
;BCDEe3ebzz{4}p<~6Tbgyr 1  1 0 JUL 2~'1 a.-( ~_PIPERAZINYL)ACETAMIDO
ARENECARBOXYL1C ACID DERIVATIVES AS AN'ITDIABETIC AGENTS The present
invention relates to new a-(1-piperazmyl)acetamido arenecarboxylic acid
derivatives which are useful in the treatment of diabetes The subject of
the present invention is thus compounds of general formula (I) COOH R~ R2
R3 Rd's (l) 8 ~D 0 ~N` R$~C ~ Ar in which: Ar is selected from - a mono-,
bi- or tricyclic aryl group having from 6 to 14 carbon atoms, i ~ - a
heteroaromatic group selected from the pyridyl pynmidinyl. pyrrolyl, furyl,
thienyl, quinolyl, indolyl, benzothienyl, benzofuryl, benzopyranyl,
benzothiopyranyl, dibenzofuryl, carbazoiyl and benzothiazinyl groups, it
being possible for the Ar group to carry 1 to 3 substituents selected from
a C;-C8 alkyl, (C3-C8)cycloalkyl(C,-Cs)alkyl, C,-Cs alkoxy,
(C3C8)cycloalkyloxy(C,-Cs)alkyl,
(C3-Cs)cycloalkyl(C,-Cs)alkoxy(C,-Cs)alkyl, Cs)cycloalkyloxy,
(C3-C8)cycloalkyl(C,Cs)alkoxy, (C,-Cs)alkoxy(C,-Cs)alkyl, Cs-C,4 aryl.
Cs-C" heteroaryl, (Cs-C,4)heteroaryl(C,-Cs)alkyl, (Cs-C,4)aryl(C,-Cs)alkyl,
(Cs-C,4)aryl(C,-Cs)alkyl(Cs-C,4)aryl, (Cs-C,4)aryloxy,
(Cs-C,4)aryloxy(C,-Cs)alkyl, (Cs-C,4)aryl(C,-Cs)aikyloxy or
(Cs-C,4)aryl(C,-Cs)alkyloxy(C,-Cs)alkyl group, a halogen, a
trifluoromethyl, trifluoromethoxy, cyano, hydroxy`I, nitro, ammo) carboxyl,
(C,-Cs)alkoxycarbonyl, carbamoyl, (C,-Cs)alkylthio, (C,CBialkylsulphinyl,
(C,-Ce)alkylsulphonyl, sulphoammo, (C,    1   ~t  a 7
Cs)alkylsulphonyiamino. sulphamoyl or (C,-Cs)alkyfcarbonylammo group. or
two of these substituents forming a methylenedioxy group, the
4-carboxyphenyl and substituted 4-carboxyphenyl groups being excluded from
the definition of Ar, R,, R~ and R3 are selected, independently of one
another. from. - a hydrogen atom, - a C,-Ca alkyl or
(C,-Cs)alkoxy(C,-Cs)alkyl group, - a cycloalkyl group containing from 3 to
8 carbon atoms. a {C3Cs)cycloalkyl(C,-Cs)alkyl group or a
(C3-Cs)cycloalkyloxy(C,-Cs)aikyl or
(C3Ce)cycloalkyl(C,-Cs)alkoxy(C,-Cs)alkyl group, - a Cs-C14 aryl, Cs-C14
heteroaryl. (Cs-C,4)heteroaryl(C;-Cs)alkyl. lCs-C,:)aryi(C,-Cs)alkyl
(Cs-C,4)aryl(C,-Cs)alkyl(Cs-C,4)aryl, (Cs-C14)aryl(C,-Cs}alkoxy(C1-Cslalkyl
or {Cs-C,a)aryloxy(C,-Cs)alkyl group, A, B. C and D are =CH- groups, it
being possible for one or two of 1; them also to be a nitrogen atom, R4 RS
and R6 are selected, independently of one another, from 



- a hydrogen atom, - a C,-C8 alkyl, (C3-Ce)cycloalkyl(C,-Cs)alkyl, C,-C8
alkoxy. (C3Ca)cycloalkyloxy(C,-Cs)alkyl, (C3-Ce)cycfoalkyloxy.
(C3=Cs)cycloalkyl(C,C6~alkoxy. {C;-Cs)cycloalkyl(C,-Cslalkoxy(C,-Cs)alkyl,
(C,-Cs}aikoxy(C,-Cs)alkyl. C6-C,< aryl. (Cs-C,4)aryl(C;-Cs)alkyl.
(Cs-C,4)aryl(C,-Cs)alkyl(Cs-C,4)aryl. (CsC,.:)aryloxy.
(Cs-C,4)aryloxy(C,-Cs)alkyl, (Cs-C,4)aryl(C,-Cs)alkoxy or
(CsC,4)aryl(C,-Cs)alkyloxy(C,-Cs)alkyl group, a halogen or a
trifluoromethyl, tnfluoromethoxy, cyano, carboxyl, hydroxyl, intro, ammo,
(C,-Cs)alkoxycarbonyl. carbamoyl. (C,-Cs)alkylthio, (C,-Cs)alkylsuiphinyl,
(C,-C8)alkylsulphonyl, sufohoammo, {C,-C8)alkylsulphonyiamino, suiphamoyl
or (C,CB)alkylcarbonylammo group, it being possible for two of these groups
to form a methylenedioxy group or a phenyl ring condensed with the ring to
which they are attached. it being possible for the various aryl groups to
be themselves substituted by 1 to 3 substituents selected from a C,-Cs
alkyl or C,-Ca alkoxy group, a halogen or a tnfluoromethyl,
trifluoromethoxy, hydroxyl, vitro and ammo group,   1 0 JUL 2002 their
solvates and their pharmaceutically acceptable salts Mention may be made,
as an example of the aryl group, of the phenyl. a-naphthyl, p-naphthyl and
fluorenyl groups. The C,-Ce alkyl groups can be linear or branched Mention
may be made. as examples, of the methyl, ethyl, propyl. isopropyl, butyl,
isobutyl, tert outyl and pentyl groups The C,-Ce alkoxy groups can likewise
be linear or branched Mention may be made, as examples) of the methoxy
ethoxy, propoxy. isopropoxy. butoxy and isobutoxy groups. The halogens can
be selected from fluorine chlorine) bromine and iodine The hetercaryl
groups m the definition of R, R~ and R3 may be aefined in particilar as
defined for the heteroaromatic groups in the definition of Ar The invention
also relates to the tautomeric forms and to the enantiomers,
diastereoisomers and epimers of the compounds of general formula (I) The
compouncs of general formula (I) possess a carboxylic acid functional group
and can be saiified, then existing m the form of salts with bases. Examples
of salts with bases of the compounds of general formula ( I ) include the
pharmacologically acceptable salts, such as the sodium salts. potassium
salts, calcium salts and other salts of the same type. The compounds of
general formula (I) can also be salified with amines m order to form
pharmaceutically acceptable salts. By way of example, the compounds of
genera! formula (I) could be salified with glucamine, N methylglucamine,
N.N-dimethylglucamine, ethanolamme, morpholme. N-methylmorphofme or iysine
The compounds of general formula (1) possess basic nitrogen atoms and can
be monosalified or disalified with inorganic or organic acids Examples of
salts with adds of the compounds of general formula (I) include the
pharmaceutically acceptable salts, such as, and non-exhaustively, the
hydrochloride, the hydrobromide, the sulphate, the succmate, maleate,
fumarate.   4 malate or tartrate and the sulphonates, such as the
methanesulphonate the benzenesulphonate or the toluenesulphonate. . 



