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-1- NEW HETEROCYCLI C OXI ME COMPOUNDS, A PROCESS FOR
THEI R PREPARATI ON AND PHARMACEUTI CAL COWVPCSI Tl ONS
CONTAI NIl NG THEM The present invention relates to new
het er ocycl i ¢ oxi me conpounds, to a process for their
preparation and to pharmaceutical conpositions
containing them The conpouhbs described in the present
i nvention are new and have pharnacol ogical 5

proper t i esNEWHETERO C¥0EdCaOXIMECOMPOUNNYSar e

Creatment of PROCESEHOR TR R AR RTINS i o5
" ﬁ?h@lﬁ@@ﬁ%@%@ﬁﬁ&tﬁd@ﬁ%éﬁﬁﬁs CONTRENDYGOTHEM 0

arge nunber of oral hypogl ycaem c
conmpounds intended to facilitate the secretion of

insulin and to.pronote its action.in ' ral .
The g S g o e 1ogpORds b SRR o pBEASor teir
pre]gaﬁ’m%ﬁsto Avint@edidahéAgsYsitibng eghtaimengsthendct ure  (US 5
89 514, US 5 306 726) has denonstrated a marked
anti-diabetic activity by pronoting sensitivity to
insulindn target. peri ' t ;
g Polpb s @ISR, R RShP bR B, AR A e DA Rologica
prop&fict ethiervrdppandantest: ey drk edidleat Bgoghvesmiconigypalpacmic

al so lower the levels of insulin and of lipids in the
ageglime ani mal nodel s and induce in vitro 15

differentiation of preadi pocyte cell lines into

adi pocyte cell lines (A Hragun et al., J. Cell
ThePhgesineht. of nb@SBsuli3depedddat 7011 RabeteKteniainemnsatisfagtory despite the

. | .. Ph .., 1992, 41, 393-398). The treat t of
B bt i ST Sh medDe Bocic
to fhQfHatH tht 8ZR8 P iRESin 288 @pronitAsI RS ARIVN iR berififeral target tissues.

expression of specific genes of the lipid netabolism
such as aP2 and adi psin, and al so the expression of

Dugf % 1B 367 el o R hE' Pl el o ERORHARAS] Mot

(U5 989 Ay, ligs sesiatred) ada depdhfiesel ta apded ditatiabpéciabiivity by
effect is obtained by the stjnulation of nuTIear . :
promotipg eenispiviono ingdingpdargetopesipheirf Gesgs (skeleta muscle, liver, adipose
issREf t ' - ) RIeRs | Plose SbmBound
s 0L AL R AT TR, Pl S
alsd loswer ke levelpef inghier atd of 1gsdein, the sahe asimatiinodsle atd ssiuee in vifro
diff(e)rrentiation of preadipocyte cell lines into adipocyfe cell lines (A. Hiragun et al., J. Cell.

Physiol., 1988, 134, 124-130 ; R.F. Kleitzen et al., Mol. Pharmacol., 1992, 41, 393-398).

The treatment of preadipocyte cell lines with the thiazolidinedione rosiglitazone brings
about inducement of the expression of specific genes of the lipid metabolism, such as aP2
and adipsin, and also the expression of the glucose transporters GLUT1 and GLUT4,
suggesting that the effect of the thiazolidinediones observed in vivo may be mediated via
adipose tissue. That specific effect is obtained by the stimulation of nuclear transcription
factors : « peroxisome proliferator-activated receptor gamma » (PPAR 42). Such compounds
are capable of restoring sensitivity to insulin in peripheral tissues, such as adipose tissue or

skeletal muscle (J.E. Gerich, New Engl. Med., 19, 321, 1231-1245).
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skeletal muscle (J.E. Cerich, New Engl. Med., 19, 321

1231-1245). -2- Conpounds having a thiazolidinedi one

structure (troglitazone, rosiglitazone) have

denonstrat ed di sturbing side effects in nman, however,

especially liver problens (Script N 2470, 1999, Sept.

8 h, 25). A |arge nunber of'ﬁypoglycaenic agents have

significant side effects (hepatic, cardiac, 5
Cohmpenedsofavegi @) thiamilclnddiomet strimsire (torgitdzene useglitazaneg have

treat ment. of .non-j nsul i n-dependent type.| i abet es. .
erpE O SHERR SBF SIS e dpa i1 o Gt B dFeSipiag dSeript

Net@2h Cl98ndsddpagh ase active over the long termis
absol utely necessary in this pathol ogy. Moreover,

A hygreniunpiraefemiraslysaamicaagents hevy signifivan sidetefieets (hepatic, cardiac,
Di.abet.e re.. 1995, .18 . 10 (suppl enent k
nadri SRS, WRE iy TRy iR 2 B R her or pP Rindgpencent
typeliCdigb&es the risk of cardiovascul ar disease in
di abeti cs. prerglycaenia, hyperli pi daem a and obesjty
The dovelopmaetie! payHbrrapsuis agents Hiat asdesh iabicl andtiasg agiye over the
| t il ntities and a chronic
km%2§¥£%ﬁﬁéggggﬁ%%ggﬁhgnf@%?gggg n frequency of those
Mmedveg| bgpeelspidadnis &ooftérhebskevel apndiatictiof (Meabetek5Care, 1995, 18

| hat . i i n. such, di sor. :
(Sué&%%géfﬁgggﬁaﬁlgﬁgsg;‘%’gpa{ gﬁ,]lfay%tel . eaéxggfiu . I%}O{gga%ﬁa increases
the R YE L RARIh S iskhdedn Whbkik, @Y &l Bgnfi %yﬁ%ﬂﬁid@{ﬁﬁ%& obesity

observed with thiazolidinedi ones are consequently very
havsebesbinsi pdtholpgieh of tthe anadert warld/ warkpd dyhibeaiiake off food in large

t hose pat hol ogj e and .are indicated especially in the
quwlggi?‘@rﬁc_hﬁ?m%kﬁgpﬁwaﬁ dependent type || diabetes
Thé Ohcre@@Ued MeeqRefidyPREr@bsd PatbloRick €&dIst &FCtheddvel@ment of new

normal i sing glucose 20 control. In addition to the
thefapeutiq pagnts fled e ecHEgy in tyeh diepdsundscoptpounds presgmn excellent

hyﬂgggf‘cgéﬂﬁ%”?r{eaﬁ@%giggeé?igba%ﬁ%tf Wl?ﬁ%ﬁﬁé gﬁé sifik HELS 3p@Fed with

xcel caemT an 0] aem c agents.
thiakoHdipedisaeit ark BurRuanlyrerpbakfioht & gspaaimddt \and/or plphylaxis of
co unds of formula (1) 3
those ggtgologies, and are q}ljdicatgd )especially in the treatment of non-insulin-dependent
type II diabetes for reducing peripheral insulin resistance and for normalising glucose

control.

In addition to the fact that they are new, the compounds of the present invention meet the

above pharmacological criteria and are excellent hypoglycaemic and hypolipaemic agents.

The present invention relates more especially to the compounds of formula (I) :
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R3B AXal R& bNRc\ (~ NORRZ M Me wherein A
represents a (C -C6)al kyl ene chain in which a CH2 group
may be replaced by a hetero atom sel ected from oxygen
and sul phur, or by an NRa group (wherein R 5
represents a hydrogen atomor a linear or branched
(C1-C6) al kyl group), or by'ﬁ' phenyl ene or napht hyl ene
group, R and R2, which nmay be identical or different,
each represents a hydrogen atom a pinegr or branched
(G -C6)al kyl group, a linear or branghed”(C2-C6)al kenyl
group, a 10 linear or branched (CZ-C6Jal kynyl group,
an aryl group, an aryl-(Cl-C6)alky p in which the
al kyl roi ety nmay be Iinear orZbranched) ;an

aryl - (C2-C6) al kenyl gr®up in |which thg-alkenyl noi ety

may be |inear or branghs ) | - (C2-C6)al kynyl group

in which the al kynyl may| be | i near, or branched,

a heteroaryl 0 - (CJ-CB)QQkyI group in

whi ch the all cyl ty day be i near or branched, a

het eroaryl 15 (C2-MIBRal kenMle grdde i n which the al kenyl

noi ety may be linear or branched, a

het er oaryl - (C2- C6) al kynyl group in which the al kynyl

nqjety may be |inear or branched, a (C3-C3)cycl oal kyl
YFBup, a (C3-C8)cycl oal kyl - (O -C6)al kyl group in which

tA erelﬁjel‘eﬂts H[{C‘?iOé)aWelﬁecHaiIﬂ gafvhich HIGHCHOdp anayabé irepdared by a
or branched (G -C6)pol y- hal oal kyl group, 20 R3 an% §4,
Vistarh atem ssdectadefipincaxyesn amids subplaps Or S¥can Npr HoWp {(Wherein Rq
hydr ogen _at I My

PRl T ar Rbagt PP S e B BB (G SRR G, or by
phenylene or naphthylene group,

R! and R?, which may be identical or different, each represents a hydrogen atom, a
linear or branched (C,-Cg)alkyl group, a linear or branched (C»-Ce)alkenyl group, a
linear or branched (C,-Cg)alkynyl group, an aryl group, an aryl-(C;-Ce)alkyl group in
which the alkyl moiety may be linear or branched, an aryl-(C,-Ce)alkenyl group in
which the alkenyl moiety may be linear or branched, an aryl-(C,-Cs)alkynyl group in
which the alkynyl moiety may be linear or branched, a heteroaryl group, a heteroaryl-
(C1-Cg)alkyl group in which the alkyl moiety may be linear or branched, a heteroaryl-
(C5-Cg)alkenyl group in which the alkenyl moiety may be linear or branched, a
heteroaryl-(C,-Cg)alkynyl group in which the alkynyl moiety may be linear or
branched, a (C3-Cg)cycloalkyl group, a (Cs-Cg)cycloalkyl-(C;-Ce)alkyl group in which
the alkyl moiety may be linear or branched or a linear or branched (C;-Ce)poly-

haloalkyl group,

R? and R*, which may be identical or different, each represents a hydrogen atom, a
halogen atom, or an R, OR or NRR' group wherein R and R', which may be identical
or different, each represents a hydrogen atom or a linear or branched (C;-Cg)alkyl
group, a linear or branched (C,-Cg)alkenyl group, a linear or branched (C,-Cy)alkynyl
group, an aryl group, an aryl-(C;-Cg)alkyl group in which the alkyl moiety may be
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or different, each represents a hydrogen atomor a

I inear or branched (Cl-C6)al kyl group, a linear or
branched (C2-C6)al kenyl group, a linear or branched
(C2- C6) al kynyl group, an aryl group, an

aryl-(Q -C6)al kyl group in which the alkyl noiety may

be -4- linear or branched, aﬁ'aryl-(CQ-CB)aIkenyl gr oup

in which the al kenyl noiety may be |inear or branched,
alinear wt b(aG2hddb halakyi {Ch-Cgratiepyl growhirc Whidhethalalggnyll moiety may be

i et b [ hed, . |
e e BEPRS e S0 e g PRAION IR (R el By el may be
NBRhéat Yor Bedhch&d, |[d Resoa9! ghidng m@fé_roa@yl—(CI-C%alkyl group in which the

het er oaryl - (C2- C6) al kényl group in which 5 the al keny]| )
naket moiety ey Hei lieear oo brapelede Rwterearyl-(Co-Ce)alkenyl group in which

het eroaryl - ( C2- C6) al kvnyl gr P n ' t he .
Pyt o B gy el BB T A v in
OWRRA, the all{yast Gdiay Ghaabk YinedrGr- Kepeiekyh (g5-@lglrycioalil gioup, a
the al kyl noiety nay be linear or branched or a linear
ofcab(ﬁsa%@&@ékxléﬁﬁe)aﬁaﬂ Vet A1 RYhichy thsy plkyb maigty aRay fog, linear or

t I W g ' em when the

L PRBE o ! O BRI 8 A RS Mokl e e

romR’ adbR?, cogatlidrseth He@arbGn mtangs cneryirer hemnavheh diey ammyarried by

og%ionallﬁ cEntain a_hetero atom sel.ected fron1o§% en, dth

st ppirceRhBaTRPR Aogsn form@ Fiag 1R SRIPTISSSy) GF BJHHE %E fies gnd that
#ho Qﬁﬁor%ﬁ@%nﬁ{n @hétéﬂa%lﬁ:{m Qélecﬁé@ﬂ&lﬁ‘%ﬁ(y%éﬂd's( hatl Al nitrogen,

h
gr oup, fepresents a linear or brancChe 1- C6) al ky
group or a linear or branched 15 (C2-C6)al kenyl group,

t hose grou ei ng substjtuted : e by.a gro f
t BoRBeRs Py a%a aRge 4 b aomsor Y 1 SBallned (Cy Ggaly!
(Bfo'up,H NRR HII

B represents a linear or branched (C;-Cg)alkyl group or a linear or branched
(Cy-Cg)alkenyl group, those groups being substituted :
¢ by a group of formula (II) :

< D
R®
wherein :
Z Z
* RS represents a —H—QR , —H—NRR' ,

| ﬁ
— N(R)C—R' or —N(R)C — OR' group wherein Z represents an oxygen

atom or a sulphur atom and R and R', which may be identical or different, are as

defined hereinbefore,

* and R® represents an aryl group, an arylalkyl group in which the alkyl moiety

contains from 1 to 6 carbon atoms and may be linear or branched, a heteroaryl



20 - N(RCR or -N(R C OR group wherein Z represents
an oxygen atomor a sulphur atomand R and R, which
may be identical or different, are as defined
her ei nbefore, * and R6 represents an aryl group, an
aryl al kyl group in which the al kyl noiety contains
froml to 6 carbon atons aﬁ&'n&y be |inear or branched,
a heteroaryl -5- group, a heteroarylal kyl group in
whi clardupe adiekgrbaryiilet prapninavhish fthoaikyl meidy cerfgiperirom 1 to 6
atons and may be linear, or branched, tetrazole
“OR, oy ARy - cBdz PR ¢ o) or CEPfaé- R 1T 11 Ppoched
0 5 wmhateidle +s-@R,defNRRd, hax@)rgefore and R and R,
whi ch may be identical or differenq may take the sane
meani ngs as defined herei nbefore, +r by a group R7,
R7 representing a CN, tetrazole, RB RO -NR -R-NR
-OR (H-;i}«ﬁyg;ngg or COOROGLQUP-R t0 z z wherein Z is
as defined herj¢i nbefore and R|pnd R, which may be
identical or Zdifferent, my take the sane neani ngs as
defi ned hereinbefore, n represents 0, 1, 2, 3, 4, 5 or
5 6, and R8 and R9, which may be identical or different,

each represents a hydr n at or.a,linear or, . .

br ancHERIP & 15CB) ‘iel%?ﬁﬂ hﬁ?@&fﬂ%&fﬁﬁ@m ﬁnchg‘ ’a‘ﬁlag%@ayc%enlﬁig?mal or
si mul f gnepu ﬁlag tA1RREE SBIM mBartY N AGRANA! BéTeinBEfOR,

represents a group of forrmula (Il1) or a group R7 as

defi ned herei nbefore,

¢ or by a group R’, R representing a CN, tetrazole,
R® RS
N/
——N(R)‘(|3—R‘ ) —-N(R)|(|3—-———OR’ or —O—(CH,),— C— COOR group
10 Z Z
wherein Z is as defined hereinbefore and R and R', which may be identical or
different, may take the same meanings as defined hereinbefore, n represents 0, 1,
2,3,4,50r6,and R® and R9, which may be identical or different, each represents
15 a hydrogen atom or a linear or branched (C;-Ce)alkyl group, wherein R? and R’

cannot simultaneously represent a hydrogen atom,
or B represents a group of formula (II) or a group R’ as defined hereinbefore,
it being understood that :
+ the oxime R'-C(=N-OR?)- may have the Z or E configuration,

20 * aryl is understood to mean a phenyl, naphthy! or biphenyl group, wherein those groups

may optionally be partially hydrogenated,
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it being understood that : * the oxine R -C(=N OR2) -
may have the Z or E configuration, 20 * aryl is
understood to nean a phenyl, naphthyl or biphenyl
group, wherein those groups nay optionally be
partially hydrogenated, -6- * heteroaryl is understood
to nean any aronmatic nono- 6?'bi-cyc|ic group
containing from5 to 10 ring nenbers, which in the case
*  lofterbanyy ¢4 unddretbed d@mydanganyugsmay maot iooriatdyglibgroup containing

artipally, hydrogenated,on one of the r.ings,,and
6t 3111 Ty THEGRFE 0TS, ¥hiGhtuly sshiy Bsyeli: Bepph, eroups may
PR8Iy bBidalRUe hyRRCh bR Ml onePoMRE rRIgh, Al c@tdhingBom 1 to 3

het er oaryl” groups so defined may optionally be
kaitrotaianu sedeckad o wxygen; pit@gedenst sudpiiuror di f f er ent
groups selected fromlinear or branched (Cr-C6)al kyl,
| inear or branched (G -C6)pol yhal oal kyl, |inear or

wh&ERNEH @%’1 (il hEB)AkT1gxyhs sbyidfieedymag aptienaily Heisabaituted by from 1
branched (Ci -C6)al koxycarbonyl, |inear or br nﬁg?q )
to ¥ ajentieyl e yliBspnt gropps peleqishhbiam ltear py hrqerld (Cr-Cejalkyl, linear or

bra&éﬁeﬁi%@%—ﬁ%ﬁgﬁyh%{o% i, c}!}lfe o ‘t‘réﬁ‘ﬂ:ﬁé@ E(El-(??alﬁggy,r%gi@g{iyf:&r%, linear

rent, ea prese
or beydeledaid,; & Qutkoxgchiboryr liocar bor dnatekel] (C-CEBgdbiyc ybrmyl, linear or

group, an aryl gro or het eroaryl_group), am do,, ..
brafitiedo|Cicyatt haeS hal By (Shaiie, Re gy hRe W ERhy b igr Gentical or

difeRd, dhas fegféégﬁ@ QMR eeR MRk $i8edrQr BRACARERYLE SakYYeroup, an aryl
accept abl addition salts thereof with an acid or a

grobpsea héwmagdtgreupe, quhidematedyhealahg halogepttamise aci ds
there nmay be nentioned, wi thout inplying 15 any
limtation, hydrochloric acid, hydrobromc acid,

to ShHiPRUAAtNRES indPBRSRRONofeAC 4hd aBE€td phaGhadeutically acceptable
trifluoroacetic acid, lactic acid, pyruvic acid,

addiggrowsite thessed withaicacid er adse, gl utaric acid, fumaric
acid, tartaric acid, maleic acid, citric acid, ascorbic
acid, nethanesul phonic acid, canphoric acid, oxalic
Anmmapsl theplearmaconioaliys fcct prablp haidsdeetiinag dk Inyensioaap tvéthloat implying
bases .there be nentiqned, without inplyin 0 any. )
any| {IFREe oy dreGHeTimanide My ARE MG R4S s UPRHIFd s aéespﬁoﬁ/w acid,

acehil | RID WAL Gt €4did, PiEN! aBNGyruvRe Geid, malonic acid, succinic acid,
glutaric acid, fumaric acid, tartaric acid, maleic acid, citric acid, ascorbic acid,

methanesulphonic acid, camphoric acid, oxalic acid, etc...

Amongst the pharmaceutically acceptable bases there may be mentioned, without implying
any limitation, sodium hydroxide, potassium hydroxide, triethylamine, tert-butylamine,
etc..

Preferably, the group R'-C(=N-OR?)- is in the ¢ position.

A preferred group for R? and R* is the hydrogen atom.

