triphenylmethanedicarboxylic acid. There was thus obtained an
40      ointment, gel or cream formulation, suitable for human use. Example
13. A solution of finely powdered
4"-cyano-4,4'-dihydroxy-5,5'-dimethyl-3,3'- triphenylmethanedicarboxvlic
acid (2 parts by weight) in diethyleneglycol monoethyl ether (10 parts by
weight) was stirred into molten white soft paraffin (88 45      parts by
weight), itself containing lanolin (5-10 parts by weight). The resulting
mixture was then cooled with sufficient stirring to obtain a fine
dispersion of solution globules in the paraffin base. There was thus
obtained an ointment suitable for human use. The lanolin, which is present
to help stablise the physical condition of the            35 50
ointment, may if desired be omitted, In a similar manner an ointment
containing a compound described in any one of Examples 1-6 or 8 or in a
numbered part thereof, was obtained by substituting such a compound for
4"-cyano-4,4'-dihydro-5,5-dimethyl-3,3'-triphenylmethane- dicarboxylic acid
in the above process. *"Carbopol" 940 is a grade of carboxypolymethylene
gelling agent available from                     hal B. F. Goodrich Chem.
Co., Cleveland U.S.A., "Carbopol" is a trade mark.                     40
be    13                                       1.560.880
13 Example 14. The procedure described in Example 9 was repeated except
that a compound of formula I wherein R' and [err] are hydrogen, R3 is a
methyl radical and B is a phenyl. 2-chlorophenyl. 4-chlorophenyl.
2,6-dichlorophenyl. 2,5-dichlorophenyl 5      or a 2.3,6-trichlorophenvl
radical, or whercin R', R2 and [err] are hydrogen and B is a  5
2.4-dinitrophenyl radical, was used  instead of
4"-cyano-4,4'-dihydroxy-5.5'- dimethyl-3.3'-triphenylmethanedicarboxylic
acid. Example 15. The procedure described in Example 10 was repeated except
that a compound 10     of formula I wherein R' and R2 are hydrogen, R3 is a
methyl radical, and B isa   10 pheny!. 2-chlorophenyl. 4-chlorophenyl,
2,6-dichlorophenyl, 2,5-dichlorophenyl or a 2.3.6-trichlorophenyl radical,
or wherein R'. [err] and R3 are hydrogen and B is a 2.4-dinitrophenyl
radical. was used instead of 4"-cyano-4,4'-dihydroxy-5,5'- dimeth 1-3.3'-t
riphenylmethanedicarboxylic acid. 15          15
Example 16.                                       15 The procedure
described in Example I I was repeated except that a compound of formula I
wherein R' and [err] are hydrogen. R3 is a methyl radical and B is a phenyl
2-chlorophenyl. 2.6-dichlorophenyl, 2.5-dichlorophenyl 



or a 2.3,6-trichlorophenyl radical, or wherein R', [err] and [err] are
hydrogen and B is a 20          20      2.4-dinitroplienyl radical, was
used  instead  of 4"-cyano-4,4'-dihydroxy-5.5'-   20 dimethyt-3.3
-triphenylmethanedicarboxylic acid. Example 17 The procedure described in
Example 13 was repeated except that a compound of Formula I wherein R' and
[err] are hydrogen, [err] is a methyl radical, and B is a 25          25
phenyl. 2-chlorophenyl. 4-chlorophenvl. 2,6-dichlorophenyl.
