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-1- NEW ASSCOCI ATI ON BETWEEN A HETEROCYCLI C COVPOUND AND
AN ANTI OXI DANT AGENT, AND PHARMACEUTI CAL COWVPCSI TI ONS
CONTAI NIl NG THEM The present invention relates to a new
associ ati on between a heterocyclic conpound and s an
anti oxi dant agent for obtaiQHng phar maceut i cal
conpositions for use in the treatnent and/or

of overwei ght characteri sed
by SHE0 oS ALaRT AN Mg teEN £ awam CYSELE; GOMPQDND
mej or public heahiND RN g_ ped countries.
It is also increasing steadi |n eveloblng countries

and AND FHARMAGEATISA: Gmuﬂ@snmnslcammmme;snmms
a 10 well-established risk factor for cardiovascul ar
di seases and is associated with a significantly

The posedisiederttios kelafes 66 a0 a 43S S rEht RES] ?ﬁ@tteﬁ)c chci compound and
sul i n-dependent di abetes, vesicular cal

an FBQ%I?E&F GBS PaHEing Phamwcewsisat poripdsitions sduenal irf ?ﬁ Mecatment
t has oun a
o e RS ST BS SR ibloD820 BF Db B e

thaggéci es 15 rel eased by nonocytes and | eukocytes is
greatly increased with respect to non-obese subjects
(J. din. Endocrinol. Metab., 2001, 86, 355-362).

Ob&ligviatagdaipl 3akR LOANGERLEERL! 19%1 de%log‘l: na, ttﬁlil%?l Ljsalso increasing

necrosis factor (TNF(X) I n obese
steadily| ip feeelepipe sroudss esd is(affecttd m eﬁﬂg/?ﬁﬁ%dﬂ@o%)ﬂ%@@@besny is a
29Q7-2910 d are responsible for e
w0 83,2987 ), e cpogs e T The ©FE T
s1g11uﬁtﬂ(ﬁl@f}ﬂhﬁﬁas(e@ﬁmmrebﬂ&9§sculy aCC}&%% 162 su1if % e%ﬁ.nl%erl;t diabetes,

hol ogi cal state of obesity is also assocl at
Ves Cﬁf‘ﬁ‘ 6S’<§Péréqu.‘é rdysfunictipn, dgstamihnps otebrad, fohd i dMAYer and

use of high plasma | evels of 9- and
;xmﬁ%u%&%iggy oct adecadi enoi ¢ aci ds (9- RODE and 13- RODE)

(Totoma : Humane. Press., 1998, 147- 155), key indices
er oxi dati on (J. A in. Endocrinol. Metab.
It hﬁb@ie‘P §Bma3 8. 3 Ppesq peontarths |generatidneof mtlw bElpgehited species

leleﬁﬁﬁalgst: t'n?n'o@fteéjfgga hglélga%gﬁs a5 egir%a?lglulgl)%%%%e Wét r%%%cr fQ dyea-obese
subjegtsy §b§lmajE@do¢mml dMatatl., 2001, 86, 355-362). Elevated plasma concentrations
of alpha tumour necrosis factor (TNF ) in obese people stimulate inflammatory processes
(J. Clin. Endocrinol. Metab., 1998, 83, 2907-2910) and are responsible for the generation
of reactive oxygenated species by leukocytes (Oncogene, 1998, 17, 1639-165 D).

The pathological state of obesity is also associated with increased oxidation of lipids and
proteins, which may be the cause of high plasma levels of 9- and 13-hydroxy-
octadecadienoic acids (9-HODE and 13-HODE) (Totowa : Humano. Press., 1998, 147-
155), key indices of lipid peroxidation (J. Clin. Endocrinol. Metab., 2001, 86, 355-362). In
parallel, the "antioxidant" capabilities of the body are reduced.

In obese subjects, it has been shown that excessive food intake causes major lipid and
protein damage. Over-consumption of calories by obese people can cause the formation of
free radicals and expose them to significant oxidative lesions which help to maintain the

state of obesity.
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protein damage. Over-consunption of calories by obese
peopl e can cause the formation of free radicals and
expose themto significant oxidative |esions which help
to maintain the state of obesity. -2- The specific
mar kers of oxidation are signjficantly reduced by a
48-hour fast or by calorie Trestriction acconpanying

J. d.in. Endocrinol. Metab., 2001, 86,

i ght. |
Tﬂge Sslg)_ggggg)rr?asrggré of a¥ié@@0%mﬁéwn§w@@dwm@ he48-birdastiordy calorie
re@é@&f‘aec@rﬂ{)%ﬁg%fxp%s; (?V(gllljr{ IEglgoct:rpne ltI\I/IFt:qgazébq, 86, 355-362).

car bohydra I snms” should reés
exacerbation of the effects and, as a 5 conseguence,
L0 weight | oss i.n abegse or overwei ght subjects. The
A BPuEBHeA PEiFERERe M R ativioh e the beddl Wy fawourhe the lipid and
ca@®BEPGLRL hRMbBRINE 8HoRd CRIROYD l ldpid an
car g%rﬁyd_r ate net abo(l)i sns of t %él E%&%%JH é)trgmglﬁt?fgefgd% » as a
CoRgyanEnce, mhyagkidescn abdsonr owrweight subidtsexhi bi t's
phar macol ogi cal properties that are entirely
surprising in the area of obesity. 10 Mre o
Thepeedehi adlechiyon tdiged ﬁib@@%}befé[ﬁcraﬁ%’ ab e L Eilaﬁ%ﬁa%ét%leﬁtal npound
between a conpound favouring the |Ip|8 an
favouripe Hirdinid andrearbaioirasermciahdlimsfshabdvatand an yotioxddant agent.
structure, and an antioxidant agent. The heterocyclic
conmpounds favouring the lipid and carbohydrate

Thiveaigdoolatismsis | movehemdr diaibies Whidhache eicay %ﬁ&safh%t aggréétirely
sgeciﬁ%&gkéé, %gnpounds of formula (1) : B 4NR
suppiyng e gegn ghoBedy- X 15 wher ei n

More specifically, the invention relates to the association between a compound favouring
the lipid and carbohydrate metabolisms which has a heterocyclic structure, and an

antioxidant agent.

The heterocyclic compounds favouring the lipid and carbohydrate metabolisms in

accordance with the invention are, more specifically, compounds of formula (I) :

R B
?
R4
) N R O,
R >
X R

wherein :

il
e X represents an oxygen or sulphur atom, or a group CH, or CH (wherein

R* together with R” forms an additional bond),
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R 2 X represents an oxygen or sul phur atom or a group
CH2 or CH (wherein R 2 together with R2 forns an
addi tional bond), R and R2, which nay be the sane or

di fferent, each represent a hydrogen atom a linear or
branched (Cr-C6)al kyl group, an aryl group, an
aryl-(CG -C6)al kyl group in ich the alkyl noiety is

l'ihear, g5 branched, an aryl oxy group, an aryl-
( -%Bgl’kV$lg£§naé’r%Blei %Wrd%ffgﬁet, aakly repnesieet y hiydrogen atom, a

| ijmear o0k chreds |+ r_5, branched )

(Cr- CG()) al rl?gg(}?agﬁﬁcpﬁ) g%ylh%}gl?%x% v b BISUPa AR ARG Grelslly! ggoup in

| iveelr tbe bikahaheitty (i€ Hi@G) abk yhramthe®, GhOURISEy %roup, an aryl-
. . ) . : > > y.

di C(E -@%Oal kyl am.no group in which the al Kyl "noieties

ar e T PREYOXyy SRR R Halch gie pkylamgierp is bugar erbriumhed,am linear or

Yennchdi b ' i-ng possible fo
LU € Ml L U A e e
r preoaityianng eroupsyral ky(Cerh)atiydiminb rerovy Bhwiee t6H2kyl moieties

gLR repl aced by a hetero atom sel ected from
oxygg]r?gg%r g‘%ﬁhgﬁur or by a group NRa (wherein R

r epREaehRS togeihyfp@en ob oMb o?iﬁﬂne%%u or branched
al | cyl or by a _phen ené or napht hyl ene

(d - .. group), )

gg&@elwcﬁﬁégﬁm Emgethemyh BE to fensanelditiondl el ent
each represent a hydrogen or hal ogen 15 atomor a
group R, OR or NRR (wherein Rand R, which nay be the

samepesentd b f(CoRpilkyl@rchamheRNESEN bnd t L
I i)egear or br anch{aad y( - C6)nal kyl gr gug%gé’r&%fﬁlggrb%om?&a%% by a
bFEACH¥a™ edeeiny dTane erryeeryrodsulphut iondar aogrobp ANRNE@herein R,