X advantageously represents a hydrogen atom or an alkyl group such as, for example, the

methyl group.
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Preferably, the group R-C(=N-OR2)- is in the c
position. A preferred group for R3 and R4 is the
hydrogen atom X advantageously represents a hydrogen
atom or an al kyl group such as, for exanple, the 25
met hyl group. -7- Preferably, A represents an al kyl ene
chain in which a CH2 group ﬁ%y be replaced by a hetero
atom and nore especially by an oxygen atom The
invention relates nore especially to conpounds of
formula (1) wherein resents th Ieneox
PrefSrbhe o FRHSRE G BREET e BHaNS Myt Badt: B S ba T e by a
bye P Blen afole  methyl group. R
ha%ﬁ8§ﬁf%g§%ggnﬁﬁ?%%§ésentS a phenyl group that is
unsubstituted or substltuted by one or nore
substitue i n A represents
TSR B Ahg T SRSl B SRg SER IR ) Aferein 1P
m1@ﬁﬂ&§mxi@uﬁmeferred groups B are al kyl or al kenyl
groups, and nore especially al kyl groups, COORX COORX
COORX substituted by a ----< ) -<, NHCORy ORy NRYRZ
|}‘W i aich B, fhegdmple, the
nay be égehgggbhe fé?%ﬁ?%gégﬁﬁq%é§¥esents a d
InamyUgﬁgpn atom or an al kyl group, such as, for exanple,
a nethyl, ethyl, propyl, isopropyl, butyl, i sobutyl,
tert-butyl, pentyl, isopentyl, neopentyl or hexyl
R' S2HR e&@ﬁre@@sé‘ﬁ’@b%éﬂ@l f%r&ﬁﬁt%@b is SSbsatited Or su%xtameﬂé),y one or

atri uoronethy or tri uor oet group, or a en
mogt suhstltlhats godectads fibst Broupeud agwﬁ@th plspay Wnan a;bonyl,

ox anc{ heﬂcl)gké{lldto acyl or

Preferred groups B are alkyl or alkenyl groups, and more especially alkyl groups,

COOR, COOR, COOR,
substituted by a —< ’ —< ; 4<
NHCOR, OR, NR R,
COOR,
or group,
NHCOOR,

wherein Ry, Ry and R, which may be identical or different, each represents :

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 group that is unsubstituted or substituted by an alkyl, polyhaloalkyl, acyl or

aroyl group.

The invention relates more especially to compounds of formula (I) wherein B represents an

COOR,

alkyl or alkenyl group substituted by a ——< group wherein R, and R, are

ORy
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aroyl group. The invention relates nore especially to
conpounds of fornula (I) wherein B represents an COORX
al kyl or al kenyl group substituted by a --< group
wherein R and Ry are OR Y -$%$- are as defined
her ei nbefore. Likew se advanfageously, B represents a
group CH3 /CH-O(CH2),1 - T - COOR, wherein n and R
are as defined hereinbefore. COORx Even nore
are @s peftried|HeygintBiorepr esent s a group CH2 < ORY 5 wherein
R and Ry are as defined hereinbefore. The invention
rel ates very advantageosly to the conpounds of formnula
leék)se\aﬁeﬁrﬁag&ouslyﬁs r@RéeBR Ao - Clz CHZ O chain, R3 and
si mul taneousé%brepresent a hydrogen atom 10 R2
gen atom or an al kyl group, Rl

represent
_repre @ﬁ? \EE/%n§ﬂ9§%$tuted phenyl group, and COORXx B

r epre 5 a’group <whidreinel and R aands RYfinERerearbeicas
f .
def i ned herei nbefore COOR,
Even more especially, B represents a group —CH;<
OR

y

wherein R, and Ry are as defined hereinbefore.

The invention relates very advantageosly to the compounds of formula (I) wherein :

@l

A represents a CH;—CH

5 9) chain,

R? and R? simultaneously represent a hydrogen atom,
R? represents a hydrogen atom or an alkyl group,

R! represents an unsubstituted phenyl group, and

COOR,
B represents a group -——CH2~< wherein R, and Ry

OR,

are as defined hereinbefore.
Even more especially, the invention relates to the following compounds of formula (I) :

%  ethyl 2-ethoxy-3-{4-[2-(6-[(hydroxyimino)(phenyl)methyl]-4,4-dimethyl-3,4-dihydro-
1(2H)-quinolinyl)ethoxy]phenyl} propanoate,

*  ethyl 2-ethoxy-3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-4,4-dimethyl-3,4-dihydro-
1(2H)-quinolinyl)ethoxyphenyl} propanoate,

*  2-ethoxy-3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-4,4-dimethyl-3,4-dihydro-
1(2H)-quinolinyl)ethoxy]phenyl } propanoic acid,
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Even nore especially, the invention relates to the

foll ow ng conpounds of formula (1) 15 * ethyl

2- et hoxy-3-{4-[2-(6-[ (hydroxyi mi no) (phenyl ) nmethyl]-4, 4-
di met hyl - 3, 4-di hydro- |

(2H) - qui nol i nyl') et hoxy] pheny|,} propanoate, * ethyl

2- et hoxy-3-{4-[2-(6-[ (et hoxyi m no) (phenyl ) net hyl ] -4, 4-
di met hyl - 3, 4-di hydro- 1(2H)-qui nolinyl ? et hoxyl phenyl|

} pthpln @b atedoxy-3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]- ,4-dimethyl-3.4-

SRR b Fal Saa R ey ) e 14 -
1(2H) - qui nol i nyl ) et hoxy] phenyl } propanoi ¢ acid, -9-

t hyl .
?st{-zzetmwddél—ﬁ{@-{qnzeﬂqcecygrpmb@bwﬂ)m%&aﬂ-ﬂ»ﬁéﬁwshﬁk@Hy‘ih}lydfo-
- -dj hyl- - .
d?@%r@%ﬁlﬁl ?tgﬂ’?erBIi‘?nP{V|p§9&a %1>%y 1|cc)1i‘1enyl } propanoate, *

(2S) - 2- et hoxy- 3-{4- [ 2- (6- [ (met hoxyi i no) (phenyl ) et hyl ]

-4, 4-di met hyl - 3, 4- di hydr o- _ ,
1¢th¥) 3-Io‘4ﬁ%g{(rm}qﬂ)@iyliimﬁvi(gh@w@m}eﬁwéb%dh@e@a}-é=,4-<§h¥df0-1(2H>-

e : .

S ety IR e DB PR et ' -

3, 4-di hydro-1(2H) - qui nolinyl) et hoxy] phenyl }
4-(trifluoronethyl)phenqgxy] pr.opano

égk&@axaw){w{@:q(w XY irHRRIE)Y DAY %ﬁ%ﬁ%ﬂlﬁ)@t%@ﬁhﬂm-
1?@2&%&%@’ ﬁ%@‘f’g’@p %%l:}(@]_pﬁ?%ﬁg/ilc}aﬁirdépanoi c acid, * ethyl
3-{4;1[ ﬁ g?;)[ (1mzet hox;lliom' no) (phenyl ) net hyl | - 4, 4- di net hyl -

3, 4- p - 10, : .

QHHOI Ly e b ppBing) phen et i 3 Sy Br G-
gg‘?ﬁg’?ﬂbﬁg}?ﬂ R B T TR TRD TS 4- i et hy -

3, 4-di hydro-1(2H) - _

a0 ) Sk RS 52k 2Pl 4 QR AR OP
Z%1}{;)lﬁ@glﬁaﬁ?%l}%;}‘%{zﬁfﬁﬂ&o‘}ée&%)&ﬁp&bﬂﬁﬁ@é’dﬁ&) m no) (ph

3, 4-di hydr o- 1( 2H) - qui nol i nyl ) et hoxy] phenyl } pr opanoat e,

15 * o . :
2wl Béhbenposlanilingl - 4: A0 lgreBor i mnNGRFTRAETY prichgimetoyl-
”?t4ttﬁhﬁdrq-'(lg’ll_lgj-&ﬁhl)ﬁﬁﬁ!l)'egloﬁy phenyl}propanoate,

di hydro- - qui nol’i nyl )el hoxy} phenyl } propanoi ¢ aci d,
et hyl

(ﬁ%%-pﬁ%{q‘;‘(%ﬂu%gfoiﬂ TN s (o an A G R RYTC g AT N
diii'ﬂ%%%(iﬂ?—'dhm@ﬁhﬂ%ﬁ&b&']ﬁlﬁh?ﬂﬁﬁb]pﬁﬁkﬁﬂH&i}l; 2- et hoxypr opano
at e,

ethyl (25)-3-{4-[2-(6-[(4-cyanophenyl)(methoxyimino)methyl]-4,4-dimethyl-3,4-
dihydro-1(2H)-quinolinyl)ethoxy]phenyl}-2-ethoxypropanoate,

ethyl 4-[[1-(2-{4-[(25)-2,3-diethoxy-3-oxopropyl]phenoxy }ethyl)-4,4-dimethyl-
1,2,3,4-tetrahydro-6-quinolinyl](methoxyimino)methyl|benzoate,

4-[[1-(2-{4-[(25)-2-carboxy-2-ethoxyethyl]phenoxy} ethyl)-4,4-dimethyl-1,2,3,4-

tetrahydro-6-quinolinyl](methoxyimino)methyl]benzoic acid,
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15

2-{4-[(2S) -2, 3-di et hoxy- 3- oxopr opyl ] phenoxy} et
4-dimethyl 20 1 ,2, 3,4-tetrahydro-6-quinolinyl]
yi m no) net hyl | benzoate, *
-[[1-(2-{4-[(2S)-2-carboxy-2-et hoxyet hyl ] phenoxy} et hyl
-4, 4-dinmethyl -1, 2,3, 4- 10
t et rahydr o- 6- qui nol i nyl ] (met hoxyi m no) et hyl ] benzoi c
acid, -10- *
RPN L ol P SR e SRR WA OR LR
dji; O A f2 D) = aid i | } propanoate, *
zalg%;ﬁg%ég? Fléf- ?5*‘}{1%‘4‘1"[“’(’%%‘?%%’?* )r%ljﬁ{)b)%%henyl )met hyl ] - 4, 4,
7-trimethyl -3, 4-di hydro-

. éﬁ%?ok}q—%i-{‘zl‘?bi-{‘é)fﬂ(%ye O e R ARANQLC7 AGh Sy 23 4-dihydro-
?I%ﬁ{qgl%l{ﬁggggéﬁg%gﬂﬁ%w}gy@a@@wiagq'u,no) met hyl ] - 4, 4- di net hy
qui nol i nyl ) et hoxy] phenyl } - 2('S) - et hoxypr opanoate,

* ?ét%?lﬁ-ﬁ@é&-ggy%L(}%Ei?ﬁ&y%p&gf{rgﬁg&rﬁgtﬁﬁ%-Hﬁt-g%le]cﬁyi’&d'éf-gjilh%rtoby(2m-
iAGlyMERY [ PheSeilong Bpaishxy pr opano ¢ aci d.

The enanti oners, di astereoi soners, and al so
pharmaceutically acceptable addition salts 10 with an

+ PR GRS R e G RN L e f
paﬁﬁgmyljeﬂmpyh@ﬁwQt@t&ﬁo@bmaﬁ@c acipr ocess for the

preparation of the conmpounds of forrmula (I) whichis
characterised in that there is used as starting

Tl SRS, P Byt o i
witﬁ&hl”ﬁuida)r(al Hase ‘Mﬂmlprci:iﬁrred)@ﬂptsmds bfithe asventior doronanintdgral part of

conpound of formula (1V)
the invention.

The present invention relates also to a process for the preparation of the compounds of
formula (I) which is characterised in that there is used as starting material a compound of

formula (III) :
H
X !
N
R (11D),

O Me Me

wherein R' and X are as defined for formula (1),

which is condensed in basic medium with a compound of formula (IV) :



-11- R3 B Hal-A (I1V), 4 wherein A, B, R3 and R4 are
as defined for formula (1) and Hal represents a hal ogen
atom to yield a conmpound of formula (V) R3 B Azo 4
XN R (V), OM M 5 wherein R, R3, R4, X, A and B
are as defined for formula ()., which is subjected to
the action of a conpound of fornula R20-NH2 wherein R2
is as defined for fornmula (1) to yield a conpound of
formula (1) : RRB R4 XN I (1), NORZ2 M= Me which

may be purified according \ @nventi onal separation
technique, is conpggrts ' Iy,

wherein A, B, R? and R* are as defined for formula (I) and Hal represents a halogen atom,

to yield a compound of formula (V) :

N V),

5 wherein R', R, RY, X, A and B are as defined for formula @,
which is subjected to the action of a compound of formula R?0O-NH, wherein R? is as

defined for formula (I) to yield a compound of formula (I) :

R m,

which may be purified according to a conventional separation technique, is converted, if
10 desired, into addition salts with a pharmaceutically acceptable acid or base, and is optionally

separated into isomers according to a conventional separation technique.



10 desired, into addition salts with a pharnmaceutically
acceptable acid or base, and is optionally separated
into isomers according to a conventional separation
technique. - 12 An advantageous variant relates to a
process for the preparation of the conmpounds of
formula (1) which is charact'éfised in that there is
used as starting material a conmpound of formula (111)

An Hdvathgdabs varigntl Bjate® fvka Igeocess fretheiprepRratimdofXther eorggounds of

defined for fornmula (I ich.is condensed with a
fonaglng Db s ¢ Grardriekobiiliebisn B Sro o b eduityidl feground of
:mnggﬁﬁﬁfprnula (1) to yield a conpound of formula (VI) :

X'j N R(VI), NOR2Z M M wherein R, R2 and X are

as defined for fornmula (1), 10 which is condensed in

basic nediumw th a conpouEQ of formula (I1V) R3 B

Hal -A / (1V), RQ werein A B, R3 and R4 are as

defined for formula Hal represents a hal ogen

atom to yiekd d of [formula ((I))),:

5 wherein R! and X are as defined for formula (I),

which is condensed with a compound of formula R*0O-NH, wherein R? is as defined for

formula (I) to yield a compound of formula (VI) :

R (VD),

wherein R', R? and X are as defined for formula (1),

10 which is condensed in basic medium with a compound of formula (IV) :
R
B
Hal—A avy,
R

wherein A, B, R? and R* are as defined for formula (I) and Hal represents a halogen atom,

to yield a compound of formula (1) :



10

1313 B AXI1 R RNM NG which may be purified
according to a conventional separation technique, is
converted, if desired, into addition salts with a
pharmaceutically acceptable acid or base, and is
optionally separated into isoners according to a
conventional separation techhi que. 5 Another

advant ageous variant concerns a process for the
preparati on of the conpounds of fqpnula (1) wherein A
represents an al kyl eneoxy chai n whi iB characterised
inthat there 1is used as startin rial a conpound
of formula (VII) : y~Hal x I (Vi) OM M
wherein Rl and X are as defified for fymula (1), A
represents a (Cl-C6)aykyl ene|chain anB 10 Hal

represents a hal ogen atorq wgich is condensed in basic
mediumw th a &mrrpounforrrula (VIII)(DRS B HO /
NOR> Me  Me

(M11), RQ

which may be purified according to a conventional separation technique, is converted, if
desired, into addition salts with a pharmaceutically acceptable acid or base, and is optionally

separated into isomers according to a conventional separation technique.

Another advantageous variant concerns a process for the preparation of the compounds of
formula (I) wherein A represents an alkyleneoxy chain which is characterised in that there

is used as starting material a compound of formula (VII) :

/Hal

N
R! (VID

0 Me Me

wherein R' and X are as defined for formula (I), A’ represents a (C;-Ce)alkylene chain and

Hal represents a halogen atom,

which is condensed in basic medium with a compound of formula (VIII) :

HO (VII),
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-14- wherein B, R3 and R4 are as defined for formula

(I'), to yield a conpound of fornmula (IX) R3B X1 R4

N R (M 0 M M wherein Rl, X, B, R3 and R4 are as

defined for forrmula (1) and A" represents a (Cl-C6)-

al kyl ene chain, s which is condensed with a conpound of

formul a R20-NH2 wherein Rz is as defined for formula

(1) to yield,a conmpound of fornula (l1/a), a particular
whegdnBoR” bR e 56 dafareddpr forgplaiDato yigldraogpoandof fogmulg (IX) :

Rl I (I/a) NOR2 M Me wherein R, R2, X, B, R3 and R4

are as defined for formula (1) andR A Bepresents a

(A -C6)- 10 al kyl ene chain, whic o< be purified

according to a conventional seps techni que, is

converted, if desired, into/addi salts with a

phar maceutical ly acc ptable?écid or RAse, and is

optionally separatet inato 4§

conventi onal igparat' nrjque.

(IX),

wherein R!, X, B, R® and R* are as defined for formula (D) and A' represents a (C;-Cg)-

alkylene chain,

which is condensed with a compound of formula RZO-NHZ wherein R? is as defined for
formula (I) to yield a compound of formula (I/a), a particular case of the compounds of

formula (I) :

R (I/2)

whereiﬁ R', R? X, B, R? and R* are as defined for formula (I) and A’ represents a (C;-Cg)-
alkylene chain,

which may be purified according to a conventional separation technique, is converted, if
desired, into addition salts with a pharmaceutically acceptable acid or base, and is optionally

separated into isomers according to a conventional separation technique.

The compounds of formula (III) or (VII) are commercial products, or readily obtainable by
the person skilled in the art by conventional chemical reactions, or described in the

literature.
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The conpounds of formula (I1l) or (VII) are commerci a
products, or readily obtainable by 15 the person
skilled in the art by conventional chem cal reactions,
or described in the Iliterature. -15- The invention
relates also to the conpounds of formula (V) R B A4
X RYC ;N (V) Owherein R7PR3, R4, X, A and B are as
defined for the conpounds of formula (1) for use as
i nternedi ates for the synthesis of the conmpounds of
formul a ( and as hypogly e 1 C an 5 hypol i paem c
Th%@@ﬁﬂ@“f@ﬁgséﬁﬁﬁ%ﬂﬁﬂ§ngpu? 3%%@@% hveﬁ?ionphave
very val uabl e pharmacol ogi cal properties. The
conmpounds denonstrate especially an excellent activity
in lowering blood glucose levels. g agresult of such
properties they can be used therapettNedlly in the
treatment and/or prophyl axis of gl ycaem a,
dysl i pi daem a and, nore especias the 10 treat nment
of non-insulin-dependent typg Il tes, glucose
i ntol erance, disorderg assog¢iated w syndronme X

(i ncludi ng hypertensi ggg~al , |nsuI|n resi st ance,
atheroscl erosi L | rype ' : corogggy artery
di sease and ot her dlseas (i ncl udi ng

arterial hypertensjjon, .| nsufficiency, venous
i nsufficiency), rénal disdrders (including

gl omerul onephritis, glonerul osclerosis, nephrotic
syndrone, 15 hypertensi ve nephroscl erosis),

wh%r]g:}nl ﬁoggt Ey X, dy %85 %eirg a@ﬁgﬁ&d%xeﬁlev&ofx@oﬁ}?@s SCotMARI(BTor use as

el’i’al , psoriasls cystic ovary

int&RdiaeIEor e @?ﬁthe@s oftthalkeemipourcis b foroatla G end anblypoglycaemic and

OStEOpOfOSIS
hypolipaemic agents.

The compounds of the present invention have very valuable pharmacological properties.

The compounds demonstrate especially an excellent activity in lowering blood glucose
levels. As a result of such properties they can be used therapeutically in the treatment
and/or prophylaxis of hyperglycaemia, dyslipidaemia and, more especially, in the
treatment of non-insulin-dependent type II diabetes, glucose intolerance, disorders
associated with syndrome X (including hypertension, obesity, insulin resistance,
atherosclerosis, hyperlipidaemia), coronary artery disease and other cardiovascular
diseases (including arterial hypertension, cardiac insufficiency, venous insufficiency),
renal disorders (including glomerulonephritis, glomerulosclerosis, nephrotic syndrome,
hypertensive nephrosclerosis), retinopathy, disorders associated with the activation of
endothelial cells, psoriasis, polycystic ovary syndrome, dementia, diabetic complications
and osteoporosis.

