_ designed to facilitate the secretion of insulin and to promote 1ts acuon u1 peiipucias wwgee
designed to facilitate the secretion of insulin and to pronote its acuon ill

p61l puci &IsSues-b tissues. 10 During the last ten years, a class of conpounds
havi ng a thiazolidinedione structure (US 5 089 514, US 5 306 726) has
denonstrated a marked anti-diabetic activity by pronoting sensitivity to

i nsuid n | Durligy tier Bt t@eyepRchatlads 66 ¢ompoandy Bhvihg aitltibsolidinedivne steubt@p@se

ti ssue) of_ aninmal nodel s havi né non-insulin dependent type Il .diabetes. Those

co_rrpolunds (HiSs085hkh  Uie $QEG bps idf-‘f;_iﬂqsﬁat&ﬂdél Bipged gntitdighetis Aqivitye bé’iame
' hes i e Sromotit SN GF mdbik) & el fardf ehphare| s GLART BREKC 1Ry oo

134, 124- hdfpose Hssue) WfeinimahnoideB! havidd hon-Risaliffedependent K211 dikbetd@3TRA8) . The
treatment of preadi pocyte cell Jines with the thiazolidinedione rosiglitazone

brings als8mpPorRdsalsq lowesithe levels,gf ipsudmand Jevely oE fipids iy theesamer anipal models
i . ad: adiosi Ny . i 3
O uehoe ¢ bd e R giffteARMRAReRp6aR, BL fned oo KRRy .

t hi azol i dHiesgunees!.,dbSellvBhlysicl., 1088, 18dy 146 18@ ¢ Ralf. Kleitzem erad| padPharmacel., That

specific effect I ai ned by the stinulation of nuclear transcription
factors :?88%@0§§%‘3%-pr oliferator-activated receptor ganma N (PPAR -y2).

Such conp &pgég ftal L8 B d-NG: R E R i TEAA] is.Reher al
ti ssues, gﬁgﬂ&égﬁg i pose {iflf)gg}l’}g %? l?ﬁzég S @ﬁgfg&%%%ég@%&@gig&%ogﬁnﬁ{&iggv Engl .
Med., 19, aBai,indR3ibnlsfAhg expmsponndspecfic ggnes ohthezgid anetatailisme sech as b2 e

troglitazone,.rosiglitazone) have d nstrated disturbi | de e in
i hows g8t AR o7 (G XIS AL e e Ngsnater Cligbh sdeGLUtE 1)
25). Al aﬁﬂfgeﬂﬁk@ﬁfat fHe YRR QF Yisa BB dRYRNES IhdeVdiamt visd Hﬁy@efﬁeaiﬁte(ihﬁEat IC,

cardiac, haematopoietic), which limt their long-termuse in the treatnent of
non- i nsul adipdespassuenthattsppeific leffgchiscabdained by thie seinujatten tof slucleamtradssriptiont i ¢

agents t hg[ctc?rg € ((lp%so%(ist()r%)éi p%oﬁfggatérba%ﬁvﬁéf re%g;gtiqu gean(ljx\r/lg " d’pXR 72). Such compounds .
are capable of restoring sensitivity to insulin in peripheral tissues, such as adipose tissue or
25 skeletal muscle (J.E. Gerich, New Engl. Med., 19, 321, 1231-1245).
.Compounds having a thiazolidinedione structure (troglitazone, rosiglitazone) have
demonstrated disturbing side effects in man, however, including liver problems (Script No.
2470, 1999, Sept. 8™, 25).



5 1long termis absolutely necessary in this pathol ogy. Mreover,

hyperli pidaem a is often observed in diabetics (D abetes Care, 1995, 18

(suppl enent 1), 86/8/93). The associ ation of hypergl ycaem a and

hyper|ipi daem a increases the risk of cardiovascul ar di sease in diabetics.
Hyper gl ycaenm a, hyperlipi daenia and obedity have becone pathol ogi es of the
nodem wor | d marked by the intake of food in large 10 quantities and a chronic

| ack of eAerai;%eSQmm-B%? oM Gypeg§cdemity aavensyniftaithoide efédiol (Bepai, cakdiac,f or the
devel opnent of new therai)eutlc agents that are active in such disorders :

conpoundshaematapgietic),exhieh lignt theirypagylepmasgiie thedeatpgnt ofanaasilin denendenty

whi | st avoi dh\r}g tpe side effects observed with thiazolidinediones are
consequent?'?‘i/ ?ES? Beneficial in the treatment and/ or prophyl axi s of 15 those

pat hol ogiEfe develbpaient bNAéw Ah@Ep BB AREME ltivat iafe [k tdxicaid it aRf achios ovastikei n
dependent. type |l diabetes for reducing peripheral insulin resistance and for
nor nfal i silaBg tmios gesolwtelytnesessanyrindligipethelogyo the fact that they are new, the

conmpound e present inventi e Yo IN riberi a
oo or o fteobde WEEREMachl 0| b ThElrubd'dn  BaREPISLABES QT Roo8! 1BET
i nvent i orsuppléthéft 1),08628/93) Ak akdoxiation @f WpperpNGacihiafadd Myperlipidaerniaidcishsssei n -

R2 1 X represents an oxygen or sul phur atom or, a group.CH2 or CH (wherein
Ri 2 t ogettheriskpf eardiovassilas disprsq duidiabetins) Hyperalycaenme, bipgriipdacpia and abSFitse t he
FoT o ot} e, SORBEPLE L it SR Bl o BRSBTS
10 quantities and a chronic lack of exercise.
The increase in frequency of those pathologies calls for the development of new
therapeutic agents that are active in such disorders : compounds having an excellent
hypoglycaemic and hypolipidaemic activity whilst avoiding the side effects observed with
thiazolidinediones are consequently very beneficial in the treatment and/or prophylaxis of
15 those pathologies, and are indicated 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 hypolipidaemic

20 agents.

The present invention relates more especially to compounds of formula (1) :

R B
0
4
N 1 R
R6 ><R (I)7
2
X R

wherein :

R”

|
e Xrepresents an oxygen or sulphur atom, or a group CH, or CH (wherein



which the alkyl noiety is |inear or branched, an aryl oxy group, an aryl 5

(g -Co6)al kyl oxy group in which the alkyl noiety is |linear or branched, a

| i near or branched (G -C6)al koxy group, a hydroxy group, an am no group, a

| i near or branched (Cl1-C6)alkylam no group or a di-(Q-0C6)alkylamno group in
which the alkyl noieties are linear or-branched, or R and R2 together form
an oxo, thioxo or imno group, 10 it al so being possible for R2 together with

R2to formRﬁtaggdhérlvm}akzﬂﬁﬁﬁ,anaadn@ﬂmmﬂys a (Cl1-C6)al kyl ene chain in which
one CH2 group nay be replaced by a hetero atom sel ected from oxygen and
sul phur or by a group NRa (wherein Ra represents a hydrogen atomor a |inear

br anched b he ht hy| 15
RS and R *whRoindy - Bt g AR s ety iR e el B OB BBE A o
nal ogen  at ofhal o HaRHEd RC, @R)akyINGBup, 0 arytighorp, Ancarh (Ciltbatkylgoupeint he

same or different, each represent a hydrogen atomor a |inear or branched
(C1- 06) al ky| whicbushe aalkyl maeietyoris blinerther g Cl@@) aﬂkeﬂ?’loxgr @IQMD, aali Adr or

ohich the o TrCtkdlRsy; B0 yMcn B and] Bitens 58 silett of Bracshed) Liipel 80 o1
in which t hebﬁh&%&wblm')zﬂkdxy grolip NERYdroxy @f@pcmam@ngroap \d lifea2 o bpadtiadny |

group in which the alkynyl noiety is |inear or branched, a heteroaryl group,

a heteroaryl (-Qlﬁﬁ:ﬁ)éﬂ;)’mw gL 4 di -(khiGdalkylaming groupdn ahjch the) 3l apoigties

br anched, a t C6) al kenyl group in which the al kenyl nmoiety is
I near or anc €r oar a n roup in Ich the a n
| % 1k 9‘3% “&G?a yl - (C2- C6) al kynyl group in which the al kynyl

noi ety is Ilaela'raerZZ% blﬂléﬂﬁiﬂﬁchncﬂ(o( fRoXBdtiniih@gidup] group, a
(C3-C8) cycl oal kyl - ( C1- CGLaIk glgup in which the al kyl noi ety |s | i near or
br ad8hed, orlt al<bibeeg possib b AL BE efiter waihy oty fosmeisi aggitiong} bang)

e A represents a (C,-C¢)alkylene chain in which one CH; group may be replaced by a
hetero atom selected from oxygen and sulphur or by a group NR, (wherein R,
represents a hydrogen atom or a linear or branched (C;-Cg¢)alkyl group), or by a
phenylene or naphthylene group,

15 e R’and R*, which may be the same or different, each represent a hydrogen or halogen
atom or a group R, OR or NRR' (wherein R and R', which may be the same or
different, each represent a hydrogen atom or a linear or branched (C;-C¢)alkyl group, a
linear or branched (C;-Cg)alkenyl group, a linear or branched (C;-Ce)alkynyl group, an
aryl group, an aryl-(C;-Cg)alkyl group in which the alkyl moiety is linear or branched,

20 an aryl-(C;-Ce)alkenyl group in which the alkenyl moiety is linear or branched, an
aryl-(C,-Ce)alkynyl group in which the alkynyl moiety is linear or branched, a
heteroaryl group, a heteroaryl-(C,-Cs)alkyl group in which the alkyl moiety is linear or
branched, a heteroaryl-(C,-Ce)alkenyl group in which the alkenyl moiety is linear or
branched, a heteroaryl-(C;-Cg)alkynyl group in which the alkynyl moiety is linear or

25 branched, a (C;-Csg)cycloalkyl group, a (C3;-Cg)cycloalkyl-(C;-Ce)alkyl group in which
the alkyl moiety is linear or branched, or a linear or branched (C,-Ce¢)polyhaloalkyl
group),



or R3 and R4, together with the carbon atons carrying them when they are
carried by two adjacent carbon atons, forma ring that has 5 or 6 ring
menbers and that may contain a hetero atom sel ected from oxygen, sul phur and
nitrogen, R5 and R6, which may be the same or different, each can have the
same neanings as R 5 as defined hereinbéfore, Drepresents : R2 1 a
benzene nucl eus, in which case X cannot represent a group CH as defined

her ei nbef or e,or Foran@ R psgeRp iwdithathe aitdh EomPyareying thenf)yWwhei ey areocarpyd byazi ne
nucleus, to B represents a |inear or branched (G -C6)al kyl group or a linear

or bran](c:h?d (tw-ag@cenmargmgtogas@lfwntamtfgf bap3 ¥ ﬂggﬂﬁgwﬁ@péd?atlmb% ?R
roup o or . X LD e a grou -G ,
EJC— NER‘ , 11 hf%}rﬁ\éh%tgo_qgrﬁosf %gﬁwg&éﬁ 0 %ggen: s@%%‘%r:%%ﬁ%iﬁ%e%f esgntspan oxygen or

sul phur atom and R and R, which may be the sane or different are as defined

herei nbefore, - and R 8 represents an aryl group, an arylal kyl group wherein
the al kyl® nit eand Rowhidhnay betheisams o differsnts eaghotan have theesameaneaniegsrasdi

branched, a _h roaryl. group, a heteroarylal kyl group wherein the alkyl
D et;; cont aiaﬁggﬁ?%ﬁ‘%elngefgre?

® Drepresents : R”
|
a benzene nucleus, in which case X cannot represent a group CH as defined

hereinbefore,

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

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

7

_<R dn,
8

R
wherein : - R’ represents a grou ' l l l
P grotp —C—O0R ,—C—NRR',
f
15 —NR)C—R' or —N(R)C—OR' , wherein Z represents an oxygen
or sulphur atom, and R and R', which may be the same or different are as defined
hereinbefore,
- and R® represents an aryl group, an arylalkyl group wherein the B
alkyl moiety contains from 1 to 6 carbon atoms and may be linear or branched, a
20 heteroaryl group, a heteroarylalkyl group wherein the alkyl moiety contains from 1

to 6 carbon atoms and may be linear or branched, CN, tetrazole, —QOR, —NRR/,



to 6 carbon atons and maybe |inear or branched, CN, tetrazole, -OR -NRR, -5
-N(RGR or -N(RCGOR , wherein Z is as defined hereinbefore and R | | | |
Z z and R which may be the sanme or different are as defined hereinbefore, or
by a group R9, wherein R9 represents a CN, tetrazole, R Rll1 -N(RIf-R ,
-N(R),~-OR or -O(CHz)n CJ-COOR group,”®"z Z wherein Z is as defined

her ei nbef ore and R and R which may be the sane or s different are as defined

her ei nbef ore, gsengsoll— R —3ORt, vﬁme?é’m@ns@@%ﬂ& péinbétorelandi ch may

be the sane or d|f rent each r present ‘a hydrogen atomor a |inear or
branched (Cl-C6)al Kyl group, it gEI ng understood that R10 and R 1 cannot

si mul t aneousl y represent a hydrogen atom or B represents a group of formula
(11) or a growmdi® whichimiy e dhersanes orixdifferent are pg detingseharginbef@es st ood that : *
t he oxi me R6-C(=N-OR5)- can be of Z or E configuration, * aryl rreans a phenyl,
napht hyl or biphenyl group, it being possiblg for those ro to

partially hyﬂrQSgerli’z}(t ed ErOR erBaryIWl‘rﬁE%{ﬂs gﬁy FoReenr 13 1 ée‘é?%ﬂlr“at ic
group containing 5 to 10 menbers, 15 which may be parl\i;CI Y hydr ogenated in

hetero atoms ser S T Bm oxy) ,5‘%?{3 REgen ot &l BRurC 1 EORK ngSiBesi bl e
for the aryl and hetZroaryI groupZ t hereby defined to be subst I tut ed by
wherein Z is as defined hereinbefore and R and R' which may be the same or
5 different are as defined hereinbefore, n represents 0, 1, 2, 3, 4, 5 or 6, and R' and
R, which may be the same or different, each represent a hydrogen atom or a linear
or branched (C,-Cg)alkyl group, it being understood that R and R'"' cannot

simultaneously represent a hydrogen atom,
or B represents a group of formula (II) or a group R’ as defined hereinbefore,
10 it being understood that :
*  the oxime R®-C(=N-OR?®)- can be of Z or E configuration,

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

*  heteroaryl means any mono- or bi-cyclic aromatic group containing 5 to 10 members,
15 which may be partially hydrogenated in one of the rings in the case of bicyclic
heteroaryls and which contains 1 to 3 hetero atoms selected from oxygen, nitrogen and

sulphur,

it being possible for the aryl and heteroaryl groups thereby defined to be substituted by
from 1 to 3 groups selected from linear or branched (C;-Cg)alkyl, linear or branched
20 (C,-Ce)polyhaloalkyl, linear or branched (C;-Ce¢)alkoxy, hydroxy, carboxy, formyl, NRyR.