(feRre [,k . | _group,

s ol el AR 0P, 1A o RBea MRy Cartiagoms. or by o
| Pheaglene or taphtigied, cro|n aryl - (C2- C6) al kenyl group in

whi ch the al kenyl noiety is linear or branched, an 20

aryl - (C2-C6) al kynyl group in which the al kynyl nviety

i3 L | ,
I éddnle‘@rwlﬁéhcfj?_{agg))% gﬁé} s V\ﬁnh(ﬁf'fgrrege ire%ctw%%%gqt ﬁ@nfgmg};p or halogen

het eroaryl - ( group
reIBtYr & LroumEarOror MRRhEhedeinaR and R', which maPr be the same or

Eﬁ%{é@@% c!hl_rI %é& 33?1'}/5%2%% et%é)géjrpaallir?aar\,\@rl lgzrgncthre]:g (gl—ié?)gl%clyl group, a
g;ﬂ)zi‘eg ?&Tr?iﬁh?%ﬁ%@%}?jkkﬁﬂ W¥updh U o? pALED (‘d‘z?cﬁ?a'ufé%nﬂ Igroup, an
aryl group, an aryl-(C;-Cg)alkyl group in which the alkyl moiety is linear or branched,
an aryl-(C,-Cg)alkenyl éroup in which the alkenyl moiety is linear or branched, an
aryl-(C2-Ce)alkynyl group in which the alkynyl moiety is linear or branched, a
heteroaryl group, a heteroaryl-(C;-Cg)alkyl group in which the alkyl moiety is linear or
branched, a heteroaryl-(C,-Ce)alkenyl group in which the alkenyl moiety is linear or
branched, a heteroaryl-(C,-Cg)alkynyl group in which the alkynyl moiety is linear or
branched, a (C3-Cs)cycloalkyl group, a (C3-Cg)cycloalkyl-(C,-Cg)alkyl group in which
the alkyl moiety is linear or branched, or a linear or branched (C;-Cg)polyhaloalkyl
group),

or R? and R, together with the carbon atoms carrying them, when they are carried by

two adjacent carbon atoms, form a ring that has 5 or 6 ring members and that may

contain a hetero atom selected from oxygen, sulphur and nitrogen,
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branched, a (C3-CR)cycl oal kyl group, a

(C3-CR) cycl oal kyl - (C-C6)al kyl group in which 25 the

al kyl nmoiety is linear or branched. or a linear or
branched (Cl- C6) pol yhal oal kyl group), or R3 and R4,
together with the carbon atons carrying them when they
are carried by two adjacent carbon atons, forma ring
t hat 5 qr. 6 ring nenbers and that nay contain a
hg% eéiﬂg : dml%n@bftbéghff PBRG B Jidierent. satphare andfihe mogangs of R
- bivenferambRe, Which may be the same or different, may
have any of the meanings of R given hereinbefore, D
represents: R12 1 a benzene nucleus, in which case X
cannot represent a group CH as defined 5 hereinbefore,
o ISPFSpRtEsent s a pyri di ne, pyrazine, pyrinidine or
pyridazine nucleus, B represents a linear or branched
(Ct-C6)al kyl group or a linear or branched® C2-Cs)-

. . |
alaKRAYdne 901Bs if QALHRALRE kRIS s R0 2
gr oup é? forn%fa ?%) : 7Q%?i?% %%%Uggﬁgggfﬁwfégn%i -
RRefegidefsents a group GOR, GNRR -N(RIHIGR  Z or
-N(R-CGOR,
or D represents a pyridine, pyrazine, pyrimidine or pyridazine nucleus,

B represents a linear or branched (C;-Cg)alkyl group or a linear or branched (Cy-Ceg)-

alkenyl group, those groups being substituted :

¢ by a group of formula (II) :

R
‘< D,
R
wherein :
Z Z
- R7 represents a group —Q—OR ; hljl—NRR' , ——N(R)Q—R’

i
or —NR)C—OR',
wherein Z represents an oxygen or sulphur atom, and R and R', which may be the

same or different, may have any of the meanings given hereinbefore,

- and R® represents an aryl group, an arylalkyl group wherein the alkyl moiety
contains from 1 to 6 carbon atoms and may be linear or branched, a heteroaryl
group, a heteroarylalkyl group wherein the alkyl moiety contains from 1 to 6 carbon

atoms and may be linear or branched, CN, tetrazole, —OR , —NRR'

—NR)YC—R' or —NR)C—OR'
I I ’
Z Z
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wherein Z represents an oxygen or sul phur atom and R

and R, which may be the sane or different, may have

any of the meanings given hereinbefore, 15 - and Rx
represents an aryl group, an arylal kyl group wherein

the al kyl noiety contains f%on1l to 6 carbon atons and

may be |inear or branched, a“heteroaryl group, a
heteroarylalkyl roup wherein the al kyl noi ety contains

f r ofRpreHH Z GS@érdﬁgﬁed E‘?@ﬁfﬁ)eﬁﬁ@ myRkﬁ@le'n&dillChomay be the same or

braaﬁfé?@r%\&gé@ﬁggéglhﬁ amgSgngﬁew é?:g ngrefbrN (eR

and R and R, which may be the same or different, may
have ag%,of the meani ngs ven he;elnbefore or by a

vher®P¥P ROR:ep R Convepresmtsazal e, CNR\ tetrazole,
JHI -N(R( R , -N(R H'OR or -O-(CH ) n, &
group, z Z wherein Z is as defined hereinkef , and R

and R N(Eyfi-chRhpyD¥R)Te—s@Reo0r—6 e CHOFeAt— qunbagﬁmp
any of thg neani ngs 94 en hereinbefore, f represents ’
1, 2, 3, 74, 5 or 6, gnd R1 and R11l, which may be the
same or different, each represent a hydrogen atomor a

| i nebgreior Z bs am&lbﬁnied Eéreﬁﬁb:f@kd eyl RIEAdR', Whichehigbe the same or
unq$gstood tﬂgﬁlef ?gg cannot S|nultaneously

r epPESERL AYAYF 48%R dﬁ?mH@SB“@§&ﬁ§§ﬁﬁﬁ§edlg@ﬁﬁ@ﬁéﬂ,L2 3,
foray ar 6) dnd R Adge 0 quhBﬁ rE§y ﬁ@ftﬂe%eh(gg&a@gﬁl_ % represent a

it being understood that e oxl ne
carmgeogsh a,'g)r@ o1 E limomf qrgmmajhﬁab (C1-Es)alkyl grovgrisbengoederdtood that

naphio hen ro it bel ossi ble for those
grg%pgxéR' EEWPﬁg?%Quﬂgﬂﬁﬁﬁgﬁﬁt OgFe e ®ar yl neans
any nono- or -cyclic aromatic group containing 5to

10 nenbers o
or B represents a group of formula (I) or a group R” as defined hereinbefore,

it being understood that :
*  the oxime RG—C(=N-OR5)- can be of Z or E configuration,

*  aryl means a phenyl, naphthyl or biphenyl group, it being possible for those groups to
be partially hydrogenated,

*  heteroaryl means any mono- or bi-cyclic aromatic group containing 5 to 10 members,
which may be partially hydrogenated in one of the rings in the case of bicyclic

heteroaryls and which contains 1 to 3 hetero atoms selected from oxygen, nitrogen and

sulphur,

it being possible for the aryl and heteroaryl groups thereby defined to be substituted by
from 1 to 3 groups selected from linear or branched (Cy-Ce)alkyl, linear or branched
(Ci-Ce)polyhaloalkyl, linear or branched (Ci-Cglalkoxy, hydroxy, carboxy, formyl, NRyR,