2,5-dichlorophenyl or  25 a 2.3.6-trichlorophenyl radical, or wherein R',
[err] are hydrogen and B is a 2.4-dinitrophenyl radical was used instead of
4"-cyano-4,4'-dihydroxy-5,5'- dimethyl-3,3'-triphcnylmethanedicarboxylic
acid. 30                       WHAT WE CLAIM  IS:- 30          1. A
pharmaceutical composition which comprises as active ingredient a        30
compound of the formula:- [err] 35
I wherein either X is hydrogen and Y is a radical of the formula:- [err] 11
35       or X and Y together are a radical of the formula:-
35 50                                                         [err] 0
111 and wherein R' is hydrogen or an acetyl radical; [err] is hydrogen or a
phenyl radical optionally substitued by a halogen atom: R3 is hydrogen. a
[err]-alkyl radical or a halogen atom and B is a 4-pyridyl radical, or a
phenyl radical which may optionally 40     bear from I to 3 substituents
selected from halogen atoms, nitro, cyano. carbamoyl.  40    12
13                        1,560,880
13 Example 14. The procedure described in Example 9 was repeated except
that a compound of formula I wherein [err] are hydrogen. R3 is a methyl
radical and B is a phenyl, 2-chlorophenyl, 4-chlorophenyl,
2,6-dichlorophenyl, 2,5-dichlorophenyl 5      or.a 2.3,6-trichlorophenyl
radical, or wherein [err] are hydrogen and B is a  5 2,4-dinitrophenyl
radical, was used instead of 4"-cyano-4,4'-dihydroxy-5,5'-
dimethyl-3,3'-triphenylmethanedicarboxylic acid. Example 15. The procedure
described in Example 10 was repeated except that a compound of formula 1
wherein [err] are hydrogen, [err] is a methyl radical, and B is a  10
phenyl, 2-chlorophenyl, 4-chlorophenyl, 2,6-dichlorophenyl,
2,5-dichlorophenyl or a 2,3,6-trichlorophenyl radical, or wherein R', R2
and R3 are hydrogen and B is a 2,4-dinitrophenyl radical, was used instead
of 4"-cyano-4,4'-dihydroxy-5,5'- dimethyl-3,3'-triphenylmethanedicarboxylic
acid. 15     15                                       Example 16.
15 The procedure described in Example I I was repeated except that a
compound of formula I wherein [err] are hydrogen, R3 is a methyl radical
and B is a phenyl, 2-chlorophenyl, 4-chlorophenyl. 2,6-dichlorophenyl,
2,5-dichlorophenyl or a 2,3,6-trichlorophenyl radical, or wherein [err] are
hydrogen and B is a 20                 2.4-dinitroplhenyl radical, was used
instead of 4"-cyano-4,4'-dihydroxy-5,5'-  20 



dimethyl-3,3'-triphenylmethanedicarboxylic acid. Example 17 The procedure
described in Example 13 was repeated except that a compound of Formula I
wherein [err] are hydrogen, R3 is a methyl radical, and B is a 25
25      phenyl, 2-chlorophenyl, 4-chlorophenyl, 2,6-dichlorophenyl,
2,5-dichlorophenyl or  5 a 2.3.6-trichlorophenyl radical, or wherein [err]
are hydrogen and B is a 2,4-dinitrophenyl radical, was used instead of
4"-cyano-4,4'-dihydroxy-5,5'- dimethyl-3,3'-triphenylmethanedicarboxylic
acid. 30.                   . WHAT WE CLAIM IS:- *                30  1. A
pharmaceutical composition which comprises as active ingredient a compound
of the formula: 35                                              [err] 40
wherein either X is hydrogen .and Y is a radical of the formula:- [err] 45
35   or X and Y together are a radical of the formula:-                  .
35 50 and wherein [err] is hydrogen or an acetyl radical; R2 is hydrogen or
a phenyl radical optionally substituted by a halogen atom; R3 is hydrogen,
a [err]-alkyl radical or a halogen atom; and B is a 4-pyridyl radical, or a
phenyl radical which may optionally 40     bear from I to 3 substituents
selected from halogen atoms, nitro, cyano, carbamoyl.  40    14
1.560,880                                           14          15 carboxy,
formyl and N-hydroxyazomethy liden e (HO-N=CH-) radicals; or a
pharmaeutically-acceptable salt of a compound of formula I wherein [err] is
hydrogen together with a pharmaceutically acceptable diluent or carrier. 2.
A composition as claimed in claim l wherein R2 is hydrogen or a phenyl
radical optionally substituted by a chlorine or bromine atom; R3 is
hydrogen, a                    5 methyl, ethyl, propyl or butyl radical,
ora fluorine, chlorine or bromine atom; and    5 B is a 4-pyridyl radical,
or a phenyl radical which may optionally bear from I to 3 substituents
selected from  fluorine, chlorine and bromine atoms, nitro, cyano
carbarbamoyl, carboxy. formyl. and N-hydroxyazomethylidene  (HO-N=CH-
radicals 3. A composition as claimed in claim  I or 2 wherein [err] is
hydrogen or a                      10 phenyl, 4-chlorophenyl or
4-bromophenyl radical; and B is a 4-pyridyl radical, or a phenyl. 3-nitro-
4-nitro-, 4-fluoro-, 2-chloro-, 4-chloro-, 4-bromo-, 4-cyano-, 4- carboxy-,
4-carbamoyl-, 2,6-difluoro-, 2,4-dichloro-, 2,6-dichloro-,
2,4,6-trichloro-, 15     2-fluro-6-chloro-,  2-hloro-4-cyano-,
2-chloro-4-nitro-, 2-ehloro-5-nilro-, 2- bromo-6-chloro-, 4-formyl- or
4-(N-hydroxyazomethylidene)phenyl radical.   2 4. A composition as claimed
in claim I wherein B is a 4-pyridyl radical, or a phenyl radical which may
optionally bear from  I to 3 substituents selected from halogen atoms,
nitro, cyano, carbamoyl and carboxy radicals. 20           5. A composition
as claimed in claim  I wherein the active ingredient is a        20
20 compound of' formula I wherein [err] and [err] are hydrogen, R3 is a
methyl radical and B  is  a  phenyl,  2-chlorophenyl.  4-chlorophenyl,
2,6-dichlorophenyl, 2,5- dichlorophenyl or a 2,3,6-trichlorophenyl radical,
or wherein [err] are hydrogen and B is a 2,4-dinitrophenyl radical. 