(wherein R}, and R., which may be the same or different, each represent a hydrogen atom, a



from1l to 3 groups selected fromlinear or branched (Cy-C6)al kyl, l|inear or
branched 20 (C1-C6)pol yhal oal kyl, |inear or branched (C -C6)al koxy, hydroxy,
carboxy, fornyl, NRobR, (wherein Rb and R, which may be the sane or
different, each represent a hydrogen atom a -6 linear or branched
(Cl-cB)al kyl group, an aryl group or a-Weteroaryl group), ester, anido,
nitro, cyano, and hal ogen atons, to their enantioners and di astereoi soners,

and al so [{rRapefbianehedS@, LS)AIRGT @lp Vi hryd grdupasraBesioatal dryups ester, ablido,aci d or
base. s Anpbng the pharnmaceutically acceptable acids there may be nenti oned,

Wi t hout im{sp,)dyiano, andyhaldgen@tamsn, hydrochl oric acid, hydrobronic acid,
sul phuric acid, phosphonic acid, acetic acid, trifluoroacetic acid, lactic
acid, pyruvic acid, malonic acid, succinic acid, glutaric acid, fumaric acid,

tartaric taCihdir eminBofeAClafld dihdtéresisainib®, andCalidite auditon saky hisgresilwpthoai c
acid, canphoric acid, oxalic acid etc.. 10 Anong the

phar mac e rhagnageptieal begecepiplele gaideos bager e nay be nentioned, without inplying
any limtation, sodium hydroxide, potassium hydroxide, triethylam ne,
tert-butylamne etc.. Preferred conpounds of the invention are conpounds of

formil a (Amond eiecpiariRacitidalR? acdepdld1gdidd there may beomgidtivned, Withdbwrigiptgings gi ven
to the R3 and R groups being hydrogen atons. |s Apgre_-ferably represents an
al kyl ene a@alimitahen. chydreghomyacida\hydrotramic, aeld, (sylphurietasid plmssﬁ?mw@,

especi al | -The .0V [ el eghakl:

corrpoundsa\ég élfa giglmqﬁgg(?@f%m%&cé%nﬁﬂhggg{r}itéspg%?‘égaaﬁifg{'%b%ng%g g%"%ﬁd%.atc&f eferred
groups D ghitaria hedz damaridCheids tamahic aeid,i eHateic navid,e eitric macid, espearbicaldeid, a
benzene 20 nucleus.. X preferably represents an oxygen atom or sul phur atom
mor e espdBsthanssulphenic 3gidy cappharic acid, oxalic acid etc..

10 Among the pharmaceutically acceptable bases there may be mentioned, without implying

any limitation, sodium hydroxide, potassium hydroxide, triethylamine, tert-butylamine etc..

Preferred compounds of the invention are compounds of formula (I) wherein R' and R?

together form an oxo group.
Preference is given to the R? and R* groups being hydrogen atoms.

15 A preferably represents an alkylene chain wherein one CH; may be replaced by a hetero

atom, more especially by an oxygen atom.

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

ethyleneoxy group.

Preferred groups D are a benzene nucleus and a pyridine nucleus, more especially a benzene

20 nucleus.
X preferably represents an oxygen atom or sulphur atom, more especially a sulphur atom.

Preferred R® groups are a hydrogen atom and an alkyl group, for example a methyl group.



Preferred R5 groups are a hydrogen atom and an al kyl group, for exanple a

met hyl group. -7 R6 advantageously represents a phenyl group which is
unsubstituted or substituted by groups such as al kyl, al koxy and hal ogen
atonms. Preferred B groups are al kyl or al kenyl groups, nore especially alkyl
groups substituted by a group ~COORx ~COORx ~COORXx ~COORx or  NHCORY ORY
NRYR~ NHCOORY wherein R, RY and Rz, which may be the sane or different, each

representR® a'avambg/afu@@efepaésemsoz ﬁény’ﬂ dewlip ovidcip is upsuteKangd er tshbstgued sy

nmet hyl , ethyl, propyl | soprop butyl, isobutyl, tert-butyl, pentyl,
i sopent yI groupepeahtasialieyl, ai&wsbr %hqdfzgewmm&l kyl group, for exanple the groups
trifluoronethyl or trlfluoroethyl or a phenyl or benzyl group. The invention

rel ates nore especially to corrpounds of formula (1) wherein B represents an

COORX al kptefértedB lgesus a0¢ alk] sidikényl gidms okt e3pediglly alkykgrouwm:bemmda byand RY
are 10 ORY as defined hereinbefore. CH3 C H3 B al so advant a%ééaﬁg
fined

represents a group - Q@&Z)n C z@ﬁ?, wherei nGP@Rd R ar

her ei nbef agmupThe—<pventi onsr es very a ageousl|9r t npounds of,

formula (1) wherein \WH@ORX repre ts a suI phUINl@.lROIT] R and}ﬁqcmgt her form
an oxo group, A representRya chain RCI—IZ

wherein R,, R, and R;, which may be the same or dlfferent, each represent :
5 a hydrogen atom or an alkyl group, for example the groups methyl, ethyl, propyl,
isopropyl, butyl, isobutyl, tert-butyl, pentyl, isopentyl, neopentyl or hexyl,
a polyhaloalkyl group, for example the groups trifluoromethyl or trifluoroethyl,
or a phenyl or benzyl 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
OR
10 y
as defined hereinbefore. -
B also advantageously represents a group —O—(CH,)—C—COOR, , wherein n and

R, are as defined hereinbefore.

The invention relates very advantageously to compounds of formula (I) wherein :
15 X represents a sulphur atom,

R' and R? together form an oxo group,

A represents a chain CH;—CH,—O ,
R? and R? simultaneously represent a hydrogen atom,
R’ represents a hydrogen atom or an alkyl group,
20 R® represents a phenyl or substituted phenyl group, more especially substituted by a
» halogeh atom,
D represents a benzene nucleus, COOR_
B represents a group S CH—-< , wherein R, and R, are as defined

hereinbefore.



R3 and R4 sinultaneously represent a hydrogen atom R5 represents a hydrogen
atom or an al kyl group, 20 R6 represents a phenyl or substituted phenyl group,
nor e especially substituted by a hal ogen atom D represents a benzene

nucl eus, COOK B represents a group - CHZ , wherein R and RY are as defined
herei nbefore. -8- Even nore especially,”%he invention relates to conpounds of
formula (1) which are : *

met hyl 2- et hoxy-3-{4-[2-(6-[ (E)- (et hoxyi m no) (phenyl ) net hyl]-2-ox0-1,3

benzot hi aE&En‘rﬁoKe?éE%édﬂl)_fEﬁ@mylnﬁﬂﬁ%ia}d@rt@ BéMpaits &fomﬁma kuylwmch are :
2- et hoxy-3-{4-[2-(6-[(2) - (hydroxyi m no) (phenyl ) net hyl ] -2-oxo-1, 3-
benzot hi azol - 3(2H) -yl ) et hoxy] phenyl } propanoat e nmet hyl 3-

{4-]2-(6- “”i‘ﬂ&!ﬂ?i({ emé,sz?)zacgb PRY6 (B liheltox bore gg)noat ePQar%ZIO%] 3 (2H)-

yl ) et hoxy] pheny l"'uor oe oxy

3-{4-[ 2- ( 6- [ emyothinzyl- B(zmﬂ))(l)ﬂdmxwuphmyhptqpaﬂeaw,o | , 3- benzot hi azol - 3( 2H) - 10
yl ) et hoxy] phenyl }-2-(2,2,2-tri fl uoroethoxy) pr opanoat e, 2-ethoxy- 3-
{4-[2-(6-[ (et hoxyi m no) (phenyl ) net hyl | - 2- oxo- 1, 3- benzot hi azol- 3( 2H) -

I h
L Tl (o] (e M PR P P r o) ey eyl 2 oxgct 3 )
3(2H -yl ) et nmnzwmﬁwazmnmwmm}pﬂ@aﬁoate ,
2- et hoxy-3-{4-[2-(6-[ (E)-(methoxyi m no) (phenyl ) net hyl ]-2-o0xo-1, 3-benzot hi azol -
3(2H) -yl ) et hoxy] phenyl } propanoi ¢ acid, enantioner 1, *

2- ethoxy-3-{gethgr 3-9a115 TE TIREBOXA A BHRPIGAUIY 1183 BY 1 ;326 8% Binntard1 BEIHHOL N1 8201 -

yDethoxy]phenyl}-2-(2,2,2-trifluoroethoxy)propanoate,

*  methyl 3-{4-[2-(6-[(hydroxyimino)(phenyl)methyl]-2-0x0-1,3-benzothiazol-3(2 H)-
10 yl)ethoxy]phenyl}-2-(2,2,2-trifluoroethoxy)propanoate,

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

*  2-ethoxy-3-{4-[2-(6-[(E)-(methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-
3(2H)-yl)ethoxy]jphenyl} propanoic acid,

15 *  2-ethoxy-3-{4-[2-(6-[(E)-(methoxyimino)(phenyl)methyl]-2-ox0-1,3-benzethiazol-
3(2H)-yl)ethoxy]phenyl} propanoic acid, enantiomer 1,

*  2-ethoxy-3-{4-[2-(6-[(F)-methoxyimino)(phenyl)methyl]-2-0x0-1,3-benzothiazol-

3(2H)-yl)ethoxy]phenyl} propanoic acid, enantiomer 2,

*  2-ethoxy-3-{4-[2-(6-[(Z)-(methoxyimino)(phenyl)methyl]-2-0x0-1 ,3-benzothiazol-
20 3(2H)-yl)ethoxy]phenyl} propanoic acid,

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



3(2H) -yl ) et hoxy] phenyl } propanoi ¢ acid, enantioner 2, *
2-ethoxy-3-{4-[2-(6-[(2)-(nmethoxyim no)(phenyl)rret hyI] 2- oxo- 1, 3-benzot hi azol -
20 3(2H)-yl) et hoxy] phenyl } propanoic acid, *

2- et hoxy-3-{4-[2-(6-[(2) - (met hoxyi mi no) (phenyl ) met hyl ] - 2- oxo-1, 3- benzot hi azol -
3(2H) -yl ) et hoxy] phenyl } propanoi ¢ acid, ehantioner 1, 2-ethoxy-3-

{4-12-(6-[(2) - (nmet hoxyi m no) (phenyl ) net hyl ] - 2- oxo- 1, 3-benzot hi azol -

3(2H) -yl ) et hoxy] phenyl } propanoi ¢ acid, enantioner 2, 2-ethoxy-3-

{4-[2-(6-[ (hydroxyi m no) (phenyl ) net hyl ] -2-oxo-1, 3- benzot hi azol - 3( 2H) -

yl ) et hoxyFpheérsphdxy: diddi(6- [é@r(metl{s))eylmmo)(phenyl)methyl] -2-0x0-1,3-benzothiazol-

2((23':_51%?/) gt %é%ﬁgﬁ{’éﬁ’éﬁ%@hﬁ’%%B%o ?’ﬁ% ?hyl ] - 2- oxo- 1, 3- benzot hi azol -

3

{4-[2-(6-[(2) (hydroxyi m no) (phenyl ) met hyI ] - 2- oxo- 1, 3- benzot hi azol -

3(2H) -yl ) et hoxy] phenyl } propanoi ¢ acid, * nethyl

3-{4-[ 2- (8- [ RAYhGG-H Hndmﬁwqmmmmlmtmwmmzsmmh@zolwzm
benzot hi azol 0X | }-2-et hoxypropanoate, nethyl 3-

{4-]2-(6- [(3)'6%‘1%5?‘8%%1??@[] ﬁ%}’gﬁ‘ ’m no) met hyl ] - 2- oxo- 1, 3- benzot hi azol - 3
(2H) -yl ) et hoxy] phenyl - 2- et hoxypropanoat e, + nethyl