They can be used as aldose reductase inhibitors for improving cognitive functions in
dementia and for the complications of diabetes, intestinal inflammatory disorders,

myotonic dystrophy, pancreatitis, arteriosclerosis, xanthoma.
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They can be used as al dose reductase inhibitors for
i nproving cognitive functions in denentia and for the
conplications of diabetes, intestinal inflammtory
di sorders, nyotonic dystrophy, pancreatitis,
arteriosclerosis, xanthoma. - 16 The activity of these
conpounds is also recomrendéf-for the treatnent and/or
prophyl axis of other diseases, including type I
ThedBRBY 85 theby @cﬁﬁlbdungt Caol ﬁmmdaﬂfmﬂhe treathent misdipl prophylaxis
resi stance, dyslipidaema in diabet X I
of wyprequ@ﬁ% iaeding Hylb‘-‘& ditbres: loparT g eidagpia yafrome X, insulin
t a I S 1 BbditenRRa1IA Adirterial
e B e e by i, B e
hypaftensﬁchﬁ cheiaronafficidiayaselcaidinvasseai diseahe espagiAl tﬁﬂéﬁﬁoﬁfemsm
appetite, especially 1in the regulation of food intake
in subjects suffering fromdisorders such as obesity,
ThALRES3UnAs alUirihban G0 th BEREE R AsO @ Hesaguldiien cagpetited Sspemally
can accordingly be used in the prevention_ or treatne
in ofe refylptor véi foed eniskadmisabjeeb ewfleyngiftam éjd%ﬁlﬁrééé}%‘bés ‘obesity,
ef fects on h rI| |dae a, 10 hypergl ycaeni a,
m“%@?%&ﬁ@?ﬂ%?% neVOSntolerance i nsulin resistance
ThO! cShsamder sar nadtdatcﬁﬁglyl b& Ulusgd r@sithe apne@emmona or treatment of
secondary phy3|(gatholog|cal nmechani sm_.The us

hypehdwisstsontponids obpub| e¥ithe qifveniaieys (esis cAB| e@ﬁ’&ﬁl‘é’ daemia,
hyRngg?ayaglé teoiagxggﬁ glu{ﬁ%&xﬁ&l@fﬁ%@e 194@%@@51&5&&%%150rders in which

al'so plasma free fatty
hmaﬁﬂﬂﬁﬁmn&5mEheC@ﬁﬁnqﬁn@mpmhnbg@aU&admanassoc|atlon
with HMG CoA reductase inhibitors, fibrates, nicotinic
acid, chol estyranine, colestipol, probucol, G.P1,

Thg'%% QF fldle B Bﬁﬁ‘dsdﬁl%bﬁﬁ recﬂlcﬁ@ﬁ’%@ tétﬁﬁ@&ﬂés@érbl?lbody weight, leptin
Inhibirtors and can be adm ni stered together or at

resBtdhterpdadma ghwesset tigheteridésn I&hse N@g)hsquh@s%g]tap@mfree fatty acids.

treated., They furfhernore. exhi
Thi, S RBN G 687 SRASELBEEr o TP Bl R G desrttighSe SRR, fbrates
mcgﬁﬁ‘i@eﬁ&d Shiftbst@am eeafélesﬁgcﬂcﬁolﬂlﬁﬁﬂ (IBLBH ﬁﬁtfo&nm, dnglianides or
al so have an inhibitin

fect. on the 0

glupomedzses)tnonpnhlbmré and ﬁant broadenipigicrist togelasr Or&ﬂgﬁgeg?mﬁws to act

{) arrra 1e1tt%e% OSI tions acc_or di ng to the invention
in PlgHEY 1 fntioned nore especially those which are

sui table for oral, parenteral, nasal, per- or

trans-cut aneous,
They furthermore exhibit activity in cancer pathologies and especially hormone-dependent
cancers, such as breast cancer and colon cancer, and also have an inhibiting effect on the

angiogenesis processes implicated in those pathologies.

Amongst the pharmaceutical compositions according to the invention there may mentioned
more especially those which are suitable for oral, parenteral, nasal, per- or trans-cutaneous,
rectal, perlingual, ocular or respiratory administration and especially tablets or dragées,
sublingual tablets, sachets, paquets, gelatin capsules, glossettes, lozenges, suppositories,

creams, ointments, dermal gels and drinkable or injectable ampoules.
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rectal, perlingual, ocular or respiratory
adm ni stration and especially tablets or drages, 25
sublingual tablets, sachets, paquets, gelatin capsules,
gl ossettes, | ozenges, suppositories, creans,
oi ntnents, dermal gels and qunkable or |nJectabIe
anpoul es. - 17 The dosage varies in accordance with the
sex, age and weight of the patient, the admnistration
The closage véresniat @c@r@fncc hiitl htg¢ Hosuele anddweighi o4 Ge ptient, the
adn&lngsg %ﬁcrlﬂ% r qhet rrefn ih nd ! %99 e?lndf;c]:%@ L aoirllgﬂgang'oq.%omated
treddhese Bhd fangeNtro@r.r ﬁﬂgab e p&a& S0 hb@rs 3ale@\Wn 398 awrabdministrations.
bet ween a heterocyclic conpound 5 of fornula (1) or of
formula (V) as defined hereinbefore and an anti oxi dant
f
500 g PP L4 180 RO SRS R, SONRORL LGRS oo
of ﬁmmm(xgmr of harmaciefV)sasdddfined Heodybafarssanidnalexngeadangragent for

than 25. The anti oxi dant agents accgordi to t )
ObtpiA T PhiSTHAGTECA B P EPRLRIST | YC Bl prale Oahiy prevention of

obe@ﬂf Qﬁc@o%w&gﬁ?oﬂa%‘t&ﬁlad by QBQ&}nﬁhaMﬁﬂé)@grea’cer than 25.
I'i poper 6xi dant agents, chelating agents or agents

Thdemmamkmt@g@ﬁsaeg&megaonh@nemm@gemmumempﬁwﬂwﬂanﬂgkﬁﬁéﬁwﬂcﬂ

RS B, B R P s s

capable P téRh&raBk SndgeRABntidtiGaRd budhds %&nathﬁgxemltaaﬁmt(‘ner vitamin
associ ation accordi ng to the i nventl on 1Is nore

E, andeflsoraglditipn splipthersoh it apparacssielly gasrptabisadd ehbass:
ubi qui none or coenzyne Q o, which acts as a
free-radical trapping agent but which is al so capable
Thebnti@gemne ragentngf thet asddation dcoorbiey totHeoitivanticar & more preferably
preferred associations according to the inventjon

repyeses)ied by AHEFRYe gompoynsis spch %%%'%1%%9%“? 8 HRSTEHRe R )‘ﬁ%‘f}h gyts as a
fred-jd B%IC% ?%’.}})S% aXéen?’bﬁ‘t Wby gra‘?so]&gﬂ)le oﬁfég&%rétmgl vighhexy]

eny nol ¢ acid and coenzyne Q
3-{4-[2-(6-(cycl ohexyl carbonyl) -4, 4- dlnethyl 3, 4-di hydr

Theh et sk oS oo R b Ve Ao socr | on
(2@&9@&6@9 {t4C{21(Bf{(ﬂlé’iﬂ&d%hﬁﬁ)(ﬂ%ﬁyl%ﬂéﬂlfd%w -SikHefHyl-8140dihydro-1(2 H)-

ar macol ogi cal pr opertl es: I cant has I n fact
qld@%mmbtth thnyé}mr@awﬁ é¢1@9ncta§qegmne Qet ween the two

- 3- gg-gz l%? le gg%b?%glg%ﬁg&lm%ﬁlyﬁl}!49%9(%0-31(ygf-éiumohnyl)ethoxy]-

phenyl}-2- ethoxypropanmc acid and coenzyme Qo.

Furthermore, the association according to the invention has entirely surprising
pharmacological properties: the Applicant has, in fact, demonstrated that a synergy exists
between the two compounds of the association allowing a very significant reduction in
body fat to be obtained, making it useful in the treatment and/or prevention of obesity and

of overweight characterised by a body mass index greater than 25.

In the United States, obesity affects 20% of men and 25% of women. Patients having a
body mass index (BMI = weight (kg) / height? (m?) greater than or equal to 30 are
considered to be obese (Int. J. Obes., 1998, 22, 39-47 ; Obesity Lancet, 1997, 350, 423-
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30

body fat to be obtained, making it useful in the

treatnment and/or prevention of obesity and of

overwei ght characterised by a body nmass i ndex greater

than 25. 25 In the United States, obesity affects 20%

of men and 25% of wonen. Patients having a body nass

i ndex (BM = weight (kg) / h8i-ght2 (nR)) greater than

or equal to 30 are considered to be obese (Int. J.
2 > 38) an ItV &85 oan AR varid8oridids : the
4 épgﬁe$a&§@§Cb§§? Oﬁgwmgﬁhg%) and OVEF&%I ht (25 < %NI Y
mag c8fk abaeurt fbkiwmgaiere@u@tlon pffoed intake é«]llowmg onenal Bistrbance, or

oIIovmn .derequl ati on. of food..intak
fol (Wl% ﬁtgelt %b%ﬁ eetreagpentf otrelagw ﬁ&p e% né obet s\r’\%z\{]t%o%ul%l%onglureas
cadsE@EEt'f@?ﬁt to ghih8AdibMY SIMRLTY, kin W@E(lﬁ@liﬁ-&d}bendem} diabetes, insulin
sul phonyl ureas causes patients to gain wei

ght
thegmy] isaaldoya chwset gfpweighy paiB uh ipatiendh é@d%q@gpsa,umg&egg Research, 8"
B e

165nysy nati onal Congress on OoeS| ty, 1999 739- 746;
Annal s of Internal Medicine, 9 165-1 2 :
Obgsj‘é/g@Q@owe@b@@r\ﬁéy@hgsta&h@hmq ttogb qrgﬁgidoxfarsgﬁ r diseases: they

are ¢ a%%c?art (% (Ng[l cﬁ%ﬁﬁ@éﬁ?ﬁfé% &l idhs gas 8P certhtWas@i& accidents and non-
a of

assocl si gni ficant i ncrease in the risk
insQEf-@bparduatsiiatietss, Beaiskethts p&dripcmrto idglin resistance, to dyslipidaemia

| d d
and Fisp PRPRERFE PERBE By R LErE R FOTPRERS, et dBathy)
FuftRRGAIRN e FRAAY %@ﬁﬂe@ﬁ" oBdsBtOod 8 SrwlcniBRtheR ahd)ybe menuoned

reti'nopathy, angi opat Further pathol ogies are the
in pmtlsldqlu ensieulaf cadhdis msy1r@pr}od/3€sfqn@tlgmtsevqrn]ef0@n cgser and, in the

i oned rticul cal i,
Caﬁee% Vet ?r,vﬁred&%efgﬁﬁ’cﬁegf? rged\7 ?‘aﬁ\lﬂf %%‘Bﬁ sy ang, 677385
JAMA 1h}93 TRSe2@f-2¥ENYy severe obesity, premature death
(N T3 Med., 1995, 333, 677-385; 15 JANA 1(? %1
ed which, even

Thz a'ssoc@mrr agp1ding torihe imenten alowna wetedt lship boobipia
ention .al
if Igv detate, %1gm%84mq re&ué@? aﬁ%l }égﬁ%c@o?r ?sgaégg%@'vflﬁgo%ftf h?ﬂ J. Obes.,
1927%@“8%58651?@00@3@&(9}?& jull <$lse;s)1 ty (Int. J. Obes., 1997,
nt . es,, 1992,.21, -9). .Th .
Thg gserciaion Aecadins i H5 ineriipe. 1 Biseore %m Ut oy by el in the
treREhehP Hﬂ(ﬁj/ott reb/@ntg(ﬁegfjl)bésﬁy 08 of PWetiSatiiNeAtactMdPby a body mass

prevention- of esity and overwei ght characteri sed
1ndm)( gacabaydlyanfs s

The invention accordingly relates to the use of the association between a compound of
formula (I) or formula (V) 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.

In particular, the association according to the invention is useful in 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 type
II diabetes.

The invention accordingly relates to the use of the association between a compound of

formula (I) or of formula (V) and an antioxidant agent in obtaining pharmaceutical
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i ndex greater than 25. The invention accordingly
relates to the use of the association between a
compound of fornula (1) or fornmula (V) and an
anti oxi dant agent in obtaining pharmaceuti cal
conpositions intended for the treatnent and/or
prevention of obesity and ofl9overwei ght 25
characterised by a body mass index greater than 25 and
con} %§i%iﬁhb Memidd bP tRddtGBhiddnd/dr N RBE 68 ioAtdbesityaatd bl bngweight
o the 1 nvention is useful in the treatnent and/or
chapreyiest byna dfodgbmesst jndsn dgredterotanwe} gind terariba 8P wwsed by 2
by a bod ss jindex . greater { ss than 30
therapgpdigdreg %‘?’tsh‘%l? 3?3%?&“%8“&%%%? ?ng ﬁl?fypé glc(ﬂglgestés?r eat nent
for type | or type 11 diabetes. 30 The invention
accordingly relates to the use of the associ at.i on i
Thebistvaeiéon zelalepsbontp GharmfaseyHsRk cPmpoBHonss CppHtifg thepssociation
and an ant i oxi . : iﬂ@ aﬁ@ﬁf’@ﬁ@ﬁﬁta' @Iﬁ! as defined
bel P ] |§r€g&?¢ﬁ1§§§§go#%rrﬁtgﬁwraeat ment and/org -
herdlhBafeRt indddontfinafasiitlyorsenst nodre phameeegivally ebreptableeaXcpeats.
by a body mass index greater than 25 and | ess than 30
caused by a therapeutic treatment, such as treatnent
Amfoﬁé ¥ PEhdr@Eedti¥Re chinpdliBOR! Scordifg fonveNtih@tivs| de@S may be
al'so to pharmaceut i caIp conposi tions conprising the
meisedj ahorenesgschbywdkosea ttebnpeusiitable ffor miph Pargnigrl oyr nasal
formula ( and an,anti oxi dant ag a [
adnpjgisHRYMR ?_rbé?tsi A cUABTHat Siug n%ﬂaf h%gInegs’o e%ﬁ%ela%ules’ lozenges,
supgﬁﬁ{o%g%ahgabinymaﬁs,ej@haalg@ls,em.u.pl ents. Anong the
armaceutical conpositions according tg the invention d
In fantéoudarntiy itveentioe peliteh tdphappreeutied €EMRPIONS HREYRIIS{IA compoun

i\t able f I : Lintiox ent. su
of @%ﬁplﬁx t(}araqfﬁ'gﬁr’%l? gg? %§ d&ﬁ{egglte%ﬁ!eﬁﬁé saﬁgsd‘ﬁ antiox d?lg[ BaF t, such as

s or dragees, I't ngual tablets,
coed®yrad 0], 62AsMiaE, ih 0gab@eaton tith sup posictophamacatiealifsacceptable
ointnents, denial gels, etc.. In particular, the

excimie@ht i on rel ates to pharmaceutical conpositions
conprising a conpound of formula (I) or of formula (V)
as defined herei nbefore and an anti oxi dant agent, such

Th@sdos&@e i a0 aocordingatt theE sex,nagrombil nweighh afi the paftent, the

r r har i cal | l.e . excl.pi :
adn?inisggtign progtefrqclcug ulgattcl:r% ) tﬁ‘g %ﬁé’r%ﬁe%u% indicatiBh eqt ¥r any associated

treatments and ranges from 0.1 mg to 1 g of each component of the association per

24 hours in one or more administrations.

The Preparations and Examples which follow illustrate the invention but do not limit it in

any way.
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15 The dosage used varies according to the sex, age and
wei ght of the patient, the admnistration route, the
nature of the therapeutic indication or of any
associated treatnents and ranges fromO.1 ng to | g of
each conmponent of the association per 24 hours in one
or nore adm nistrations. 2020he Preparations and
Exanpl es which follow illustrate the invention but do

L -Héoy-2A-dife 3, tetkahy datoFily
m@g’tﬁi‘%ﬂ (6 Eth}éln3;({2)4 i R s te?rghi,/drgyl
qui nol i nyIq)mdimyjb]éthomwwl}zeqthmﬁwoa‘ﬁ% ate Step A

N- ( 2- Bronsoet hyl ) - 4, 4- di net hyl - , 3,4-tetral rydroq
ui nol i ne Under an argon atnosphere 5 1 m of

bfﬁ?AGWﬂ Bbbﬂmtﬂﬂ)ﬂrﬁdzaﬁﬂgﬂl;ﬂ_prtscdzydmzpun(ﬂzlsfoI ution
of 4, 4-di et hyl - , 3, 4-tetrahydroquinoline in
anhydrous THE at 0C. 8.2 n] of triethylamne are then

Un(ge?ga%?arg?g LS Gme R, 'Snlghﬁgofam%aéé?ﬁ hori® bana@fedadropwise to a

ate. € mxture is malntained under vigorous .
solgionrdfl g & of 491nﬁnfa:d1yﬂ 11265, bit@rabgdnoguinhiyok ol yglg@irQﬁdTHF at 0°C.

extracted MAth eth a t The organic a
8.2 fil st 1ty lamEE e &g 20315?% C&%ﬂ"%‘?e’a é‘%ﬁ ﬁbggt ﬁfeur fation of a
precciﬁ%tﬁ rﬂ"@hl%{th@elsstﬁéﬁttair@@ undéd @doRUE ktiBGNRS iodenhour before being
[tered and concentrated under reduced

hydmlysasluerrﬂ emed \mmh athgbac@atmﬂpm@ngénwtmsqf isspathgl In gppegssion
w1t%£;v%ﬁ“a§§ F%Wa gr o I%r} é)ﬁ]lg[b()?lrg relic"(cg gl/ #ﬂegﬁ}n s%ﬁ)hate

filtdrBd %&fc@n’[ﬁt@d"hﬂde@?&iﬁaed }ﬁfeés%fe Ugider M agoh atramﬁphaﬁt the remdual
tenperature, the

solution is stirred for 2
oilst Aeendisyadves) yls aadhydrows #olseneupnd egolsddPuinC: h%ﬁgr"g]gefn Sotution of
nat e 6Smbi
bor?}%fép 6)((‘f)ﬁllp xeﬁJ R"é@?%\c i@%w &t%ﬁﬁ)t&flg agﬁjead; &ﬂg%ﬁetﬁ?n%t @mbient

terrPeA@RE,Ghe Ek&lﬁﬁon B sW&Sdh&d hdulns awlt then hytb‘olwsttmwghtatﬁﬁfataé@ sodium
sodi um chl ori de solutlon dri

hydsegepratlonairdsotytiane Adier beg L5FS g?f? 5 igtigy gﬁ% PUFE isgpgracted
w1tH rlegl | ac?tg Cad.e p(fr ﬁas%nlg V(let%ﬁed: R)\Hf#lewﬁfé@%h&l Qﬂtlp EQGta6dd sodium

ed by tograp on silica g yi el d
chlbﬂi‘t&: sf.olhiticel dﬂedmvm dnagnesnme sﬁkphame @hd 4iliersidohe @@gergﬁ; gre evaporated
off under reduced pressure and the crude reaction product is purified by chromatography

on silica gel to yield the title compound in the form of a colourless oil.

MS (EI) : m/z= 267 (M Br) ; 268 (M *°Br) ; 174.
Step B : N-(Z—Bromoetlzyl)-tl,4—dimethyl—6—benzoyl—],2,3,4-tetrahydr0quinoline

Under an inert atmosphere, 1.8 ml of titanium tetrachloride are added dropwise to a
solution of 1.5 g of the compound obtained in Step A and 1.9 ml of benzoyl chloride in
7 ml of anhydrous 1,2-DCE. The mixture is heated at reflux for 18 hours. After returning
to ambient temperature, the mixture is hydrolysed over ice-water and extracted twice with
dichloromethane. The combined organic phases are washed with a saturated sodium
hydrogen carbonate solution, dried over magnesium sulphate, filtered and concentrated
under reduced pressure. The title product is obtained in the form of a yellow oil after

purification by chromatography on silica gel (PE/AcOEt : 9/1 then 8/2).
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M5 (EIl) : mz= 267 (M79Br) ; 268 (M%0Br) ; 174. 20
Step B :
N- (2- Bror noet hyl ) - 4, 4- di net hyl - 6- benzoyl -1, 2, 3, 4-tetra
cydroquiiioline Under an inert atnosphere, 1.8 m of
titaniumtetrachloride are afded dropwi se to a
solution of 1.5 g of the conpound obtained in Step A
and 1.9 nl _of beng ide in 7 m of anhydrous
MS; (51 pofz = The (ditkh uB@ |3§2 Wé%dBQt reflux for 18 hours.
After returning to anbient tenperature, the mxture is
hydr ol ysed over ice-water and extracted twice with 25
di Stap @ oeEtghe3-{4Ffis(GchahoyletH-dimyahylel , B aAstiegaby & oviaginadlinyl)-
with a saturated so?}l m. hydrogen carbonate sol ution,
dried over® ﬁﬁ’@ﬁ@’é‘f"éf zﬁ‘i” Qano4 or ed and
concentrated under reduced pressure. The title product

is obtained in the formof a yellow oil after
Unperr d1f incgtdtonsihgre R Bnaod goashiymanarkaonpiecaie géiled PEpICEELion to a

501%-}%1 % 8/ Z%f'e‘d_g?[ é_-et xy(E?-kf?—Pydroxyphen;gprof)eMBHte 1%%51}1ydrous DMF.
Thestpehsiod & hareosor 34) Iﬁrrﬂltdéze@ﬂhhén 87@ ndy; 4f thet doalpotind obtagned in

Stear viehiiont osidEs DR Fse flis! Hon BOSPT? DRBOHATE dvighom 24
to 2?%?/&3'2?01@%%)(5%2%(02&}]& Ooffmod of (H’l fRE r{due® t8fen up in ethyl

droxypheny propanoate in
acetidyedt Oluglr@yFed. Tiee ogiasjoeplsiseris iwashed rwidhd ahonqu80us 10% sodium

by e St e o v R e g " Shpitrated under
redgbeﬁ Me&ute TRERLRR I@Ecti%gcér(gd%fct fsrtﬁéﬁ ﬁﬁiﬁé@oﬁ&rbﬁﬂfoﬁr ghy on silica

oW ng evaporation of DVF,” the resi
geli (BEU&KHit 9l ihen 8t yd ylehbtéb atle pmddcihydh@)foymetf a yEHew oil.
organi ¢ phase is washed with an aqueous 10% sodi um 10
MS$E) oxi/ge 520I(Mb)i; 607 ; #73.ed over magnesi um sul phat e,
filtered and concentrated under reduced pressure. The
crude reaction product is then purified by
chromat ography on silica gel (PE/AcCEt : 9/1 then 8/2)
to yield the title product in the formof a yellow oil.
PréErh@on 2: Rflzyl 3-@29-(6Menzodoiid-dinadyl- b2 Sphtetraloro-1-
Et hyl
3-{ A [ 2- ( 69BERYBYRethoxyIpheny g (S -£IBoXXPRORAROALE, 4y o- | -
15 qui nol i nyl) et hoxyl phenyl }-2(S) - et hoxypr opanoat e

Under an inert atmosphere, 5.69 g of potassium carbonate are added in one portion to a
solution of 981 mg of ethyl 2(S)-ethoxy-3-(4-hydroxyphenyl)propanoate in anhydrous
DMF. The suspension is stirred for 30 minutes and then 2.3 g of the compound obtained in
Step B of Preparation 1 in solution in anhydrous DMF are added. The mixture is heated at
80°C for from 24 to 48 hours. Following evaporation of most of the DMF, the residue is
taken up in ethyl acetate and hydrolysed. The organic phase is washed with an aqueous
10% sodium hydroxide solution, dried over magnesium sulphate, filtered and concentrated
under reduced pressure. The crude reaction product is then purified by chromatography on

silica gel (PE/AcOEt : 9/1 then 8/2) to yield the title product in the form of a yellow oil .