25          6. A composition as claimed in any one preceding claim which is
in a form          25          25 suitable for topical application to an
area of inflammation. 7. A composilion as claimed in claim 6 which is in
the form of an ointment. gel, emulsion. solution or suspension. 8. A
composition as claimed in claim 6 or 7 wherein the active ingredient is 4"-
30
cyano-4,4'-dihydroxy-5,5'-dimethyl-3,3'-triphenylmethanedicarboxylic acid.
30 9. A composition as claimed in claim 6 or 7 wherein the active
ingredient is 4"- nitro-4,4'-dihydroxy-5,
'-dimethyl-3,3'-triphenylmethanedicarboxylic acid. 10. A composition as
claimed in claim 6 or 7 wherein the active ingredient is
2"Cehloro-4,4'-dihydroxy-5,5'-dimethyl-.3,3'-triphenylmethanedicarboxylic
35         11. A compound of the formula:-
35 R Y [err] [err] wherein either X is hydrogen and  Y is a radical of the
formula:- R [err] or X and Y together are a radical of the forniula:- [err]
45 40 R and wherein R' is hydrogen or an acetyl radical; R2 is hydrogen or
a phenyl radical optionally substituted by a halogen atom: [err] is
hydrogen, a [err]-alkyl radical or a halogen atom; and B is a 4-pyridyl
radical, ora phenyl radical which may optionally bear from I to 3
substituents selected from halogen atoms. nitro, cyano, carbamoyl, .
.            .               .    - carboxy, formnyl and
N-hydroxyazomethylidene (HO-N=CH-) radicals: or a is
pharmaceutically.acceptable salt of a compound of formula I wherein R2 is
hydrogen: but excluding those compounds of formula I as defined above
wherein [err] and R are hydrogen, R3 is a methyl radical, and B is a
phenyl, 2-chlorophenyl, 4-chlorophenyl 2,6-dichlorophenyl
2,5-dichlorophenyl or a 2,3,6-trichlorophenyl radical: or wherein R', R2
and R3 are hydrogen and B is a 2,4-dinitrophenvl radical. 12. A compound as
claimed in claim 11 wherein [err] is hydrogen or a phenyl no
radical optionallly substituted by a chlorine or bromine atom; [err] is
hydrogen, a methyl, ethyl, propyl or butyl radical, or a fluorine, chlorine
or bromine atom; and 10       B is a 4-pyridyl radical or a phenyl radical
which may optionally bear from I to 3 10   substituents selected from
fluorine, chlorine and bromine atoms, nitro, cyano,                   10
carbamoyl, carboxy, formyl and  N-hydroxyazomethylidene  (HO-N=CH-)
radicals. 13. A compound as claimed in claim  11 or 12 wherein [err] is
hydrogen or a phenyl, 4-chlorophenyl or 4-bromophenyl radical; and B is a
4-pyridyl radical, or  a aiphenyl, 3-nitro-, 4-nitro-, 4-fluoro-,
2-chloro-, 4-chloro-, 4-bromo-, 4-cyano-, 4-  15 carboxy-, 4-carbamoy-
2,6-difluoro-, 2,4-dichloro-. 2,6-dichloro-, 2,4,6-trichloro-,
2-fluro-6-chloro-,  2-chloro-4-cyano-, 2-chloro-4-nitro-,
2-chloro-5-nitro-, 2- 



bromo-6-chloro-, 4-formyl- or 4-(N-hydroxyazomethylidene)-phenyl radical. a
20         20            14. A compound as claimed in claim II wherein B is
a 4-pyridyl radical, or a     20 20                 phenyl radical which
may optionally bear from  I to 3 substituents selected from halogen atoms.
nitro. cyano, carbamoyl and carboxy radicals. Ire              . 'A
compound of formula I wherein X is hydrogen, Y is a radical of formula .