2- met hoxy- 3-{4-[ 2- (6- [(rret hoxyi m no) (phenyl ) net hyl ] - 2- oxo- 1, 3-

benzat hi azol 23tRiK)y- &I{}éﬂhﬁ@&y@m&yﬂy}imh@@d{mymahm -2:0x0-1,3-benzothiazol-
3-{4-[2-(6-] Io net hoxyi m no) net hyl ] - 2- oxo- 1, 3- benzot hi azol -
3(2H) -yl ) et hé@?&ﬁb‘r‘rﬁ? %’Q%P%P@ﬁa?ﬁtﬁyc acid, 3- { 4-]

2- (6-[ (et hoxyim no)(phenyl ) met hyl ] - 2- oxo-1, 3- benzot hi azol -3 (2H) -

yl ) et hoxy] phenyl }-2-(2,2,2-trifl uoroethoxy)propanoic acid, *

3-{4-[ 2- ( 8- [ REcrhaxyel- Maié’li(ﬁr-i[fﬂjﬁlfypitmnyjlrh)nw(lphyny]l}rﬂeth)dﬁiq@-b,érbcnzcbthiitzol-- 3(2H)- 2o
yl ) et hoxy] phgf}yﬁ)}ylfcﬂgoxﬁpheny |p1;(ljp%g(rncc)%tcrhc’)xy) pr opanoi ¢ aci d,

*  methyl 3-{4-[2-(6-[(Z)-(3-chlorophenyl)(methoxyimino)methyl]-2-0x0-1,3-
10 benzothiazol-3(2H)-yl)ethoxy]phenyl}-2-ethoxypropanoate,

*« methyl 3-{4-[2-(6-[(3-chlorophenyl)(hydroxyimino)methyl]-2-o0x0-1,3-benzothiazol-
3(2H)-yl)ethoxy]phenyl}-2-ethoxypropanoate,

*  methyl 2-methoxy-3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-0xo0-1,3-
benzothiazol-3(2H)-yl)ethoxy]phenyl} propanoate,

15 *  3-{4-[2-(6-[(Z)-(3-chlorophenyl)(methoxyimino)methyl]-2-oxo0-1,3-benzothiazol-
3(2H)-yl)ethoxy]phenyl}-2-ethoxypropanoic acid,

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

- *  3-{4-[2-(6-[(E)-(methoxyimino)(phenyl)methyl]-2-ox0-1,3-benzothiazol-3(2 H)-
20 yl)ethoxy]phenyl}-2-(2,2,2-trifluoroethox y)propanoic acid,



- 10 3-

{4-12-(6-[(E)- (et hoxyi m no) (phenyl ) net hyl ] -2- oxo- 1 3-benzot hi azol - 3(2H) -

yl ) et hoxy] phenyl }-2-(2, 2, 2-trifl uoroethoxy) propanoi c acid, enantioner 1, *

3-{4-[2-(6-[(E)-(nethoxyinino)(phenyl)nethyl]-2-oxo-1,3-benzothiazol-3(2FD-

| ) et hoxy] phenyl} -2-(2,2,2-trifluoroethdxy) propanoi c acid, enantioner 2, 5 *
[2-(6-[(2)- (nethoxyinino)(phenyl)nethyl] 2- 0xo0- 1, 3-benzot hi azol - 3(2H) -

') et hoxykphgn opafa@uca -Bé&iz6thiadol-3(2

4 (2 (6. T2 {%an@%(f ﬁﬁ"&hw%ﬁlé%@ ‘?ﬁ‘% h§]y o e Y 3( 2H) -

| ) et hoxy] phyl)ythpxﬁ}pba;)ﬂ}-Z -@i2, z-umnﬂnuo:wthompmp@paqamd, erantiomendnt i oner 1, *

[ 2-(6-[(2)-(nmet hoxyi m no) (phenyl ) net hyl ] -2-o0xo0-1, 3- benzot hi azol - 3(2H)- 10

hoxy]phenyl} 2-(2,2,2-trifluoroethoxy)propanoic acid, enantiomer 2, 3-

(6-k(ts e Hﬂﬁ[}ﬁ?}ﬂzﬁ h,33 i 3(2H)-

hoxy] phen I?L@qgﬁ@yp%%anm ?IZMH[%?] AR hAEH l@éﬂ!()‘

tert-but gbéythaxjdphgﬂ))l}a—ﬁ}(ﬁdj,z-mﬂl{otetttﬁe)()epx[opmmamsil eniantipnphany| ) net hyl | -

0-1, 3-benzot hi azol - 3(2H) -yl ) et hoxy] phenyl } propanoate, 15 * net hyl

tert-but oxycar bonyl)am no] - 3-{4-[ 2- (6-[ (hydr oxyi mi no) (phenyl ) net hyl ] - 2-

1, 3- bgnzgt fi
but oxgcar b@n@z@a%ﬂéf%&%ﬁﬁ@%ﬂ%‘?ﬂnﬁhﬁg%?ﬁggﬁ%ﬁg%)a%gg hyI ]-2-
1, 3- benzgl)éthaxylph&(y2HR-(212) 2triftuorgdthérepioppmoiopeidpat e, * net hyl
-[2-(6-[ (met hoxyi mi no) (phenyl ) net hyl ] - 2- oxo- 1, 3- benzot hi azol - 3( 2H) - 20
et hoxy] phenyl } - 2-[ (phenoxycar bonyl ) am no] pr opanoat e, nethyl 2-

w01, 3 benaai P by %nQF%§%£E%%§3&%§p%9ﬂE o

(t ert - but pisthaxyjpheryl {-2€22)2-jrifidanadth@xy)prophioi¢ Beif( ermntiomygr hi no) ( phenyl ) -

yl)e
3-{4
yl)e
{4-]
yl)e
3-{4-
yl) et
{4-]2-
yl) et
2-[(
2- 0X
2-[(
0XO0-
2-[(
0XO0-
3-{4
yl)
[(b
2-0
2- [

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

*  3-{4-[2-(6-[(tert-butoxyimino)(phenyl)methyl]-2-ox0-1,3-benzothiazol-3(2H)-
yl)ethoxy]phenyl}-2-ethoxypropanoic acid,

* methyl 2-[(tert-butoxycarbonyl)amino]-3- {4-[2-(6-[(methoxyimino)(phenyl)methyl]-
2-o0x0-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl} propanoate,

15 .- * methyl 2-[(tert-butoxycarbonyl)amino]-3-{4-[2-(6-[ (hydroxyimino)(phenyl)methyl]-2-
ox0-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl} propanoate,

*  methyl 2-[(butoxycarbonyl)amino]-3- {4-[2-(6-[ (methoxyimino)(phenyl)methyl]-2-
oxo-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl} propanoate, ‘

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

*  methyl 2-{[(benzyloxy)carbonyl]amino}-3- {4-[2-(6-[(hydroxyimino)(phenyl)methyl]-
2-0x0-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl} propanoate,



met hyl ] - 2- oxo- 1, 3- benzot hi azol -3 (2H) -yl ) et hoxy] phenyl } pr opanoat e,
N-(tert-butoxycarbonyl)-4-[2-(6- [(hydroxyi m no)(phenyl)nethyl]-2-oxo- 1, 3-
benzot hi azol - 3( 2H) -yl ) et hoxy] phenyl al ani ne, s *
N-(tert-butoxycarbonyl)-4-[2-(6-[(methoxyi m no)(phenyl)nethyl]-2-oxo-1, 3-
benzot hi azol - 3(2H) -yl ) et hoxy] phenyl al antire, nethyl 2-am no-3- {

4-[2-(6-[ (nmet hox yim no) (phenyl)nethyl]-2-oxo-1, 3-benzot hi azo | -

3(2H) -yl )t hﬁé‘t)i}lpilﬂwlr bﬁ(oQP@d?B&’iﬁ}(metHW}aﬂx‘{ﬁo] -3- {4][ 56 [(methox mmo)(phenyl)

2- am no- 3-{4-[ 2- ydr oxyi m no 5&.55 met h oxo- 1, benzoth| azol - 10
3(2H) - yl ) et tosthy M -1 3rhepaotbiazel ml)etlwxy]phenyl}pmpanoate

{4-]2-(6-[ (net hoxyi m no) (phenyl ) net hyl ] -2-oxo-1, 3- benzot hi azol - 3( 2H) -
yl ) et hoxy] phenyl }-2-(methyl am no) propanoat e. The enanti oners,

di ast er eal s VRfer-Kiick yRabohyH14- Fﬁ{dRh}ﬁdrbi&yl%lﬁ%)ﬁiﬂgﬁl?ﬁh%tlﬁﬂu%x@-qcﬁpt able acid

or base of the preferred conpounds the invention forman integral part of
the 15 |nvémnzoihxazdihit(Zﬁl)%)eﬁtOxy}Nlemylalanlnleel ates also to a process for the
preparation of conpounds of formula (1), which process is characterised in
that there is used as starting material a conpound of fornula (IllI) : O

wherein Q. R ,eﬁzou@@cmggﬁg Ap. @[(ﬂﬁf}io&?ﬂmﬁ@ﬂpﬁ&fyﬂrﬂe@h)ﬁ] ‘ox%Ol w th which

there i s condensed, I'n a i c ned a’ conpound”of for © - 12 Hal -A
(1v), R mhéxeazoth;&zolB}(2H3—yda)ndloRyhxhen)daladme ned for forrrul a (I) and Hal
represents a hal ogen at om

*  methyl 2-amino-3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-ox0-1,3-benzothiazol-
3(2H)-yl)ethoxy]phenyl} propanoate,

*  methyl 2-amino-3-{4-[2-(6-[(hydroxyimino)(phenyl)methyl]-2-ox0-1,3-benzothiazol-
10 3(2H)-yl)ethoxy]phenyl} propanoate,

*  methyl 3-{4-[2-(6-[(methoxyimino)(phenyl)methyl}-2-oxo0-1,3-benzothiazol-3(2H)-
yl)ethoxy]phenyl}-2-(methylamino)propanoate.

The enantiomers, diastereoisomers and addition salts with a pharmaceutically acceptable
acid or base of the preferred compounds of the invention form an integral part of the

15 invention.

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

compound of formula (III) :

0
N 1
R
R® ) (m,
X R

0
wherein D, R!, R2, R® and X are as defined for formula D,

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



to yield the conpound of fornmula (V) : A I 0 5 wherein R, R, R3, R', RG,
A, B, Dand X are as defined for formula (1), which is subjected to the action
of a conmpound of formula R50-NH2, wherein R5 is as defined for fornmula (1),

to yield the conpound of fornmula (1) : NORS which may be purified according
to a conventional separation technique,-Mhich is 10 converted, if desired,
into its addition salts with a pharmaceutically acceptable acid or base and
which is separated, where applicable, infd its isomers according to a
conventional separation technique. An_ ag rhageous, variant relates to a

process for the preparation of conpou ok~ formul.a (1), characterised in
that there is used as starti idplmatde @ npou%vgf 15 formula (I11) : -13
for formula (1), to yield the conpound ormula (VI) : 0 wherein Db R, R2,
R6 and X are as defined for fornmula (1),gwi th which there is condensed a
compound of fornmula R50-NH2, wherein R5 |s as defined (M), 5 NORS wherein
R, R2, Ryhefn APBARA a¥d A Cura s defihdaor mfnufwayr%@ﬂm }eprékbﬂtb aMlsgentai@he i s
condensed in a badic nmedium a conpound of fornmula (1V)

to yield the compound of formula (V) :

3
R" B

0
4
N 1 R
R R2
X
10)

5 wherein R, R%, R%, R*, R, A, B, D and X are as defined for formula O,
which is subjected to the action of a compound of formula R0-NH,, wherein R’ is as

defined for formula (1), to yield the compound of formula (I) :

R’ p

0
4
N 1 R
. R o,
R ><R2
X
NOR’

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

separation technique.