(wherein Ry, and Re, which may be the same or different, each represent a hydrogen atom, a
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15 which may be partially hydrogenated in one of .the
rings in the case of bicyclic heteroaryls and which
contains 1 to 3 hetero atons sel ected from oxygen,
nitrogen and sul phur, it being possible for the aryl
and het eroaryl groups thereby defined to be substituted
from1l to 3 groups selected fromlinear or branched

h’geCI %aﬁ %‘r@ é%%i%ﬁ g%‘mg régg%g?ggwpigrcmb@te@@lyl es)ua).kesiey, amido,

nitty yaxy, .an8 #aREXY atofRM Y1, NRORc (wherein Rb and R
whi ch may be the sane or different, each represent a

hydr ogen aton1 a -6- linear or branched (C1- Co) al kyl

0 r roup or_a heter u ester,
théﬂ gﬁnu@&e rg dg éaﬁ%reoésrﬁ)&leﬁsal Bxécg %Q o%ﬁidﬂu?% ejafts thereof with a
phenant gy scesbill 454 6 gabSOMer s, and al so addi ti on
salts thereof with a pharmaceutically acceptable acid

or base. 5 Advantageously, the heterocyclic conpounds

A(g};aﬁ%lggcr%?s 9‘%’ l%'iérﬁ({}rlcﬁg %(?I&S%lgs tllilte Igise%zlcn g{] %(I‘é‘,gﬂ%%g to the invention

argedmpprmndao Difoym Bk (Bndhdzint oget her form an oxo group, A
represents a chain -CHZ CHZ -O 10 R3 and R4
simul taneously represent a hydrogen atom R5

X fepRdsefsAkslp ﬁmnﬁghogen atom or an al kyl group, R6
represents a phenyl or substituted phenyl group, nore

I@é&lt%GWrMM¢Mgdumy a halogen atom D represents

f&§%§§a1ggghnuc[?gs T — BYrepresents a group

R*and R? simultaneously represent a hydrogen atom,
R’ represents a hydrogen atom or an alkyl group,
6 .
R” represents a phenyl or substituted phenyl group, more especially substituted by a
halogen atom,

D represents a benzene nucleus,

COOR, COOR
B represents a group —CH—< ——CH2‘< ) >
NHCORy
COOR, COOR
_CH2‘< or ——CH2—< " ,
NHCOORy

wherein Ry, Ry and R,, which may be the same or different, each represent :

a hydrogen atom or an alkyl group such as, for example, a methyl, ethyl, propyl, isopropyl,
butyl, isobutyl, tert-butyl, pentyl, isopentyl, neopentyl or hexyl group,

a polyhaloalkyl group such as, for example, a trifluoromethyl or trifluoroethyl group,

or a phenyl or benzyl group.



10

15

20

-Cor CH < 15 NHR, NHCOORY wherein R, Ry and Rz,
which may be the sanme or different, each represent : a
hydrogen atom or an al kyl group such as, for exanple, a
nmet hyl, ethyl, propyl, isopropyl, butyl, isobutyl,
tert-butyl, pentyl, isopentyl7.- neopentyl or hexyl
group, 20 a pol yhal oal kyl group such as, for exanple, a
[ o | Qr '
E\E)elh %g%ze ?%%dg%’pt.hg-h%&gjggg ggé& efera
mhettienasycl i ¢ conpounds of the association according to
the invention are: * nethyl
2- et hoxy-3-(4-[2-(6-[ (E) (net hoxyi m no) (phenyl ) methyl]-2
+ -1R&8y- g’tho?ﬁgz{qt[b'(@ﬁ%{rﬁetﬁ%@xmﬂ@@h&%ﬂ&ﬁﬁﬂwoxo 1,3-

}propanoate

dEmhgthQZ@t?r(@HyyBét{MX}{]Ehf(rﬁl}[p((Z))H(lch}fdr oxyi m no) (phenyl ) net
hyl ] - 2- oxo- 1, 3-

benzot hi azol - 3(2B) - yI)ethoxy]phenyl}propanoate *

*rfﬁ&thllzethox-3426 hyd henyl)methyl]-2-ox0-1,3-
3-{4- y 6- y( ! [ho(x [|(Zr)n( r%[oroxgmélﬁocg en%])me 1 0%01 3-ben

Zasnhot @@q)l K{QEWI)ethoxy]phenyl}propanoate
yl) et hoxy] phenyl }-2-(2,2,2-trifl uoroethoxy) propanoat e,
* met hyl

* ?g%tﬁl 123301( A6 14 E)Vr?:ﬂ%ﬁnﬂh%ﬂeﬁﬂ%ﬂh}ﬂ@tw—lﬁ LeR¥Anikrot-0E)-
wl)eéftomﬁ}p}n]i EAy(212, 2 tr{fuopoedhaxy)rrbpanp@ect hoxy) pr opanoat e,

2-et hoxy-3-{4-[2-(6-[ (et hoxyi m no) (phenyl ) net hyl ] - 2- ox
x Qnélthﬁ PENEOLA| (BFRbRAHd) (phkhyI FAARNY-LRASIYS LEARARARAN-8 (2 H)-

ZdEﬂW@X@h@%ﬂhQK2p€%HﬂhE§Qﬂ@DhﬁRvmﬂmnma(phenyl)nethyl] 2
- 0X0-1, 3- benzotl uazol - 3(2H)-yl) et hoxy] phenyl } propanoi c
acid, 15 4:

x 2 @ch&qu {3946] &ét@oiyérﬁi}n@%léiﬂwemym bRbe wbéxﬂsﬁqtb&blb(%m-
- oxo- |, 3- benzot uazol - yl’) et hoxy] phenyl } pr opanoi ¢
adiethoxglphenyl Hvepangic acid,

2- et hoxy-3-{4-[2-(6-[ (E) (net hoxyi mi no) (phenyl ) methyl]-2
- 0x0- 1, 3- benzot | uazol - 3(2H)-yl) et hoxy] phenyl } propanoi c
* BcttHoxy©RIMD-GAB(E)Buethoxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-

3(2H)-ylethoxy]phenyl} propanoic acid,

*  2-ethoxy-3-{4-[2-(6-[(F)(methoxyimino)(phenyl)methyl]}-2-0x0-1,3-benzothiazol-
3(2H)-yl)ethoxy]phenyl} propanoic acid, enantiomer 1,

*  2-ethoxy-3-{4-[2-(6-[(F)(methoxyimino)(phenyl)methyl]-2-ox0-1,3-benzothiazol-
3(2H)-yhethoxy]phenyl}propanoic acid, enantiomer 2,

*  2-ethoxy-3-{4-[2-(6-[(Z)(methoxyimino)(phenyl)methyl}-2-0x0-1,3-benzothiazol-
3(2H)-ylethoxy]phenyl} propanoic acid,

*  2-ethoxy-3-{4-[2-(6-[(Z)(methoxyimino)(phenyl)methyl]-2-ox0-1,3-benzothiazol-
3(2H)-yhethoxy]phenyl}propanoic acid, enantiomer 1,

dsgd'fotlﬂgl asso%{iaﬁf%np&:%@éhng to the
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2-et hoxy-3-{4-[2-(6-[(2) (nmet hoxyi m no) (phenyl ) nethyl]-2
- ox0-1, 3- benzot hi azol - 20

3(21) -yl ) et hoxy] phenyl } propanoi c acid, *

2-et hoxy-3-{4-[2-(6-[(2) (netHhoxyi m no) (phenyl ) net hyl]-2
- 0X0-1, 3- benzot hi azol - 3(2H) -yl ) et hoxy] phenyl } propanoi c
acid, enantioner 1, -8- *

2-et hoxy-3-{4-[2-(6-[(2) (net hoxyi m no) (phenyl ) nethyl]-2
2 QX Qxk 33{40pzn@@g(m(ﬁléﬂiox?»&rﬁhb)@ﬂehﬁm@myﬂ]th%yi 3 peaRAmaL -

aci d, enantiomer

é%wé&g}mgymem}mrepwwcb%y@lmomy 2phenyl ) ntt hyl ] - 2- ox
0- 1, 3- benzot hi azol - 3(2H) - yl ) et hoxy] phenyl } pr opanoi c
aC|d 5 * 2-ethoxy-3-f

z&«:ﬂibxgz@ {4 E}(&&Hy@xwmﬂm@heﬁmnyéthﬂpulwbh ZbeotHiazdt-BEH)-
zot hi azol - 3(2H) -yl ) et hoxy] phenyl } propanoi ¢ acid, *

ED%b%sllgheayl{}mqpén@eﬁfIGZ) (hydr oxyi nmi no) ( phenyl ) met hyl ] - 2
- 0x0-1, 3- benzot hi azol - 3(2H) -yl ) et hoxy] phenyl } pr opanoi c
acid, * nmet hyl

B-eﬂl@xf{% {46E2[ (A Ehediboyiomg @knlRéthAx P ioxono) Beldopiizod-
%@@a@ﬁhﬁ%}ﬂph@(}ﬁ}—ﬁrﬂ’%@@t%&(y] phenyl } - 2- et hoxypr opanoat e