The invention also relates to a process for the preparation of the
compounds of general formula (I). A preparation process according to the
invention comprises the reaction of an aromatic amine of general formula
(II)' COOR~/R1 N ~'H A' ,~ B D R' C Rs 5 in which A. B. C. D, R,, R4, RS
and R6 are as defined above and R is a hydrogen atom. a C,-Cs alkyl group
or a benzyl group, with a haioacyl nalide of general formula (111) R2 Ra
Hal Hal ( 1l~ m which R2 and R3 are as defined above, Hal represents a
chlorine or bromine atom) m order to form a compound of general formul2
(IV) C OOR~ R~ R2 Rs Ra""r~ Hal ~N) B~C~D O Ps Rs in which A, B, C. D, R,,
R2, R3, R4, R4, Rs, R, and Hal are as defined above, and the reaction of
the compound of_genera! formula ( IV) with a compound of _ general formula
(V)   1 0 J U L 2002  H N (V ) ~N~ Ar m which Ar is as defined above, in
the presence of a basic agent. such as triethylamme, m order to form the
compound of general formula (VI) Ay R4 B R ~C s  OOR~ RS ~N Ar  in which Ar
, A, B, C, D. R,, RZ, R3, R4, R$, R6 and R; are as defined above In the
case where R, is an alkyl group, the compound of general formula (V1) can
be hydrolysed by conventional acidic or basic means in order to i~~ give
the compound of general formula (I). In the case where R; is a benzyl
group, the compound of general 



formula (VIl can be hydrogenolysed m the presence of a catalyst, such as
palladium-on-charcoal. in order to give the compound of general formula (I)
The compounds of formulae (II) and (V) are known compounds or i; can be
prepared according to known processes Thus, compounds of formula (II) are
described m Organic Preparation and Procedures International, 13, 189, 1981
- The compounds of formula (V) can be prepared as described by R Ratouis et
al. (J. Med. Chem., 8, 104, 1965) or by Prelog et al (Collection Czechoslov
Chem. Communications, 6, 211, 1934). _. By way of example, the compound
(VI), in which R; is an alkyl group. can by hydrolysed m the presence of a
basic agent, such as dilute sodium hvdroxide   h The enantiomers of the
compounds of formula (I) can be separatec by successive recrystallization
of the salt of the acid (I) with an optically active base in solvents such
as acetone, ethyl acetate or isopropanol and then dispiacement from the
salt into an optically active acid by an inorganic or organic acid
according to a conventional method. The compounds according to the present
invention can be used m the treatment of diabetes. m particular of
non-!nsul!n-dependent diabetes, because of their hypogfycaemic effect and
of their absence of toxicity at the active doses. Another subject of the
present invention !s thus pharmaceutical compositions comprising an
effective amount of a compound according to the invention The
pharmaceutical compositions according to the invention can be presented !n
forms Intended for parenteral. oral, rectal. permucosal or percutaneous
admmistrat!on They will thus be presented m the form of injectable
solutions or suspensions, or multi-dose containers, !n the form of uncoated
or coated tablets, of sugar-coated tablets. of capsules, including hard
gelatin capsules, of pills, of cachets, of powders, of suppositories or of
rectal capsules, of solutions or of suspensions. for percutaneous use in a
polar solvent or for permucosal use The excipients which are suitable for
such administrations are aerivatives of cellulose or microcrystall!ne
cellulose, alkaline-earth metal carbonates, magnesium phosphate, starches,
modified starches or lactose for the sold forms. Cocoa butter or
polyethylene glycol stearates are the preferred excipients for rectal use
Water, aqueous solutions, physiological solution or isotonic solutions are
the most conveniently used vehicles for parenteral use. ' The dosage can
vary within wide limits depending on the __  therapeutic indication and the
administration route, as well as the age and weight of the patent.   1 0 J
U L 2002 The following examples illustrate the preparation of the compounds
of formula (1) and of the intermediates of formulae (II) and (IV) A -
Example of the preparation of a compound of formula (ilk. Preparation of
methyl 2-cyclohexyimethylamiino-5-methoxybenzoate 17 6 g of methyl
S-methoxyanthranilate, 11.8 ml of cvclonexanecarboxaldehyde and 2 g of 10%
palladium-on-charcoal (50/a water) are charged to 200 ml of methanol m a 1
litre hydrogenation apparatus The apparatus is placed under a hydrogen
atmosphere and agitated at room temperature for 3 hours 300 ml of
dichloromethane are added. the palladium-on-charcoal ~s seoarated off py
filtration and the filtrate obtained is concentrated under vacuum. The oil
obtained crystallizes from an ethanol (200 ml) and water (50 mi;; mixture
to give 28 4 g of a yellow solid which melts at 58-60C. IR (KBr) 1683 cm-'
(C=0), 1528 cm~' (C=0) 'H NMR: (CDC13. 200 MHz) & ppm~ 1.06-1.64 (11 H, m,
cyclohexyl), ? ~3 (2H t CH2), 3.68 (3H, s, OCHs), 378 (3H. s, OCH3), 6.56
(1H, d, phenyl proton), 6 96 (1H, dd, phenyl proton), 7 34 (2H. d + s,
phenyl proton + NH) The formulae and charactenstics of the compounds of
formula (II) nave peen combined in Table I 