An advantageous variant relates to a process for the preparation of compounds of
formula (I), characterised in that there is used as starting material a compound of
15 formula (III) :



R3 Hal -A R wherein A, B, R3 and R are as defined for fornula (1) and Hal
represents a halogen atom 10 to yield the conmpound of formula (1) : m NORS
whi ch nmay be purified according to a conventional separation techni que, which
is converted, if desired, intoits addition salts with a pharmaceutically
acceptabl e acid or base and which is sephrated, where applicable, into its

i sonmers according to a conventional 15 separation technique. -14 5 The
conmpounds of formula (111) are commerci gfly available or readily accessible to
the person skilled in the art by neans bf chenical reactions which are
customary or described in the Ii o, R Anot her aspect of the invention
relates also to conpounds R» (V) X0, wherein®B, D, X, A R, R, R3,
R4 and B are as defined for s)(foﬂﬁula (1), for use as

i nternedi ates for the synthesils of conmpounds of fornula | and as hypogl ycaen c
and hypol i pi daemi ¢ agents. Th® conmpounds of the present invention have very

val uabl e phar macol ogi ¢ roperties.. 10 .The c unds denonstrate especially
an excel | er%fEﬁ?’\ﬁ‘t 3*6Mﬂ$§%flgg8f@{}§%®g?8} evel s. As a result of such
proper ti esyitGhichoertGs USkdbnsEfh BARPSITPT fortlal RFO-NEEAWEERIN R’ is as defined

for formula (1), to yield the compound of formula (VI) :

i
N 1
R
6
R (VD),
\”/@:XXRZ
NOR’

S .
wherein R!, R%, R®, R®, D and X are as defined for formula O,
with which there is condensed, in a basic medium, a compound of formula (IV) :
R’
// B

__R4

wherein A, B, R® and R* are as defined for formula (I) and Hal represents a halogen atom,
10 to yield the compound of formula (I) :

R g

0
4
N 1 R
. R o,
R ><R2
X
NOR®

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

15 separation technique.



and/ or prophyl axis of hyperglycaem a, dyslipidaem a and, nore especially, in
the treatnent of non-insulin dependent type Il diabetes, glucose intolerance,
di sorders associated with syndrome X (including hypertension, obesity,
insulin resistance, )5 atherosclerosis, hyperlipidaem a), coronary artery

di sease and ot her cardiovascul ar diseadés (including arterial hypertension,
heart failure, venous insufficiency), renal disorders (including

gl orer ul ong hélingobﬁndsgéiomulaognb QF e Sdramena iy ewiimbssyadmaﬂ% acbaspibld ntheve
nephroscl erosis), retinopathy, disorders associated wth the activation of
endot hel i parsereskiled instbeiastshysmepns gfcshemical seagtonssWhigh dRe Custpanyrqraescribed
conplicatﬁﬁﬂgn%;tu%p di abetes, and osteoporosis. They can be used as al dose
reduct ase i ‘AhiBI¢ors for i mproving cognitive functions in denentia and the
conplications of diabetes, intestinal inflammtory disorders, nyotonic
dystrophy, pancreatitis, arteriosclerosis, xanthoma, - 15 The activity of

t hese corfyBefhexaspsctafdbe nxenfinnaisiatas alsoy torpmpopads ¢FfAIMEAGVdr prophyl axis  of
ot her diseases, including type | diabetes, hypertriglyceridaem a, syndrone X,
insulin resistance, dyslipidaem a in diabgticB, hyperlipi daem a,

hyper chol esterol aem a, arterial hyperteng heart failure, and

cardi ovascul ar di sease, especially atheroﬁ\ 0sis. 5 The conpounds are
furthernore indicated for use in the rggulRtyen of appetite, especially in
the regul ation of food intake in bj gt s suRfering fr§g1disorders such as
obesity, anorexia, bulipma an i rvosa. The(

npounds can
accordingly be used int , zatnent of hyperchol esterol aem a,
obesity with advant ageous eff

perli pi daem a, 10 hypergl ycaem a,
ost eoporosis, glucose intol gyance, insulin resistance or disorders in which

insufin resistance is a secondary physi opat hol ogi cal nmechani sm The use of
those conprersREmMN, o8, R'e®dCR! Rt £l B afeals defifbd firRofIpou®f foRhaIRY(T), Fpt i n

use as intermediates for the synthesis of compounds of formula I and as hypoglycaemic

and hypolipidaemic agents.

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

10 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,

15 atherosclerosis, hyperlipidaemia), coronary artery disease and other cardiovascular
diseases (including arterial hypertension, heart failure, 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, complications of

20 diabetes, and osteoporosis.

-They can be used as aldose reductase inhibitors for improving cogrﬁti;;\mnctions in

dementia and the complications of diabetes, intestinal inflammatory disorders, myotonic

dystrophy, pancreatitis, arteriosclerosis, xanthoma.



resi stance, plasma glucose, triglycerides, LDLs, VLDLs and al so plasma free
fatty acids. The conpounds can be used in association with HVG CoA reductase
inhibitors, fibrates, 15 nicotinic acid, chol estyram ne, colestipol, probucol,
G.PI, netform n, biguanides or glucose reabsorption inhibitors and can be
admi ni stered together or at different tilhes to act in synergy in the patient
treated. They furthernore exhibit activity in cancer pathol ogi es and

especi al I'phduptivitg of driBe botapdbundsd$1ales Secodifidhded fir tha sicatheone end/or pophglaxisancer ,
and al so have an inhibiting effect on the 20 angi ogenesis processes .

i npl i cat ef othersdiserspaitinelndigigetype Ardiabetesn dyperti gy PR, syBdeoms X gpsalin
accordi ng }.0 e inv ' . hey. : L.one Ear Lal:ly e that
are sui t%ﬁ%lga#’%r’ %éﬁl{,&%’g{}e?{?edé%egg%a%e,ﬂqﬁgéé-&g’r % aﬁgqlgégﬁgéﬁgg%’s ,ah%}gagt al ,

per | i ngualypenensici, heart FARPE, Al oandicddsiulardiscabe, espeeiullyetieoscidrbsis.t abl et s and
dragees, sublingual tablets, sachets, paquets, capsules, glossettes, |ozenges,
suppositories, 25 creans, ointnents, dermal gels and drinkable or injectable

anpoul es.lh 0 I.es. ' t , d | of the
ot ot . TcCortfints afiPRAREIGHE (ATABEI6 b Re rTARR o MBSRT cliRERNY P! |
and any dfstheirepaidtion @ftfoBdtiftake adndsubjgegesuffertny Goin dipotdersl sgetpas obdsityurs in

| or nore adm nistrations. - 16 The followi ng Exanples illustrate the
i nvent i orfMgFf¥ia Sulipia andgnorexia pervesa; way. EXAMPLE 1 @ Met hyl

2- et hoxy-@8:{ 4:.1.2+ ( h L4 Q) (rh ) et | el -
1, 3- benzot Si acz%ﬁ?pogl?g%i) U%f ) gﬁtﬂ?} gheﬂ%yl péo;ﬁnc% eprgY%%BR :orwet{eﬁwem of
3- [ 4- ( 2- dyperchelelsterolagniiany lobesityet wathy - 2dyancgeousat effect3o drb0 hypertipidaemsd)| vy
distilled tetrahydrofuran, placed in a bath of ice-cold water at 0C . under
ot o, ad Pt @RieaRSTobS v sk leRRte: HEMIT B ARCE OE fisgxdprein which
di et hyl phRsRRAeaashIAE ] st | \dofcalRleRhHighh g the tenperature at OC
After stirring for 1 hosur, %rﬁg&(o}@tg@l c??cget ﬁoxy)lbenzal dehyde (0.0394 nol)
di ssol vedhenuse of those compounds enables reduction of total cholesterol, body weight, leptin
resistance, plasma glucose, triglycerides, LDLs, VLDLs and also plasma free fatty acids.
The compounds can be used in association with HMG CoA reductase inhibitors, fibrates,
15 nicotinic acid, cholestyramine, colestipol, probucol, GLP1, metformin, biguanides or
glucose reabsorption inhibitors and can be administered together or at different times to act

in synergy in the patient treated.

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

20 angiogenesis processes implicated in such pathologies.

Among the pharmaceutical compositions according to the invention there may be

" mentioned more especially those that are suitable for oral, parenteral, nasal, per- or trans-
cutaneous, rectal, perlingual, ocular or respiratory administration and especially tablets and
dragées, sublingual tablets, sachets, paquets, capsules, glossettes, lozenges, suppositories, .

25 creams, ointments, dermal gels and drinkable or injectable ampoules.

The useful dosage varies according to the sex, age and weight of the patient, the
administration route, the nature of the therapeutic indication and any associated treatments,

and ranges from 0.1 mg to 1 g per 24 hours in 1 or more administrations.



m ni nrum of freshly distilled tetrahydrofuran, under argon at OC. Stir the
solution for 10 1 hour at OC. Allow the solution to return to anbi ent
tenperature while stirring for 16 hours. Evaporate off the tetrahydrofuran.
Add 100 ml of water and then extract with 100 ml of dichloronethane tw ce.
The organi c phase is washed with water, !fried over MSO4 and then evapor at ed.
The oily product is purified over a colum of silica gel using the eluant

m xture: petrol eum ether/dichloronethane (1/1). The title conpound is obtained
15 in the formof an oil. Step B : Methyl

3-[4-(2- cﬁh@fqil@mogﬁ)ﬁgnelwlll}uszra@tth@wsn@%ﬁ@ad%nqtdlm@a Ipany™ayet r ahydr of ur an
add the conpound obtained in Step A (0.0175 nol) and then pall adi um on-carbon
(0.2 g). Stir at anbient tenperature under hydrogen for 1 day. Filter off the

pal | adi UNEXAMPLIODN : amthhememmp@:{at-pz {62 niethdxy@nino)[Phenei)metliypouwxo- | s
purified on 20 a colum of silica using the eluant m xture: petrol eum

et her/ di chl or onet hanel34bengothigzal- ﬁzﬂ)-yl)emmmﬁnyﬁpmwn@d in the formof an
oil. Step C: Methyl 3-(4-[2-(6-benzoyl-2-o0xo0-1. 3-benzot hi azol - 3(2H)

yl ) et hoxy] phenyl ) - 2-et hoxypropanoate - 17 To 20 m of dinethylformm de add

pot assi um car Kenat eMehyD3-J442-whloyoethaxy)plenyk-2-atbopoi{pberrenotisi azol i none
(0.00453 nol). Heat at 100C for 1 hour, Add the conpound obtained in Step B
(0.00348 nol) and heat at 150C for 16 hours. Evaporate off the

di mreshyl fp5 n8GiHeof E@éfﬂ aRtillee tét?a‘?#ﬂ#&uﬂaﬂ placél infd bY@ &Y 1céU&Qldt\b§t@r gxps@ct with
50 m of 5 dichloronet hane tw ce he organi c phase is dried over NgSOff and

t hen evapendgr edrgonhe add esodium | bydrater y(@tQﬁWB syl andnmihest haetbyl adethoxytds t he
et hyl  2RerNp RerRer A e B0sBa TRah S BRI REI Reerp st A O T Fe?
benzot hi agiting (k) 1 Mburet dpax wlehdiorbeboPBavaldhyde (0.0394 mol) dissolved in a
minimum of freshly distilled tetrahydrofuran, under argon at 0°C. Stir the solution for
10 1 hour at 0°C. Allow the solution to return to ambient temperature while stirring for
16 hours. Evaporate off the tetrahydrofuran. Add 100 ml of water and then extract with
100 ml of dichloromethane twice. The organic phase is washed with water, dried over
MgSO4 and then evaporated. The oily product is purified over a column of silica gel using
the eluant mixture: petroleum ether/dichloromethane (1/1). The title compound is obtained

15 in the form of an oil.
Step B : Methyl 3-[4-(2-chloroethoxy)phenyl]-2-ethoxypropanoate

To 100 ml of tetrahydrofuran add the compound obtained in Step A (0.0175 mol) and then
palladium-on-carbon (0.2 g). Stir at ambient temperature under hydrogen for 1 day. Filter
off the palladium-on-carbon and then evaporate the filtrate. The oily product is purified on
20 a column of silica gel using the eluant mixture: petroleum ether/dichloromethane (1/1).

The title compound is obtained in the form of an oil.

Step C : Methyl 3-{4-[2-(6-benzoyl-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy] phenyl}-
2-ethoxypropanoate



10 To 30 m of methanol add the conpound obtained in Step C (0.00198 nol),

O net hyl - hydroxyl am ne hydrochl oride (0.00594 nol) and pyridine (0.00594
nol). Heat at reflux for 3 hours. Evaporate to dryness. Add 100 ml of
hydrochloric acid (1N) and then extract with 50 ml of dichloronethane tw ce.
The organi c phase is dried over MgJSO4 and then evaporated to yield the title
conpound. 15 EXAMPLE la : Methyl

2- et hoxy CTo{ZlO [ ()ﬁdirﬁEthy(funndmhdyiaddnpn)t@ﬁhunyda)bmtatwKQOW4 mol) and then 6-

" st ep DoBHbspnaazoraoneElibad3 T aftedn RPRER? aHioun i B SompBbund | <
preci pi t apgided HESRH! BYER).G03A8CMoPNthd hé&teiteFB(Ptf foro1/h&lrsl Ebsporket dEARET -
Melting point : 122-123C 20 EXAMPLE 1b: Meth

2- et hoxy H}r{let[lﬁl-fcérﬁiz{nﬁlﬁ -Taketupothg iredidue) ihpiemy Ioj' watdnyanii then extract with 50 ml of

oxo- |, nzot hi azo 2H) et hox n e The filtrate t ai ned
T Bl 8 qﬁgorpgleé\?a‘b&&%eﬁ%ﬁewwﬂag eiea R AEsOr wnd st eyandipl BB £
yield t herési&de‘?s F&?Rﬂ frath Widihan®) aﬁ@%n iR)ds the title comFomd in the form of a solid.

2- et hoxy- 3 (Z) - (hydroxyi m no) { phenyl ) met hyl ]

oxo- 1, 3- bmomm_mp 118(21—9°Cyl)et hoxy] ph enyl }propanoate - 1g Step A : Met hyl
3-(4- [ 2- (6-benzoyl - 2- oxo- 1, 3- benzot hi azol - 3(2H) yl) et hoxy] -

phenyl ) - 2- et hoxypropanoate To 20 m of dinmethylformam de add potassi um

car bonat e (0. G4 . Wrkyizeth $:12 h OB RABINAER AR -L0B0A53 ol ) .
Heat at 100C for houryl@ng MJBBI{ [lyg.gﬁ,pgy talm@n St@g]B of Exarrpl el
(0.00348 nol) and hémzo&:a@d@ﬁbyb&gommgyl}zmopwe off the

di met hyl f ormam de. Take up the residue in 50 mMl of water and then extract with
50 m of dichloronethane twice. The organic phase is dried over MgSO4 and t hen

evaper at edfo 3l reFShéttignd] Saddembie \eohipohh® @Btald innStep a0 00.00198 tiof), -nidag/ltitl e
conpound Ih;]droxylarnme: hydrochloride (0 00594 mol) and pyridine (0.00594 mol). Heat at reflux for

3 hours. Evaporate to dryness. Add 100 ml of hydrochloric acid (1N) and then extract with

50 ml of dichloromethane twice. The organic phase is dried over MgSQO, and then

evaporated to yield the title compound.