, * methyl

3-{4-[2-(6-[(3-chl orophenyl) (hydroxyi m no) net hyl ] - 2- oxo

2- J:th'ﬁ)xtbén@@@%a[zm (hydroxyimino)(phenyl)methyl] -2-0x0-1,3-benzothiazol-

%& I)eth xy] henyl } - 2- et hoxypr opanoate, * nethyl
ﬁ@ﬂﬁ% g r(?ﬁa-nf){"fﬁﬁ(hoxyimno)(phenyl)nethyl]-z-o

xo-1, 3 benzothlazol 3 (2H) -yl ) et hoxy] phenyl } pr opanoat e,

15 *

ﬁle{h‘ﬂ’f B-24{B-6( @) (33edtriophamghyenythdX yimirogmythyi] /2egret Byl | - 2-

0X0 0

Waze&hr%sa@}@ﬁlé e}%ozw]@g%@ar%lwwoe%red *

3-{4-[2-(6- [(nethoxyln1no)(pheny|)nethy|] 2- oxo-1, 3-ben

zot hi azol - 3( 2H) -

ykdhet MH?Lﬂﬁ@@yéh}ler@pl@fﬁwlb(liydfdxyﬁhmomﬁhﬁbﬁwkpF lop-dmmiothiazol-

%5(13 ﬁfheéﬂpbgayéh%rq#&zwwma{epheny|)met hyl ] - 2- oxo- 1, 3-
benzot hi azol - 3( 2H) -

yl ) et hoxy] phenyl } - 2- (2 2,2-trifluoroethoxy)propanoic
meihg] 2-n@thoxy-3-{4- [2—(6-[(methoxyimino)(_phenyl)methyl]—2—oxo-1 ,3-

benzothiazol-3(2 H)-yl)ethoxy]phenyl } propanoate,

3-{4-[2-(6-[(Z)(3-chlorophenyl)(mmethoxyimino)methyl]-2-oxo0-1,3-benzothiazol-3(2H)-
yDethoxy]phenyl}-2-ethoxypropanoic acid,

3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-ox0-1,3-benzothiazol-3(2 H)-
yDethoxy]phenyl}-2-(2,2,2-trifluoroethoxy)propanoic acid,

3-{4-[2~(6-[(£)(methoxyimino)(phenyl)methyl]-2-0x0-1,3-benzothiazol-3 (2 H)-
yDethoxy]phenyl}-2-(2,2,2-trifluoroethoxy)propanoic acid,
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3-{4-[2-(6-[(E) (net hoxyi m no) (phenyl ) net hyl ] - 2- oxo- 1, 3-
benzot hi azol - 3( 2H)

yl) et hoxy] phenyl }-2-(2,2,2-trifl uoroethoxy) propanoic
acid, enantioner 1, * 9.
3-{4-[2-(6-[(E)(nethoxyinino)(phenyl)nethyl]-2-oxo-1,3-

enzot i 5 - .
SR SRt o petyl- 2 oxsol A bssao sk
gbhettlpx g plsemiy] }oPréR,2 2 triBudroethoxy)propanoic acid, enantiorner 1,
3-{4-[2-(6-[(2)(nethoxyinino)(phenyl)nethyl]-2-oxo-1,3-
benzot hi azol - 3( 2H) -

yl {)421‘2*@ XVieenykyintid) Gphén &Y YxBEt NBXYA R LRRALI H-

Sl)éﬂiempme@y{}( Z) e tthitiuyionthap))ppipemyit herdf dnphfierderdXo- 1, 3-
benzot hi azol - 3( 2H) -

yl ) et hoxy] phenyl }-2-(2,2,2-trifl uoroet hoxy) propanoi c
@9{'45{2 (@Q?Q&h&%?}%yn%mﬁg )f/ller%l e)tlzvl % r?))/{ 1,3 b%nﬁofhlazo g_H])_ 3.
]éﬂh@t}ﬂp]amﬂ} -B(2Hp-triflforoethoxy)propanoic a01d
yI)ethoxy]phenyl}-2-(2,2,2-trif|uoroethoxy)propanoic
acid, enantioner 2, *

% {{44[2[(81&2§crﬁétﬁ<%{;ﬁmmé§®ﬁ¥ﬂﬂn{b%)ﬁ]0@ SRY1 1) ITBL PSR- 9% 1, 3

benzot bl azo
yll)t)tbwmw}lp]*}eih@ } zzmﬁudnoxtypxsopmpmmc adid enatitioreerhy |
2-[(tert-butoxycarbonyl)am no]-3-{4-[2-(6-[(nmethoxyimn
o) (phenyl ) net hy] ] - 2-

- 9@t (§T@§{iﬁé?ﬁ&y@rﬁﬁio)(§ﬁgr%)}ne¥ﬂﬁﬁi Bl RhenyinLLRRERgAL €

Yl)fftm)@ﬂphebmlt}o’éc@cé%uﬁyd)rpahvm])mgax{ods pdd (eBapfdetrZoxyi mi n
o) (phenyl ) nethyl]-2 oxo-I , 3- benzothlazol 3

%3%%[% @GRS %3?15’1%?%2? D5oncsL fheptaibigal A ph

= ReBELy
3 benzotﬁlaz% r0amv:)aghﬁoxy]phenyl}propanoate *

nethyl

Befdt He«(rﬁbﬁ&oma!awnmnm)mpmmd6) @Eyk}imdnO¥redyl fnO8HI]-2-

zot hiazol -

9%%é@HB%?T@H@Hﬁ“?ﬁky@ﬂb%@ﬂﬂ%vﬁﬁPEWﬁVW%hnlno]propanoate
* t hyl 2-
[(ggnzgloxy§carbony|]an1no} 3-{4-[2-(6-[ (hydroxyi m no) (

mhtugl/? I(ﬂ@t-byﬂo}(yca%cﬁwgaﬁmﬁﬂbeﬂzpt—dtﬁk[@Z}ero@1mmo)(phenyl)methy1] 2-
%%% )-Y etho ¥%ﬁ@§n propanQate, -
’11’9'[ "-% Qpiase X5@59WWYk}H@PHW#%m nol-3-{4-[2-(6
-[ (et hoxyi mi no) ( phenyl)

met hyl ] - 2- oxo- 1, 3- benzot | azol - 3(211) -yl ) et hoxy] phenyl } p
methahdftbetoxyearbonyl)amino]-3-{4-[2-(6- [(methoxylmmo)(phenyl)methyl] 2-0X0-

ﬂétb:qge}?c%thlgzuog%@[% S)é‘)cpgx phengfﬁprop oatg droxyi m no) (phenyl)

methyl 3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-0x0-1,3-benzothiazol-3 (2 H)-
yDethoxy]phenyl}-2-{(phenoxycarbonyl)amino]propanoate,

methyl 2-{[(benzyloxy)carbonyl]amino}-3-{4-[2-(6-[(hydroxyimino)(phenyl)methyl]-
2-o0x0-1,3-benzothiazol-3(2 H)-yl)ethoxy]phenyl} propanoate,
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benzot hi azol -3 (211)-yl) ethoxy] phenyl al anine, 5 *
N-(tert-butoxycarbonyl)-4-[2-(6-[(nmetroxyi m no) (phenyl)
nmet hyl ] - 2- oxo-1, 3-
benzot hi azol - 3( 2H) -yl ) et hoxy] phenyl al ani ne, * net hyl
2-am no- 3-{4-[ 2- (6-[ (nmet hoxygm no) (phenyl ) net hyl ] - 2- oxo
-1, 3-benzot hi azol - 3 (2H)-yl) et hoxy] phenyl }propanoat e,
* met hyl
2-am no- 3-{4-[ 2-(6-[ (hydroxyi m no) (phenyl ) net hyl ] - 2- oxo
*  méthyl2-Hearzbtitbk padonyl) @nethyl)amino]-3-{4-[2-(6-[(methoxyimino)(phenyl)-
3( -yl)e xy] phenyl } pr opanoat e, * t hyl
r@@%‘iﬂl 22@{(06{=F%ﬁ@%%‘l§9&q¥?ﬁ}<ﬁ%é-zﬁwéwﬁwg¥lﬁ§40p@@a&o- 1, 3-ben
zot hi azol - 3( 2H) -
yl ) et hoxy] phenyl } - 2- (et hyl am no) pr opanoate, their
*  fantbhuoosicsrbanyl))-di[a9 64 (lydregimeins ) (plemg]) alety] jattdk 61 3a
salts. the i th har maceutically acceptable acid
]E?Z%E@%SAQEg&Hﬁ%%&¥§Hﬂgwgﬁ%ﬁW§ according to the
invention are, nore specifically, anti-free radica
agents or free-radical trapping agents,