S TAB LE I Compound I Structure M.p in C (Kofler) CO~CH3 " 58-60 N 'H H.,CC
I ' H NMR (200 MHz) CO~CH3 ~CH~ CDC13 S PPM N 1.28 (t. 3H) 'H 3.20 (q. 2H)
1 3.i7 (s 3H) H'-C`' Oil 3.88 (s.3H i 671 (d, 1H) j 7.09 (dd. 1 H) 7.28 (s,
1 H) 7 50 (d, 1 H) COOH M.p m C NH., (Kofler) I 147-149 O B - Example of
the preparation of a compound of formula (IV). Preparation of
4-chloro-2-(chloroacetamidolbenzoic acid 25.5 ml of chloroacetyl chloride
are added dropwise with stirring to 80 g of 2~amino-4-chlorobenzoic acid in
600 m! of dioxane, the reaction mixture being maintained at 20C Stirring is
then maintained for 2 hours at room temperature and then 120D ml of water
are added The desired product precipitates, the mixture is stirred for one
hour and then filtered and the solid obtained is washed with water.   1 0 J
U L 2002 After drying, 60 7 g of 4-chloro-2-(chloroacetamido)benzo~c 2c1
are ontamed. the melting point of which is 194-196C IR 1675 cm'' (C=0) 'H
NMR (ds-DMSO, 200 MHz) o ppm~ 4.30 (2H) s, CHI). 7 1 (1 H d pneny! proton),
7 .7 ( 1 H d phenyl proton). 8 5 ( 1 H, s, phenyl proton). 11 r 6 ( 1 H s.
NH). 13.90 (1H. broad s, COOH) The formulae and characterisitics of the
compounds of formula (1V; have been combined In Table II TABLE II Compoun;
Structure ~M.p. in  C (Kofler~OOHN H C I194-196~OCII I ooHi NH~OI
II182-184O IH~COI 



OOHNH~CI236-238I 'IOH3CC ~'OCH3-   TABLE II (continuat9on) Compound
Structure ~M.p. in  C (Kbfler) I ooH NH~Cf 180-182 i IIo H~Cs i cooH NH~Ci
155-15i I`I I o 0 H3C I i I i COOiPr NH~CI ( 83-85 I o H,C O I COOH NH~CI
217-219 0   1 0 J U L Z002 TABLE II (continuation) Compound I Structure 'H
NMR (200 iJIHzy CDC13 b ppm CH 0 99 (t. 3H) CO.,CH3 ~ 3 3.38 (m, 1 H) 3 63
(d. 2H) O~I 3.89 (s*m.7H) O 7 12 (m. 2H) H,C O i 40 (d 1 H) 1 05 (t 3H~ I
1.5i (m 6H) 2 81 (dd 1 H) C02CH3 3 60 (s. 2H) i N C~ 0~1 3.81 (s, 6H) ' 3
88 (dd. 1 H) t ~ 7 13 (m 2H) H3CC 7.38 (d. 1 H) C - Example of the
preparation of a compound of formula (II) Preparation of
4-chloro-2-~[4-(2-methoxyphenytl-1-piperazinyllacetamido~ benzoic acid 15 g
o. 4-chloro-2-(chloraacetamido)benzoic acid are added, with stirring and at
room temperature, to 11.6 g of 1-(2-methoxyphenyl)piperazine and i 1 r ml
or cnethylamine in 120 ml of DMF The reaction mixture is kept stirring for
48 hours at room temperature and then 500 ml of water are added. Extraction
is carved out with .:~ . 30G ml of dichioromethane. The solvent is
evaporated under vacuum and the sold thus obtained is taken up again in 300
ml of a 2N aqueous sodium 



i; hydroxide solution The solution is washed with 3 ~ 200 ml of diethyl
ether and .. the aqueous phase is then acidified with acetic acid. A solid
crystallizes to give, after filtration, 22.5 g of crude product After
recrystallization from dioxane, 21.1 g of 4-chloro-2-{[4-(2-methoxyphenyl)
1-psperazsnyl]acetamsdo~benzosc aced are obtained in the form of a whsle
sold which melts at 218-220C. IR: 1699 cm-' (C=0), 1673 cm'' (C=0) 'H NMR:
(CF3COOD), b ppm 4.25 (3H. s, OCH3)) 4 55 (8H, broad s, 4 CHI}. 4.95 (2H,
s, CHZ), 7 5 (2H, m, phenyl protons). 7.fi (1 H. d. phenyl proton), 7.90
(2H, m. phenyl protons), 8.50 (1 H, d, phenyl proton). 8.75 (1 H, s, phenyl
proton) D - Alternative form of the preparation of a compound of formula
(I) i~~ Preparation of 2 f4-(4-fluorophenyl)-1-piperazinyll
acetamido3-4.5-(methvlenedioxy)benzoic acid 15 g of
2-(chloroacetamsdo}-4.5-(methylenedioxy)benzo~c acid are added with
stirring and at room temperature. to 10.5 g of 1-(4fluoroohenyl)psperazme
and 16.2 ml of triethylamine in 150 ml of DMF. s; The reaction mixture is
kept stirring for 48 hours at room temperature. 3.5 ml of acetic acid are
added and 150 ml of water are slowly added The acid crystallizes and is
diluted with 300 ml of water. The mixture is stirred for 30 minutes and
filtered and the solid obtained is washed with water. After
recrystallization from a dioxane/DMF mixture, 14.9 g of 2-4
(4-fiuorophenyl}-1-piperazsnyl]acetamido}-4,5-(methylenedioxy)benzoic acid
are obtained, which product melts at 254-256C. IR (KBr). 1654 cm'' (C=0) 'H
NMR: (CF3COOD, 200 MHz) b ppm: 4.40 (8H, s, piperazinyl). = 67 (2H. s.
CHI). 6.05 (2H s, 0-CHI-0), 7.30 (2H, t, phenyl proton), 7.65 (3H m. phenyl
proton), 7.90 ( 1 H, s, phenyl proton). The formulae and characteristics of
compounds of formula (I) have been combined m Table III.   1 0 J U L 2002
t: TABLE l11 I ~ M.p in i 'H NMR ; Com- Structure i ~C (200 MHz) :: ppm
(Koflerl pound P 1 COOH ~NH1..~N ;, 0 ~N i OCH 185-187 d6-DMSO 2 60 ~s,4H)
3 10 (s.4H)~ 3.20(s.2H) 3.70(s.3H) 6 80(q.4H) 7.10(t.1H) 7 .55(t.1 H) 8(d,1
H) 8 7(d.1 H) 