15 EXAMPLE 1a : Methyl 2-ethoxy-3-{4-[2-(6-|(E)-(methoxyimino)(phenyl)methyl}-2-
oxo-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl} propanoate

The compound obtained in Step D of Example 1 is taken up in diethyl ether and the title
compound is precipitated in selective manner and filtered off to yield the (£) isomer.

Melting point : 122-123°C

20 EXAMPLE 1b: Methyl 2-ethoxy-3-{4-[2-(6-[(Z)-(methoxyimino)(phenyl)methyl]-2-
oxo-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}propanoate |

The filtrated obtained in Example la is evaporated and the residue obtained is

recrystallised to yield the title compound.

EXAMPLE 2 : Methyl 2-ethoxy-3-{4-[2-(6-[(Z2)-(hydroxyimino)(phenyl)methyl}-2-
0x0-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl} propanoate



the formof a solid. 10 Melting point : 118-119C Step B : Mt hyl

2- et hoxy-3-(4-[2-(6-[(2)-(hydroxyi mi no) (phenyl)nethyl]-2-oxo-1, 3-
benzot hi azol - 3(2H) yl) et hoxy] phenyl ) propanoate To 30 nl of methanol add the
conpound obtained in Step A (0.00198 nol), hydroxylam ne hydrochloride
(0.00594 nol) and pyridine (0.00594 nol-)18-Heat at reflux for 3 hours. 15
Evaporate to dryness. Add 100 ml of hydrochloric acid (1N) and then extract
with 50 m of dichloromethane twice. The organic phase is dried over MgSO4
and then evaporated. The (E) conpound is precipitated using diethyl ether.

The filtrate StepihenMetippdidt/Re6tengordt2ioxonb 3-berjothivaplol@H)-of)ethefti t | e, whi ch
Is recrystallised fro thapol . Melting point : 114-115C 20 EXAMPLE 3: WMet hyl
3-14-[ 2- (6- [ (et hoxyP%"%?ﬁ%@ﬁ’ﬁH’?M 1 -2- oxo- 1, 3-

benzot hi azol - 3( 2H) -yl ) et hoxyl phenyl }-2-(2, 2, 2-tri fl uoroet hoxy)- propanoate
Step A : Methyl 3-[4-(2-chloroethoxy)phenyl]-2-(2,2,2-trifluoroethoxy)-2

pr opanoat €o 12{k npr of dituethylfermaside, agd epotasspim pachonpte (0-01044irael) rand: then 6-

2- et hoxy-2-di et hyl phosphaono- etate, b o

2 (22 5. EerkpihetasRRAURe 10 804RE Bl BLeB 81 QLS fore! hows gt cermpeupd
Mel t kng pebtained iPStep I oPERBMBle 1 (d00MB mol) and heat at 150°C for 16 hours. Evaporate
3-[4-(2-chl oroet hoxy) phenyl ]-2-(2,2,2-tri1 | uoroethoxy)propanoate Starting

from t he @it divsetbyifermaatide.nldiecyp the residugin o8 aulr of vatepand ithemy exiragt yth 5

ﬁf‘gf'hgx ;gq Bl of FchBrSmemhl Wik Hhid trdBidP $HEY s Ar %vbr MBSO, Oddd 3l - 3(2H)
evaporated. The residue is recrystallised form methanol and yields the title compound in
the form of a solid.

10 Melting point : 118-119°C

Step B : Methyl 2-ethoxy-3-{4-{2-(6-[(Z)-(hydroxyimino)(phenyl)jmethyl]-2-oxo-1,3-
benzothiazol-3(2H)-yl)ethoxy] phenyl}propanoate

To 30 ml of methanol add the compound obtained in Step A (0.00198 mol), hydroxylamine
hydrochloride (0.00594 mol) and pyridine (0.00594 mol). Heat at reflux for 3 hours.

15 Evaporate to dryness. Add 100 ml of hydrochloric acid (1N) and then extract with 50 ml of
dichloromethane twice. The organic phase is dried over MgSO, and then evaporated. The
(E) compound i1s precipitated using diethyl ether. The filtrate is then evaporated to yield the
(Z2) compound of the title, which is recrystallised from methanol.

Melting point : 114-115°C
20 ‘EXAMPLE 3 : Methyl 3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-0x0-1,3-
benzothiazol-3(2H)-yl)ethoxy]phenyl}-2-(2,2,2-trifluoroethoxy)-
propanoate

Step A : Methyl 3-[4-(2-chloroethoxy)phenyl]-2-(2,2, 2-trifluoroethoxy)-2-propenoate

The procedure is as in Step A of Example 1, replacing the 2-ethoxy-2-diethylphosphono-
25 acetate by‘2-‘(2,2,2-triﬂuoromethoxy)—2-diethylphosphonoacetate.



phenyl }-2-(2, 2,2-trifluoroethoxy)propanoate Starting fromthe conpound
obtained in Step B, the procedure is as in Step C of 10 Exanple 1. Solid.
Melting point : 46-47C. Step D : Mt hyl

3-{4-[2-(6- [(nethoxylnlno)(phenyl)neth%d| 2- 0X0-1, 3-benzo- thiazol-3(2H)

yl ) et hoxyJdphenyl }-2-(2, 2 trifluoroet ﬁy)propanoate 15 Starting fromthe
conpound obtained in Step C, the procedure is as in Step B of Exanple 2,
repl aci ng wiie: doridr oxyl am ne by O net hyl hydroxyl am ne. Solid. 20 Melting point
. 67-68C. EXAMPLE 4: Met hyl

3-{ 4-[ 2- ( Mglting/peinky§Gd &) ( phenyl ) net hyl [ - 2- oxo- 1, 3-

benzot hi azol - 3(2H) -yl ) et hoxy} phenyl }-2-(2, 2, 2-trifl uoroethoxy)- propanoate
Starting fromthe conpound obtained in Step C of Exanple 3, the procedure is
as in Step B spip BEXMeme374- @qdhv&oezha n?,l]n.gpm 2LtriflubkodtiisRy)propsiidale 5:

2- Et hoxy- 3-{4-12-( 6- [(rretboxylmno phenyl met hyl ] - 2- oxo- 1, 3-

benzot hi azol - 3(2H) -yl ) et hoxy] phenyl } propanoi ¢ acid 5 The t| tle conmpound is
obt ai ned wvdrol vsis of the.c oupd. o i ped I 1S in a
met hanol /%atr@lyg rﬁoﬁ ut?xgcowe :nléﬁ' in g{c% /Q, ﬂle Br(@ém fs gls i St@ﬂ éoo_f

2- Et Boxy- Bxdrfiple- (6- [ (E) - (et hoxyi m no) (phenyl ) net hyl } - 2- oxo- 1, 3-

Oil.

Step C: Methyl 3-{4-[2-(6-benzoyl-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy]-
phenyl}-2-(2,2, 2-trifluoroethoxy)propanoate

Starting from the compound obtained in Step B, the procedure is as in Step C of
10 Example 1.

Solid.

Melting point : 46-47°C.

Step D :  Methyl 3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzo-
thiazol-3(2H)-yl)ethoxy] phenyl}-2-(2,2, 2-trifluoroethoxy)propanoate

15 Starting from the compound obtained in Step C, the procedure is as in Step B of
Example 2, replacing the hydroxylamine by O-methylhydroxylamine. '
Solid.
Melting point : 67-68°C.

EXAMPLE 4 : Methyl 3-{4-[2-(6-[(hydroxyimino)(phenyl)methyl}-2-0xo-1,3-
20 benzothiazol-3(2H)-yl)ethoxy]phenyl}-2-(2,2,2-trifluoroethoxy)-

propanoate

| Starting from the compound obtained in Step C of Example 3, the procedure is as in Step B
of Example 2.
Solid.



benzot hi azol - 3( 2H) -yl ) et hoxy} phenyl } propanoi c acid The title conpound is

obt ai ned by hydrol ysis of the conpound obtained in Exanple la 10 using KOH in
a nmet hanol /water mxture. Solid. Mlting point : 151-152C. Starting fromthe
conpound obtained in Exanple 5a, Exanples 5a(l) and 5a(2) are obtained by
chiral separation on CH RALPAK AD, using%an n-heptane/iso- 15

propanol /trifluoroacetic acid m xture (750/250/1) and detection at 280nm
EXAMPLE S®feldng poAntEt93056pC3- { 4- 12- (6- [ (E) - (et hoxyi mi no) (phenyl ) net hyl ] - 2- oxo-
1, 3- benzothi azoi -3(2H) -yl ) et hoxy] phenyl } propanoi ¢ acid, enantioner 1 The
title conpound is obtained with an optical purity greater than 99 % 20

5. benz JLSAMELEES S PRfhse-s R RS MR  +
title conpound is Obtﬁém%'\&élts(ﬁﬂ)-@%tmk ?l}pr@éalﬁﬁc fcidc - 21 EXAMPLE 5b :
2- Et hoxy-3-{4-[2-(6-[(2) - (met hoxyi m no) (phenyl ) net hyl ] - 2-oxo-1, 3-

benzot hi azol - 3( 2H) yl)et hoxy] phenyl }propan0| c acid The title corrpound S

bt d d d CH

ot hanor 7 bk € cBpieRbaa 9% obfipeaHp BURGHRR Bt I eddpdptB Rirkinedin Sl X1 @
Exanpl es & (ﬁpﬁlébkﬁ,)anay@atepbﬁ,aufeed by rreans of chiral chromat ograph| c
separ ati on. MPLE 5b( 11:

2- Et hoxy-3-{4-[2-(6-[(2Z)- (nethoxyi m no) (phenyl)nmethyl] - 2- oxo-
1,3-benz Oﬁmﬁtﬁazﬁ-@fh3?}‘-9&@&&@3@‘}-&&&89%9“8oﬁﬁl&yl)methyl]-z-oxo-l,3-

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

The title compound is obtained by hydrolysis of the compound obtained in Example 1a
10 using KOH in a methanol/water mixture.

Solid.

Melting point : 151-152°C.

Starting from the compound obtained in Example 5a, Examples 5a(1) and 5a(2) are
obtained by chiral separation on CHIRALPAK AD, using an n-heptane/iso-
15 propanol/trifluoroacetic acid mixture (750/250/1) and detection at 280nm.

EXAMPLE 5a(1) : 2-Ethoxy-3-{4-[2-(6-[(E)-(methoxyimino)(phenyl)methyl]-2-0xo0-
1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}propanoic acid,

enantiomer 1

The title compound is obtained with an optical purity greater than 99 %.

20 EXAMPLE 5a(2) : 2-Ethoxy-3-{4-[2-(6-[(E)-(methoxyimino)(phenyl)methyl]-2-oxo-
1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}propanoic acid,

enantiomer 2

The title compound is obtained with an optical purity of 98.6 %.



enantiomer 1 10 EXAMPLE 5b(2) :

2- Et hoxy-3-{4-[2-(6-[(2) - (et hoxyi mno)(phenyl)rrethyl] 2- 0XO0-

1, 3- benzot hi azol - 3( 2H) -yl ) et hoxy} phenyl } propanoi ¢ acid, enantioner 2 EXAVMPLE
6: 2-Ethoxy-3-{4-[2-(6-[(hydroxyim no)(phenyl)nethyl]-2-oxo-1, 3- 15

benzot hi azol - 3( 2H) -yl ) et hoxy} phenyl } prophnoi ¢ acid Starting fromthe (Z, E)

m xture obtained in Exanple 2, the procedure is as in Exanple 5. Meltingpoint

: 84- 85" C EXANPREESD i 2-Ethox -3-{4-[2-(6-[(Z) (methoxylmmo)(phenyl)methyl]-Z-oxo—l 3-
2 Et hoxy-3-{4-]2- (6- [ (E) (hydr oxyi ni noi he ) met hyl | - 2- oxo- 1, 3-
benzot hi azol - 3( 2H) - yI ) kenzethipzatad -y)egmm Rbeaxl}armnsvﬁwﬂng fromthe (E)
conpound obtained in Exanple 2, the procedure is as in Exanple 5. EXAMPLE 6b :
2- Et hoxy-3-{4-[2-(6-[(2) (hydr oxyi m no) ( phenyl ) net hyl ] - 2- oxo- 1, 3-
benzot hi ap titkd 2binpyindeishebeyihed pydpslogiaodilee emhpbubidastitaingd i Exainple (1)
conpound obtained in Exanple 2, the procedure is as in Exanple 5. -22 EXAMPLE
7. Met hylusgig 0O E‘IZU‘(%mF@ZI}QI(‘BatEWtBrﬁhenyI ) (et hoxyi ni no) net hyl J- 2-
ox0-1, 3-benzoth iazol -3(2H) -yl ) et hoxy} phenyl }-2-etb oxypropanoate Step A :
Met hyl 3-(4-[2-(6-(3-chl orobenzoyl)-2-o0xo- 1, 3- benzot hi azol - 3( 2H) -
yl)et hoxﬂtaﬂmgyﬁa)mZtt&t hﬁmymirmpabmateel in Emempleaite dixaenples ab(l)narfst Sp(2) ark
Exanp acing the Eenzoylben t hi azol i none by

6- (3 chI cﬂb&)lﬁ libbmeb'é%&fcﬁhma SHgPMaingEa ?ePF‘W@‘OBm nt : 100-101C. Step B :

Met hyl 3-(4-(2-(6-((2) -(3-chl orophenyl) (net hoxyi m no) net hyl J- 2- axo-1, 3-
benzot hi azol - 3(2H) yl) et hoxy] phenyl)-2-etho ypropanoate 10 Starting fromthe
conpound EXAMPER Shifl)St ezEthoxyad-{#]2-€6d(F) methexyimind)(iren3)niethyl]-2-o0xo-

1,3-benzothiazol-3(2 H)-yl)ethoxy]phenyl}propanoic acid,

enantiomer 1

10 EXAMPLE 5b(2): 2-Ethoxy-3-{4-[2-(6-[(Z)-(methoxyimino)(phenyl)methyl]-2-oxo-
1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}propanoic acid,

enantiomer 2

EXAMPLE 6 : 2-Ethoxy-3-{4-]2-(6-[(hydroxyimino)(phenyl)methyl}-2-0xo0-1,3-
15 benzothiazol-3(2H)-yl)ethoxy]phenyl}propanoic acid

Starting from the (Z, £) mixture obtained in Example 2, the procedure is as in Example 5.