*  Ndertiypopeabriyadt]2 466 hathoghmim)phanydgetid]-droxageht s
capabl e o ner at i ndogenous anti oxi dants such as
@%@%&Fﬁ?lb%%&ﬁgﬁ?éﬁﬂp%fal %amin E, and al so addition
salts thereof with a pharmaceutically acceptable acid

or base. Anpbngst the pharmaceutically acceptabl e acids
*  théthyle-aminobk { 4aE2H 6-Himeth oxwirbino)fpheanyPmgihyl -220x @B -benzothiazol-
pmtation,. hydrochloric acid, hydrobrom c acid,
%%ﬁiﬁﬁ?th%xy&@?%{y[}é’ﬁ%ﬁ‘ﬁ%?’i c acid, acetic acid,
trifluoroacetic acid, lactic acid, pyruvic acid,
mal oni ¢ acid, succinic acid, glutaric acid, fumaric
* ragthyl, 2-emmoal-{ ¢ [2€6-hydrek pign@Gienylethyid-2a@icd | .3 dwoorthipeol-
' oxal i.¢, aci.d net hanesul phoni ¢ aci d, canphoric
:g%?gyngﬁggdﬁﬁffbPKHBH%%% t he pharnaceutically
accept abl e bases there may be nentioned, w thout
i Iyiqg any limtation, sodium hydroxide, potassium
m;gylo%({ &2-(-Himethoxy mmmenéphengh mebiit] ya-exe- he ; bensetbiazolTHaH)-
i ox{.dant n f the association according to the
k e%/hé)ﬁ( jpoﬁnﬁdga" H}etéhyg?nélfngfpégﬁ’aﬁma%’ represented by qui none
conmpounds such as ubi qui none or coenzyne Q o, which
theiACéfanBSmeérs and diastereoisomers, and also addition salts thereof with a

pharmaceutically acceptable acid or base.

Antioxidant agents according to the invention are, more specifically, anti-free radical
agents or free-radical trapping agents, antilipoperoxidant agents, chelating agents or agents
capable of regenerating endogenous antioxidants such as glutathione, vitamin C or

vitamin E, and also addition salts thereof with a pharmaceutically acceptable acid or base.

Amongst the pharmaceutically acceptable acids there may be mentioned, without implying
any limitation, hydrochloric acid, hydrobromic acid, sulphuric acid, phosphonic acid,
acetic acid, trifluoroacetic acid, lactic acid, pyruvic acid, malonic acid, succinic acid,
glutaric acid, fumaric acid, tartaric acid, maleic acid, citric acid, ascorbic acid, oxalic acid,

methanesulphonic acid, camphoric acid, etc..
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free-radical trapping agent but which is al so capable
of regenerating vitamn L. The association to which
preference is given in accordance with the invention is
2- et hoxy-
3-{4-[2-(6-[ (hydroxyi m no) (jgheny!l ) net hyl ] - 2- oxo-1, 3- ben
zot hi azol -3 (2H) -yl )ethoxy]- phenyl }propanoi c acid and
h [ rdi.n
Arlgdgl%?ﬁég?}ﬁagg%ﬁ%%a % tﬁc%ﬁggtléﬁg bgses tﬂlﬂs‘?e %1%?/26\%/ gzg‘ﬂltlgl[ﬂﬂ? ﬁ\gt%out m%)lymg
any iljphithtiandsaziurb ciydesade pmabml hﬁd’i‘smdél,dtrﬁﬂlyw‘mm@Xiedtalb’\ltylamme,
agent has entirely surprising pharnmacol ogica
“oroperties: the Applicant has discovered that a synergy
exi sts between the two conpounds of the association
allowing a very significant reduction in body fat to be
Thenapxidat agakﬁ n@thet assfciatpm aqgotdies to €wmt imeertioanid/more preferably
reve % on. of obesit anﬂhof averwei ght 15 .
rer G P A i B ROy b S BN o GLREA T Qs 26 gpts s
freé—h&ﬁhé&l‘ﬂ trhSiin Sh@dne sut WRES istaYSOQ;a%&% 8f %@eﬂﬁfng'@t@m@pﬁ 25 %
wonen. Patients haV|ng a ody mass i ndex (B
melght (kg) / height' (nR)) greater than or equal to 30

Th%l gs%ﬁc?ﬁi@& O {u‘éﬂ Eée%%rgﬁce 1? ggl 1i I %ordjfgge wﬁg élie m&rﬁ%ornt@ 2-ethoxy-
3- {@E[M(@f(byafb)xyaﬁﬂm}?(pbmy@h@ﬂiyl](ﬁ bxc*1 BMensotBRYolcHD HN 3V 6thoxy]-

ious origins : they 20 may cone about foll ow ng
Ph‘?ﬂ’é({}é’@qﬂaﬁ?méﬁldc?ﬂ dcgereymstQike, fol | owi ng hor nonal

di sturbance, or follow ng admnistration of a

treatnent : treating type Il diabetes with
Furghdrphom fHewsgasatioo anseding &t thentwntion feiweeme cgipound favouring the

i g ot ybrapPERLolan S ol ARGRETa Pt 8 FiHY surprising
phe@ﬁﬁa&cﬁ@é@al (pkébe?t’ié%gﬂﬁ%ﬁ)ﬂh@&@%@&%é’%@%ﬁeﬁﬁ&t%‘syﬂég\% exists between the

I nternational Congress on Cbesity, 1999
tW%mmp@nd$ of Hteersperativadillovieg 2 Y898signifigant zaiucﬂ@‘smﬂ@y fat to be

obrfilEg spdof RFRIEDE Benfich HRLGrAERLATn 3] Sty 38 of overweignt

chaggs@fsb@bed by thads m@hgkheAMhn DAICT €ease in the risk of
cerebro-vascul ar acci dents and non -12-

i nsul i n-dependent di abetes, because they predi spose to

i 1 d appear anc
in P 80 SN aneld 360 B 200, S RoBRRCBLRNG s
bodyngiaspaiday ((BMIFerwhight ia) Hotedgiiesmy) grédie BenSLPEdeacs 30 are

of esity or overweight: there be ment i oned,
cons1derel81 to beyobese (Int. J Ob%s 1998, 22, 4y7 Obesity Lancet '1997, 350, 423-

426). Obesity (BMI > 30) and overweight (25 < BMI < 30) can have various origins : they

etc

may come about following deregulation of food intake, following hormonal disturbance, or
following administration of a treatment : treating type II diabetes with sulphonylureas
causes patients to gain weight. Similarly, in type I (insulin-dependent) diabetes, insulin
therapy is also a cause of weight gain in patients (In Progress in Obesity Research, 8"
International Congress on Obesity, 1999, 739-746 ; Annals of Internal Medicine, 1998,
128, 165-175).

Obesity and overweight are well-established risk factors for cardiovascular diseases: they

are associated with a significant increase in the risk of cerebro-vascular accidents and non-
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in particular, vesicular calculi, respiratory

dysfunction, several forns of cancer and, in the 5 case

of very severe obesity, premature death (N. Engl. J.

Med., 1995, 333, 677-385; JAMA, 1993, 270, 2207-2212).

The associ ation accordi ng t.gsthe invention allows a

wei ght 1 oss to be obtained which, even if noderate,
insﬁlr?%epeggam&%(a{eﬁt gc%%s%gtlﬂgdlg@gé tcf) glistu 1{3%6%&%?0% ayﬁlpldaemla
and@Be 8ppeakfO2of Bdcr&asBlar didoribe (AHhAPhtl| RANSSERY, dh%igpétﬁy).

t he |nvent|on Wl therefore be found to be useful in
Furthes pa@l@@ﬁt@ﬁﬁﬁtth%\ﬁwswq@p@QEQheﬁléhorcﬁveaﬁ@ghtt {hegmaaype mentioned,
. [ y e t
in RN A R LR B AL DX S RO TERR SR ARABAE. in he
casofoft feey assne iohbsinn mﬁhm&’]d&ﬂ@m@ﬂgﬂ J. vadnurlDﬁ@ 338e 677-385;

lipid a carba rate netabolisms and an anti oxi dant
JAI‘élJﬁ‘er]Ig% Mbﬁ&?r%%g) 15 pharnaceutical conpositions
Thd &tssaaﬁql a‘ce&d;dg% AL RN A &grﬁ\r@s@ttb 88 oea‘au&eg\%g&m even

overwei ght characterised by ody mass i n
if ng:vdeait@ rSIgnifZann%r@uded dbthetrisafad@s asswcqamdtwm blasjty (e J. Obes.,