COON ~NH~N~ ,, I 0 ~N I i i ' 233-235 COON NH N~ I G 248-250 CF3COOD
4.25(s.BH) 4.65(s.2H) 7.30(t.1 H) 7.55(s.SH) 7 .70(t.1 H) B.25(m.2H)
CF3COOD 4.25(s,BH) 4.55(s,2H) 7.10(d,1 H) 7.50(s.SH) 8.05(d.1 H) 8.30(s.1
H) I CF3COOD COOH 4(s,3H) NH ~ ~ 4.5(5.8H) N 241-243 4.8(5.2H) w ~ 0 ~ N ~
7.2(d,2H) 7 4(d,1 H) ~ 7.65(d,2H) C. ~ OCH~ 8.25(d,1 H) 8.60(s,1 H) rJ COOH
NH j N G ~N ci ci >265Y CF3COOL 4.20(5,8H 4.62(s.2H 7.24(d,1 H 7.55(5,4H
8.10(d,1 H 8.35(s,1 H   t4 Compound 6 Structure cooH I' NH~N~ r O ~N ,
O..H3 C' j cooH NH i i N 7 ~ ~ I 1~ ~ ~i O N i G ~ I i 



i i COOH NH N 1 O ~N~ CI 9 OOH ~NH N w, O ~N ~ CF~ Ci w M.p 1n ~ ~H NMK oC
(200 MHZ) c~ pp~T1 ( Kofler) 199-201 238-240 i 244-246 191-193 CF3COOD
3.8(5.3H) 4.25(5,8H) 4.60(5.2H) 7.20(m,4H) 7.5(m.1 H) 8.15(d 1H; 8 40(s.1
H; CF3COODI 4.60(d.BH) 4.90(s.2H) 7.50(m,3H) .85(m.2H) 8.35(d.1 H)
8.65(5,1H) C F3COOL 4.10(5,8H 4 45(s.2H 7.05(d.3H 7 45(m.2H 7.95(d,1 H
8.20(s,1 H CF3COOC 4.25(d.BH 4.60(5.2H 7 15(d,lH 7.75(m.4H 8.10(d,1H
8.30(s,1 H CFaCOOD _ CooH 4.25(s,3H) i NH ~ N ~ OCH~ 4.65(5,8H) 218-220
4.95(s,2H) o ~ N ~ 7.5(m.2H) 7.6(d,1 H) CI _ _ w I 7.9(m,2H) 8.5(d,1 H)
8.75(s,1 H)   tH L `S)00'Z L tH 6 `S)Str' I. 6 i tH 6'P)08'8 _ (H 6'P)SL'L
I \ tH L'l)S'L tHS'w)08'9 / N~ O ,I \ tHZ~S)OZ'E ~LL-69L 3 ~N~HN /
tH8'S)~~'s (H'S)trL'Z HO00 f00 tHZ'~)SL'8 tH9'w)S'L (HZ'S)SL'tr tH8'S)OE'b
(HE'S)S8'E ia000f ~O Z6 4 -06 L I eH00 ~ N~ O \ I ~N~HN i HO00 



H 6's)8' L L HvS)ao'o>H I. `P)S9'8 HL`~)00' L Htr'S)OZ'E HZ'S)0 L'E
Htr'S)S9'Z 9L6-bLt ~O N ~ O , S t ~: i ' N '' ~ /J ~HN~ HO0I0 E6 tHZ'~)S6'8
tHE'w)9'L (HE'~)Z'L tHZ'S)9'b (H8'S)Z'tr IQOO~E~O HZ'~)SZ'8 H 6'~)OL L
Hb'S)SS'L H l.'l)SZ~ L HZ'S)L tr ,H8'S)E'b l SZ-6 bZ \ ~i i / N ~ 'j p v Z
~. ~N~LHN~ i , HO00 , Z9Z-09Z ~N O \ ,I,~ ~N~HN / HO00 p00~a0 l~al~o~)
punod ~da .~ czHw ooz) ~ ~~ aan~~na~s -u~o~ .w , OWN H, Ut C ~1 toot i n r
o ~   I r, Compound Stru ctu re COOH H a N ~ N ~ OCH; i O ~N / M.p. an n
Nmn i oC (200 MHZ) ~~ ppm j ,'Kofler) ' 217-219 CDCI: 3.5(s.3H 3.75(5,8H
4.29(5,2H 6.66(d.2H 6.85(t,1 H 7 10(m,3H 7.7~(t.2H CF3COOD CDOH 3.75(s.BH) 



4.15(s.2H) ~NH N I ~ ~ ~ C` 190-192 6,00(m.~H) I ~ ~ 7.60(m.2H) I I w I i
CF3COOD ' Coo-! 3.66(5,6H) 4 16(5.8H} j I ~ I ~ N ~ >265 4.6(s,2H} w O ~ N
7.65(s.SH) O I ~ I 7.65(5,1H) 7.85(s,1H) i ' i CF3COOD j COON 3.75(5,6H)
4.15(s,BH) / N ~ N >265 4.0(5.2H) g ~, li ~ 7.06(t.2H) O ~ N ~ 7 42(m,2H)
H:~;.o I OCH~ ~ 7.55(s,lH) F 7.85(S,1 H) CF3COOD COOH 3.80(5,6H) NH ~ N ~
4.16(s,8H) 20 >265 4.50(s,2H) I 0 N ~ 7 40(5,4H) _ H_co I 7.60(s,1 H) ' J
OCH~ ~ C~ 7.90(5,1H)   1 0 J U L 2002 com- ~ Structure pound COOH NH_ ^N^
21 j ~ I ~o ~1N ` I H_CO OCH_ OCH M.p in ~ t't IVIYIK aC (200 MHZ) a ppm
246-248 245-247 cooH ~ NH_ ^N^ OCH_ i 22,. \1'I~oI~IN~_ H-Cv i OCH~ w COOH
'~NH~N~ F I I O ~N 23 H~CO S - OCH 24 244-246 COOH N~i~N i ,Il I O ~ N ~
CF3 H;cc i I o~H, 