Melting point : 84-85°C

EXAMPLE 6a : 2-Ethoxy-3-{4-[2-(6-[(E)(hydroxyimino)(phenyl)methyl]-2-0x0-1,3-
benzothiazol-3(2 H)-yl)ethoxy]phenyl} propanoic acid

20 Starting from the (£) compound obtained in Example 2, the procedure is as in Example 5.

EXAMPLE 6b : 2-Ethoxy-3—{4-[2-(6-[(Z)(hydroxyimino)_(phenyl)methyl]-2-oxo-1,3-
| benzothiazol-3(2H)-yl)ethoxy]phenyl}propanoic acid

Starting from the (Z) compound obtained in Example 2, the procedure is as in Example 5.



Exampl e 2, repl acing the hydroxyl am ne by O-nethyl hydroxyl am ne. Solid.
Melting point : 113-114C. EXAMPLE 8 : Met hyl
3-{4-[2-(6-[(3-chl orophenyl) (hydr oxyi m no) net hyl j - 2- oxo-

1, 3- benzot hi azol - 3( 2H) -yl ) et hoxyJphenyl } - 2- et hoxypr opanoate 15 Starting from
the conpound obtained in Step A of Exanpte 7, the procedure is as in Step B

of Exanple 2. The two (Z2) and (E) conpounds are not separated. Solid. Mlting
poi nt : 146-147C. EXAMPLE 9: Met hyl

2- met hoxy-3-{4-[2-(6- th i m h I thylj-2- - 20

L e kAL £ b e S e e | ¢
anple 1, replacin e, 2- - -

met krlrgxy- 2-di e!to hyl phgs%’%él oélgeé'? gﬁaﬂgkﬁlﬁgb%ﬁﬁﬂ%%%@;%i%@%ﬁ E%MSLE 10:

Met hyl 2-[ (tent-butoxycarbonyl)am nol -3-{4-[2-(6-[(nmethoxyi m no) -

(phenyl ) net hyl | - 2- oxo- 1, 3- benzot hi azol - 3(2H) -yl ) et hoxy] phenyl }- propanoate
Step A : MNet hStepd [ Medyl 314t/ éx(Gdarchiargbenzay 3]07‘3:1(»1‘-1759@‘}()1%/‘8% })) pr opanoate 5
25 g of nmethyl 2-an] - 1.4- 0 pi onate (128 mmol ) are dissol ved
in 110 m of net h?r{}(;%?h.&q#ée}'epg Z(e)ér&é?ﬂ?gyé‘)sngfl%v\ered to 0OC, and 53.4 m of
triethylamne and then 30.73 g of di-tert-butyl dicarbonate are added in

succession. The mxture is allJowed tqQ return t Il ent_tenperature and the
reacti on hRS@IGFRAUrS 1s3s in ep Mfﬁ@mle ITWY@&&&%T‘?@Z@V@MP@@‘We Md t he

resi due iégﬁgﬁlhﬁi)gé}ngtyﬂbtgﬂi%&m&gat ography on 10 silica gel (eluant
y ate

cycl ohexane/ et ace I'n order to obtain the title conmpound in the
form of aviehingeosml:i160-101°C.

Step B : Methyl 3-{4-[2-(6-[(Z)-(3-chlorophenyl)(methoxyimino)methyl]-2-oxo-1,3-
benzothiazol-3(2H)-yl)ethoxy] phenyl}-2-ethoxypropanoate

10 Starting from the compound obtained in Step A, the procedure is as in Step B of
Example 2, replacing the hydroxylamine by O-methylhydroxylamine. Solid.
Melting point : 113-114°C.

EXAMPLE 8 : Methyl 3-{4-[2-(6-](3-chlorophenyl)(hydroxyimino)methyl}-2-oxo-
1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}-2-ethoxypropanoate

15 Starting from the compound obtained in Step A of Example 7, the procedure is as in Step B
of Example 2. The two (Z) and (E) compounds are not separated.
Solid.
Melting point : 146-147°C.

EXAMPLE 9: Methyl 2-methoxy-3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-oxo-
20 1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}propanoate

The procedure is as in Example 1, replacing the 2-ethoxy-2-diethylphosphonoacetate by 2-
methoxy-2-diethylphosphonoacetate.
Melting point : 142-144°C



Melting point : 106-108C. Step B : Met hyl

2-[ (tert-butoxycarbonyl)am no]-3-[4-(2-chl oroet hoxy) phenyl J- propanoate 15 5 g
(16.94 nmol) of the conpound obtained in Step A are dissolved in 100 m of
acetone, and 7.02 g of potassium carbonate are added. The m xture is heated
at reflux of the solvent and stirred f&®-1 hour; then 24.29 g of

1- brono- 2-chl oroet hane are added and the reaction mxture is stirred at
reflux for 12 days. The mixture is filtered and the filtrate is evaporated.

The residue obtained is purified by 20 colum chromato hy on silica gel
(el uant : EXAMRBLE 0 & Mt ylo&:&ezﬂ@pquncaﬂmwhwnel @1{{‘1[3 Bﬁﬁﬁ‘&ﬁ)ﬂ“‘?‘ﬂo}he form

S e St 5 A s AN g

2-[(tert-butoxycar bonrkapaﬂdm} pr opanoate -24 3. 6 g of 6-benzoylthiazolinone
are dissolved in 40 of dinethylformam de, and then 4.87 g of potassium
carbonate are added and the tenperature is brought to 80C for 1 hour. 6.05 g

Ctirred ot 08eeal MR, A BBl B R F s B O P YR 1 © 1

evaporated to dryness. The residue is taken up in ethyl acet ate and washed

w th saturated sodi um hydrogen carbonate g)ol ution. The nbl ne(g [y% njc
phasés ar & o8 ifdmsthed Jramings?wfnbydroxpaeny; REPPIQItS (1 28, mnp e I esi due

et hor  ncoit® B £ MeffEheF IR HBREEREYs Rivertd gfgoe(gle%ng(sﬁlhyeﬂ@%{ AR,

solid. 10t117ahl310i‘7ﬁgg adinrert: bu'fﬁ—d?@fborﬁteamelﬁdded\htduyd:esswn The mixture is allowed to
2L er R Oy o Yord Seratiirg and the raaction mixture in Shtred overiight,

The solvent is evaporated off and the residue is purified by column chromatography on

10 silica gel (eluant : cyclohexane/ethyl acetate 7/3) in order to obtain the title compound in

the form of a white sold.

Melting point : 106-108°C.

Step B :  Methyl 2-[(tert-butoxycarbonyl)amino]-3-{4-(2-chloroethoxy)phenyl] -

propanoate

15 5 g (16.94 mmol) of the compound obtained in Step A are dissolved in 100 mi of acetone,
and 7.02 g of potassium carbonate are added. The mixture is heated at reflux of the solvent
and stirred for 1 hour; then 24.29 g of 1-bromo-2-chloroethane are added and the reaction
mixture is stirred at reflux for 12 days.

The mixture is filtered and the filtrate is evaporated. The residue obtained is purified by

20 column chromatography on silica gel (eluant : petroleum ether/AcOEt 8/2) to yield the titie
compound in the form of a white solid.

Melting point : 52-54°C.

Step C : Methyl 3-{4-]. 2-(6-benzoyl-2-oxo-1,3-benzbthiazol—3(2H)-yl)ethoxy]phenyl}-

2-[(tert-butoxycarbonyl)amino] propanoate



(phenyl ) net hyl ] - 2- oxo- 1, 3- benzot hi azol - 3(2H) vyl ) et hoxy] phenyl )- propanoate
Starting fromthe conpound obtained in Step C, the procedure is as in Step B
of 15 Exanple 2, replacing the hydroxylam ne by O nethyl hydroxylamne. GO 1I.
EXAVMPLE 11 : Methyl 2-[(tent-butoxycarbonyl)am no]-3-{4-[2-(6-[(hydroxyin no)-
(phenyl ) net hyl ] - 2- oxo- 1, 3- benzot hi azol --3*2H) - yl ) et hoxy] phenyl } - propanoate 20
Starting fromthe conpound obtained in Step C of Exanple 10, the procedure is

as in Step B dif6- Eas@aﬂgltmazomﬂame dreidsdiveansl 40Eni cardimetigifonnamite; aséphemt ed.
Mel ting point : 82 25 EXAMPLE 12 : WMet hyl

2-[ (but oxﬂ@drgﬁﬁmtysgmgqrbgnqtqa{ezadg@d Prqc}@eﬁg;@gqermqq@,)s_brought to 80°C for 1 hour.

Stop A | RSP P Feckfingouio SREGHT o Sikp B fOmth bEIASHI MACRA-on RESRATAR F) <25
et honyphgmédarl@pem@a&ml%ml Wior oacet ate 4 g of the compound obtained in St ep

C of Exanple 10 are dissolved in 200 mMl of dichloronethane and the
t enpér at uk e mixusesr ltered antthesplvent is evaporateditp dynsse eihedesiggisdaken ¥ then

added andehi)P JeSAES 108 R Sl SRUALE oM P TR IRSLAL Wohuldl fhdour .

The sol vent”i s evaporat e e mx ure1s I'n water an e pHis

adj ust ed teombBined orghnix pioiyexars dnbaseen rRaghesinaciutphate tulid ebmbhtwtedrﬂtﬂmeond he
organi c phases are then dried (MySO4) and evaporated. The residue |s

triturat efesidnedittPinifies; hyr colyann | shremategtankyr ons stlica ogel delpam g peelepm | o
conpound Eﬁe}/R@OEE?B/ﬁ').Of"heatltY@écﬁﬁpo?ﬁh iflobtained in the form of a yellow solid.

10 Melting point : 76-79°C.

Step D : Methyl 2-[(tert-butoxycarbonyl)amino]-3-{4-[2-(6-[(methoxyimino)-
(phenyl)methyl]-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy] phenyl}-

propanoate

Starting from the compound obtained in Step C, the procedure is as in Step B of
15 Example 2, replacing the hydroxylamine by O-methylhydroxylamine.
Oil.

EXAMPLE 11 : Methyl 2-[(terr-butoxycarbonyl)amino]-3-{4-[2-(6-[(hydroxyimino)-
(phenyl)methyl}-2-ox0-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}-

propanoate

20 Starting from the compound obtained in Step C of Example 10, the procedure is as in
Step B of Example 2. The two (Z) and (E) compounds are not separated.
Melting point : 80-82°C.

EXAMPLE 12 : Methyl 2-[(butoxycarbonyl)amino]-3-{4-[2-(6-[(methoxyimino)-
(phenyl)methyl]-2-0x0-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}-

25 propanoate



10 Melting point : 130-132C. Step B : Met hyl

3-{4-[ 2-(6-benzoyl - 2- oxo- 1, 3-benzot hi azol - 3(2H) yl) et hoxyJphenyl) -

2- [ (but oxycar bonyl ) am no] pr opanoate 700 ng of the conpound obtained in Step A
are dissolved in 10 mM of ethyl acetate; 0.494 ml of triethylamne is then
added and the tenperature is lowered to%C. 0.229 ni of 15 butyl chlorofornate
is added and the mxture is allowed to return to anbient tenperature and is
stirred over nSgptd . Meghyl Qahhino!B-{4-KI-(6-Berizoyk 2-oke Sdbandthidrel-B{AH)rd)-e i s
concentrated. The residue is purified by columm chromatography on silica gel
(eluant : petrol eun?@?ﬁdpﬁ%dﬁ'rom@)’!e tiflsorqacetgte conpound is obtained in the
formof a white solid. 20 Melting point : 74-76C. Step C : Methyl

2- [ (but oxycar bonyl )am no] - 3-{4-[ 2- (6-[ (et hoxyi m no) -

(phenyl ) nighyt dhe? compotind3 obairedt i 87epl €362 Hxapipleotl D oary Jfiksoivdd) in 200 piHNohL e
Starting fromthe conpound obtained in Ste '

B, the procedure is as--in_Step B
of 25 Exdieplosomethang,andthe terpprzatureds é&waﬁfm@"wmﬁ@{ ﬂMﬂFQi‘E?‘P%ﬁlﬁé{e - 26p

EXAMELE 13..: -{4-1.2-( Q- L4 - 2-0X0-1, 3-
benzgt hi aélgp-ag?%%d-tﬁf);éc%&y ﬁ%ﬁ?%{lﬁg&%(pﬁ é&@gﬁgﬁa dgﬁg gl‘iairlr?l%(s)'] - propanoate
Step A : The bolvert-i§ dvdpordtéd bfinthe yhixtire iotakerBup anwateh and tHe-p{ 24-Hdjusted to 7-

| ) et hoxyj phenyl )- 5 2- henoxycar baon am noj propanoate 1.5 of the
Zo?rpoundygg’p%ﬁ ?y@'zqowlﬁs[eésp%taﬂ%&% ri@ﬂ?zma?@ 4 peamici phiases 4l thgn 51 |

acet at e; | | gL NE; i AGf t b
| ower ed téwg%)m ﬁg%ﬂrﬂ? 5%%1. gﬁ%ﬁgﬁlaﬁff%r of or mat?ﬁej dl%s} lhg‘ﬁegggggngéﬁgi ?ﬁe&m' xture
i s al | owesliction teyigidthe ditle compound in the form of a white solid.