S cordj 0 e invention is of use in the
1996/ Zg%éz% q%%@in% E}‘l of obesity and of
Theou%mn&hhc&l&ﬁﬁg% Qhé $8&EnhYn i AHNefHRS Be | BERX tObBALEu] in the

than 25 and |l ess than 30 caused by a therapeutic

treagmenit andir preveoHom 9T tobegitynansk of eyerwgight ¢haggctgrised 2y a body mass

mdg#g}g%tmeﬁi The invention accordingly relates to the use
e associ ation between a conmpound favouring the

Thd lpiedtien dcadibglyy thlate tireticaed b agdciatiodMetvidehdarbmpound
agent in. obtaining }écghar maceut i cal conpositions

faV‘P‘HF@n@é dirrdand garbphhpteanstabaligms and g aoxslanioecyh & pbigining
ha?rﬂgceuﬂgal %\5?{1&@%& 1(51@ %E@%(%Ieﬁlh %{%gm%%lb gne%&d%ggvgéﬁ)g' cﬁdcﬁfésny and

greater th ess than

of dvhevage lmhmractbn&dtbymﬂquysnash liatex torear heant2 Sfamud 1&sg pleanl 300r
Il diabetes. The invention relates also to
phar maceuti cal conpositions conprising the association

In &ﬁﬁ&ﬁﬁnﬂ@ £00RAAG LY {oNBe ifRnlibPidopRd lﬁatﬁp%mreﬁi &nd/or
met abol 1 sns and an anti oxi dant agent, as defi ned

preyamtien i @bentty, androfoorbivei glti thrametllsﬁdobbea bodyrorass index greater than
25 gnc? {ersrsaﬁxeag%lOcc%lu!sé{i by S G5 taSetﬂu% tree)étcrrll nlt eSrl]J.E‘,ﬁ as treatment for type I or 11
diabetes.

The invention accordingly relates to the use of the association between a compound
favouring the lipid and carbohydrate metabolisms and an antioxidant agent in obtaining
pharmaceutical compositions intended for the treatment and/or prevention of obesity and
of overweight characterised by a body mass index greater than 25 and less than 30 caused

by a therapeutic treatment, such as treatment for type I or II diabetes.

The invention relates also to pharmaceutical compositions comprising the association
between a compound favouring the lipid and carbohydrate metabolisms and an antioxidant
agent, as defined hereinbefore, in combination with one or more pharmaceutically

acceptable excipients.



10

15

20

25

- 13 Anong the pharmaceutical conpositions according
to the invention, there may be nentioned, nore
especially, those that are suitable for oral
parenteral or nasal admnistration, tablets or drages,
sublingual tablets, gelatin gapsules, |ozenges,
suppositories, creans, ointnments, dernmal gels, etc.. 5
I n rticular, the invention relates tq pharmaceutica
A PHEREoRUHAF ISoRGEHOROAFOMIEE 11 e Ao | Jhets may be
med@bhd¥e dmbRy @kpREANT ahsitd g ARL sedL#ANG: AGENT pRGEraBSor nasal
coenzyne Qo or vitamn E, in combination MA%h one or
admpysiratinar rraldletst ioc aliagéesc coplinpled ebltpi golatin  Tapsuldesdgeenges,
Suuselg varies acc rdipq%to th sex, age and wei ght of the
DRSPS, CPHBS ORBIENP I REi &5 FSut e, the nature of the
t herapeutic indication or of any associated 10
treat ments and ranges fron10.1_qg to 1 g of each
In pwHipdae Hic Io7entiva relgisstd pharppcepbeal comphgtiers dompsismgd compound
1N t] | ow I L]l Lustrat
of R AT SR PR fd ol 2 SRR AR 88 o5 il o o
viténin Hiangebinatitrodith weé ghiofdgiharrréuidlale kcé@pedblodxcipias.
from8 to(fz weeks ol d were used. After being glaced in
Th sdosaes REd A@TFbRoEHENReK e By WS @ndheVeiBRid OArfle tféigNt, the
adh ARGREbS eduRS @e f hGE! N g tﬁé\%gﬁéhtic Welg@htioRng ?f any . associated
honobgeneous groups (starting I ghts not signi |ca%t?y
tregfitfehisr &t yanges droni éx Ineg. toAl geof bahngompinghed{ thdassociation per
24)(larious cogﬁoungs.und%r test were injected by the
CHYP ApErS YIRETI PO E SAte a day for 7 days. The
conmpounds were injected in a solution of DVBO5 %/
Solutol 15 %/ gsp H20 heated at 65C to ensure good
di ssolution. In 20 addition, the solution was
heated before injection,. The mce were.weighed
ThBE oA E e ek P "o Ry R ABR Sty 2nGE
treatnment was recorded. The results obtained with the
associ ation according to the invention show - that the
Eod - hanga in bady weighki ght of obese mice to be
reduced significantly, - that there exists a synergy
between the 2 conponents of the association, the weight
Mdlo€S7 Backf @ vbbheicadraimu8hodreataks dld weheuds afief béig placed in

association than_in the case of each i ) i
quarantine for one weef?, they were weighed and then randomised as a function of their

weight and 6 homogeneous groups (starting weights not significantly different) were
formed. After being weighed, the various compounds under test were injected by the
intraperitoneal route once a day for 7 days. The compounds were injected in a solution of
DMSO 5% / Solutol 15 % / gsp H,O heated at 65°C to ensure good dissolution. In
addition, the solution was pre-heated before injection. The mice were weighed every day

and the weight obtained after 7 days of treatment was recorded.

The results obtained with the association according to the invention show :

- that the association enables the weight of obese mice to be reduced significantly,

- that there exists a synergy between the 2 components of the association, the weight loss
found being much greater in the case of the association than in the case of each

component administered on its own.
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conponent adm nistered on its own. -14- |n particular,
a reduction of 30 %is observed in the weight gain of
mce treated with the association conprising
2- et hoxy- 3-{4-[ 2-(6-[ (hydroxyhni no) (phenyl ) net hyl ] - 2- ox
0o- 1, 3- benzot hi azol - 3(211) - yI)ethoxy]phenyl}propan0|c
aC|d and coenzyne Q o, whereas coenzynme Qo
adm nistered on its own does not reduce the wei ght gain
and 2-ethoxy-3-{4 5
In ;Lag’ﬁ xﬁ%[[ ng&{fc‘ﬁéﬂ l 60 gsﬁ@@s‘% e)iq}:fttljﬂeyéwln gt é’liﬁ? ok n‘ﬁcé)ﬁ“%g& uillth the
azo ( ') et pheny propan Icac
assadation stoerpedingn 2|-ett1$oxyvm{4¢El—la@—@($1ydiﬂneymncghihegﬁ)methyl]dnd»gb 1,3-

ber gt azp AU N TEBI PR Babtg o cid " BR © Cberme” Quo,  whereas
coeazﬁhg ?ﬂ}’ atﬁm{jﬁte[r&l' &brd &\lvfl Hgés‘%ﬁ)\f rSBBOHE RS [ohin and 2- eth?ﬁ p3 {4-

2- 0oxo0-1, 3-benzot hi azol - 3(2R) - yI)ethoxy pheny

[2- %ompmlmﬂ@amlmm]—afoxoim bgrgmilyaml B;_ﬂ;di) yDethoxy]phenyl}-

proBa iR ab PSS ST TSR e SO BER A Y s &

aci d
................................................... 30
coenzynme Qo

EXAMPLE B : Pharmaceutical composition’ =~ - - - -~ -0 1 g s

2- ethoxy-@oiélgp - (GE@IRRB M hino)(phenyl)methyl]-2-0x0-1,3-benzo-

stearate. ..... .. . . L
thiazol-3(2H)-yDethoxylphenyl } propanoic, BCI oo enseser e ponenr v e B 8
coerﬁ}lme 610 ........................................................................................................ lg
Wheat St-aIGh I.J--'..f--.-l..'..:..'..'..s'--'-.-'--'.-'.--'-.'..-'-.'.-'--.'-.'.-.'-.'.-:..'..!..‘..'...'..'...'..'..:..'..'...'..'...'..'..'...'..'.20'g

........ 1 g hydroxypropyl cellul ose
MAIZE STATCH. ... s ane e 20 B
1ACH0SE. ottt ettt s st v e e o2 2 G = 15 - CLAI 1

e RSs6Ei AT 6N conprising a conpound favouring thé Ilpl%

rnqamﬂumaﬂbnhydrate Jretabol.isns..and..an..anti.oxi.dant..ageng .
e Associ ation according to claim1, wherein the