25 COON NH ~N~ w I IOI ~ N ~ CI =C OCH CF3COOC 3.75(s.3H 3.85(s,fiH
4.15(5,8H 4.50(s.2H 6.90(d.2H 7 40(d,2H 7.fi0(s,1H 7 .95(s,1 H CF3COOC
3.80(s.9H 4.25(s.BH 4.50(s.2H 7 ,00(d.2H 7 40(d.2H 7.fi0(s,lH 7.95(s,1 H
CF3COOC 3.80(s,6H 4.20 +4.35(2s.8H 4.50(s.2H 7.20(q,2H _ 7.50(m,3H 7.95(s,1
H CF3COOC 3.75(s,fiH 4.10+4.20(2s,8H 255-257 4.50(s,2H 7.60(m,SH 7.s5(s,lH
CF3COOC 3.80(s,6H 4.15(s,BH >265 4.50(s.2H 7.35(m,4H 7.55(s) 1 H 8.85(s,1 H
IS M.p. In'H NMRCOm-StructureC(2~0 MHZ) ~s
ppmpound(Kofler)CF~COODCool=3.70(s.3H)f ' ~ ~ ~ ~3.85(5,6H) BH) 4 22(s 2si
~ ~ ~~~ N O ~N ~ oCH:255-257 . . 4.50(s.2H)H_CC ~~6.95(s.3H);_~7.35(t.1
H)7.55(s,1 H)7.88(s,1 H)CF~COODj COOH415+417(2s,8H)i  



fNH  ~ ~ N y 25 r -259 4.50(s.2H) 7 .10(d,1 H)27 CI ~N~ O 1'~ I' '$
Op(d,1H) CI l ~ 8.25(s,1 H) 28 COOH I i ~ I NH~N~ 0 ~N CI w OCH_ J 29 30
COON NH~N IYO ~N Ct ~ I C1 239-241 >265 COOH i NH~N 1 ss-zo1 I o ~ N ~ ocH;
CI I CF3COOC 3.70(5,3H' 4.10(s,BH' 4.50{5.2H' 6.90(d.2H 7.30(d,2H r .40(d,1
H 8.00(s)1 H 8.10{d,1 H CF3COOt 4.15(5,8H 4.55(s.2H 



7.40(s+d.SH 8.00(s,1 H 8.15(d,lH CF3COOC 3.85(5,3H' 4.30(s,BH' 4.65(s,2H
7.15(m,3H 7.55(m.2H 8.15(s,1 H 8.30(d,1 H   1 0 J U L 2002 lu (200 MHZ) ~~
ppm i Com- i Structure I M C ~n ~ ~mK I pound ~ (Kofler) I CF3COOD i COOH
4.30+4.50(2s,8H) ~NH 4 67(s,2H) ~ ~N~ F 262-26a 7 301m.2H) 31 I ~ dpi ' N
7.65(m.3H) CI ~ ~ ~ I $ 15!s.1 H) 8.25(d.1 H) , , CFSCOOD COON I 4.05(5,8H)
4 40ls.2H) I ~ ~ N ~ 2a5-247 ! ~5(~.2H) N ~ 40(d.3H) I CI `~ O ~ ~ r .90(s
1 H), 1 ' ~ ~ 8.05(d.1 H)I, I F I CF3COOD COOH 4.25+4.40(2s.8H) I i ~ NH
4.70(s,2H) N ~ 213-215 7.55(d,1 H) O ~N~CF~ 7.80(m,4H) I , Ci , 8.15(s)1H)
~ 8.25(d,1 H) i CF3COOC COOH 3.80(s.3H; i 1' ~ 4.20(s,BH; ,I~ NH ~ N ~ OCH,
2p3-205 4.45(dS,2H' i ~ o ~ N ~~ 6.95( ,2H CI ~ 7 42(q,3H; 8.05(s+d,2H I
CF3COOC I cooH 410(s,BH i ~ NH 4 45(s,2H ' N ~ 22a-226 7.40(m,SH C ~~ ~ ci
7.95(s,lH CI ~ 8.10(d,1 H   WO 99I64407 2la PCT/EP98103431 (200 MHZ) ~~ ppm
COfri- Structure N(KO~IQf C ~ ~H NMr~ I pound CF,COOD COON 4.20(s,BH)
4.50(s,2H) NH ~ N ~ 238-240 5.85(s.2H) 36 ~ O ~ N 7.45(s.6H) 7.80(s,lH) 1 I
; ..~ o CF3COOD COOH 4 40(s.BH) 4.6 i (s.2H) i ~ I; ~ N ~ 25a-25o
6.05(s.2H) i 37 I n C ~ N / 7.30(t,2H) 7.65(m,3H) ' , r 90(s,1 H) .._ o w i
COOH I H 



38 ~` ~' N~N O ~N CI ~` O >265 39 COOH I~NH~N ~0' ~ 1N 0 ~- O OCH3 236-238
CF,COOC 4.22(s.BH 4.57(s,2H 5.92(s.2H 7.52(s,SH 7.80(s.1 H CF,COOD'
3.83(s.3H) 4.25(s.BH) 4.59(s.2H) 6.0(s,2H) 7.13(d,2H) 7,49(t,3H) 7.82(s,lH)
I ~ CF,COOD I COON 3.97(s,3H) I ~- NH 4.29(s,BH) N ~ OCH3 257-259
4.59(5,2H) 6.06(s,2H) O ~ N / 7.15(d,2H) O l ~ 7.55(s,3H) -- \ 7.82(s,1 H)
SUBSTITUTE SHEET (Rule Z6)   1 0 J U l 200Z ,I 'H NMR Com- ~ Structure ~ M
C In , (2D0 MHZ) ~ ppm pound I ~ (Kofler) 41 COOH a / NH N ~ F ~j \ p ~N /
O -- O \ CF3COOD 4.23+4.38(2s.8H) 4.56(s,2H) 236-238 5.97(s.2H) 7.31 (m.2H)
7.55(m.3H) 7 76(s,1 H) j COON I i ', ~NH~ 42 ~ ~~ ~:, ,~ '` I '. O ``~ O ~
N / CFA ~- O \ COOH 43 I / ~ NI-~~N 