10 Melting point : 130-132°C.

Step B : Methyl 3-{4-[2-(6-benzoyl-2-ox0-1,3-benzothiazol-3(2H)-yl)ethoxy] phenyl }-
2-[(butoxycarbonyl)amino]propanoate

700 mg of the compound obtained in Step A are dissolved in 10 ml of ethyl acetate;

0.494 ml of triethylamine is then added and the temperature is lowered to 0°C. 0.229 ml of
15 butyl chloroformate is added and the mixture is allowed to return to ambient temperature

and is stirred overnight.

The reaction mixture is filtered and the filtrate is concentrated. The residue is purified by

column chromatography on silica gel (eluant: petroleum ether/AcOEt 7/3). The title

compound is obtained in the form of a white solid.

20 Melting point : 74-76°C.

Step C : Methyl 2-[(butoxycarbonyl)amino]-3-{4-[2-(6-[ (methoxyimino)-
(phenyl)methyl] -2-0x0-1,3-benzothiazol-3 (2H)-yl)ethoxy]phenyl}-

propanoate

Starting from the compound obtained in Step B, the procedure is as-in-Step B of
25 -Example 2, replacing the hydroxylamine by O-methylhydroxylamine.



anbi ent tenperature and is stirred overnight. 10 The reaction m xture is
filtered and the filtrate is concentrated. The residue is purified by colum
chromat ography on silica gel (eluant : petroleumether/AcOEt 6/4). The title
corrpound is obtained in the formof a whlte solid. Melting point : 74-76C.
Step B : Methyl

3-(4-[2-(6-[ (et hoxyi m no)(phenyl)rret hyl ] - 2- oxo- 1, 3- benzot hi azol - 15 3(211)-

yl ) et hoxy E 23 Whqum-loﬁ-m&héthnxyinimo)@phﬂm)metﬂﬁl]&-am-il;Sg f rom t he
conmpound obtained in Step A, the procedure is as in

r2 e?l[?(t:)l ng Ithe )hydrgxypaﬂ‘ﬂblaﬁ?l'?zfgﬂf[ﬂ\!zﬂtt%ﬂ[Wg&?ﬂ@hww&ﬂ)aw

enzyl oxy) car bon - ydr oxyi m no
(phenyl ) et hyl ] - 2- oxoisk‘llg‘mbenzot hi azol - 3(211) -yl ) et hoxy] phenyl } - propanoat e
Step : Met hyl
3-(4-[2-(6-benzoyl nzot hi azol 2H)y| et hoxyj phenyl ) -
2- ([ (benzyl ox%ﬁbmﬁ?éﬁ"r[&; a%—@xoj l{f”%ﬁ’ @Eﬁfﬁﬁ’@ﬁé’%ﬁ"ﬂw& in
StepsA of Exanple 1 ethyl acetate; 1.06 ml of
tri et hyl am ne are t%ﬂ’%ﬁ%ﬁan\éﬁ{;ﬁe tazpn'boghg‘%re is lowered to OC. _27 0.725
m of benzyl chloroformate are added and the m xture is aIIowed to return to
anbi ent ture and stirred over T e reactjon.m
1 tered hack Ohiberformoang Puiashiocsies & hERrale doma aoeply e if 2OIBHOESYL of um
chr omat 00Uk, P Shi b€ RichBllarhffle|28 then ar&eaoin@wm SREELATOR 10%4&1 ghectitle

5 compound is obtained In t formof a white solid. ting point :
Step B : M6BRyml Qﬁplﬁe(rtybnhlpmﬁoymuanbmhm dduied ramyl- tBe {rmlxp.ﬁe (lﬁa[lQ\hgdjta)xqtum mo)

ambient temperature and is stirred overnight.
10 The reaction mixture is filtered and the filtrate is concentrated. The residue is purified by
column chromatography on silica gel (eluant: petroleum ether/AcOEt 6/4). The title

compound is obtained in the form of a white solid.

Melting point : 74-76°C.

Step B : Methyl 3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-
15 3(2H)- yl)ethoxy] phenyl}-2-[(phenoxycarbonyl)amino] propanoate

Starting from the compound obtained in Step A, the procedure is as in Step B of
Example 2, replacing the hydroxylamine by O-methylhydroxylamine.

EXAMPLE 14 : Methyl 2-{[(benzyloxy)carbonyl]amino}-3-{4-[2-(6-[(hydroxyimino)-
(phenyl)methyl]-2-oxo0-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}-

20 propanoate

Step A : Methyl 3-{4-[2-(6-benzoyl-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy] phenyl}-
2-{[(benzyloxy)carbonyl]aminojpropanoate

1.5 g of the compound obtained in Step A of Example 12 are dissolved in 20 ml of ethyl
acetate; 1.06 ml of triethylamine are then added and the temperature is lowered to 0°C.



(phenyl ) net hyl J- 2- oxo- 1, 3- benzot hi azol - 3(2H) yl) et hoxy] phenyl )- propanoate 10
Starting fromthe conpound obtained in Step A the procedure is as in Step B
of Exanple 2. EXAMPLE 15: Met hyl

2- (acetyl am no) - 3-{4-[ 2- (6-[ (et hoxyi m no) (phenyl ) net hyl } -

2- 0x0- 1, 3- benzot hi azol - 3(2H) -yl ) et hoxy}'ﬁﬁényl }propanoate Step A : Mt hyl

2- (acetyl am no)-3-(4-[2-(6-benzoyl - 2- oxo-1, 3-benzot hi azol - 3(2H) - 15

yl') et hoxy@he mlldf bennashk&forbfte ae afdet had dompixnne iobil@vabnd retunStocgmbient
Exanpl e 12 are dissolved in 10 nl of ethyl acetate; 0.353 nl of triethylanne
i's then alsaReraiwg anFds stEngskoAmighl.is |owered to OC. 0.121 m of acetyl

chl ori de rature
and is stJirﬁr g‘%’gggne?ﬂgml&l{]% %é%"?:tél&rl g%’c ilt%%d%?%lg?{en%{tés&p] F?géﬁg% g%mf{"?ﬂrqgﬁl trate
S concenwlaﬁmdchri!ihﬁto“ge@l@uenlﬁhcraegélysdladdtl geetholduno retteer/ARIOELN€/4).sThe ajtkenol
(95/5) mxture. The title compound is Obt?l ned in the formof a white solid.
Mel t fng petmApoundis obtained in &%ﬂso fa 1d

2- (acetyl ‘T%—%(% -[ (et hoxyl m no) (phenyl ) met hyl ] - 2- oxo- 25

1, 3- benzo =3(2 ylI") et hoxy] phenyl ] propanoate -28 Starting fromthe
conmpound obt ai ned in St ep A the procedure Is as in Step B of Exanple 2,

e 0, AU s e O
3-(4-[ 2. (6- benzoyl - @eﬁﬁﬁ%%g}\%{ szfmﬂ?%lﬁngpﬁ%%&fg %5’10} ' d

2- (but yryl am no) pr opapoadae

10 Starting from the compound obtained in Step A, the procedure is as in Step B of
Example 2.

EXAMPLE 15 : Methyl 2-(acetylamino)-3-{4-[2-(6-[(methoxyimino)(phenyl)methyl}-
2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl} propanoate

Step A : Methyl 2-(acetylamino)-3-{4-[2-(6-benzoyl-2-oxo-1,3-benzothiazol-3(2H)-
15 yl)ethoxy] phenyl}propanoate

500 mg of the compound obtained in Step A of Example 12 are dissolved in 10 ml of ethyl
acetate; 0.353 ml of triethylamine is then added and the temperature is lowered to 0°C.
0.121 ml of acetyl chloride is added and the mixture is allowed to return to ambient
temperature and is stirred overnight.

20 The reaction mixture is filtered and the filtrate is concentrated. The residue is recrystallised
from a toluene/isopropanol (95/5) mixture. The title compound is obtained in the form of a
white solid.

Melting point : 142-144°C.

Step B : Methyl 2-(acetylamino)-3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-oxo-
25 1,3-benzothiazol-3(2H)-yl)ethoxy] phenyl}propanoate



500 ng of the conpound obtained in Step A of Exanple 12 are dissolved in 10 n
of ethyl acetate; 0.353 ml of triethylamne is then added and the tenperature
is lowered to OC. 0.177 m of butyryl chloride is added and the mi xture is
allowed to return to anbient to tenperature and is stirred overnight. The
reaction mixture is filtered and the fi-RBrate is concentrated. The residue is
purified by colum chromatography on silica gel (eluant : petrol eum

et her / Ac Blartfi{g? ¥rom ke tdobdpdund Comained ih SStefbtﬁl ﬂf&llpi'd&:eﬁllﬁe fsoagniwfStap VB dfe
solid. Melting point : 67-69C. 15 Ste :

2- (but yryEmpﬂs)Z, qume@yp(owybmnggﬁﬂnmp@wﬂumwlmw J- 2- oxo-

1, 3-benzot hi azol - 3(2H) yl) et hoxy] phenyl } propanoate Starting fromthe conpound
obtained in Step A the procedure is as in Step B of Exanple 2. EXAMPLE 17:

Met hyl 2- ERAMPYIERIG MetByl{24(H amidb)B- pr2-(6-[(By d R mtino)@henyl)methyl]-

met hyl } - 2-0xo0- 1, 3- benzotﬁ'vllazgll‘}g‘)@fi ) eﬁ{;lc/)lxglﬂ_l thnW p%ﬁ%atg)St epy!A

Met hyl ~ 2- (benzoyl ami nbpxg-l(&rbpzmbmseﬁ}éw %enfyglrpzepm%zm -3(2H) -

yl ) et hoxyJphenyl } propanoate --- 500 ng of the compound obtained in Step A of
Exanple 12 are dissolved in 10 mMl of ethyl acetate; 0.353 m of triethylam ne
is then addedSrepd :t MfethytBYYG+[at (6 ieni eyl 2coner K 8-Befizddkiazol2R2R)-3Hétheky ] phenygnz oy |
chloride is added and the mxture is allowed to return to anmbient tenperature
and is stirred overi(Rpyrylamigolpeapancste ni xture is filtered and the filtrate is
concentrated. The residue is purified by columm chromatography on silica gel
(eluant : petroleumether/AcCeEt 7/3). The title 5 conpound is obtained in the
form of aSGhingefsled ¢aanpdvaldtobraingabiniStep AlcfExhifple 12 are dissolved in 10 ml of ethyl

acetate; 0.353 ml of triethylamine is then added and the temperature is lowered to 0°C.

0.177 ml of butyryl chloride is added and the mixture is allowed to return to ambient
10 temperature and is stirred overnight.

The reaction mixture is filtered and the filtrate is concentrated. The residue is purified by

column chromatography on silica gel (eluant: petroleum ether/AcOEt 6/4). The title

compound is obtained in the form of a white solid.

Melting point : 67-69°C.

15 Step B : Methyl 2-(butyrylamino)-3-{4-[2-(6-[ (hydroxyimino)(phenyl)methyl]-2-oxo-
1,3-benzothiazol-3(2H)-yl)ethoxy] phenyl }propanoate

Starting from the compound obtained in Step A, the procedure is as in Step B of
Example 2.

EXAMPLE 17 : Methyl 2-(benzoylamino)-3-{4-[2-(6-[(hydroxyimino)(phenyl)-
20 methyl]-2-oxo0-1,3-benzothiazol-3(2H)-yl)ethoxy]|phenyl}propanoate

Step A : Methyl 2-(benzoylamino)-3-{4-[2-(6-benzoyl-2-oxo-1,3-benzothiazol-3(2H)-
yl)ethoxy]phenyl}propanoate N

500 mg of the compound obtained in Step A of Example 12 are dissolved in 10 ml of ethyl

acetate; 0.353 ml of triethylamine is then added and the temperature is lowered to 0°C.