S1 l‘i?onp'ound"’f'a\'/our'i"ng"'t'he'"f'i'p'r'd"a'nd ............................................. 1 g

hydroXypropyleellULOSe .......ceuveeieueeeieiieieeecct et 2g
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5 carbohydrate netabolisnms is a conpound of formula (1)
: RBB Aa NR R(l), RDX?>R2 NORS wherein

R, 2 1 X represents an oxygen or sul phur atom or a
group CH2 or CH (wherein Rr2 together with R2 fornms an
addi tional bond), 10 R anquZ, whi ch may be the sane
or different, each represent'a hydrogen atom a |inear
or branched (G -C6)al kyl group, an aryl group, an
aryl-(G -C6)al ky] group in which the alkyl noiety is
i near or branched, an aré#ggéggroup, an aryl -

(G -C6)al kyl oxy group in he al kyl noiety is

| inear or branched, a linear or branched (C I

- C6) al koxy group, a hydroxy group, an am no group, a
linear or branched 15 (d -C6)al kyl am no group or a

- dissqegtionspaIPKyIng i Geenngitiad Faviorring thenlinih end Farh physite mpasabolisms

Q&fal%ﬂﬁ&&mﬁ{q§59”0hed' or R and R2 together form an
0XO0, I'OX0 or°1mno group, it also being possible for

R2 together wwth R2 to forman additional bond, A
represents a al kyl ene chain in which one CH2

(d-Co C > .
- GERSHIRRYAGRIGRE [ CIMbY, Whersm g epypetdniavererg dee lipid and

?%—rg@ﬂwg ﬁfét&%@ﬁsﬁyls&%hpgﬁn@ ¥f BrdhRYB NR (wherein R

R* B
A
I R4
. N R o
R R
X

wherein :

2

R

X represents an oxygen or sulphur atom, or a group CH, or CH (wherein

R" together with R? forms an additional bond),

R' and R? which may be the same or different, each represent a hydrogen atom, a
linear or branched (Cl-Cs)alkyl group, an aryl group, an aryl-(C;-Cg)alkyl group in
which the alkyl moiety is linear or branched, an aryloxy group, an aryl-
(Ci-Cg)alkyloxy group in which the alkyl moiety is linear or branched, a linear or
branched (C;-Ce)alkoxy group, a hydroxy group, an amino group, a linear or branched
(Ci-Cg)alkylamino group or a di-(C,-Ce)alkylamino group in which the alkyl moieties
are linear or branched,

or R' and R? together form an oxo, thioxo or imino group,

it also being possible for R? together with R to form an additional bond,

A represents a (C;-Ce)alkylene chain in which one CH, group may be replaced by a

hetero atom selected from oxygen and sulphur or by a group NR, (wherein R,
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represents a hydrogen atomor a |linear or branched

(G -C6)al kyl group), or by a phenylene or naphthyl ene
group, R3 and R4, which nay he the sane or different,
each represent a hydrogen or hal ogen atomor a group
R, ORor NRR (wherein R anq R, which may be the sane
or 5 different, each represgnt a hydrogen atomor a
linear or branched (G- Cﬁialkyl group, a linear or

1

bfeRFSREE A Exdrepgmapleahyr aghesap,or Prirched  CoColilla cigp), or by a

( | n aryl group, an

aﬁ%ﬁ- eP%%%%ﬁﬁgéggg%uﬁ in which the alkyl noiety is
l'inear or branched, an aryl-(C2-C6)alkenyl group in
which the al kenyl npiety is |jinear qor branched, an

aly Foq B2-daamay i the P%%OW Hitigrene ﬁa?lh@P’éﬂSR‘}trﬁlledﬁ‘iﬁeéW halogen
I r

2kl SR Bl X ORRARR, IR0 Rk, L0 b e e o
[ d1ﬂferam&aacloreprdsexamdtydcb gea atvet erraohmqﬂ 0( mﬂﬁ&)ie([:k—é]a)alkyl group, a

BHHE e e e oo ity Be AR ROLLE 1 o yof eroup, an
t @1 %lslﬁizf n%ﬂ aggp&(ﬁt%)élﬁyll gr&@pafn @l'hch Reame18tbietd is linear or branched,
(@%X@y@k)@&qekyll grp@p -lmlmhthe e@k@ub nioietykis dimeart ¢rebranched, an

P rlshP R rBlen SR8 Bl SRR & drmgiec. <

tl@@@bb@[ gitiup e hdi€rosdd-PONCRARIRNBeroas fwwm@h&ﬁﬁlkymﬁﬁ&yﬁbﬁﬂear or
are carried by two adjacent carbon atoms, forma ring

t branchedsa éeféfoasylr(%s}?élm} Erogp dn wheﬁh T#ﬁ)ﬂlkeélﬁhtnai%’ i linear or

PGS SULREL AT S SURRPENGET PN PLLE PR o

abrgneifed} HECrEgoydgskydferdp, B(DCgCy)eycle&kﬁL(ﬁbﬁGﬁl]ﬁl grc[ﬁp in which
t e | eus N I.C

R T nﬁ%@?@sléﬁm%r o @e ok Fﬁrrfgobm’i*\cé‘te%(ﬁb@ﬁﬁ’%yhaloalkﬂ

Ofrofby €presents a pyri di ne, pyra2|ne pyrimdine or

pyri ¢ a2|ne nucl eus,
or R? and R*, together with the carbon atoms carrying them, when they are carried by

two adjacent carbon atoms, form a ring that has 5 or 6 ring members and that may

contain a hetero atom selected from oxygen, sulphur and nitrogen,

R® and R®, which may be the same or different, may have any of the meanings of R

given hereinbefore,

D represents:

R”

a benzene nucleus, in which case X cannot represent a group CH as defined

hereinbefore,

or D represents a pyridine, pyrazine, pyrimidine or pyridazine nucleus,

B represents a linear or branched (C;-Cg)alkyl group or a linear or branched (C,-Cg)-
alkenyl group, those groups being substituted :
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25 B represents a linear or branched (Cl-C6)al kyl group
or a linear or branched (C2-C6)- al kenyl group, those

groups being substituted : - 17- + by a group of
formula (I1) : R7 (I~, R3 wherein : Il Il Il - R7
represents a group GOR, G I,\IBR” NNRCR Z 1l or

-N(R)-C-OR 5 wherein Z repréesents an oxygen or sul phur
atom and R and R, which may be the sane or

di ¥ o¥aepup pefpriaaieéllany of the meanings given

her ei nbefore, and R$ represents an aryl group, an
aryl al kyl group wherein t al kyl bety contains from
1to 6 carbon atons a y be linear or branched, a
heteroaryl group, a hetergarylal kyl group wherein the
al kyl noiety contains froml to 6 carbon atons and may
be linear or branched, CN, tetrazole, -OR, -NRR

-N<"]' C.R or -N(R i OR , 10 Z z wherein Zis as

defT'WEd" her ei nbefore, and R and R, which may be the
same or different, nmay have any e¢f the meanings,given
herei nbefore, or by aljgroup R9, yherein R9 repr@sents
a O\ repiesentod group Rr—Ra—ORN(R—B—NRRN RH-G@R CorR!

o (al2). CJ-ZOOOR group,

I
or  —N(R)C—OR',
wherein Z represents an oxygen or sulphur atom, and R and R, which may be the

same or different, may have any of the meanings given hereinbefore,

and R® represents an aryl group, an arylalkyl group wherein the alkyl moiety
contains from 1 to 6 carbon atoms and may be linear or branched, a heteroaryl
group, a heteroarylatkyl group wherein the alkyl moiety contains from 1 to 6 carbon

atoms and may be linear or branched, CN, tetrazole, —OR , ——NRR' ,

—-N(R)ﬁ——R' or ——N(R)ﬁ——OR' ,
Z Z
wherein Z is as defined hereinbefore, and R and R', which may be the same or

different, may have any of the meamngs given hereinbefore,

or by a group R’  wherein R’ represents a  CN, tetrazole,
RI10 11
C—COOR  group,

*N(R)ﬁ*R' , —N(R)ﬁ—OR' or —O—(CH,);
Z Z

wherein Z is as defined hereinbefore, and R and R', which may be the same or

different, may have any of the meanings given hereinbefore, n represents 0, 1, 2, 3,

4,5 or 6, and R' and R”, which may be the same or different, each represent a

hydrogen atom or a linear or branched (C,-Cg)alkyl group, it being understood that