MS (EI) : m/z = 529 (M) ; 307 ; 173.
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Under an inert atnosphere, 5.69 g of potassium

carbonate are added in one portion to a solution of

981 ng of ethyl

2(S) - et hoxy- 3- (4- hydr oxyphenyl ) propanoat e i n anhydr ous

DMF. The suspension is stirred for 30 m nutes and then

2.3 g of the conpound obtai-déd in Step B of

Preparation 1 in solution in anhydrous DVF are added.
Preégﬁltmnxj Urghiy F3 70890 -6l dlzog 4 AQhnfe byl 13 L AIBArb@ A8 -quinolinyl)-

. Fol | owm ng evaporation of nost of the DWF, the

resi due i sthexykelrenyl-2-(d-tiflyaromethydpbengsd)Hparaafeed.

The organi ¢ phase is washed with an aqueous 10% sodi um

hydr oxi de sol ution, dried over nagnesi um sul phat e,
Unddrl2haned aghRekpherc enorabegotadshaie carbeniie etk pidedsinraae pbhtéon to a

crude reaction product is then p%i fied

sohgioncfercfgraphythigh3-(&hyioaypieny s pt&@EPf‘%?erél}ﬂP}%ﬁ}’?8ﬁy>§_iozﬁmoate
o BB SR e et ekl o

contfioRpdivataied i8 StefBhfl Prepqration 1 in solutior.l in anhydrous DMF are added.
Thqsq}l%;ﬁlgazlé g@g@]gtz §)(¥°|C_ técf)'r %r_ognl Itthé Bg’ﬁrg'._ ﬁ'ﬂf‘o‘(ﬂ%&’ (S\gelﬁyo_regti_o%uolfqlqost of
the ANQRY tHe- Raitide §d by % gﬁgkﬂyglaea%%m) BdeRpaudatiae Wagesic hase is

inert "atrmosphere, 2.1 of potassium carbonate are
washeld edthi an @yueowold% soditin hydraxadeusolgipne firied overgnagmegtip ulphate,

3- (4- hydroxyphenyl )-2-(4-trifl uor t hyl XV) n
e SRR Yl B LR S R IER0 5P e
purgfedNbyn hRnAbEapHiie bn &8kange] (PEIACO RN Uthen di2)atngitld the title
Step B of Preparation 1 in solution in anhydrous DW
progucs imthgderm offhgelliwPdire i s heated at 80C for from 24 to
48 hours. Followi ng evaporati on of nost of the DM,
MS () redi daés () t akenlAdp i n et hyl acetate and
hydrol ysed. The organic phase is washed with an
aqueous 10% sodi um hydr oxi de sol ution, dried over
magnesi um sul phate, 10 filtered and concentrated under
reduced pressure. The crude reaction_product is t

h
? BR(Sk Peoiony doidalBrg-hsnzayd, Saimethy|-pe dibesro (CH)-1-

9/1 then 8/2) & [ ' ct in the form

of a yell o‘@b“)a?‘ﬁ&‘%@‘?k%w}h?‘lz@”g{@%lvp ; 278 ; 105.

Preparation 4 :

2(S)-Acetoxy-3-{4-[2-(6-benzoyl -4, 4-di net hyl -3, 4- di hydr
Unggr A ingrt a4m03piette 2i0dys ng%%ﬁm%‘cﬁ%ﬁ éﬁ dclna%}edpdvrgon to a
solution of 425 mg of 2(S)-acetoxy-3-(4-hydroxyphenyl)propanoic acid in anhydrous

Pr

DMEF. The suspension is stirred for 30 minutes and then 1.06 g of the compound obtained
in Step B of Preparation 1 in solution in anhydrous DMF are added. The mixture is heated
at 80°C for from 24 to 48 hours. Following evaporation of most of the DMF, the residue is
taken up in ethyl acetate and hydrolysed. The organic phase is washed with an aqueous
10% sodium hydroxide solution, dried over magnesium sulphate, filtered and concentrated
under reduced pressure. The crude reaction product is then purified by chromatography on

silica gel (PE/AcOEt : 8/2) to yield the title product in the form of a yellow mousse.

Melting point : 60-62°C.
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Under an inert atnosphere, 2.62 g of potassium

carbonate are added in one portion to a solution of

425 nmg of 2(S)-acet oxy- 3-(4-hydroxyphenyl) propanoi c

acid in anhydrous DM-. The suspension is stirred for

30 mnutes and then 1.06 g of the conpound obtained in

Step B of Preparation | in s&l-ution in anhydrous DVF

are added. The mixture is heated 20 at 80C for from 24
Pr@[ﬁ_lrﬂﬁoﬁ" QUI BthyT &- {42 (50b &ivaI0s, &1di Bthei-3pPathyato @ Hg-104din olinyl)-

e residue i's taken ug in ethyl acetate and
hydr ol ysedethTrd pbegdhi2d @Is?aﬁréﬂli@‘ OMROREPTAPH AN aqueous

10% sodi um hydroxi de sol ution, dried over nagnesium
sul phate, filtered and concentrated under reduced
Unﬂﬁeﬁﬁ e atthosphere)de7T gad tpiotmsmnoaﬂu:minataﬁare reeldepur o1fid pattion to a

solyier 8 OHB T (0 S BHol U B ITOTHET b arS-RT o gl s SRgoste in
|
o B B e e o R P 20" T ourso ™

cmhp(mdd) obedihak i Stehdhpf ?re@al(aaplz 12ntsplutiongn @nhydrous DMF are added.

hSRSEY) OREIORLE, LRt 20 0551 LTSRS oy O st o

the:s’]gi\/ﬁft 1R rfdud80 tﬂ&ncﬁ B &Mﬂ/l acetate and hydrolysed. The organic phase is
3-(4-hydr oxyphenyl é) 2-trifluoroethoxy)propanoate

wajlred \Blﬂanlhyqitre@us 1 odmhxdxgpléﬁ splyHom.sdried; Ve pagigsiugg sulphate,
ﬁltg‘tegmngs (%chpt gc? 4 glgr r uged i)ofi%SLfo MRy rb?ud%ﬁ cﬁg‘rg pkﬁj_gct is then

1 on ron In

puidfi&l 8¢ C@ﬁ@maﬂ)—?ﬁpm’ Xinuﬁlﬁca gelhﬁE/AdOEt 8010t]ﬁe(mr SIQD amy@ddtthe title
48 hours. Fol Il owi ng evaporation of nost of the DM,

prodyiet indkd Qe of ¢ YEHREAMAHSSG n et hyl acetate and
hydrol ysed. The organic phase is washed wth an
Mediingaming :50%&6di um hydr oxi de sol ution, dried over
magnesi um sul phate, 10 filtered and concentrated under
reduced pressure. The crude reaction product is then
purified by chronatography on silica gel (PE/AcOEt 9/1
then 8/2) to |eId the title product in.th
Proparnrion & 581 -l (onbengoy bt 4 dimgthan a4 ainges Befsawoting-
Et hyl
3-{4-[ 2-( 6 hoﬁ%’g}f’“%}% (élbenz lPh%nylalglmo)]arog)anoatel qui no
[inyl)- 15

Un%grhgri( ){nezptha@trrx%ls]%he%é,(lzé ci)%tars)sr,}l(?rrrllycar ona‘?e) ReORANY %{ Sne portion to a
solution of 697 mg of ethyl 2-(2-benzoylphenylamino)-3-(4-hydroxyphenyl)propanoate in
anhydrous DMF. The suspension is stirred for 30 minutes and then 1 g of the compound
obtained in Step B of Preparation 1 in solution in anhydrous DMF are added. The mixture
is heated at 80°C for from 24 to 48 hours. Following evaporation of most of the DMF, the
residue is taken up in ethyl acetate and hydrolysed. The organic phase is washed with an
aqueous 10% sodium hydroxide solution, dried over magnesium sulphate, filtered and
concentrated under reduced pressure. The crude reaction product is then purified by
chromatography on silica gel (PE/AcOEt : 95/5 then 75/25) to yield the title product in the

form of a yellow mousse .

Melting point - 75-77°C.
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Under an inert atnosphere, 1.23 g of potassium

carbonate are added in one portion to a solution of

697 nmg of ethyl

2- (2- benzoyl phenyl am no) - 3- (4- hydr oxyphenyl ) pr opanoat e

in anhydrous DMF. The suspension is stirred for 30

m nutes and then 1 g of theZ28enpound obtained in Step

B of Preparation 1 in solution in anhydrous DV are
Pr@qpﬁ%n Fh %mrymJé;-%z%@l(4-Sydimkﬁiby@t4,mﬁnfeﬂfyli3;4amh&éré(QH)-l-

urs. Foll owi ng evaporation of nost of the DWF, the

resi due i squingényllephaxy)phdmyl)-248=ethosyREMP2RI}E0| ysed.

The organi ¢ phase is washed with an aqueous 10% sodi um

hydr oxi de sol ution, dried over nagnesi um sul phat e,

fishpued angl-(rBrarsthE)-¢d-dingdeiyl- 284 edrqhydasuielintrie

crude reaction product is then purified by

chr omat ogregsbryéikergonitede gel (PE/ ACOEt : 95/5 then

75/25) to yield the title product in the 25 formof a

yel |l ow nousse . Melting point : 75-77C. -24- '
UnBsrepaimtt smogpher€t Bif4 ml of titanium tetrachloride are added dropwise to a

3-(4-{2-]6-(4- b -4,.4-di npt - 3..4-di-h
i R S BRSEE lebtyS R St 267t
cya Eﬁﬁ_z%l_ chloride in 5 m] of Znhz_drous 1,2-DCE. The mixture is heated at reflux for

Brornoet hyl ) -4, 4-di methyl -1, 2, 3, 4-t et r ahydr oqui
18 holrs.néfié-retamibg hy hdbientziemiperafure the migare igAyfyedysed over ice-water

N R R R SR R
a sRfAdNediin hSieReA caboRite paludbn,afticll drd niaghdsignohiphate, filtered

cyanobenzoyl chloride in 5 nl of anhydrqus 1,2-DCEh '£he ;
andrporcgnieatpd Updartieducst nrespigx The fitle modt s obiggned in the form of a

brolgﬁlgqg% flﬁit/egr ga}iﬁcaﬁ{l%i b?&@&r?%?ﬁ%@%&@sﬂi&ﬁ%el TP BIALCEL: 9/1 then 812).

over i extracted twice wt
Lehl oron . e conbi ned organi c phases are washed
M%ﬁ%%ﬁé??@at}@ sodi um hydrogen car bonate sol ution,
dried over magnesi um sul phate, filtered and

concentrated under reduced pressure. The title prod
i sStehtBad nelthyh31(#rd24 6(4795#"0&‘—’"49)’@W’é‘i’ﬂ’et%ﬂt%f'dlhydm/jﬁlB-l -

purification BYe)0 N PE/ Ac OEt
P9I 1 therd! @l’ggf’?ﬁ%gp@‘ﬁq’g{’ﬁ’ﬁ?gs) :é?'é’%{y}’ %‘%’";gﬂﬁo(s. Step B
. Et hyl
Un§e1(1 #r frrt] Bmbdpteya nolsen 20 pbiasdud - ditveiieydre Addedinhymdr pdribh to a

solution- of 371 mg of ethyl 2(S)-ethoxy-3-(4-hydroxyphenyl)propanoate in anhydrous
DMTF. The suspension is stirred for 30 minutes and then 870 mg of the compound obtained
in Step A in solution in anhydrous DMF are added. The mixture is heated at 80°C for from
24 to 48 hours. Following evaporation of most of the DMF, the residue is taken up in ethyl
acetate and hydrolysed. The organic phase is washed with an aqueous 10% sodium
hydroxide solution, dried over magnesium sulphate, filtered and concentrated under
reduced pressure. The crude reaction product is then purified by chromatography on silica

gel (PE/AcOEt : 95/5 then 75/25) to yield the title product in the form of a yellow oil .

MS (EI) : m/z = 554 (M) ; 303 ; 130.
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15 gsiinolinyl]ethoxy}phenyl)-2(S)-ethoxypropanoate

Under an inert atnosphere, 2.15 g of potassium

carbonate are added in one portion to a solution of

371 ng of ethyl

2(8)-ethoxy-3-(4-hydroxyphen%l)propanoate i n anhydr ous

DMF. The suspension is stirred for 30 ninutes and then

870 nmg of the conpound obtained in Step A in solution
Preparationy 8 ofithybHr(1 2 d4 4 e thorye-pihoxysaebprylndal)plieraxylethyl}-

f f h | | awi [
of st of Sl 1 e @idharon s Bk R U AR P

acetate and hydrol ysed. The organi c phase is washed

W S#p on: adBaQYS 43050-SRshibiiyINY It e 8513 B, 314 it PalydFd@fholine-6-
over magnesi um sul phate, filtered and concentrated

under rediftberdibesmgfee. The crude reaction product is

then purified by chromatography on silica ge

PE/ AcCEt . ; /5 then 75/25) .t.o yield e title produc .
U RGP oD o R B cbiried38 by Endgpdortt B8 Rved in
15 ml3F3anhyddfs 1-2DCHPaP&cat 4.9 g8f te@ghﬁﬂaloyl chloride and 2.56 ml of

r

) 4;(1-i2-[41é3(5)-ethoxy-Z-ethoxyca onyl et hyl ) phenoxy] e
titapiyp} fetrachlarigp grgadded dropwise in succession. The resulting solution is heated at

reﬂg%c 2%11 ké‘hggghéft&e}emg 9 At jte%ﬁie?a’t&t%,r HOM ! oF BENER eafiol are
addéd [and (tBe migtureds bgaih )hedted-adirefled Forl T hol. 3 Hert returaing ytolrambient
g 35 SoyE UIANSISORL S SN apony 28 B2
dic%b%t%%piﬁﬁa@fﬂ‘%‘ﬁﬁéé | (.Jle(igggr‘:%§ 2&65(25\)\]% o?ﬁ q% H] gﬂ‘l’uétr%asswium
hydregenactibaraial eolatien, atttbddodr apagnsguinnsdpltd s sEltayed afih @oncentrated
o 9 SRR RS Ml bt on ane

chreRseLMbBy 61 BAPOLel WE/Acotd eds/antntgny,. M xture is again
heated at reflux for 1 hour. After returning to anbient

MSI®T) SRPLE al 3 e PB4 g\%l&%?’r)i%dhyﬁm' yged over

ice-water and extracted twce wt i chl or oret hane.
The conbi ned organi ¢ phases are washed with a saturated

sogi u hydr ogen car bon solution, dried over

e B bt & T S kehar 2 eiea b ar L oy lethyl-
reduced presyiniyilng, 3t4-tebi@nfBoRRMDEnb-8-abs Ayl Bhidohtet e
formof a green oll after chroimatography on Silica ge

(PE/AcCEt : 95/5 then 8/2).
Under an inert atmosphere, 5.24 g of potassium carbonate are added in one portion to a

solution of 902 mg of ethyl 2(S)-ethoxy-3-(4-hydroxyphenyl)propanoate in anhydrous
DMEF. The suspension is stirred for 30 minutes and then 2.5 g of the compound obtained in
Step A in solution in anhydrous DMF are added. The mixture is heated at 80°C for from 24
to 48 hours. Following evaporation of most of the DMF, the residue is taken up in ethyl
acetate and hydrolysed. The organic phase is washed with an aqueous 10% sodium
hydroxide solution, dried over magnesium sulphate, filtered and concentrated under
reduced pressure. The crude reaction product is then purified by chromatography on silica

gel (PE/AcOEt : 95/5) to yield the title product in the form of a green oil.

MS (EI) : m/z=350; 177 ; 149 ; 107 ; 43.
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15

15 M5 (EA'1) : mz = 443 (M79Br) ; 444 (M 80Br) ; 350
; 177 ; 149. Step B : Ethyl
4-(1-f2-[4-(2(S)- et hoxy- 2- et hoxycar bonyl et hyl ) phenoxyJe
tlzylJ-

4, 4-dinzetlzyl-1,2,3,4-tetral zydroqui nol i ne- 6-car bonyl )
benzoate Under an inert atmdsphere, 5.24 g of

pot assi um carbonate are added in one portion to a

solution of 902 ng of ethyl

2(S) - et hox -3-&4-hgdroxyphenyl%pnopanoate in anhYdrous
Preppraign 9 bk g bheniovb i T-Bamen oAy dred Uahe

then 2.5 . { ' Al

ol ut on (HOReRSRERTBRI ARG opThfe] o ¢

heated at 80C for from24 to 48 hours. Foll ow ng

rOERd R -ar T L G e TpagEe o
washed wi th an aqueous 10% sodi um hydroxi de sol ution,

dried over magnesium sul phate, filtered and .
Thec preseditre a8 @d lnndep 4281 Peapardidn pr esibuthe reflaecreanydy 4,4-dimethyl-
r Lon oduct .5 t ur.i fi r.oat ography on
12 g R R B B £ B P AR IR R R
Colptifdehdoil. in the formof a green oil. M5 (El) : mz = 350
, 177 ; 149; 107 ; 43. -26- Preparation 9 : Ethyl
MS3EH: - £ B engiopt B 783 avi Mgyl - 3, 4- di hydro- 1(2H)
qui nol i nyl ) et hoxyl phenyl}-2(S)-ethoxypropanoate Step A
. 1-(2-Bronzoetl zyl)-4,4, _

7-&L | : h i nol dur e.
S o Rk PN R L RS TR R
of 4,4-dirnethyl- 5 1,2,3,4-tetrahydroqui noline with

4,4, 7-trimethyl-1,2, 3, 4-tetrahydroqui noline. Colourless .
Thegprocedyre fsepy 10 Sigp B of Paparatipg 1!’ pigrtipgerom; the ggmpgyndaphtained in
Stehep B - |

N-( 2- Bronmoet | zyl )-4, 4, 7-tri met hyl - 6- benzoyl -1, 2, 3, 4-t et
Orangdyzaillr oqui nol i zze The procedure is as in Step B of

Preparation 1 starting fromthe conpound obtained in
MS1BIStefz A4 TanpeEy; 292!, 34VB38E(M PBnnhe7 ev44Br). 77 ; 105

; 292 ; 341 ; 385 (M 79Br) ; 387 (M Sl1Br).