i ' \ ~0' ~ N / CI O i ~_ o \ COOH i NH 44 ~ I~ hN~1 O ~ N , OC IO ; ~' 45
CF3COOD 4.05+4.15(2s.8H) 4.35(s.2H) 228-230 5,75(s.2H) 7.30(s 1 H)
7.60(m.SH) 24a-242 198-200 COON i I NH ~ N ~ 188-19D o ~N H_CO _ I _ w
cF3coo~ 4.00(s.BH 4.37(s.2H 5 75(s.2H 7.35(d,SH 7 70(s,1H CF3COOD~
3.55(s,3H) 4.00(s,BH)' 4.30(s,2H) 5.71 (s,2H) 6.85(s,3H) 7.25(s,2H)
7.C0(s,lH) CF3COOD 4.05(s,3H) 4.42(s,BH) 4.78(s,2H) 7.45(d,1 H) 7.72(s,SH)
7.93(s,1 H) 8.30(d,1 H)   Com- ' Structure M.p. in C 'H NMR pound (Kofler)
(200 MI ~~) CF3COOD 3.75(5,3H) 4.20(5,8H} 46 4.50(5.2H) NH ~ N ~ 197-199
7.10(m,3H) O ~N ~ 7.50(t.2H} ~ 5C0 ~ 7 .70(s,1 H) 8.05(d,1 H) F CF3COOD
3.80(5.3H) 4.20(5.8H) I ~t~9-I 4.55(5,2H) i ~, ~N 7.15(d.1H) I ~ ,I I~ ~ _
74 5.4H 2_1 223 0( ) 47 ; ~ o ~N ~ ~ ; .7o(s.lH) a.oo(d) 1 H) a CF3COOD
3.85(d,6H) COON I 4.25(5,8H) NH~N/ I 7.22(5,2H) O ~N i 1 g$_200 7.40(5,1 H)
7.58(5,2H) ~ 7.82(5,1H) 8.20(s,1 H) CF3COOD 3.75(5,3H) COON 4.15(5.8H)
NH~N~ 171-173 7.5~~5,1Hj O ~N ~ ~~ 7.70(d,SH) 8.05(s,1 H)   



1 0 J U L 200 ,z M.p m C 'H NM. ; Com- Structure (Kofler) (200 MH ) pound I
Cr3COOD I cooN , 3.fi5(s.3H) 3 70(s.3H) 2~0-202 412(s.BH) ~Nn~N~ OCH_ j, I.
~ 4 42(5.2H) G ~ ~`' ~ 7.00(d.2H) i \` I r 10(d.1H) 7 40(m.'_'H) ' ~ j 7
65(s,1 H) j ~ t 8 00(d 1 ~1 Cr3C00D CGOH ~ 3.72(s.3H) 4.25(d.BH) I i 4.50
s.2H ,~NH~N ~ ~ 179-181 715(m.3H) II ~~ ~ I ~ G ~N i .5D(q.2H) H:CG j
7.fi5(d,1 H) 8.00(d.1 H) Cr3C00D 3.88(s,3H) 3.96(s,3H) ~NH~N~ 17i-179
4.34(5,8H) 4 72(s. H) ~ I~N 1\ ^ /OCH, ~, , 7.20(m,1 H) ` I I 7.39(dd,1 H)
7.62(m.1 H) I 7.88(s.1 H) 8.22(d.3H) C~3COOD Gooh 3.95(5,3H) 4 40(s,BH) N'~
~ N ~ 4.70(s.2H) 7.30(d.1 H) H,GO \ G N ~ c~ 1 g2-184 7.fi0(m.3H) I'
7.85(s,1 H) 8.25(d.1 H)   y M.p. nn 'H NMF Com- Structure C (200 MHz) pound
(Kbfler) d~-DMSO COOH CH_ 2.42(d,4H) 2 90(s,2H) j ~ N ~ N 210-2.12 3
10(s.4H) 3 18(s,3H) O ~N , 6.80(t,1H) 6 93(d,2H) i.25(t.2H) 7.50(m.2H) 7
70(t,1 H) 8.00(d.1 H) d~-DMSO COON CH_ 2.34(d,4H) c.81 (s.2H) ~~ N ~ N
226-227 3.00+3.10(2s,7H) I ~~ ~~ 6.931d.2H} O ~N ~ 7.22(d,2H) 7 47(m.2H)
7.70(d,1 H) CI 7 951d.1 H) d~-DMSO 2.55(d,4H) COOH ~H~ 3.03(s.2H) I N
3.25(d,7H) 56 i I ~ I ~ N ~1 7.25(m.3H) o ~h CF_ 193-195 7.o0(m,3H) '
7.s2(t,lH) 8 12(d.1H) I I I d~-DMSO COOH CHI 2.55(s,4H) 3.00(d,6H) I
3.25(s,3H) ~~N N i 3.80(s,3H) N 208- 10 7. 2 00(s,4H) 7.65(m,2H) 7.82(d,1H)
ocH3 8.10(d,1 H} 



1 0 ~ U l 2U02 ,; ~ M.p ~n C I ' H NMR Com- I Structure (Koffer) (200 MHz)
pound d~-DMSO 2 15(s,4H) COOH ~N= 195-198 2.6~(s._H) I N ~ 2.80(s.4H) 2
90(s.3H) O N OCH~ 3.55(s.3H) 6.20(t.3H) 6.8511,1H) 7.25(m.2H) ' r .50(d.1
H) j I 7 75Id 1H) ' ds-DMSO 2.55(s 4H) I COOH C~- 2.95(s,6H) N 1 ~4-145
3.20(s.3H) ~ N ~ OCH~ 3.90(s,3H) 7.00(d,4H) o ~ N ~ 7.60(m,2H) 7.80(d,1 H)
8.10(d,1 H) ' CF3COOD 2.38(s,3H) ~ ~ 3.77(s,3H) NH ^N 189-191 4.22(s.8H) II
4.60(s,2H) 0 N 7.05(d.2H) 7.50(d,3H) 8.07(s.1 H) ~H3 ~ 8.15(d,1 H) I
d~-DMSO cooH 2.50(s,3H) NH 2.83(s,4H) N ~ 37 05?d.2H) H,cs ~ 214-216
7.43(d,2H) 7.66(dd,1 H) 7.96(s,1 H) 8 79(d.2H) 12.20(s,1 H) 13.80(s.1 H)
2G M.p. m.'H NMRCom-StructureC(200 MHz)pound
~(Kofler)d~-DMSO0.75(t.3H)1.24im.2H)62 ~ ''~~~'~~"'~ ,167-169 ~1.58(q.2H)~
~-' ~,,i"',p~ o ~~N i `l ~2.94(s.6H)` j3.50(s,3H)\ ` w ~_3.81 (t.2H)6.71
(q.4H)7.05(dd.1H)7.28(s.lH)I 8 45(d.1 H)11. 77(s.1 H)13 43is,1
H)ds-DMSO0.83(t.3H)~1.32(m,2H)N~1.58(q,2H)(63 159-161 3.16+3
32(2s,6H)3.88(t.2H)`~.i'~G6.87(d.2H)7.10(d,3H)7.35(d,1 H)j8.60(d,1 H)i11.81
(s.1 H)i13.50(s,1 H)d~-DMSO1.62(m,8H)2.64(s,4H)
187-1893.20+3.28(2s,6H)4.75(s,1 H)O ~N\ ^~ l6.86(d.2H) 7 13 3H. ) 