R'and R" cannot simultaneously represent a hydrogen atom,
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z ZI wherein Z is as defined hereinbefore, and R and
R, which may be the sanme or 15 different, nmay have
any of the meanings given hereinbefore, n represents 0,
1, 2, 3, 4, 5o0or 6, and Rl and R', which nay be the
sane or different, each regﬁggent a hydrogen atomor a
i near or branched (G -C6)al’kyl group, it being
understood that Rl and R1L 1 cannot sinultaneously
represent a hydrogen atom -18- or B represents a group

I 9 j ' fore,
ER T b T T S T B Sl
be of Z or E configuration, * aryl neans a phenyl,
... napht hyl or bjphenyl group, it being possible for those
ltbﬂPgﬂﬁg%?ﬁPJ%mﬁg partial |y hydrogenated, heteroaryl
means any nono- or bi-cyclic aromatic group containing
5 to 10 nenbers, _ which may be partially hydrogenated
+  jthe oxigedt’-CHN-OR Y san be bRZ o Fs@nbfubiiaycl i
heteroaryl s and which contains 1 to 3 hetero atons
sel ected from oxygen, nitrogen and sul phur, 10 it

+  hejindeeesitRhA, fhilyier Bfﬂlknﬁ@o@?gg‘})’eﬁg@assigfeﬁgf’ ose groups to

t hereby defined to he substitute rom 1
deqapillydiydmeenntéd.om | i near or branched (G - 08)al kyl ,
linear or branched (d -C6)polyhaloal kyl, |inear or
branched (G - C6)al koxy, hydroxy, carboxy, fornyl, NRbRC

+  (hohes ey nmBhsang nfonoMat 60cyBRY a%n&tﬁ%r@@ﬁ@orﬁaﬁnﬁg%ft%rlﬁ)ggembers,

each represent a hydrogen atom a I near or Dbranc
(vaiictogyan ky Ipagtadisphydaeeeantel igr @wpobthearihgt ar dar ydse of bicyclic

' it d hal
ety 354 Rhior M BsPisch ) B ProsT S Reteiep agpeRiGptuggen and
adghtit,on salt thereof with a pharmaceutically

acceptabl e acid or base. | Association according to
claim1, wherein the conpound favouring the lipid and

LB TS0 BB o e i
from 1 to 3 groups selected from linear or branched (C;-Cg)alkyl, linear or branched
(C1-Ce)polyhaloalkyl, linear or branched (C;-Cg)alkoxy, hydroxy, carboxy, formyl, NRyR,
(wherein Ry and Rc, which may be the same or different, each represent a hydrogen atom, a
linear or branched (C;-Cg)alkyl group, an aryl group or a heteroaryl group), ester, amido,

nitro, cyano, and halogen atoms,

an enantiomer or diastereoisomer thereof, or an addition salt thereof with a

pharmaceutically acceptable acid or base.

3. Association according to claim 1, wherein the compound favouring the lipid and
carbohydrate metabolisms is 2-ethoxy-3-{4-[2-(6-[(hydroxyimino)(phenyl)methyl]-2-
oxo0-1,3-benzothiazol-3(2 H)-yl)ethoxy]phenyl }propanoic  acid, an enantiomer or
diastereoisomer thereof, or an addition salt thereof with a pharmaceutically acceptable

acid or base.

4. Association according to claim 1, wherein the antioxidant agent is coenzyme Q.
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10.

11.

12.

20

oxo0- 1, 3- benzot hi azol - 3( 2H) - yl ) et hoxy] phenyl } pr opanoi ¢
acid, an enantioner or diastercoisonmer thereof, or an
addition salt thereof wth a phar maceutical |y
acceptable acid or base. Associ ation according to
claim1, wherein the antloxﬂgant agent is coenzyne Q o.
-19- 5. Association according to claim1, wherein the
anti oxi dant agent is vitanin E. 6. Association

. %%9 gl)(()ﬂ _%géo?ﬁ%tggb ??égn[h (] hyi& rl‘(e)l)l(l tﬁemmﬁloo)xﬁant agent is vitamin E.

(phenyl)nethyl] 2- 0x0-1, 3-benzot hi azol - 3(211) yl ) et hoxy
].phenyl } propanoi ¢ acid and _coenz

- ASH5EUSR | #TOHERD 18I AR olchich B, )évﬁﬁ]il@ﬁi -§4- [2 -(6-[(hydroxyimino)-

Tl 2L S A O ooyl gl o
Fedneyyik Jps.opanoi c acid and vitamn E 8.
Phar maceuti cal conpositions conprising as active

i ngredient a conmpound favouring the |ipid and
AasRamyAr AcBrdiBE &Bolﬂ'afn‘lml ' ﬂ’hﬁﬁsgc badh - 3""'{4-??’2-?61 [(h droxylmmo)
anti oxi dant agent accord 10 to one’of ¢ ﬁ

@hepyl)meibyld- 2o<\m bB-henzc&himlﬁélfrfbﬂ)wm@ty]phwybprapamcac ac1d and
ghgnnqgeutlcally accept abl e excipients. 9.

arneceut i cal conpositions according to claim8 for
use in the manufacture of a nedicanent for the
treatnment and/or_prevention of obesity. 10.

i OMPOSHIvpDRPEIRE sy dingtrdicnt @ |camm181drfevourmg the
uf f. 5 ganent..

P skt AR iy Dot ORI it Rlenl Wt assgroe
tmy oae badylaimmss uonde>ongtheﬁt etvnt bann 2&)1@Eiﬁatlcﬁas&nﬂ1h@ﬂe 38 more
M Use of assocj atiagn according to one of clains 1 to

@ﬁmﬁﬁngﬂf%ﬁeﬁﬁgﬁﬁﬁ@é@ﬁ$cal conposi tions intended
for the treatnment and/or prevention of obesity. 12. Use
of an associ ation according to one of clains 1 to 7 in

. Bhﬁraiacﬁurtigalphanpmdimmiacadwrdingmocdmmé}i faroms innhendediffcorre of a

glrc gfglfﬁ)fc‘%%}%gmd/ or?_l%’/((;,rvp(%gl\}elnggng obes(%ySI ty caused by a

Pharmaceutical compositions according to claim 8 for use in the manufacture of a
medicament for the treatment and/or prevention of overweight characterised by a body

mass index greater than 25 and less than 30.

Use of an association according to one of claims 1 to 7 in obtaining pharmaceutical

compositions intended for the treatment and/or prevention of obesity.

Use of an association according to one of claims 1 to 7 in obtaining pharmaceutical
compositions intended for the treatment and/or prevention of obesity caused by a

therapeutic treatment.
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-20- 13. Use of an association according to one of
clains 1 to 7 in obtaining pharnmaceutical conpositions
intended for the treatnent and/or prevention of obesity
caused by treatnent for type | or Il diabetes. 14. Use
of an associ ation according 0 one of clains 1 to 7 in
obt ai ni ng pharmaceutical 5 Conpositions intended for
the treatnment and/or prevention of overwei

13 cHaer aéﬁ@raﬁ%)é@tlowcwr@aayo v8g of icligex 1ge e7ame¢gbt41hlalg phgrmaggutical

One X fsnﬁ:{}x ) ten%éd f(')%%ueOftre efir %88/‘09t Irgvrg:n? & oorfdcl)l?eglty caused by

a ni ng phHar maceu
cioegmosnt footype il ot Hrldddtekor t he treat ment and/ or
preventi on of overwei ght characterised by a body nass
index greater than 25 and |ess than 30 caused by a

141088 @Pﬁx‘r’taks%maalgn taEc%?&H@ R onél- @f cHﬁﬁs fto FindGRALMB Y9 maceutical

according to one of clains I n obtaini ng
pmlvrmiems |1rdamded<fomhc siettinens andﬁd;reprd@mlf)m of b¥eewtighathmesterised

nd/ revention e ht characterised by a
oyd@ gla?snlaé?{ %'Faceg‘érttg? ﬁqegﬁiglf%s tg?fbl&?ess than 30 caused
by treatnment for type I O 1l diabetes.

15. Use of an association according to one of claims 1 to 7 in obtaining pharmaceutical

16.

compositions intended for the treatment and/or prevention of overweight characterised
by a body mass index greater than 25 and less than 30 caused by a therapeutic
treatment.

Use of an association according to one of claims 1 to 7 in obtaining pharmaceutical
compositions intended for the treatment and/or prevention of overweight characterised
by a body mass index greater than 25 and less than 30 caused by treatment for type I or
IT diabetes.