Step C:  Ethyl 3-{4-[2-(6-benzoyl-4,4,7-trimethyl-3,4-dihydro-1(2H)-quinolinyl)-

ethoxy[phenyl}-2(S)-ethoxypropanoate

The procedure is as in Preparation 2 starting from the compound obtained in Step B.

Yellow oil.

MS (EI) : m/z = 544 (M+H) ; 561 (M+NHy) ; 566 (M+Na).
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Step C Ethyl
3-[4-[2-(6-benzoyl -4,4,7-trinmethyl -3, 4-di hydro-1(2H)-qu
i nolinyl)- ethoxyJph enyl J-2(S)-eth oxypropanoate 15
The procedure is as in Preparation 2 starting fromthe
conpound obtained in Step B. Yellowoil. M5 (El') : mz
= 544 (M+tH) ; 561 (M+NH4) :2566 (M+Na). _27_
Preparation 10
repa¥atifn 18- QQ#QQf(éqyénzﬂyl% g, 7Itf1hf@i‘:‘ﬁﬁyj 4y dtoy2ee- 1(2H)

“J%UTﬁETTﬁyI)cthoxy] heny } 2(S) - ethoxypropan0|c acid The
pr ocedur equinodinyl)et Pme]phﬂatl} -36%) 2thexapropanoi¢ agilt he
conmpound obtained in Preparation 9 and with the
repl acenent of ethyl

The 2(Red @O %y m3Prefarbysh Dxtyiﬂh@rfydn) pico@anahe obiatred A6 Syepamtion 9

et hoxy- 3- (4- hy drox phen %propan0| acid. Preparation
and ith: the ﬁwlacement of e yl 2(S)-ethoxy-3-(4- hydroxyphenyl)propanoate w1th 2(S)-

{4 onyl ) -4, 4-di net hyl - 3, 4-di hydr
eﬁmgy3f%£ﬁ§$§a%nJﬁbﬂ%ﬁ%%%%ox@] phenyl } - 2- et hoxypr opano ate
The procedure is as in Preparation 1 with the
repl acenent of benzoyl chloride with
cycl ohexyl carbonyl chloride in Step B. 10 M5 (E 1)
6 1)-4,4-dimethyl-3,4-dih dro-
Pre@%&o?? EQM]@ Eexy gg&%%ﬁif’]ag??ﬁ) di net | ry)ll 3, 4- i hyd
ro-1(211) 1(lﬂm-qwhphwl)%hMM@UBH%}hﬂyEtmﬁymeopan0| C
acid The procedure is as in Preparation 2 starting from
t he compound obtained in Preparation 11. 15 M5 (El) :
The gﬁréce?iu"éo@s @MﬁﬁbPrﬁpﬁ@t@OI{ IVi-Nah - thExapiat@nént : ofBbdiwbyl chloride with
et hoxy-3-{4-[2-(6- [(hydroxyln1no)(pheny|)n1ethy|]
cyclohexglcarbonyl chloride in Step B
di met hyl - 3, 4- di hydr o- 1(2FD-qU|noI|nyI)ethoxyIphenyl}pro
hdSﬁEBoa@@==iM&@W+Eﬂn i nert atnosphere, 350 ng of the
conmpound obtained in Preparation 1 are dissolved in 5
m of pyridine and then 460 ng of hydroxyl am ne

prepdfaigndad sl AbricycbBpdenbtndl p i Rl A
anbi ent _LRIREIH LSy pREnAPhYERSS RbFaftiananat ed of f

under reddced pféessure. The residue is taken

The procedure is as in Preparation 2 starting from the compound obtained in Preparation 11.

MS (EI) : m/z = 508 (M+H) ; 530 (M+Na).

Example 1: Ethyl 2-ethoxy-3-{4-[2-(6-[(hydroxyimino)(phenyl)methyl]-4,4-
dimethyl-3,4-dihydro-1(2H)-quinolinyl)ethoxy]phenyl}propanoate

Under an inert atmosphere, 350 mg of the compound obtained in Preparation 1 are
dissolved in 5 ml of pyridine and then 460 mg of hydroxylamine hydrochloride are added
in one portion. The solution is heated at reflux for 3 hours. After returning to ambient
temperature, the solvents are evaporated off under reduced pressure. The residue is taken
up in ethyl acetate and washed with water and then with a saturated ammonium chloride

solution. The organic phase is dried over magnesium sulphate, filtered and concentrated
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up in ethyl acetate and washed with water and then with

a saturated ammoni um chloride solution. The organic

phase is dried over nagnesium sul phate, filtered and
concentrated - 28 under reduced pressure. The crude
reaction product is purified by chromatography on

silica gel (heptane/ AcOEt:-28/1) to yield the title

product in the formof a yellow nousse. Meltingpoint :

undéﬁreé&&d@rm@t ahe éﬁl@é RRAcNYSEbeud ipuriflNd Hylubesredtbg@phy on silica

72. 77 erlnental 72.69 7.29 5.11 Exanple 2
gel (hegtaﬁ9/|AcOEt 9/ 1) to y1e d the title product in the form of a yellow mousse.

Amd%ﬂgkgg%y4§4§43[2 (6- [ (et hoxyi mi no) (phenyl ) met hyl ]

di met hyl - 3, 4-di hydr o- 1( 2H) - qui nol i nyl ) et hoxy] phenyl } pro
EleRahabherodfniider an inert atnosphere, 550 ng of the
compound obtained in Preparation 1 are dissolved in 10
nm of pyridine and & hen €68 ngyMNof nethoxyl ani ne
hydr gc are e n ang portion. The solution
IS hear? ehgcgr ef | {12391?0375@ hogr]? After returning to
anbi%natpertneamper at 1k € t/he9 solsvients are evaporated off
under reduced pressure. The residue is taken wup in
ethyl acetate and washed with water and then with a
saturated anmmoni um chl ori de 15 solution. The organic
phase is dried over magnesi um sul phate, filtered and
agople dnt rEthgh2-ethodps3- %Hb(cﬁe[dmm@wmm)(llfhen)d}lmthyl] -4,4-

A B SRR o

product in the forn1of an orangey yel l ow oil .
El enental niieroanaM : CHN 20 %the oretical 73.09
Under 581 Begt] atmeogplste.nett ang ps.the cpmpouml phtamednh Ereparation 1 are

dlsséllvr%épﬁ ;? _rrg %_}A)y;lgmé gmi {h@ﬁ%@@ M dﬁrﬂgﬁéﬁhﬁﬁfﬂe %%EMl'ohdé afadded
in cHiehptition, ItRHolgidnial licaysd) @ty Fqh iy lisp Adpanetiming ta ambient

temperature, the solvents are evaporated off under reduced pressure. The residue is taken

up in ethyl acetate and washed with water and then with a saturated ammonium chloride
solution. The organic phase is dried over magnesium sulphate, filtered and concentrated
under reduced pressure. The crude reaction product is purified by chromatography on silica

gel (heptane/AcOEt : 9/1) to yield the title product in the form of an orangey-yellow oil.

Elemental microanalysis :

C H N
% the oretical 73.09 758 5.0
% experimental  73.19 780 514

Example 3 : 2-Ethoxy-3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-4,4-dimethyl-3,4-

dihydro-1(2H)-quinolinyl)ethoxy]phenyl}propanoic acid

200 mg of the compound obtained in Example 2 are dissolved in 5 m] of THF and the

resulting solution is cooled to 0°C before the addition, in 2 ml portions, of 20 ml of an
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200 ng of the conpound obtained in Exanple 2 are
dissolved in 5 mM of THF and the 25 resulting solution
is cooled to OC before the addition, in 2 nl portions,
of 20 mM of an -29- aqueous O 1IN lithium hydroxide
solution. After returning to anbient tenperature, the

m xture is stirred for 24 hdurs and then the pH of the
solution is adjusted to 2 by addition of an aqueous 1N

aque:Bl)@j ?)qq\h hgkibm BEdrExide! dahiton. et QEtufihg a6 tanMiént WeinBerature, the
| oromet hane, the conbined organic phases are dried

mlxtomcers stimeshosi24nhosied pivathen ghecbH of thersebitioarieladibigied &) 3 dritaddition
of ary %%u[eaﬂse\{]i%qugmc drg:ga{cb Qo onn%%% %Qtrgdtﬁﬁg‘ Wl&r dlr,rllﬁgromelthane the

ro

combinePbRARICAHEDs are Sfidl dvdr%a‘gﬁéﬂrl)mtsﬁlp}iatelaﬂdtmﬁrddl, tuhcbthe solvents
product in the formof a brown nousse. NbltlaF poi n

are eypp@aied off widshreduced presaial Y mesidne & mrifediie e@?@grapily on
sﬂlc glﬁ% éta%g/A%E%ﬁyl8%+elx’/pe/&d@ﬁjq{oagrle?dzﬂll;%lt?e Bl%déctzlili the form of a

mnvﬁﬁﬁbmﬁeethoxy-3-(4-[2-(6-[(nethoxyinino)(phenyl)nethyl]
-4,4- dimethyl -3, 4-di hydro-1(2H) - qui nol i nyl ) ethoxy] p
henyl}propanoate 15 Under an inert at nosphere, 350 ny

Meltiste nakel :©8rif6tind obt ai ned in Preparation 2 are
dissolved in 8 m of pyridine and then 552 ng of

net hox Ianr e hydrochl oride are added in one portion.
Elerfgh) s {5 heated at reflux for 2 hours. After
returning to anbiegt teHperatnire, the solvents are

evaporated of f under reduced pressure. The residue is
takeﬁﬂwaﬁ”WﬁlethiV 4dcet'dle andSwashed with water and

theyfx¢énmgm§ptuggged eqﬁnnlygychlorlde 20 sol uti on.

gani ¢ phase 'is dried over magnesi um sul phate,
filtered and concentrated under reduced pressure. The

AT AL N R
ﬁ; gdgct dirHeti'\%?_ﬁ?, tlQﬁgg'(ﬁfo %%Wrn&ﬁbﬂﬁ%ﬁiﬂenyl'}@@hbate

Under an inert atmosphere, 350 mg of the compound obtained in Preparation 2 are
dissolved in 8 ml of pyridine and then 552 mg of methoxylamine hydrochloride are added
in one portion. The solution is heated at reflux for 2 hours. After returning to ambient
temperature, the solvents are evaporated off under reduced pressure. The residue is taken
up in ethyl acetate and washed with water and then with a saturated ammonium chloride
solution. The organic phase is dried over magnesium sulphate, filtered and concentrated
under reduced pressure. The crude reaction product is purified by chromatography on silica

gel (heptane/AcOEt : 9/1) to yield the title product in the form of a orangey-yellow oil.
MS (SI) : m/z= 559 (M+H); 581 (M+Na)

Elemental microanalysis :

C H N
% theoretical 73.09 758  5.01
% experimental  72.98 7.66  5.03
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El emental mcroanalysis : 25 CH N theoretical 73.09
7.58 5.01 experinental 72.98 7.66 5.03 -30- Exanple 5

(28)-2-Ethoxy-3-{4-[2-(6-[(nethoxyinino)(phenyl)nethyl]
-4, 4

di met hyl - 3, 4- di hydr o- 1( 2H) 4%t nol i nyl ) et hoxy] phenyl } pro
panoi ¢ acid 270 ng of the conpound obtained in Exanple
4 are dissolved in 7 m of THE and the resulting

solution_is led.to QC hefore the additiqn, |
%&ﬂééns(,zsbﬁ-cl%om-?’dﬂ-lgﬁﬁggaa@@mgum(mqy{fm%ﬂl-%,4[“

hydr oxi i [ | ic aci

aner ot eyt By o SO UMM ATpropanoip acid

then the pH of the solution is adjusted to 2 by

addi t.ion_ of a ueous LN hydrochl ori ci d, sql uti.on.
27035% of Beer ey P EHIFRh TP Ch S e efin ™ B8, Ha and the
resuirBaddl@iddhRSRSledrte (0 BdoRViBE aHBABESInUIME Wdhéise 08N ml of an

filtered, and the solvents are evaporated off under

aquecsi b B Jshis i roxiresaleind fftersropuning] egaspient temperature, the

. : r i Li e e : +1 e
i8R ROGPIY s L 2085 DRI A6l o dsion
of abraquebusT G Rydrbellbriid geip@bltion. ARebekiractbign®itl dichloromethane, the

mcroanalysis : CHN 15 %theoretical 72,43 7.22 5.2
comyned geganieplhages a9 dggd pverimagnesium siilphage @14.2 ﬁlﬁfﬁ“il dnd ths Sotvents
L A-[ 2 (B- im ( .
e Sl U TR S0 PRSRUAR, By rosons o
silicp rgeh {ieptade[A(HLr: i §2 dot BnacOH) Yo yihd nioxiifle popbmbat the2orm of a
b Under an inert atnosphere, 300 ng of the conpound
OVgbt'aHifed in Preparation 3 are dissolved in 7 nl of

MelR¥g psthinesaesbt hen 388 ng of nethoxyl ami ne hydrochl ori de
are added

FElemental microanalysis :

C H N
% theoretical 7243 7.22  5.28
% experimental ~ 72.59 7.21 5.17

Example 6 : Ethyl 3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-4,4-dimethyl-3,4-
dihydro-1(2H)-quinolinyl)ethoxy]phenyl}-2-[4-(trifluoromethyl)-

phenoxy]propanoate

Under an inert atmosphere, 300 mg of the compound obtained in Preparation 3 are
dissolved in 7 ml of pyridine and then 388 mg of methoxylamine hydrochloride are added
in one portion. The solution is heated at reflux for 3 hours. After returning to ambient
temperature, the solvents are evaporated off under reduced pressure. The residue is taken
up in ethyl acetate and washed with water and then with a saturated ammonium chloride
solution. The organic phase is dried over magnesium sulphate, filtered and concentrated
under reduced pressure. The crude reaction product is purified by chromatography on silica

gel (heptane/AcOELt : 9/1) to yield the title product in the form of a white mousse.
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in one portion. The solution is heated at reflux for 3
hours. After returning to anbient tenperature, the
sol vents are evaporated off under reduced pressure. The
residue is taken up in ethyl acetate and washed with
water and then with a saturated amoni um chl ori de 25
sol ution. The organi ¢ phaselli-s dried over magnesi um
sul phate, filtered and concentrated under reduced
pressure. The crude reaction product is purified by
Melf t.aq@raphy on silica gel (heptane/AcCEt : 9/1) to
yi e the title product in the formof a white nobusse.
-31- Melting point : 44-46C Elenental microanalysis CH
ElenMntd] weéowebdalesh - 69. 42 6.12 4.15 5 % experinmental 69.81
6. 23 4.32 Exanpl e é :
2- (Acet oxy) - 3- (4- [ 2- (6- [{{met hdXyi ni no) (phenyl ) met hyl | - 4
. 4- df b cnl 69.42 612 415 _
3,4-d|hydro-152FD- ui nol i nyl ) et hoxyl phenyl } pr opanoi c
aci & aperemental i néfslat fddphef-é2 530 ng of the conpound
obtained in Preparation 4 are dissolved in 8 nl of
pyridine and then 858 ng of methoxyl am ne hydrochl ori de
are added 10 in one portion. The solution is heated at
reflux for 5 hours. After returning to anbient

Examplayt i af(Aeetoxneddil2-£ori @nethexyimiippphesp) wethylirdiddimethyl-
reduced, gr e . 25} i LN I
cet at ARG HIRART R SR pHh el
amoni um chl ori de solution. The organic phase is dried
over .magnesi um sul phate, filtered and concentrated .
Undi g iDL AURBIP ST SL0r B hees FUBEo ERaptRBRE ghobfgetiafian 4 ar
diss@¥&d fnl £ BY &gﬁﬂiﬁ%@ HABRY B8 o heitoRylAmi@8hydrochloride are added
(heptane/AcOet : 8/2) to yield the title groduct in the

in ofgpertioft. hpablitipelis deatadas selux fuel5 hevgs. pbiten returginge Gmbient
temp?ra%gr%,n %h%l some%{soafarg aelv psolrgted og uljld’e\lr retd{]lge r;?rteés%?el. T?x(e) 'rgszduGe' i%Qaken

up in ethyl acetate and washed with water and then with a saturated ammonium chloride

solution. The organic phase is dried over magnesium sulphate, filtered and concentrated
under reduced pressure. The crude reaction product is purified by chromatography on silica

gel (heptane/AcOEt : 8/2) to yield the title product in the form of a pale yellow mousse.
Melting point : 64-66°C

FElemental microanalysis :

C H N
% theoretical 70.57 6.66 5.14
% experimental 70.24  6.80  5.14

Example 8 : Ethyl 3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-4,4-dimethyl-3,4-
dihydro-1(2H)-quinolinyl)ethoxy]phenyl}-2-(2,2,2-trifluoroethoxy)-

propanoate

Under an inert atmosphere, 500 mg of the compound obtained in Preparation 5 are

dissolved in 10 ml of pyridine and then 858 mg of methoxylamine hydrochloride are added
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20 % experinental 70.24 6.80 5.14 Exanple 8 : Ethyl
3-{4-[2-(6-[ (net hoxyi m no) (phenyl ) net hyl ]
-4, 4-di net hyl - 3, 4- di hydro-1(2H) - qui nol i nyl ) et hoxy]
phenyl }-2-(2,2,2-trifluoroethoxy)- propanoate Under an
i nert atnosphere, 500 ng of the conpound obtained in
Preparation 5 are 25 dissobf¥ed in 10 m of pyridine
and then 858 ng of methoxyl am ne hydrochl oride are
in of€l@efion3The isBl DA ipUkehte®nt rdihex fRlMhé@s. Asteheat@thgato ambient
reflux for 2 hours. After returning to anbi ent _ ,
tempesgess Heujodvenimae SYrRBed offr wndsy mslupedt pigsyrs. Lhsgesidue is taken
up ih& ?ggetz?té glﬁé Wdshe T%hrﬁﬁéxdéh% then Rﬁtﬁezp satﬂrﬁﬁéd' LR BYium chloride
acetate and washed wth water and then wth a saturate
soludomoFheusngehik ghiasteis drdddudveo maghbeuarsgirhate, fiesd amsl dmicedrated

ove gnesi um sul phate, . filtered an ncentrated 5 o
undﬂﬁﬁéﬂ??@%%@%&@%f@@ﬁﬂwr% qsagpelélgieﬁ Py P eon silica
gel {?%tbﬁé/ﬁ@OﬁV : Gy %‘%5&1‘%??1@9&9’ pr‘élﬂu@t iih {e&Forr@ ek a yellow mousse.

hept ane/ AcCEt " : to yield the title product in the
Melfi of. %_g@b{ ow nousse. Melting point : 58-60C 10

3-{4-[2-(6-[ (Met hoxyi mi no) (phenyl ) net hyl ] -4, 4-di nct hyl -

3, 4-di hydr o-

1(2H) - qui nol i nyl ) et hoxy] phenyl }-2-(2,2,2-trifluo ro

). ] : . ’ s ]

Exa It B P R L e R ttnd i O et I 4 TRRAEPL 3 by dro

the re$(H)-quinglbhyljdtiooxy] phaylt2(,2.3-W0iflusedethexy)heopanoic

addition,..in 2 m portions, of 36 mMl of an 15 aqueous

0.IN Ii?ﬂpun1hydroxide solution. After returning to

anbi ent tenperature, the mxture is stirred for 24

hours and then the pH of the solution is adjusted to 2

400y aldhierdogrpound ohivineduadigmple Ryt eicslved i 4eim of THE and the

resuﬁl%l ustolhﬁg)n i’sA‘fcgglredqétd'%%e'f&gsthémaajlt'gﬁ Ciﬂlfﬁﬁg%tr@&ﬂeof %‘?nl of an
combi ne organi ¢ phases are dfied Gver” magnesi um

aquedub BN dithineh thiytifoeidedsol@ivth. tAfeer setureing sto @nbientv sqpgreadted, the
of f , under reduced pressure.

Th id i ifi by, ...
i 5 AT Ay O DT ST (Pl Ch ekl AREREd 10 by diditon
of a%(rg%l’f\ébgs'bth lgycbfbﬁﬁ(%ct N&a Lhitutibn PLRGUGErak brisREit BfcM @S méthane, the

wWn nouse.
combined organic phases are dried over magnesium sulphate and filtered, and the solvents

are evaporated off under reduced pressure. The residue is purified by chromatography on
silica gel (heptane/AcOEt: 8/2 + 1% AcOH) to yield the title product in the form of a

brown mouse.