(m.7.39(s) 1 H)8.56(d,1 H)10.15(s.1H)   1 0 J U L 2002 ,_ M.p. m C i 'H NMR
Kofler 200 MHz Com- Structure ( ) pound I , d~-DMSO 1.51 (m,BH) 2.52(5.4H)
~~~~~,,NN~. N~ 2 98(s,6H} ~ ~; li ~ ~ I 3.50(s.3H) 65 `~~~,~~o'~~~ ~
'~'N~~Y~'\ 171-173 I 4.60(s.1 H) 1 6.60 ,4H y.O. l (q ) 6 98(dd.1 H) I
7.28(5.1 H) 8 45(d,1 H) 11.77(s,'4 H) ! 13 43(s,1 H) d~-DMSO i 1.35(m,11 H)
2.56(s,4H) 2.84(m,3H) 66 coop 3.12(s,4H) N 236-238 4.96(g2(d.2H) I I m.4H
~N ~ I 7 46(d,lH) .cc , 1 I c. __ I d~-DMSO ! 1.00(m, 5H) 1.fi6(m,6H) '
2.49(s,4H) 67 cooH ~ 2.90(m,7H) N 209-211 3.73(s,3H) I ~ I I ~' ~
3.85(s+m,4H) o ~ N 6.83(q,4H) H~CO i 7.24(q,2H) ocH_ 7.40(s,1 H) ds-DMSO
1.54(d,sH) 3.00(s,4H) 3.50(s,6H) cH ~ I '~~N~ 218-220 4.67(m,1H) 1 ~ w O ~~
7.05(d.2H) o i _ 7.35(d,3H) 7.74(d,1 H) 8.98(s,1 H) 12.00(s.1 H)   ,v M.p m
C ~ 'H NMR Com- ~ Structure (Kofler) (200 MHz) pound ' t ds-DMSO 1.20(d.SH)
a`'-' 2.79(s,4H) 3.13(s 4H) r.,. .: ~~ ~ ~ N i 32-134 3.2o(s.2H) 69 I~-c ~
o~' .. . c ~~N~.~, 3 62(s 3H) 4.37(m 1H) i ~~ ~ x,.;_ 4.94(s.1 Hl ~
6.60(a.2H) 6 79(d.2H) .ao(aa.1 H) r 43(s.1 H) 8.56( d.1 i~i ) 11.88(s 1H)
ds-DMSO 1.06(t.3H) /~H' 2.50(5.4H) O C~~ N 161-163 3 00(5.2H) ~ N ~
3.20(s.6H) ~i I ~ 3.92(m+5,4H) 0 ~N 6.94(d.2H) 7.28(m.4H) 7 47(5.1H) CI ~
13.62(s 



i large 1 Hl CF3COOD cH: coop ! 3.5a 3.79 s . 1 18H 3.92 m , o ~ N ~
150-152 H,CO - i ' 6.83(d.2H) ~ oCH= 7.10(5.2H) 7.28(d.2H) 7.58(s.1 H)   1
0 J U L 2002 Coin- ~ M.p. m C ' H NMR pound , Structure (Kofler) (200 MHz)
CF~COOD 3.90(s,3H) i ooH 4 41 (s.BH) 72 I ~ N~ ~ N ~ 261-283 7 13(d.2H) O ~
~ ~ i 45(m 4H) I ~ i 88(m.2H) ocHj ~ ~ 8 64(s,1H) 8.90(s 1 H) CF3COOD 4
40(s.BH) COOH 4 ?i(s.2H) NH ~ i 67(s+m,6H} ~~ N ; .92(m.2H) 73 ' ~~^~  ~N ~
> ?E~ ; 8.68(s,lH) I I 8 92(s,1 H) I I I \ CI Results of the
pharmacological studies will be given hereinbelow Studv of the
anti-diabetic activity in the NOSTZ rat The anti-diabetic activity of the
compounds of formula (I) by the oral route was determined with respect to
an experimental model of non-insulin i dependent diabetes induced in the
rat by streptozotocin. The non-insulin-dependent diabetes model is obtained
in the rat by a neonatal (the day of birth) infection of streptozotocin.
The diabetic rats used are 8 weeks old. The animals are kept, from the day
of their birth to the day of the experiment, in an animal house at a i
temperature regulated from 21 to 22C and subject to a fixed cycle of light
(from i h to 19 h) and of darkness (from 19 h to 7 h). Their feedinz~
consisted of a maintenance diet, water and food was supplied "ad libitum",
except for fasting for 2 nours before the test when the food is withdrawn
(post-absorptive state).   .(1 The rats are treated orally during the day
with the test product Two hours after the final administration of the
product and 30 minutes after anaesthetizing the an(mals with sodium
pentobarbital (Nembutal- ), a 300 NI blood sample ~s taken from the end of
the tail. The main results obtained are combined m Table IV. These results 



show the effectiveness of the compounds of formula (I) in decreasing
glycaem~a In the diabetic animals. These results are expressed as
percentage of change ~n giycaemia at D4 (4 days of treatment) in comparison
with DO (before treatment). TABLE IV Compound li 20 mglkgld I200
mglkgldGlycaemia at D4Glycaemia at D4I 35t -12-1638i -6-27I 39 II -15 I-14
.I 45 ~; -9 I-18j 47 ~~ -1 fi-32I 48-20 ~ -31-17-7~ 52 I~ -14' -21   ~ o ~
a r_ toot 31 CLAIMS 1. A compound selected from the compounds of the
formula (I) CO~H R1 R2 Rs ( I) B ~ 0 N. ~~ C ~ Ar i; in which. Ar ~s
selected from mono-, b~- or tncyclic aryl having from 6 to 14 carbon atoms,
- a heteroaromatic group selected from the pyr~dyl, pynmid~nyi pyrrolyl
furyl. tn~enyl, qumolyl, ~ndolyl) benzothienyl, benzofuryl, benzopyranyl,
oenzotn~opyranyl, d~benzofuryl, carbazolyl and benzothiazinyl groups, it
being possible for the Ar group to carry 1 to 3 substituents selected from
C,-Ca alkyl, (C3-Cs)cycloalkyl(C,-Cs)alkyl, C,-Ca alkoxy,
(CsCs)cycloalkyloxy(C.-Cs)alkyl.
(Cs-Ce)cycloalkyl(C,-Cs)alkoxy(C,-Cs)alkyl, Ca)cy.:Voalky~oxy
(C3-Cs)cycloalkyl(C;-Cs)aikoxy. (C,-Cs)alkoxy(C,-Cs)alkyl CsC,4 aryl.
Cs-C,4 heteroaryl, (Cs-C,4)heteroaryl(C,-Cs)alkyl, (Cs-C,4)aryl(C,Cs)alkyl.
(Cs-C,4)aryl(C~-Cs)alkyl(Cs-C,4laryl. (Cs-C,4)aryloxy,
(Cs-C,4)aryloxy(C,Cs)alKyl. (Cs-C,4)aryl(C~-Cs)alkyloxy,