11. RI nd R2 are hydrogen, and R3 is hydrogen or a methyl radical, and
wherein B 25         25       has the meanings set out in claim II, 12, 13
or 14; or a pharmaceutically acceptable  25 25               salt thereof.
16. A compound of formula I wherein X is hydrogen Y is a radical of formula
11, R3 is hydrogen or a methyl radical, B is a4-nitro- or4-cyano-phenyl
radical, and wherein [err] and [err] have the meanings set out in claim 11,
12, 13 or 14; or a 30      pharmaceutically acceptable salt thereof.     30
17. 4" - Cyano - 4,4' - dihydroxy - 5,5' - dimethyl - 3,3' -
triphenylmethane dicarboxylic acid. is                           18. 4" -
Nitro  4,4' - dihydroxy - 5,5' - dimethyl - 3,3' - triphenylmethane-
dicarboxylic acid. 35       19. A process for the manufacture of a compound
of formula 1, wherein X, Y       35 [err] and B have the meanings stated in
any one of claims 11-16 unless specifically stated otherwise which
comprises: (a) for a compound of formula l wherein X is hydrogen, Y is a
radical of formula 11 [err]  and [err]are both   hydrogen reacting a
salicylic acid of the formula:- [err] 4
0 with' an aldehyde of the formula:- -CHO V in the presence of a rong
inorganic or organic acid; (b) for a compound of formula I wherein X and  Y
together are a radical of formula 45            111 and [err] is hydrogen.
oxidising a compound of the formula- . .    1,560,880 (c) for a compound of
formula I wherein R is an acetyl radical, reacting the corresponding phenol
of formula I  wherein [err] is hydrogen      with an actylating for a
compound of formula I wherein                         radical optionally
substituted  by a halogen atom esterifying an acid of formula 1 wherein R2
is hydrogen  by reaction with a phenol f the formula [err] wherein [err]
is a pheyl radical optionally substituted by a halogen atom; (e) for a
compoun d of formula I wherein B is a phenyl radrical bearing a cyano
radical.dehydrating a compound of the formula:- ' 10
[err] wherein Z  is acarbamoyl or  N-hydroxyazomethylidene
( HO-N=CH-) radical (f) for a compound of formula I wherein [err] and [err]
are hydrogen, hydrolysing compound of the formula: 15 [err] 



wherein P is hydrogen or a [err]-acyl radical, and Q is hydrogen, a [err]
radical or a phenyl radical optionally substituted by a halogen atom
provided that at least  one of P and Q is  other than hydrogen or (g) for a
compound of formula I wherein X is hydrogen and Y is radical of 2
0formu            ing a compound of formula I wherein    and Y together are
a radical   of formula 111 and.whereafter when a pharmaceutically
acceptable salt is required, a compound of    formula  1  wherein  [err] is
hydrogen   is     reacted   with   a   base affording    a pharmaceutically
acceptable cation. 25      20 A method of the tropical treatment of an area
of inflammation affecting the of warmblooded  animal other than humans
which comprises administering   25 to the said animal an effective amount
of a composition as claimed in claim 1. 21. A  composition as claimed in
any one of claims 1   to  10 which contain 0.5% 10%  w/w  of an active
ingredient of formula I. 30         22. A  composition  as claimed  in any
one of claims I to  10 or 21 which in addition  to  an  active ingredient
of formula                                                     30 addition
to an active ingredient of formula 1 contains  one  or  more  known
pharmaceutical  agents  selected   from           corticosteroids,
antibacterial  agents, antifungal agents, antihistamines and  local
anaesthetics 23. A  composition  as claimed  in claim  4  substantially as
described  in any one 35      of Examples 9to  I1.
one 24. A  composition  as claimed  in claim  4, substantially as described
in any one   35 of Examples  14 to  16 25. A  composition  as claimed in
claim substanially as described  in any one of Examples  12, 13 or  17 26.A
compound as claimed in claim 14 substantally described  in any one of
Examples 1 to 4, or a   numbered part thereof.    27. A compound as,claimed
in claim 11, substantially as described in any one of Examples 5 to 8 S. C.
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