Melting point : 62-64°C

Elemental microanalysis :

C H N
% theoretical 65.74 6.03 4.79
% experimental  65.99 633  4.74
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Melting point : 62-64C Elenmental mcroanalysis CHN
25 % theoretical 65.74 603 4.79 % experinental 65.99
6.33 4.74 -33- Exanple 10 :

Et hyl 2- (2- benzoyl ani | i no) - 3-{4-[ 2- (6-[ (et hoxyi m no) (ph
enyl)methyl]-4,4

di net hyl - 3, 4- di hydr o- 1( 2H) —-g&t nol i nyl ) et hoxy] phenyl } pro
panoate Under an inert atnosphere, 540 ng of the

g%g@oqu RaRPE ﬁ(ms&zbﬁafmﬁ@ag RBL[290- f[éne%n&:yuﬂm%y@hé&%memﬁﬂ 4-

pyridi ne and then met hoxyl am ne
hydr och |d@n¢t@§l-éﬂdﬂa@d@d(Mr@lmyh@h@xydﬂhenmprwanwe on
is heated at reflux for 2 hours. After returning to
anbi ent tenperature, the solvents are evaporated off

Undénder mea—dmeﬁplme,ssw éng Diiehé %Sin@ti@nd $btaitlednin Bfephifation 6 are
acetate and washed with water and then with a

hyl
dissglethima] G A RET O FRbIR BBS MEY AW ATHE hEHgEHpEde are added
in o'ﬁ@ Sidrs e ds%‘ijlbtg)glgfs Hpé%uce Jgﬂﬁxs . Ph ﬁgﬁr_?hAféef ?{}'ﬁl‘;ur?éq% ambient

centrate pressure e cru
tempcaamte Ghe mlmim:ara eszapazmteﬁmefﬂurh@er chuoed pregsiap Hheamsidue is taken
Sili I t ane/ Ac CEt 9/ 1 ield the title .
Bt eerip A WAGE R bleRatibsd Sl sy cioride
soluﬁ%n 80Le oFhAPhIRsd s dried over ma nesium sulphate, filtered and concentrated

Benzoyl ani | i no) - 3-{4- 6- [ (et oxyi m no) (phenyl )
undmpﬁ@qeﬁ paesqure] Bhe crude reactmn product 1s purified by chromatography on silica

o BNy S A S AR

Exanpl e dissolved in 3 mM of THF and the
Aﬂdﬂ@%&@?ﬁﬁégé@%ﬁtion is cooled to OC before the addition,
in 2 mM portions, of 16 ml of an aqueous O.IN lithium

hydr oxi de solution. After returning to anbient
tenperature, the mxture is stirred for 24 hours and

Exagl11 03B Gros R RS R FbIRY Bhrb ufohmetiyti-a.4

sol ut i odimé&fhiyeB,deditkyasd-t @FD-Mihslidilethd@9TsHEay ) Brdhanoiteacid

conbi ned organi c phases are dried over nagnesi um
sul phate and filtered, and the solvents are evaporated

198 qﬁg ol %esonaaﬁﬁlﬂa%%tal?ﬁe%swﬁmpmo 285 EUSvd SinPY Ll d e P Yind the

resulting solut1on is cooled to 0°C before the addition, in 2 ml portions, of 16 ml of an
aqueous 0.IN lithium hydroxide solution. After returning to ambient temperature, the
mixture is stirred for 24 hours and then the pH of the solution is adjusted to 2 by addition
of an aqueous 1N hydrochloric acid solution. After extractions with dichloromethane, the
combined organic phases are dried over magnesium sulphate and filtered, and the solvents
are evaporated off under reduced pressure. The residue is purified by chromatography on
silica gel (heptane/AcOEt: 8/2 + 1% AcOH) to yield the title product in the form of an

orange mousse.
Melting point : 100-102°C

Elemental microanalysis :

C H N
% theoretical 75.75 636  6.16
% experimental 73.51 6.59 592
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silica gel (heptane/AcOEt : 8/2 + 1% AcOH) to yield the
title product in the formof an orange nousse. 25

Mel ting point : 100-102C Elenental mcroanalysis : CH
N 91 theoretical 75.75 6.36 6.16 91 experinental
75.51 6.59 5.92 -34- Exanple 12 : Ethyl
(2S)-3-{4-[2-(6-[ (4-cyanophétyl ) (net hoxyi m no) net hyl]-4
4

ai met hyl - 3, 4- di hydr o- 1( 2R) - qui nol i nyl ) et hoxy] phenyl } - 2-
et hoxy- propanoate Under an inert atnosphere, 175 ng of
t he conpound obtained in Preparation 7 are 5 di ssol ved

-E—&'r"g%!lgt}chl oryg(égggégiz' 'g@ cymgﬁg%ggg}el onE IE | bn
IS heat eiiimaﬁlyt-emdjuydmﬂ(ﬂl)qquinshnyﬁeﬂmxﬂlﬂteﬂymzmhmq-
anbient tenperature, the solvents are evaporated off

under r dWERHWAH; essure. The residue is taken wup in

ethyl acetate and washed with water and then with a

saturated ammoni um chl oride solution. The organic
Undehameiriest atmosphaeet 7 maghe$ ithq:nCQMpptmat @btdinddt &y Edcparagion 7 are

s SRR S R LR PLER S RSSO e e e

in ohklfokon. QIEHe {onepnonRe oAl refl@0£) 5 houy @lftkr tré@rdihd ke ambient
product in the formof a yellowoil. M5 (SI) : mz =5

temperaupgy |thg yolvergp are( qyrppated ofbomlet mqqud PEsgap| Eheymsidue is taken

up i E e[l?l%}l]! a(:fétaie 4 n[d(\%gs)he% wéth watteﬁ%r)l( yt n C\)N)(l’([)hp? S%t_ ﬁte%%%lgl)(()y I ﬁl;/lorlde

solutipn4THe offaftet ke 1s drict dvdrahagnByidinosubpleits, I”ﬁitelrertyhﬂd concentrated
(et hoxyi mino)methyl] 15 benzoate Under an iner

undartrﬁé%ﬁ@f@wrf b @véff TeAROTCRI AR HepUBiied ek qRaiography on silica

and
el O A - B oo a%@%%mﬁ%mcﬂ?fgﬁg SRS
MS¢SB : anzHﬁSér(MwClPH])e; @dl(Mﬂéﬂ‘ml,ﬁOhéM&Nd) at reflux for 6
hours. After returning to anbi ent

0

Example 13 : Ethyl 4-[[1-(2-{4-[(25)-2,3-diethoxy-3-oxopropyl]phenoxy}ethyl)-4,4-
dimethyl-1,2,3,4-tetrahydro-6-quinolinyl](methoxyimino)methyl]-

benzoate

Under an inert atmosphere, 1.15 g of the compound obtained in Preparation 8 are dissolved
in 15 ml of pyridine and then 1.60 g of methoxylamine hydrochloride are added in one
portion. The solution is heated at reflux for 6 hours. After returning to ambient
temperature, the solvents are evaporated off under reduced pressure. The residue is taken
up in ethyl acetate and washed with water and then with a saturated ammonium chloride
solution. The organic phase is dried over magnesium sulphate, filtered and concentrated
under reduced pressure. The crude reaction product is purified by chromatography on silica

gel (heptane/AcOEt : 85/15) to yield the title product in the form of an orangey-yellow oil.

MS (SI) : m/z = 631 (M+H).
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tenperature, the solvents are evaporated off under
reduced pressure. The residue is taken 20 up in ethyl
acetate and washed with water and then with a saturated
amoni um chl ori de solution. The organic phase is dried
over magnesi um sul phate, filtered and concentrated
under reduced pressure. The3&rude reaction product is
purified by chromatography on silica ge

@pmn aLfeeEle- {(2&5&1@rbb|93( Yihekylehisy '\gihteh@:;yﬂ 5&9904 4Jdggithyl-

orm of an orange ow oi | .
(MH) . 1383, 4%&@@01 qumolmyl](methoxylmlno)methyl]benzoxc acid
4-1[1-(2-{4-[(2S) - 2- Car boxy- 2- et hoxyet hyl ] phenoxy} et hyl
)-4,4-dincthyl 1,2, 3, 4-tetrahydro-6-quinolinyl]
600(rﬁ@bh eheydompordy dﬁt@ﬁdﬁiyin] Eplimqi@ile aBeC ds A0 g6 il dfHEHF and the
npound optained in

npl e re dissqlved in g y
resumETE i St e lod sl bfif@resféﬁ aiian: & £ g9 Ragtans, geoS ml of an
t r f
e e
mixtue¢ isrstinred foo24ibarsand ttlmmrihc atlwfehe sdletion tadjustddsto 2 by addition

of e b eSO AR eGP SR ORER, o

corBHRA QF R {)l%sé‘schrg SRl WvkORag kil spiaidsid fRGed dnll the solvents
dlchlorone hane, the conbined organic phases are dried

are ovappraegei sinden rsdigedatressured The Irqsgg@ds parided hté chsmggegraphy on

silicﬁ%é%lp@?/@?[ﬂ\rélgbge: 5%:4 )tﬁ,&? E%Plgqﬁfé%?gd#g%%ﬁ% k& o alpnrﬂ? gloglys%
(DCM MeOH : 99/1) to yield the title product in the
elfiR Poiaf : 88-B5 K . Melti [ . 83-85C Ex I
Mellif : thgﬁpymk nousse ting point anmpl e

2- et hoxy-3-{4-[2-(6-[ (hydroxyi m no) (phenyl ) et hyl ] -4, 4,
7- trimethyl -3, 4-di hydro-1(2H)-qui nolinyl) et hoxy]
phenyl } propanoate 15 The procedure is as in Exanple 1
Exa?;irlgé igm GEtflj"%&bﬂy%oﬁpp%q(mrakﬂﬁﬂnd))'@plﬁﬁ@l)@ie@hylp-ﬂ,@
W Oi
E)? an-8| e%]gglethyl 3,4-dihydro-1(2H)- qumofmyl)ethoxy]phenyl}pro%)anoate
2- Et hoxy-3-{4-[ 2-(6-[ (hydroxyi mi no) (phenyl ) nethyl]-4, 4,
7-trimethyl -
The3revedideyislaom2nHle tuiartalg fngth Ylet doappjipdhebipi e i Pespaiation 9.
cid 20 The procedure is as in Exanple 3 starting from
‘Ydﬁﬁﬁnkonpound obt ai ned i n Exanpl e 15.

MS (SI) : m/z = 559 (M+H) ; 581 (M+Na).

Example 16 : 2-Ethoxy-3-{4-[2-(6-[(hydroxyimino)(phenyl)methyl]-4,4,7-trimethyl-
3,4-dihydro-1(2H)-quinolinyl)ethoxy]phenyl}propanoic acid

The procedure is as in Example 3 starting from the compound obtained in Example 15.

Yellow mousse.

Melting point : 84-86°C.



Yel | ow nousse. Melting point : 84-86C. - 36 Exanple 17

. Et hyl

3-{4-[2-(6-[cycl ohexyl (hydroxyi m no) net hyl ] -4, 4-di met hy

| -3, 4-

di hydr o- 1( 2H) - qui nol i nyl ) et hoxy] phenyl } - 2('S) - et hoxypr op

anoate The procedure is as™ n Exanple i starting from

t he conpound obtained in Preparation 11. Exanple 18 :
E_X?E{é%lﬂg-lﬁﬁ*y! Sid+[2H(@A ot cldhealy iobyd rokyiaine)ngthy H 4,41 d ith by 13, 4-

di hydr o-Sp3se-HF AR inydetheyiphrarl Ay edoxeprpapeats p

anoic acid The procedure is as in Exanple 3 starting

from the conpound obtained in Exanple 17. -37-
Theppiagadneos esicixamriebstarixeafipndhecomppudebtaxddcintPyepstation 11.

Acute toxicity was evaluated after oral adm nistration

to groups each conprising 8 mice (26 2 grains). The

ani mal s were observed at regular intervals during the

of the 5 first da and daily for two weeks

%ﬁ%& P’:g%Rem—L@@aqb@m(h%dmxﬂw@omhy]ﬁbﬁﬂim@@sbm he
deronst 1ar e o | S AR o YRR 1SR progangig g

i nvention. Exanple B : Effectiveness in genetic nodels
10 tat.ions in |abgratory.ani mals and also di.fferent
Thegiadith s B B Pl SEGrHe BT fReEomaed Ok FEBple 17.
devel opment of ani mal nodel s havi ng
non-i nsul i n-dependent di abetes and hyperli pi daem a
associated with obesity and with resistance to insulin.
Genetic mce nodels (ob/ob) (D abetes, 1982, 31 (1),
1-6) and Zucker (fa/fa) rats have been devel oped by
various | aboratories in order to understand the
physi opat hol ogy of those 15 diseases and test the
ef fecti veness of new anti di abeti c conpounds (D abetes,
1983, 32, 830-838). Antidiabetic and hypol i paem c
effect in the ob/ob nouse
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The 10-week-old femal e ob/ob nmouse (Harlan) is used for
the in vivo tests. The aninmals are kept in a

| i ght -darkness cycle of 12 hours at 25C. The nopuse has
a basal hyperglycaema 20 of 2 g/l. The aninmals are
randomy selected with regard to their glycaema to
form groups of six. The coApbunds tested by the
intraperitoneal route are dissolved in a mxture of

di met hyl sul phoxi de (10% and Solutol (15% to be

adm nistered at 10 ng/kg in a volune of 2.5 m/kg

twi ce per day foPHARMACGZOEOM@LAISTRYHY os route, the
compounds are tested at 30 ng/ kg adm nistered in a
volunme of 2.5 m/kg of 1% HEC twi ce per day for four
davampme ALNEcRe M ity guayps recei ve the sol vents under
tlw_eTélﬁWconditi onskyas tﬁe treated groups. - 38 The
activity of the products is evaluated by neasuring

Acu L/%(}:(f%ﬁg] vgaszeA{fa u%%[isaf@; toﬁatrl aggl??iétire{%%heto%g& r%i & é%&)#ﬂ%ﬁﬁ@@% mice

feasuring y Wel g poun
(26 1Y gRkdsPTIKECAARLS RER dbsMOEY aURRH]a€ afdGklsydurigl B¥Rburse of the
glycaem a, insulinaem a and triglyderidaema that is

firstlsfpandatdily footwheveelts lowingghe ingaienont. {Ihe 1850 (dose that causes the
osd gl t ne, .which i s refer .

death ¥ %’h‘%;tneidrﬁ%ﬂﬂ%ﬁf 22 éeﬁ!tﬂﬁ%tg? i%il#i%nmﬁnﬁ%g%%?a%“?gﬁﬁ?ﬂx g the
com@hdsiofihe invergiofle ef fects were observed during the in

vivo tests. By way of exanple, followng treatnment at a

dose of 3 ng/kg for 4 days, 3-{4-[2-(6-

(c [, 2 = Ol - 3, 4-di hydro- 1( 2H) - qui

no?ﬁ%&%%%gﬁéﬁ%sfﬁ gﬁﬁgmiﬁly%sr opanoi ¢ acid exhibits

a 57%reduction in triglyceridaema, a 32%reduction in

10 gl. m a and. a ,56% reduction in .insulinaema. .
Mutgogfioid deoratopn APIRAS AR s LEHEHSIPHERTIEDHD ek Spgmens have
allo®es < aiAbhdd & A8%81 8fod8ls MhvRis non-insulin-dependent diabetes and

(2S)-2-ethoxy-3-{4-[2-(6-] émajt hoxXyi m no) -
hypgrpheaghinmssdeydigd with-obpsitang witd, rasistagede aastlizH) - qui nol i n
Gentid §HEOXVHBREDY)HPIBRBARL €083 | (1YP1PLE Pdcker (fa/fa) rats have

The 10-week-old ngje ob/ob mouse (Harlan) is used for the in vivo tests. The animals are
kept in a light-darkness cycle of 12 hours at 25°C. The mouse has a basal hyperglycaemia
of 2 g/l. The animals are randomly selected with regard to their glycaemia to form groups
of six. The compounds tested by the intraperitoneal route are dissolved in a mixture of
dimethyl sulphoxide (10%) and Solutol (15%) to be administered at 10 mg/kg in a volume
of 2.5 ml/kg twice per day for four days. By the per os route, the compounds are tested at
30 mg/kg administered in a volume of 2.5 ml/kg of 1% HEC twice per day for four days.

The control groups receive the solvents under the same conditions as the treated groups.
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magnesi um st ear ate

The- activity of the: products is evaluated. by measuring gBycgemiaxzirpbias Bfter the final

Phar maceuti cal conposition 1000 tablets each contai ning
admanigiggiongmnd Dy rpeagpring body weight daily.

3-{4-[2-(6-(cycl ohexyl carbonyl) -4, 4-di net hyl -

3, 4-di hydro- 1( 2H) - qui nol i nyl ) et hoxy] phenyl } - 2- et hoxypro
Thepesmgpctinds bfl t{ePmepaticat damonk@)te a very good capacity to lower glycaemia,

By %N%ygof gxaalmzp e,sftoﬂ{)\%png treatment at a dose of 3 mg/kg for 4 days, 3-{4-[2-(6-
(cyczlf())hexylclarbotnyl-)—4—,4-dimethy1-3,4-dihydro— 1(2H)-quinolinyl)ethoxy]phenyl}-2-

act ose . .
ethqx_yp?opanoic acid exhibits a 57% reduction in triglyceridacmia, a 32% reduction in

glycaeiniid and 4 Sfye redughon I fmsulinagmia | o ate T
. ... .. 249 silica
Example C : Pharmaceutical composition ~~~~ ~~ ~ °
......... 149 hydroxypropyl cellulose
1000 .tablets each.containing a dose. of .5, mg.of .(29)-2-ethoxy-3-{4-[2-(6-[(methoxyimino)-
................ a1 2 Examl : .
(ehigiibimathagh sty G T saeistig e S M yipiopanote
aciB(H@mble Meeks ol d were used. After being.placed.in.. 5¢g
quarantine for one week, they were wei ghed and then
whegbteched...r.andon. y.--wi-t-h..r.egar-d--t-0---t-hei-f-wei-ght-;-and- 6 20 g
honbgeneous groups (starting weight not significantly
maigp ?tla%ﬁent')"'Wé'r'(é""'f"O'r'm’a’d’.""Af't"é‘r“"ha'\'/'i"r'fg'"Béé’ﬁ"'\)\'/éi"g’jh"éd',"' the 8
lactdid.ferent. associations.t.o.he.tested. are.injected..... 30g

intraperitoneal ly once per day for 7 days. The
magnssisauitesatgr-e--i-nj-ect-ed--i-n--a- 5% BVBO-15%-10Sol ut ol q. s. g
.: 120 sol ution heated to 65C to ensure good dissol ution. 1
T e AT e AP e NSNS PR P S I Sy Wy T P LR g
hydré)ypedpydeelluldre..ni.ce..ar.e.wei.ghed..every..day..and..t.he..... 2g

wei ght attained after 7 days of treatnent is recorded.