(Cs-C,4)aryl(C,-Cs)alkyloxy(C,-Cs)alkyl, halogen. tnfluoromethyl,
trifluoromethoxy. cyano. hydroxy, vitro, ammo, carboxy.
(C.-C6)alkoxycarbonyl, carbamoyi, (C.-Ce)aikyithio, (C,-Ce)alkyisuiphmyl,
(C,Cslalkylsulphonyl, sulphoammo, (C,-Ca)alkylsufphonylammo, suiphamoyl and
(C,-CB;alkyicarbonylammc, or two of these subst~tuents forming
methylenedioxy, - 4-carboxyphenyl and substituted 4-carboxyphenyl being
excluded from the definition of Ar, R, R2 and R~ are selected,
independently of one another, from ,; - hydrogen, - C,-C8 alkyl,
(C,-Cs)alkoxy(C,-Cs)alkyl group, SLTPrT._   ,, - cycloalkyl conta~nmg from
3 to 8 carbon atoms,(C~ Cs)cycloalkyl(C,-Cs)alkyl,(C;-Cs)cycloalkyloxy-
(C,-Cs)alkyl and (C;C8)cycioaikyf(C,-Cs)alkoxy(C,-Cs)- alkyl, - Cs-C,4
aryl. Cs-C,4 heteroaryl, (Cs-C,a)heteroaryl(C,-Cs)alkyl,
(CsC,~)aryl(C,-Cs)alkyl, (Cs-C,4)aryi(C,-Cs)alkyl(Cs-C,~)aryl.
(Cs-C,4)aryl(C,-Cs)alkoxy(C,-Cs)alkyl and (Cs-C,4)aryloxy(C;-Cs)alkyl) A,
B, C and D are =CH- groups, it being possible for one or two of 



them also to be a nitrogen atom. R,. R5 and Rs are selected, independently
of one anotner, from: - hydrogen C,-Cg alkyl (C~-CS)cycloalkyi(C;-Cs)alkyl,
C,-Cb alkoxy, (C C~icy;.ioalkyioxy(C,-Cs)aikyi l,C;-C8)cycloalkyloxy,
(C~-Ce)cycioalkyl(C,CoiolkoXy, (C~-Cs)cycloalkyl(C,-Cs)alkoxy(C,-Cs)alkyl,
(C,-Cs)alkoxy(C,-Cs)alkyl, Cs-C;~ aryl. (Cs-C,4)aryl(C,-Cs)alkyl,
(Cs-C")aryl(C,-Cs)alkyl(Cs-C,4)aryl, (Cs i ; C"~aryloxy.
(Cs-C,4)aryloxy(C,-Cs)alkyl, (Cs-C,4)aryl(C,-Cs)alkoxy, (CsC,s;
aryl(C,-Cs)alkyioxy(C,-Cs)aikyl, halogen, trifluoro- methyl,
trifiuoromethoxy, cyano, carboxyl. hydroxyl, nitr o. ammo,
(C,-Cs)afkoxycarbonyl, carbamoyi, (C;Cb;alkylth~o. (C,-CB)alkylsulph~nyl,
(C;-Cs)alkyisulphonyl, sulphoammo, {C,Ca)alkylsulphonylam~no, sulphamoyl
and (C,-Ca)alkylcarbonylammo, it being oossioie for two of these groups to
form methylenedioxy or phenyl nng conaensed with the nng to wmcn they are
attached, ~t oe~ng possible for the various aryl groups to be themselves
sutastituted by 1 to 3 sub~st~tuents selected from C,-Cs alkyl, C,-C8
alkoxy, halogen, tnfluoromethyl. tr~fluoromethoxy, hydroxyl, vitro and
ammo, their solvates and their pharmaceutically acceptable salts A compound
as clamed in Claim 1, m which the base component of the nng system   1 0 J
U L 2002 ~J A~~ Rart t! R ~C ~R 5 is a phenyl ring. 3 A compound as claimed
~n Glaim 2. m which at least one of the R4. R~ and R6 groups ~s C,-Ce
alkoxy or two of these groups form methylened~oxy 4 A process for the
preparation of a compound according to Claim ~ , comprising the reaction of
an aromatic amine of the formula (II): COOR~/R; N1H R~ B ~D UO R ~C ~ m
which A. B. C, D, R,, R~, R$ and R6 are as defined above and R ~s selected
from hydrogen, C~-Cs alkyl and benzyl, with a haloacyl halide of the
formula (III) R2 Ra Hal 'Hal ( III) m which R= and R3 are as defined above,
Hal is selected from chlorine and bromine, ~n order to form a compound of
the formula (IV; C OOR7 R~ Rz R3 __ F~a-'i' ~ Ha1 B~C~D O i  



~ o ~u~ zooz 3a ~n wh~cn A. B, C, D. R,, R2, R3, R~, R5. R6, R, and Hal are
as defined above. and the reaction of the compound of the formula (1V) with
a compound of the formula (V) H N CV ) ~N\ Ar in which Ar is as defined
above, ~n the presence of a basic agent, m order to form the compound of
the formula (VI) coon, R~ R2 R3 NO B ~D O ~N~ Ar in which Ar, A, B. C, D,
R,, R~, R3, R4, R5, Rn and R- are as defined ~~~ above. and, in the case
where R, is alkyl, the hydrolysis of this compound ~n order to form a
compound of formula (I), and, ~n the case where R; is benzyl, the
hydrogenolysis of this compound ~n order to form a compound of formula (I).
A pharmaceutical composition comprising an effective amount of a compound
as claimed in Claim 1 6 A pharmaceutical composition comprising an
effective amount of a compound as claimed m Claim 2. 7 A pharmaceutical
composition comprising an effective amount of a ?~~ compound as claimed m
Claim 3. B Use of a compound as claimed in Claim 1 for the manufacture of a
medicament for the treatment of diabetes.   1 0 J U L 2002 35 g Use of a
compound as claimed in Claim 2 for the manufacture of a medicament for the
treatment of diabetes. 10 Use of a compound as claimed in Claim 3 for the
manufacture of a medicament for the treatment of diabetes. 
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