The results obtained clearly denonstrate : - that the

asg a6k Ak I NPRSGRI Fufgall @niftGiticRvent i on between a

carrp‘on@gmf ?ornul a (?) orih)gf 15 formula (V) and an

anti oxi dant agent allows a significant reduction in the

IOOS%bgert]st eagtfl cgnt[]a?ning a dose of 5 mg of 3-{4-[2-(6-(cyclohexylcarbonyl)-4,4-dimethyl-
3,4-dihydro-1(2H)-quinolinyl)ethoxy]phenyl}-2-ethoxypropanoic acid

(Preparation 12) ..ot s S5g
WHREAL SEATCH ... et e ettt e ettt e et e e et e e et e e e sner e e e eesebae e e e s sarar e e e naea s e ranaeeans 20g
I v/ ¥ 1L o) s U PP PSP PPPPPOPPIP 20g

JACEOSE .ottt e et e et e e ettt e eeve e e e e e eate s b e s bt et e eane et e e e s e et e b b e RR e e e et 30g
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obese mce, - that there is a synergy between the 2
conponents of the association, the |loss in weight
ascertai ned being far greater using the association
t han when usi ng each conponent administered on its
own. 20 Exanple F : Pharmaceutical conposition 100
tabl ets each containing a do®e of 30 ny of
(25) - 2- et hoxy- 3-{4-[2-(6-[ (et hoxyi m no) -
ma@pdsany kieamtdyl ].- 4. 4-dimethyl - 3,.4-di hydro- 1(2H).-quinolin 24
..yl)ethoxyjphenyl } propanoic acid and 10 ng of coenzyne

siligg g 49 (25} 2@t ROX Yo e fedrarorerssnni e lg

hvdrésddic i m no) (phenyl ) net hyl ] -4, 4-di net hyl -

) ’2@?‘%?%?%@%%%}) CUTHOT T YT Y €t oKy ] pRERyI Y b opaicic 28
acid (Exanple 5) ....... 3 g coenzyne Qo
19

20 ¢

qualrantine-for one ‘week, they -were weighed-and-then selected randemly wit%oregard to
act ose

add:it.ic?n. Pl.'ehiatcéd pﬁi;)fj ;t% erre)?t(i)orglgl l'Thg'e icsl'aéeé gveighevd' every day -and ‘the ‘weight
attained.after 7 days of treatmentisrecorded.. . . ... ... ... ... ... .. L.
T PR e 2 g 10 Exanple G
Thee e laips EAPAbIpU et #Sn 100 tabl ets each contai ni ng
- that $098scRfati3h aBEhr@fng 3o ik IndedtRm(eret e XihFAIAUI b f
di met hyl - 3, 4-di hydFo- | ( 2H) - qui nol 1 nyl ) et hlg%l] pheny! }‘i‘gl? ore
foamnplex(yYp raop ancingionidiet agent allows a significant reduction in the weight of the
d§%§4" 2-(6- (cycl ohexyl carbonyl) -4, 4-di net hyl - 3, 4-di hydr
0- ?ﬁ - qui nol i nyl - et hoxy] phenyl } - 2- et hoxypr opanoi ¢
- thaicthelre( iSraepaeslyl dwded) the 2 components of the association, the loss in weight
................................... 3 g 15 coenzyne Qo

administered O S OWEL: * * = = * = == st r s
\’;&]eat st ar Ci’]

(phenyl)methyl]-4,4-dimethyl-3,4-dihydro-1(2 H)-quinolinyl)ethoxy]phenyl } propanoic

acid and 10 mg of coenzyme Qg



| act ose

...................................... 2 g 20 silica
(ZS).?Z.-;atéh.m.(}.f-..B . {4- [2—(6 i [l(lénét.h.oxyimino)(phenyl)methyl_] -4,4-dimethyl: . ... ...,
3,4-%%{11%9;-(%ﬁaﬂyir{oggﬂpﬁﬁgg‘lﬁhehyl}'pr'o'p'aﬁo'i'c 'aéi'd'(EXarr%plg 5) e 3g
coenzymeQ10 ..... 29-41-CLA||\/S ...... 1 -g

Me Me wherein : 5 Arepresents a (Cr-CB)aIkQQ ne
Prwhiceh 8 CHZ g ot ity B T el Aced By A het Br o

group (wherein Ra represents a hydrogen atomor a
magnefieArsiegraidranched (-G - Co) at-kyl---group);,or--bya 2g
siidhenyl ene or naphthyl ene group, 10 Rl and R2, whichg

Sy be TRt T Al OF O T ST SRt SACH T 8pr8sent s A
hydhygipogehceliutmse ...a....|.i.near...or..branched..( Cl.-.C6)al.kyl... 2g

group, a linear or branched (C2-C6)al kenyl group, a

I i near or branched (C2-C6)al kynyl group, an aryl group,

an aryl-(C -C6)al kyl group in which the al kyl noiety

may be |inear or branched, an aryl-(C2-C6)al kenyl group

i Exaniple & t Plearadcentitalmoigoyitiony be | i near or branched,

an aryl-(C2-C6)al kynyl group in 15 which the al kynyl

noi ety may be |inear or branched, a heteroaryl groug, a
100 hebletsoeach| confadiings) doseydf §o oug dfn w-&w(ﬁ-ﬁéfcéﬂlmlcar onyl)-4,4-

Bt TR TSR AP £ AR o, e

| i near or branched, a

.NOR2
mal%ehsé?rﬁlq

3-{4-[2-(6-(cyclohexylcarbonyl)-4,4-dimethyl-3,4-dihydro-1(2H)-quinolinyl-

ethoxy]phenyl}-2-ethoxypropanoic acid (Preparation 12) .......cocoveeneiinninnen, 3g
COENZYITE (10 1errevreereereanreerrrserreete st rne st et te it e sae et s sae e s e sb e s ane e besab e et eae e e lg
WHEAL STATCH.....eitie ittt e sb e e ba e s 20g
INAIZE STATCH...ocveie i iteeeeeeeeee e e et e s ee e eree e stbesbr e e sesee s rabraeesannaessrbe s sranesebbees 20g
JACEOSE ..ttt ettt st e e a s s e s s e ne e s nrae s 30g
MAZNESIUM STEATALE .vevveiveirteeieeice ettt e e ba s e srasneaens 2g
silica .ovoeeieeennen e te e vt ettt et ea e n et et e et e e R et et e e R e nh e e e R e e e s s s b es e e s e b b e e ae e e e e baeaees lg

hydroxypropyl CEHIULOSE ......coeviviiiiiiicricccc 2g
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het er oaryl - (C2- C6) al kynyl group in which the al kynyl

noi ety may be |linear or branched, a (C3-Cg)cycloal kyl
group, a (C3-C8)cycloallcyl-(Cl- CB)aIkyI group in which
20 the al kyl noiety may be linear or branched or a

| i near or branched (G -C6)pol y- hal oal kyl group, -42-
R3 and R4, which may be iderfircal or different, each
represents a hydrogen atom a hal ogen atom or an R, OR
or NRR group wherein R and R, which nmay be identica
or different, each repres pt hydrogen atomor a

i near or branched (Cl-CB?a group, a linear or
branched (C2 CB)aIkenyI group, a linear or branched

5 group, an aryl group, an
gﬁ%?‘%@ﬁ OEPRVK group in which the al kyl noiety may
be Ilinear or branched, an aryl-(C2- Cﬁ)alkenyl group in
which the al kenyl noiety may be |ingar Br branched, an

aryl -(C2-C6)all cynyl group in whic X al kynyl noi ety
may be linear or branched, a hetelQ group, a
heteroaryl - (Q - C6) al kyl groupArn whiehy't he al kyl
noi ety may be |inear ok branc%ed a 4
het er oaryl - ( C2- CB)aIkg groip in which 10 the al kenyl

noi ety may be || near
het er oaryl - (CR€g) al

n whi ch(ly he al kynyl
moi ety may be |indar & , a (C3-C8)cycloall cyl
group, a (C3-Cg)qyskdal Ky AgB) al kyl group in which
the alkyl noiety nmay be linear or branched or a linear
or branched (G - C6)pol yhal oal kyl group, or R3 and R4,
together with the carbon atons carrying them when they

r

Wh%@% carried by 15 two adjacent carbon atonms, forma

o ket £ CCRERRRO et b, oL BT T Bt P b yed by o

weph lafonamdlemeﬂrﬁi@ﬁrbxygéﬁ @Qrsagnt, SOIabinaeerg rgr&ipomh@em R,
hal ogen atom or a linear or branched (C -C6 cyl
@?HS&?ﬁsntS Blvépmesaenes & ¢ ilisar oobraschatk HedCo kyb@)capr,cgm by a

BéﬁW%ﬂybr% 1 $Rhe Blou granched 20 (C2-Co)al kenyl group,

hose group el ng-substituted : by a group of fornmula

(1)

R! and R? which may be identical or different, each represents a hydrogen atom, a
linear or branched (C;-Ce)alkyl group, a linear or branched (C,-Cg)alkenyl group, a
linear or branched (C;-Ce)alkynyl group, an aryl group, an aryl-(C,-Ce)alkyl group in
which the alkyl moiety may be linear or branched, an aryl-(C,-Cg)alkenyl group in
which the alkenyl moiety may be linear or branched, an aryl-(C»-Cg)alkynyl group in
which the alkynyl moiety may be linear or branched, a heteroaryl group, a heteroaryl-
(C1-Ce)alkyl group in which the alkyl moiety may be linear or branched, a heteroaryl-
(C2-Ce)alkenyl group in which the alkenyl moiety may be linear or branched, a
heteroaryl-(C,-Ce)alkynyl group in which the alkynyl moiety may be linear or
branched, a (C3-Cg)cycloalkyl group, a (C3-Cg)cycloalkyl-(Ci-Cg)alkyl group in which
the alkyl moiety may be linear or branched or a linear or branched (Cy-Cg)poly-

haloalkyl group,
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RS (11) R6 wherein z Z * R5 represents a HOR' NRR
-43- z z - NNRGCGR or - NNR C- OR group wherein Z
represents an oxygen atomor a sul phur atom and R and
R, which may be identical or different, are as

defi ned hereinbefore, 5 * and R6 represents an aryl
group, an arylal kyl group iT#which the al kyl noiety
contains froml to 6 carbon atons and nay be |inear or

brBpehRY, whicheh®r baidenticAr@upffe@nt) @heH spraskik kyhydgo@uatom, a
in which the alkyl noiety contains from1 to 6 carbon

hedpasnaiemnenAbR, PR RBr geppmdkedn R and R'y ghichppebe identical
S cgn Rabls Bl s B Ao

whroaph antigeaber bdectiedq@h-Qpalketiyt gmmpm 1ind€my)r bﬂnehd:dﬁ@zs@di:ﬁkynyl
S R T ey o
V\Mmeahonbt)an@@dt dlenltyllé@i Coplkydylf grene it whighythe alkefnylarlneiet}h@ay be
Gitar OF Bring d ashegéerggu?legro%%,r g Ihgg?ofa%cle(’cl Seﬁgylegsrgl% P which the
alkyl moiety may be linear or branched, a heteroaryl-(C,-C¢)alkenyl group in which
the alkenyl moiety may be linear or branched, a heteroaryl-(C;-Cg)alkynyl group in
which the alkynyl moiety may be linear or branched, a (Cs;-Cg)cycloalkyl group, a
(C3-Cg)cycloalkyl-(Ci-Cg)alkyl group in which the alkyl moiety may be linear or
branched or a linear or branched (C;-C¢)polyhaloalkyl group,
or R? and RY, together with the carbon atoms carrying them, when they are carried by

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

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

X represents a hydrogen atom, a halogen atom, or a linear or branched (C;-Ce)alkyl

group,

B represents a linear or branched (C;-Ce)alkyl group or a linear or branched
(Cy-Cg)alkenyl group, those groups being substituted :
¢ by a group of formula (II) :

_< (1D
6

R

wherein :

Z Z

* R represents a —LLOR ) 4H—NRR’
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0, 1, 2, 3, 4, 5 or 6, and R8 and R9, which may be
identical or different, each represents a hydrogen
atomor a linear or branched (G -C6)al kyl group,
wherein 20 R8 and RO cannot sinultaneously represent a
hydrogen atom or B represents a group of formula (I1)
or a group R7 as defined her#éi-nbefore, it being
understood that : -44- * the oxime R -C(=N-OR2)- may
have the Z or zE configuratign, * aryl is understood to
nmean a phenyl“naphthyl or Bi phenyl group, wherein

et or o YOGS il St 00 Eo naRn ey kAL B RDRG: 1 oxyeen

or bi- cycllc group contalnlng 5 fron15 to 10 ring

ar oups T8 O apIFHEREY B8 Thard Ramehar By ERane obf et ar

of the asideffed Meing&Rtai ning from1l to 3 hetero atons
sel ected from oxygen, nltrogen and sul phur, wherein the

aryl and heteroaryl groups so defined may optionally be

bstit
b S e b PR e Lo e
10 | i neantads fesranab Gdaftﬁln-a@ﬂsp@idylh@} edlitest or briafidt, aOlﬁeteroaryl

branched (d - C6) alkoxy hydnox car box [ i near or
br anche?amcraa f@éﬁ)f%frrw@llv F%‘Bﬁ?/ qh| th@akﬁ;momﬁ@ﬁ@as frem 1to 6

C6) acyl Quypn for ranghed ( )a
aroyl, NRbR~ ﬁﬁgreln and 9 aﬁich ﬁ%?gﬁ o bnﬂwhe¢

|dent|qaﬁ-@ﬁagﬂéfere®R,-ea@HUIepfﬁﬁeﬁk§_aRhydrogen
atom a |inear or branched (Cl C6)aINYI group, an aryl

group or a heteroaryl group), amdo, mttro, 15 cyano,
and hal ogen atons, enantionmers and di astereoi sonmers

thereof—aﬂﬂKRb@e—QRaQHaceHm){%¢+yRacceptabIe addi tion
salts thereof Mith an acid or |h base. 2. Conpounds of
fornula (1) acfording to clai @1 wherein the group

R - C(=N OR2 is in the c position, enantionmers and

di ast"éfreé@n iferssdefined dsreichedoralasd Rohed Raceueh owl e idgwical or
acce%ﬁajeﬁt %9'&1&0[& §a%é %e&rﬁ&és a%fde%édqhe%&nggf‘od or a

¢ orbyagroup R, R’ representing a CN, tetrazole,
RS R9
N/
—N(R)I(’?———R’ ——N(R)ﬁl———OR‘ or —(O—(CH,),— C— COOR group
Z

wherein Z is as defined herembefore and R and R', which may be identical or
different, may take take the same meanings as defined hereinbefore, n represents
0,1,2,3,4,5 or 6, and R® and R, which may be identical or different, each

represents a hydrogen atom or a linear or branched (C,-Cg)alkyl group, wherein

R® and R® cannot simultaneously represent a hydrogen atom,

or B represents a group of formula (IT) or a group R as defined hereinbefore,

it being understood that :
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3. Conpounds of forrmula (I) according to claim1l
wherein R3 and R4 represent a hydrogen atom

enanti omers and di astereoi soners thereof and al so
pharmaceutically acceptable addition salts thereof
with an acid or a base. 45 4. Conpounds of formula (1)
according to claim | whereiX represents a hydrogen
atom enantioners and di astereoi soners thereof and al so
phae prigeLR -CeN YO RIGcapy Ableahe 2ddiEtdoafigsativs, t her eof

with an acid or a base. 5. Conpounds of formula (I)
according to claim1l wherein X represents an al kyl

4Pl SRR |ETRRS 088 SRR L IRCgObonh o

t heovesimay dticanllabe gardiall@hipdisgenated, Conpounds of fornul a
(I') according to claim1 wherein A represents an
et hyl eneoxy group, enantioners and di astereoi sonmers

| .addi ti .
L1t 0, P P GOMA BEROELPY Suedi
of frérarimed a0 (ring membewd mdidhoincthaioasel ofvheyelie hB@roaryl groups may

represe s a h atom en oners and ..
i GRSOBH P%B%%@y brEPesrtain S ‘fbfq SRR PRl fige from 1 to 3
a%%‘é% @Q)In% seRAR AN o%ehsnﬁragénee&fd stighlr.an acid or a

base. 8. Conpounds of fornula (1) according to claim1
mhereln R2 represents an al kyl group, enantionmers and

BB AR ST b B B A Rl g
b@@rﬁ 1 183 ifanmauadsifiefent Sloibd seldcted fasks Gndartg Hrﬂlcﬁécﬁ(@ﬁl@s)alkyl

wherein R represents an unsubstituted or substituted

pireay pr breseled Endrpdiesienliaddlivgas or drashed ferSoplkexpotydroxy,
| ddj
rozi 1?*Ohn ap MBGEI é{ 86‘(&}’@%@5&{@% é}/?rpglﬂ%%rgnog?%lré&hed (Ci-

an acid or ‘a
f@g)myllce(y( format, dimead srcbriueched &C yChavieareiin NR,Re pwhaeint B, and R.,
COOR _ al kyl. grou ubstituted by a - < x grau
vWé‘F]élr?\abee éqlf%{mga @Qgifferent, eacﬁ represents a hydroge% ator% a linear or
branched (C;-Cg)alkyl group, an aryl group or a heteroaryl group), amido, nitro,

cyano, and halogen atoms,

enantiomers and diastereoisomers thereof and also pharmaceutically acceptable

addition salts thereof with an acid or a base.

Compounds of formula (I) according to claim 1 wherein the group R!-C(=N-OR?- is
in the ¢ position, enantiomers and diastereoisomers thereof and also pharmaceutically

acceptable addition salts thereof with an acid or a base.

Compounds of formula (I) according to claim 1 wherein R® and R* represent a
hydrogen atom, enantiomers and diastereoisomers thereof and also pharmaceutically

acceptable addition salts thereof with an acid or a base.
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10.

20 Y which may be identical or different, each

represents a hydrogen atom or an al kyl group,

enanti omers and di astereoi soners thereof and al so
pharmaceutically acceptable addition salts thereof

with an acid or a base. -46- 11. Conpounds of fornmula

(1) according to claim1 mhé?ein B represents a COORX
-CHZ group wherein R and R " which nay be identical or
@i Rueas of f6ii1€ADNadcERIES eNERIM INWHERGEX MReiedk A Rydrogen
al kyl group, enantioners and diastereoi soners thereof
atan.naptigyhers maed siasiesedisomes HsproaBneé alse pharmgasedligally acceptable

f | ase. 12. Conmpounds of
falagﬂl%? salﬁ?@rg@@wﬁ aﬁagtdo&glbgls% 1 which are ethyl
2- et hoxy-3-{4-[ 2-(6-

hyd I d di h
[ y rox%lf{f{g}%‘liﬂ/{fg‘?ﬁ) %to ‘ﬂﬁléfhﬁ’}hﬁ%%ngggﬁff’éeméﬁ%ﬁ y group,

Bard? C aple
SRR SR o) LoDl v

caipidlm(oalselxs thel@bﬁthh aB-agid-or 2 bage.
(6-[ (et hoxyi m no) (phenyl ) net hyl ] - 4, 4-di net hyl - 3, 4-di hy
dro-1(211)-quinolinyl)- ethoxy]phenyl}propanoic acid,

e dpouadShf %lﬁhrhoﬁ)/a&bfd‘}n %‘ &lﬁm{ ( FeRaX W f8pR@dnts an ethyleneoxy
(phenyl ) net hyl ] - 4, 4-di net 4-di hydro-1(211) - qui nol

rgympeph@t})p}lmm @astgp@l,ggmgrgtt}@ereof and also pharmaceutically acceptable
(aﬁéﬁloa s%lést he eoiswitf' ah2cid%: LETgt hoxyi m no) (phenyl) met hyl |

3, 4- dlhydro 1(211) - qU|noI|nyI)ethoxy]phenyl}propanoic
d, ethyl 3-{4-[2-
?C?olmqvgsé_s/ |0ﬁ1fﬁ161}%1§)ﬁ@n%¢F9W§181§ﬂ plaim 4. whergtnf reprasegisn fydrogen

I
nﬁn@&?ﬁ%@ (351836 Eets%}ggin%%%s Fser og ra]uac)l( ;1 SO (l)lsgqu%:guncally acceptable

Zlddm@ﬂtsmlm}leﬁo{ with2n @6id or a base
[ (met hoxyi m no) (phenyl ) et hyl]-4, 4-dinmetlryl -3, 4-di hydr
0- 1(2R) - qui nol i nyl ) - et hoxy] phenyl } propanoi c aci d,

Sl o o) e o o o

c@ar(tg)megs 2andr |dﬁastca)¢(nm1¢ﬁys(ytjlereof and also pharmaceutically acceptable

addition salts thereof with an acid or a base.

Compounds of formula (I) according to claim 1 wherein R' represents an unsubstituted
or substituted phenyl group, enantiomers and diastereoisomers thereof and also

pharmaceutically acceptable addition salts thereof with an acid or a base.

Compounds of formula (I) according to claim 1 wherein B represents an

COOR,

alkyl group substituted by a ———< group wherein R, and R,,
OR
y
which may be identical or different, each represents a hydrogen atom or an alkyl
group, enantiomers and diastereoisomers thereof and also pharmaceutically acceptable

addition salts thereof with an acid or a base.
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11.

12.

20 propanoat e,

3-{4-[2-(6-[ (nmet hoxyi m no) (phenyl)netlryl]-4, 4-di net hyl

- 3, 4-di hydr o-

1(2H) - qui nol i nyl ) et hoxy] phenyl }-2-(2,2,2-trifl uoroethox

y) propanoi c acid, ethyl 2-(2- benzoylanilino)-3- {

4-[2-(6- - 46~

[ (et hoxyi m no) (phenyl ) netlryl]-4, 4-di net hyl - 3, 4-
didnysbuadd ( &l Hprmauliangl)i nydoréinhoxy] ghiemyll } prhzpanodt ecpresents a

2-(2-benz i1ino)-3-{4-[2-

(6-[ (et mno)(phenyl)methyl] 4, 4-di nmet hyl - 3, 4-di hy
dro=GK2R) - qui nolgraupl Whe2&indR, kst Y, phikick injayrtepderdicel eradifferent,
ethyl (2 DPS {4-[2-(6-[(4-cyanophenyl) (nmet hoxy-

i M no) net hy ”

I ebcllflrjlkré%bﬁf@ta%ro?geﬂ afinh Y e k® all:@Qérb)l tiantbieng|ahé tdhaseydopdomers

2- et hoxy- propanoate,

4h%/r[:q - qlae phampcsutigaliy e@qﬁfasaplesadé%w&r%?&yltﬂl%ﬁ%fn\a@}aﬂ acid or a

j}lﬁ%l) 4, 4-
I'methyl -1, 2, 3, 4-tetrahydr o- 6- qui nol i nyl ] (met hoxyi m no)
net hyl ] benzoate, 4-[[1-(2-

Kyl at GBI SaEoBIg 6 {18k ARGHaD A% oyl 2-ethoxy-3-(4-2-(6-
gt'ﬂg)agﬁl){z/ﬂx éll)é {Wéﬂp E@gr@{n@bﬂ_y @Q%Rﬂlcﬁoﬁl@g) q&hbNhyl)ethoxy]-

rox

|pmbm3d)1§1ppmmte) nahjdy Q}Gﬂzﬂqw 3F{H2 lﬁ@f(lnreﬂm)@lmr@b(mil@rymw -4,4-
P A T R R
7(61 Ehethoxwmlno)(phenyl)met l] 44I cr111(r)r?elthgl -3, 4e(thlh?,gr)(() 1(2{]12 r<11u1nohny1)
aﬂmm]r&mnﬂ}p@pmw 34141, Loty (28 ethoxy-3 (26 hethbnyimino)-
ér&f SIS W‘g DONARE M e An SRt andagl hy d
llt@ h QBS')L? efhoR)-3ethoXPi(aphoopitn@(Hhen) Bmethy]| elyeohethyl-
?ﬁe‘i/ﬁahygoit?é M&VDgthYdPW}}@r@@QW qafidol i 8y eBHgx2-(6-
LR D8 OB 9y LAY TS oy
qmeeﬁl} dbﬂ4e(txaﬂiubrbmethyl§ph¢mxy]pmmnbatw2t -(acetoxped-d4d2- (@-
I NI MR L TR R
'eplwgﬁ%hg?%ﬁpam%aé &ﬁylsi w{zw{ﬁﬂ%&l?my@hm)@ﬁm%%yu -4.4-
dimethyl-3,4-dihydro-1(2H)- qulnohnyl)ethoxy] enyl }-2-(2,2,2-trifluoroethoxy)-
propanoate,  3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-4,4-dimethyl-3,4-dihydro-
1(2H)-quinolinyl)ethoxy]phenyl}-2-(2,2,2-trifluoroethoxy)propanoic acid, ethyl 2-(2-
benzoylanilino)-3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-4,4-dimethyl-3,4-
dihydro-1(2H)-quinolinyl)ethoxy]phenyl}propanoate,  2-(2-benzoylanilino)-3-{4-[2-
(6-[(methoxyimino)(phenyl)methyl]-4,4-dimethyl-3,4-dihydro-1(2 H)-quinolinyl)-
ethoxy]phenyl}propanoic acid, ethyl (2S)-3-{4-[2-(6-[(4-cyanophenyl)(methoxy-
imino)methyl]-4,4-dimethyl-3,4-dihydro-1(2 H)-quinolinyl)ethoxy]phenyl}-2-ethoxy-
propanoate, ethyl 4-[[1-(2-{4-[(25)-2,3-diethoxy-3-oxopropyl]phenoxy}ethyl)-4,4-
dimethyl-1,2,3,4-tetrahydro-6-quinolinyl](methoxyimino)methyl]benzoate,  4-[[1-(2-
{4-[(2S)-2-carboxy-2-ethoxyethyl]phenoxy } ethyl)-4,4-dimethyl-1,2,3,4-tetrahydro-6-
quinolinyl](methoxyimino)methyl]benzoic acid, ethyl 2-ethoxy-3-{4-[2-(6-[(hydroxy-



Me Me wherein R1L and X are as defined for formula (1),
whi ch is condensed in basic nediumw th a conpound of
formula (I1V) R3 B Hal-A(lV), 4 15 wherein A, B, R3
and R4 are as defined for formula (1) and Hal
represents a hal ogen atom to yield a conpound of
formula (V) -48 3 B 4 X N-® (V), O M M wherein
R, R3, R4, X, A and B are as defined for formula (1),

Wi Hen$liRE@gt]end v aritndthyas Ul ARy dib- 1 aslne 1 eth
forlﬁrrdl}l(pa %%‘ﬂb 2 erefln R%’ i S agy degﬁ};gmfo?q}}grr%

(nfyenrlépwéwtea c@n%%d%f* [?dﬁr{myar%')mm@@enmmethy}d -4, 7-tri-
I\Ing{hyl(-i,)1-‘d1hydro-1(2H)-qumohnyl)ethoxy]phenyl}propanolc acid, ethyl 3-{4-[2-(6-
[cyclohexyl(hydroxyimino)methyl]-4,4-dimethyl-3,4-dihydro-1(2H)-quinolinyl)-

5 ethoxy]phenyl}-2(S)-ethoxypropanoate, 3-{4-[2-(6-[cyclohexyl(hydroxyimino)-
methyl]-4,4-dimethyl-3,4-dihydro-1(2 H)-quinolinyl)ethoxy]phenyl}-2(S)-ethoxy-
propanoic acid, enantiomers and diastereoisomers thereof and also pharmaceutically

acceptable addition salts thereof with an acid or a base.

13. Process for the preparation of the compounds of formula (I) according to claim 1,

10 characterised in that there is used as starting material a compound of formula (III) :
H
X |
N
R (11D,
8] Me Me

wherein R' and X are as defined for formula D,

which is condensed in basic medium with a compound of formula (IV) :

R
B
Hal—A (IV):
R
15 wherein A, B, R? and R* are as defined for formula (I) and Hal represents a halogen

atom, to yield a compound of formula (V) :



5 NOR2 M Me which may be purified according to a
conventi onal separation technique, is converted, if
desired, into addition salts with a pharnaceutically
acceptable acid or base, and is optionally separated
into isomers according to a conventional separation
techni que. 14. Process for the preparation of the
compounds of fornula (1) according to claim1, 10
characterised in that there is uggd as starting

material a conmpound of fornula ( Box (rrr),  RYCS
Mc -49- wherein R and X are a ned for fornula
(1), which is condensed with a nd of fornula

R20-NH2 wherein R2 is as defjfed f formula (1) to
yield a conmpound of fornula|(V|) XB N R (W), NOR
Me Me 5 wherein R, 4 are as defined for
formula (1), whjch i g in basic medumwith a
conpound of foRrul a B Hal -A/ (1V), R4

wherein Rl, R? , R4, X, A and B are as defined for formula (I),
which is subjected to the action of a compound of formula R?0-NH, wherein R? is as

defined for formula (I) to yield a compound of formula (I) :

R B

R ,

which may be purified according to a conventional separation technique, is converted, if
desired, into addition salts with a pharmaceutically acceptable acid or base, and is

optionally separated into isomers according to a conventional separation technique.

14. Process for the preparation of the compounds of formula (I) according to claim 1,

10 characterised in that there is used as starting material a compound of formula (III) :

H
X |
N
R (11D,

0 Me Me



wherein A, B, R3 and R4 are as defined for formula (1)
and Hal represents a halogen atom to yield a conpound
of formula (I) : RRB RA XN R (I), 10 NOR M M
-50- which may be purified according to a conventiona
separation technique, is converted, if desired, into
addition salts with a pharnﬁ%eutlcally acceptable acid
or base, and is optionally separated into isomers
aﬁaﬁﬁﬂRh@uinzﬁeﬁgﬂaﬁaaﬂﬁﬁﬁamuﬁeﬁaration t echni que. 15.
Process for the preparation of the conpounds of fornmula
(I') according to claim1l 5 wherein A represents an
Phion! £ RERKhsED @Jlt'ﬂ 12 CORPAMESITI 8 RMu1A RZDDRH, Whefedn RS iy §§deﬁned
as starting material a compound of fornmula (VI1) :
forffomshul®R(T) tq Weld) g coripdviad WE fasmetee(MI) R and X are as
defined for formula (1), A represents a
(Cr-Co)allcylene chain and Hal represents a hal ogen
atom 10 which is condensed inthasic nediumwith a
conpound of formula (VIK) RSI\IJ

1

R (VD,

NOR2 Me Me

wherein R!, R? and X are as defined for formula (1),

which is condensed in basic medium with a compound of formula (IV) :

Hal—A (IV),

wherein A, B, R® and R* are as defined for formula (I) and Hal represents a halogen

atom, to yield a compound of formula (I) :

R O,



B HO/ (VIIl), R4 wherein B, R3 and R4 are as defined
for formula (1), to yield a conpound of formula (IX
-51- 3B 0-04 XI N R (IX), O M M wherein Rt,

X, B, R3 and R4 are as defined for formula (1) and A
represents a (C-C6)- al kylene chain, which is

condensed with a conmpound of’ formul a R20- NH2 wherein R2

is as defined 5 for formula (1) to yield a conpound of
fadidithay bd pajifiehagardingtol acorvastonef sepaeation deqhoimidsis gpnverted,
Efocgersryrle(% igtlo) addit?onBsaltg vslfithxa Aphar?naCé\lllﬁ%'Elﬂ}lf atgcleéa%i)le acid or %/Ese!\@nd is

optionally separated into isomers according to a conventional separation technique.
15. Process for the preparation of the compounds of formula (I) according to claim 1

5 wherein A represents an alkyleneoxy chain, characterised in that there is used as

starting material a compound of formula (VII) :

R' (VID),

wherein R! and X are as defined for formula (I), A' represents a (C;1-Cg)alkylene chain

and Hal represents a halogen atom,

10 which is condensed in basic medium with a compound of formula (VIII) :
R’
B
HO (VII),
R

wherein B, R> and R* are as defined for formula (I), to yield a compound of

formula (IX) :
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wherein R, R2, X, B, R3 and R4 are as defined for
formula (1) and A" represents a (C-C6)al kyl ene chai n,
to which may be purified according to a conventiona
separation technique, is converted, if desired, into
addition salts with a pharnaceutlcally acceptable acid
or base, and is optlonallylseparated into i sonmers
according to a conventional separation technique. 16.
Compound of formula (V) aggording to claim13 : -52 -3
B A\ | XR4 YON O whergho Rl, R3, R4, X, A and B
are as defined for the cg ds of fornula (1)
according to claim1, U0 ¢/ as internediates in the
synthesis of the coppounds-of, formula (1) and as
hypogl ycaenig and hypol i paenRc agents. 5 17.

Phar maceut i cakeQnpNsiti ons conprising as active
|ngre#} ast ong conpoungxgf formula (1) or of
fornu &g [ 0 any on clains 1 to 12 and
16, or a ||phar ‘Ncal |y acceptable addition salt
thereof vpth an Mei d dvea base, alone or in

conmbi nation with one or nore pharmaceutically
accept abl e excipients. 18. Pharnmaceutical conpositions

SHERRER TS e PR R RS el gt

hxprhgtlyhaem a, dyslipidaem a and, nore especially, in
the treatnment of non-insulin- dependent type |

di abetes, insulin resistance, glucose intolerance,

Angerd %Bﬁdég%é@ Gl aego b SdhdoF rf?lrn?tﬂg R%O-NEQWARALY Rar1§ @§ Mefined
di sease and ot her car ovascul ar di seases, renal

thirs furahatas (D r et iyiebdbat bympowtids of demsulag¥al;i atpzadtmﬂa;rhcatsh eof the
actlvatlo of engdothelial cells, psoriasis, polycystic
6aPgyngls o )" dementi a, osteoporosis, i nt estina

i nfl ammat ory dlsorders nyﬁionic

R (1/a)

wherein R, RZ, X, B, R? and R* are as defined for formula (I) and A' represents a
(C-Cg)alkylene chain,

which may be purified according to a conventional separation technique, is converted,
if desired, into addition salts with a pharmaceutically acceptable acid or base, and is

optionally separated into isomers according to a conventional separation technique.

16. Compound of formula (V) according to claim 13 :
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17.

18.

19.

dystrophy, pancreatitis, arteriosclerosis, xanthona,
and also in the treatnent or the prevention of type |
di abet es, obesity, the regul ation of appetite,
anorexia, bulima, anorexia nervosa, as well as cancer
pat hol ogi es and especi ally hornone-dependent cancers,
such as breast cancer and &ofon cancer, and for use as
angi ogenesi s i nhibitors. 20 19. Associ ati on cont ai ni ng
a conpound of formula (1) or of formila £4V) according
to any one of clains 1 to 12 and }6fand an anti oxi dant
agent. -53- 20. Associ ation accordj p claim19,
wherei n the conmpound of formu (2S)-2

et hoxy-3-{4-[ 2- (6-[ (et hoxyi k)ymethyl]-4,4-d
metlryl -3, 4-di hydr o- 1(X
gui nol i nyl ) et hoxy] pheny
and di ast er eoi SRRE 1

gl ¢ aci d, enantioners
and al so ph@gnaceutlcally
acceptable additio ereof with an acid or a
base. 5 21. Associ da{ion accopdhNng to claim19, wherein
t he conpound of forfula (V) i -{4-] 2-

(6- (cycl ohexyl carbonyl) -4, 4-di met hyl - 3, 4- di hydr o- 1( 2H) -
quinolinyl)ethoxy]phenyl} 2- et hoxypr opanoi ¢ aci d,

%ﬂ@ le dydisagh 8L QleS A BL el NBF 8 cARPoRMBDS formula (1)
arnacehtlc

1y’ acceptabl e addition salts thereof with
amoad:lng to rclaambhsfer u@2as Aseowdatdson the spnthiesigy of ehec¢ampounds of

og%f ‘b efeln the ﬁntIOXIdant ent is 10

%,ﬂ% 3 hypgelysaayt eat P RETBIAS™t o clai m 19, 20

or 21, wherein the antioxidant agent is vitamn E 24.
Associ ation according to claim19 which is
@h@)n@e@tqabm@s(tzpnp 201([1@:1@1(1@@ by ingredient at least one compound of

hy, th [ 1,2

if?fg} %W )Oét 0 Hfulﬁe(lvl) a}cborf g?)o n%nl%cél%gll gya clozeér?)d- f; or
?&n&Eeu‘[A‘éH?@b@ipt&ﬂb addined lsfﬂgthfefbof |viithmril.9c1kﬂ:fdr(}hbass alone or in

4-12 6_&cyclohexylcarbonl
GPIiiifbtnﬁWn with.ofp R BOE: 1 azmycequpﬂm E}Cﬁ‘;ﬂt?‘ét? §o%piEpiienyl } - 2-
et hoxypropanoi ¢ acid and coenzyme Qo. 26
Phar maceuti cal conpositions conprising as active
Phgmedewival aompssthaisadccomdirpcoceldinnd7 for use in the manufacture of a

medicament for the treatment and/or prophylaxis of hyperglycaemia, dyslipidaemia
and, more especially, in the treatment of non-insulin-dependent type II diabetes,
insulin resistance, glucose intolerance, disorders associated with syndrome X,
coronary artery disease and other cardiovascular diseases, renal disorders, retinopathy,
disorders associated with the activation of endothelial cells, psoriasis, polycystic ovary
syndrome, dementia, osteoporosis, intestinal inflammatory disorders, myotonic
dystrophy, pancreatitis, arteriosclerosis, xanthoma, and also in the treatment or the
prevention of type I diabetes, obesity, the regulation of appetite, anorexia, bulimia,
anorexia nervosa, as well as cancer pathologies and especially hormone-dependent

cancers, such as breast cancer and colon cancer, and for use as angiogenesis inhibitors.

Association containing a compound of formula (I) or of formula (V) according to any

one of claims 1 to 12 and 16 and an antioxidant agent.
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20.

21.

22,

23.

24.

25.

26.

27.

20 to any one of clains 19 to 25, alone or in

conbi nation with one or nore pharnaceutically

accept abl e exci pients. 27. Pharmaceutical conpositions
according to claim26 for use in the manufacture of a

medi canment for the treatnment and/ or prevention of

obesity. -54- 28. Phar macetti cal conposi tions accordi ng

to claim26 for use in the manufacture of a nedi canent
ﬁ%ssocﬁatmntaceaﬂir@to clanit 48, p/havianﬁiemmrrqfound/@lf dweinghs () is (25)-2-

SRS G R D S S R Rl

aﬁﬁﬁoﬁﬂﬁ)&ﬁox@hﬁieﬁl}&%pﬁl%lg Scld) eaRttRIntHr) dnd Aiastereoisomers thereof

phar neceuti cal conpositions intended for the treatnent
andifler parenaesitticelly afceplablsiaddition 3g@ts thereolowitlyan acid or a base.
associ ation according to any one of clains 19 to 25 in
obt ai ni ng pharnaceuti cal conpositions intended for the

Ws@cﬁidfﬁﬁtac@@dlr@toﬂﬂ;ﬁﬁﬁm lmr@ﬁ ﬂwoaﬁmmund le@mdn@yv;als 3-{4-[2-
t herapeutic treatnent. an associ atio

St tphegyleasben)- 6ﬁedl’€§*f3thé’i 514rﬁéhylcb0tl@fi)sqlﬂlﬁow)sthﬁ’whvhenyl}

( [ c [ t 1
PORAERRARL) So, PORRRBHELO MR M ARgEHsis  fgeol, and o
phaatanenicaldly atoepable additioyipeltd thetbfilvéh @s aciddr ablage. of an
associ ation according to any one of clains 19 to 25 in
obtai ning pharmaceutical conpositions intended for the

WAL R 2 QREHiRE B aﬁﬁml'@r?(pfor VerNgEdhthe antioxidant agent is
characterised by a body mass index greater than 25 an

kesgyimhdho.30. 15 33. Use of an association according to
any one of clainms 19 to 25 in obtaining pharnmaceutica
conpositions intended for the treatnent and/or

Plse3t@HonORcREdin® Ve ¥iRing M9, cliabactierwis@einbiheaaliRRydaiBSgent is
i ndex greater than 25 and | ess than 30 caused by a

vAepEpeuti c treatment. 34. Use of an association

according to any one of clainms 19 to 25 in obtaining

20 pharmaceutical conpositions intended for the

Aseaiapnt acoadiog tor dﬁfmti%ﬂv}ﬁéh io\(esMBERbky-3-{4-[2-(6-[(methoxy-

Erggéa(g é{yl %%?@aﬁggodl %ilyl 3,4 dli’l rgxl (glr{)ec?ltngghlgyrl])ae&oxy]phegyl}

propanoic acid and coenzyme Q.

Association according to claim 19 which is 3-{4-[2-(6-(cyclohexylcarbonyl)-4,4-
dimethyl-3,4-dihydro-1(2 H)-quinolinyl)ethoxy]phenyl }-2-ethoxypropanoic acid and

coenzyme Q.

Pharmaceutical compositions comprising as active ingredient an association according
to any one of claims 19 to 25, alone or in combination with one or more

pharmaceutically acceptable excipients.

Pharmaceutical compositions according to claim 26 for use in the manufacture of a

medicament for the treatment and/or prevention of obesity.
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28.

29.

30.

31.

32

33.

34.

by a treatnent of type | or type Il diabetes.

- 54 -

Pharmaceutical compositions according to claim 26 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 any one of claims 19 to 25 in obtaining

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

Use of an association according to any one of claims 19 to 25 in obtaining
pharmaceutical compositions intended for the treatment and/or prevention of obesity

caused by a therapeutic treatment.

Use of an association according to any one of claims 19 to 25 in obtaining
pharmaceutical compositions intended for the treatment and/or prevention of obesity

caused by a treatment of type I or type II diabetes.

Use of an association according to any one of claims 19 to 25 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.

Use of an association according to any one of claims 19 to 25 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 a therapeutic treatment.

Use of an association according to any one of claims 19 to 25 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 a treatment of type I or type II diabetes.