Step B : Methyl 2-(benzoylam no)-3-(4-[2-(6-[(hydroxyi m no) (phenyl)nethyl J-2-
0xo0- 1, 3-benzot hi azol - 3(2H) yl) et hoxyJphenyl ) propanoate Starting fromthe
conpound obtained in Step A the procedure is as in Step B of 10 Exanple 2.
EXAVPLE 18 : Met hyl 3-{4[2-(6-[(methoxyi m no) (phenyl ) net hyl }-2-o0xo0-1, 3-

benzot hi azol - 3(2H) - yl ) et hoxy} phenyl } - 2-1¥phenyl acet yl ) ani no} - propanoate Step
A : Methyl 3-(4-[2-(6-benzoyl -2-o0xo0-1, 3-benzot hi azol -3(2H) yl) et hoxyJphenyl) -
15 2-[ ( phengl7aaeby brasdylehvrideasadtied 200 the niktutdés sllowpal fd rabtnaionadbient St ep A
of Exanple 12 are dissolved in 10 ml of ethyl acetate; 0.353 ml of

tri et hyl affpperatyre andds simediovampighhe tenperature is lowered to 0C. 0.226 m of
phenyl ace Or i .S ' | : t nmbi ent
Fempor at e 26tk inle? 16654 38 e RyBhale bdhbiydtid, MEhelifud R g
the filtrablamns chontRsraptiyedn sili€a 1gek i(eluanti: Spauoléuinh ethdpyAc@Ed Gr). The title
chromat ography on silica gel (eluant : petroleumether/AcCEt 8/2). The title
conpdund FRMpeund is ohtainedip she offa whifgsolid- sol i d. Mel ting point : 122-124C.
Step B : ] g L1960

3- (4-[ 2-(@-‘?{%%2& 128 Eoheny! ) met hyl J- 2- oxo- 1, 3- benzot hi azol - 25 3( 2H) -

yl ) et hoxyJdphenyl)-2-[ (phenyl acetyl )am noJpropanoate -30 Starting fromthe

conpound obtained in Step A the procedure is as in Ste of le 2,
repl aci ng t heStepd} bM’@ﬁizr@ewy@ﬂﬁﬁ?)h%{ﬁ‘/aﬂ6f¢lyéfﬁxh’@’"E%@”‘f%?ﬁ%bt hyl
2-am no- 3-{4-[2-(6- gth Weagele) ] r L) =125 -
1, 3- benzot hi azol 3(%%%?%%@%%%%%%%@ og%)g’?%rggggogctﬁ ve the conpound
obtained in Exanple 10 (1 eq.) in 250 m of anhydrous DCM and

Starting from the compound obtained in Step A, the procedure is as in Step B of
10 Example 2.

EXAMPLE 18 : Methyl 3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-0x0-1,3-
benzothiazol-3(2H)-yl)ethoxy]phenyl}-2-[(phenylacetyl)amino]-

propanoate

Step A : Methyl 3-{4-[2-(6-benzoyl-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy] phenyl}-
15 2-[(phenylacetyl)amino]propanoate

500 mg of the compound obtained in Step A of Example 12 are dissolved in 10 ml of ethyl
acetate; 0.353 ml of triethylamine is then added and the temperature is lowered to 0°C.
0.226 ml of phenylacetyl chloride is added and the mixture is allowed to return to ambient
temperature and is stirred overnight.

20 The reaction mixture is filtered and the filtrate is concentrated. The residue is purified by
column chromatography on silica gel (eluant : petroleum ether/AcOEt 8/2). The title
compound is obtained in the form of a white solid.

Melting point : 122-124°C.

Step B : Methyl 3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-oxo0-1, 3-benzothiazol-
25 3(2H)- yl)ethoxy] phenyl}-2-[(phenylacetyl)amino]propanoate



add TFA (20 eq.) dropwise. Stir for 5 hours and evaporate. Take up in water
and render alkaline using 10 % K2CO3. Extract with ethyl acetate. Wash the
organi ¢ phases with water, dry over MgSO4, filter and evaporate. Take up in a
m ni nrum of net hanol and bubbl e HC gas through the m xture for 30 m nutes.
Evaporate to dryness and take up in 1038fisopropyl ether. Filter off the
precipitate and recrystallise fromdiethyl ether. Melting point : 112-114C
EXAVMPLE  2Qtartinde oy tHe aohipund {dbtdided Gn [StBy dA0XhE Braveddrehnys Jirestby | B -oF- oxo-

1, 3-benzot hi azol - 3(2H) -yl ) et hoxyl phenyl } propanoate Starting fromthe conpound
obt ai ned ExarmRlgireplacing the dydrosylamine by O-methyfhydramfamaines. 15 Mel ting poi nt
119-122C. EXAMPLE 21 : Met hyl

2-[ (tent - but oxycar bonyl) (net hyl )am nol - 3-{4-[ 2-(6-

(met hoxyEmeyMaﬁlewhhm?o-gm-[i,(&mﬁm&wrﬁz\e)(pﬁéﬁlbmethyu-2-oxo-

| ) et hoxyT phenyT f pr opanoate Step t¥1

(4-[ 2- (6- benzoyl - 2- bichanzathiazol -@(thbe gxviphepyli pxapangatehenyl ) - 20

[ (tert-butoxycarbonyl) (et hyl)am noj propanoat e Di ssol ve the conpound

tained in Step C of Exanple 10 (1 eq.) and CH3l (2 eq.) in 55 m of

hyslr ousDi¥bivaitke edragcuridrobidined i Badniplatl 0QC. qudﬂl 2|5|a|rhl(df dmhedrons DCMandi ons.
low to return to anbient tenperature. droly acidify with IN HJ and
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i m no) ( pheatgt, )MtMMgSO&oﬁnerMamkdtazﬁdkeSﬁﬂhﬁ aymjrimuex v mhethatiod -and

te f t d_obt d St t h d [
Ip;]og? gga ng%s thrrgtrlngh r}l% r?l?xntgr%uf[gr 38 ml%lutrcleg E\Ifa%oratg to drynessea:PJ taf(g ulf)rig 'S as
10 diisopropyl ether. Filter off the precipitate and recrystallise from diethyl ether.

Melting point : 112-114°C.

EXAMPLE 20 : Methyl 2-amino-3-{4-[2-(6-[(hydroxyimino)(phenyl)methyl]-2-oxo-
1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl} propanoate

Starting from the compound obtained in Example 11, the procedure is as in Example 19.

15 Melting point : 119-122°C.

EXAMPLE 21 : Methyl 2-[(terr-butoxycarbonyl)(methyl)amino}-3-{4-[2-(6-
[(methoxyimino)(phenyl)methyl]-2-0xo0-1,3-benzothiazol-3(2H)-
yl)ethoxy]phenyl}propanoate

Step A : Methyl 3-{4-[2-(6-benzoyl-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}-
20 2-[(tert-butoxycarbonyl)(methyl)amino]propanoate

Dissolve the compound obtained in Step C of Example 10 (1 eq.) and CH3l (2 eq.) in 55 ml

of anhydrous DMF and place in an ice bath at 0°C. Add NaH (1.5 eq.) in portions. Allow

to return to ambient temperature. Hydrolyse, acidify with 1IN HCI and filter. Purify the

resulting crude product by chromatography on silica gel (eluant : diethyl ether/toluene 2/8).
25 Oil.



5 Exanple 2, replacing the hydroxyl am ne by O net hyl hydr oxyl am ne. EXAMPLE 22:
Met hyl 3-{4[ 2- (6-[ (et hoxyi m no) (phenyl ) net hyl ] - 2- oxo- 1, 3-

benzot hi azol - 3(2H) -yl ) et hoxy} phenyl } - 2- (et hyl am no) propan oate Starting from
the conpound obtained in Exanple 21, the procedure is as in Exanple 19.
EXAMPLE 23 : Methyl 2-(2-hydr oxyphenyl) 33-{ 4] 2- (6- [ (et hoxyi mi no) (phenyl )- 10
nmet hyl ] - 2- oxo- 1, 3- benzot hi azol - 3( 2H) -yl ) et hoxy] phenyl } propanoate 1st nethod :
Step A : 6-Benzoyl-3-(2- (4 [ (2- oxo- 2, 3-di hydro I-benzofuran 3

yl ) met hyl ] phenoxy) - ethyl)-1, 3- benzot hi azol - -one Starting fro

6- benzoyl benzst_enjézmtm Ael (rmdbtgom:a(bpnﬁh(mtwqwm ée’ﬁz[y?r(}f [(methoxy-

b f -2(3 th St B :
o (et hoxyi o) ( oIy REBRTTDT-9:37 4P 2oast Sy PRSI eh R ot OF . 5
yl') met hyl Jphenoxy) epiyplahodte3- benzot hi azol - 2(3H) -one Starting fromthe conpound

obtained in Step A the procedure is as in Step B of Exanple 2, replacing the
hydr oxyl am ne by Orret hyI hydr oxyl am ne. Step C : Mt hyl

2-(2-h d t -2~
oxf) 1, % lroenzo i azol %ﬁ%"%“f’? ({#%ﬁ%qﬁg%% ;]i‘g% g}gégﬁg%({eéﬂgB?%g gggs%g I?h%f
corrpeund Ebmﬁplemremac&tmemydtdxyﬂﬁnﬁt boO-fiethydtindroyisimihel mM of concentrated

sul phuric acid, are heated at reflux for 2 hours. The solvent is then
evaporated off, the residue is hydrolysed and the precipitate obtained is

ch omat 00 30125 | M2} f ERienoxy i D Ry BLox Py 1 0 pol

80- 82C.
3-(4-(2-(6-benzoyl - 2- bewzothidzéie3(2A- Yyl tindxyflitnyl}y2-( methylymiriv)pydphnoate

Starting from the compound obtained in Example 21, the procedure is as in Example 19.

EXAMPLE 23 : Methyl 2-(2-hydroxyphenyl)-3-{4-[2-(6-[(methoxyimino)(phenyl)-
10 methyl}-2-oxo0-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}propanoate
1st method :
Step A : 6-Benzoyl-3-(2-{4-[(2-0x0-2,3-dihydro-1-benzofuran-3-yl)methyl] phenoxy}-
ethyl)-1,3-benzothiazol-2(3H)-one

Starting from  6-benzoylbenzothiazolinone and  3-[4-(2-chloroethoxy)benzyl]-1-
benzofuran-2(3H)one, the procedure is as in Step C of Example 1.

15 Step B : 6-[(Methoxyimino)(phenyl)methyl]-3-(2-{4-[(2-0x0-2,3-dihydro-1-
benzofuran-3-yl)methyl]phenoxy}ethyl)-1,3-benzothiazol-2(3H)-one

Starting from the compound obtained in Step A, the procedure is as in Step B of
Example 2, replacing the hydroxylamine by O-methylhydroxylamine.

Step C : Methyl 2-(2-hydroxyphenyl)-3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-
20 oxo-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}propanoate



2- (2- hydr oxyphenyl ) propanoate Starting from 6-benzoyl benzot hi azol i none and

met hyl 3-[4-(2-chl oroet hoxy) phenyl ]-2-(2- hydroxyphenyl) propanoate, the
procedure is as in Step C of Exanple 1. 10 Melting point : 119-121C. Step B :
Met hyl 2-(2- hydroxyphenyl)-3-(4-[2-(6-[ (et hoxyi mi no) (phenyl ) nethyl]-2-

oxo- 1, 3- benzot hi azol - 3(2H) yl ) et hoxy] phedyl ) propanoate Starting fromthe
conpound obtained in Step A the procedure is as in Step D of Exanple 1. 15
Mel ting poisng of th8 Qompound-d¥idied iStep B, in 50 ml of methanol and 0.1 ml of concentrated

2- (2- Hydr oxyphenyl ) - 3-{4-[ 2- (6- [ ( et hoxyi m nQ) (phenyl) net hyl ] - 2-

oxo- 1, 3- beHplunG acig) arg begjed, pt) X9 gritongs. 1 Bieoypdyat ds shengevaperated pE, tsnpound
I s obtained. after S| e bt.ai ' I ng an
e ox e B YOS5 B Bie bREinTRIE BftheR IsEAibfhal dbripREPOR ien ot

2- benzyl - Glfaht | AcOEtfdloend®2y). m no) (phenyl ) net hyl j - 2- oxo-

1, 3- benzot hi azol - 3( 2I—(%-g°|8 et hoxyj phenyl} propanoate Step A : Methyl

2- (45] 2- (Dlotangpgint RGEE'G 3 penzot hi azol - 3(2H) yl ) et hoxyJbenzyl )- 3

phenyl propanoate -33 The procedure is as in Step C of Exanple 1, replacing the
met hyl [(2- chl oroet hoxy) phenyl]-2-et hoxypropanoate by nethyl

2- benzyl - 2nd hefhiddchl or oet hoxy) - phenyl ] propanoate. The title conpound is

00 TS e R ARG koo e SRR ST 5.
benzot hi azol - 3( 2H) yj(b%pwﬂ%w;(}p%g&gnoat e

Starting from 6-benzoylbenzothiazolinone and methyl 3-[4-(2-chloroethoxy)phenyl]-2-(2-
hydroxyphenyl)propanoate, the procedure is as in Step C of Example 1.
10 Melting point : 119-121°C.

Step B : Methyl 2-(2-hydroxyphenyl)-3-{4-[2-(6-[(methoxyimino)(phenyl)methyl] -2-
oxo-1,3-benzothiazol-3(2H)-yl)ethoxy] phenyl}propanoate

Starting from the compound obtained in Step A, the procedure is as in Step D of
Example 1.

15 Melting point : 80-82°C.

EXAMPLE 24 : 2-(2-Hydroxyphenyl)-3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]}-2-
0x0-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}propanoic acid

* The title compound is obtained after hydrolysis of the compound obtained in Example 23,

using an NaOH/dioxane mixture.

20 EXAMPLE 25 : Methyl 2-benzyl-3-{4-[2-(6-[(methoxyimino)(phenyl)methyl}-2-0xo0-
1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl} propanoate

Step A : Methyl 2-{4-[2-(6-benzoyl-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy] benzyl }-
3-phenylpropanoate



Starting fromthe conpound obtained in Step A the procedure is as in Step B
of Exanple 2, replacing the hydroxylam ne by O-nethyl hydroxyl am ne. 10
EXAVMPLE 26: Methyl 2-{4-[2-(6-[(methoxyi m no)(phenyl)nethyl]-2-oxo-1, 3-
benzot hi azol - 3( 2H) -yl ) et hoxy] benzyl } - 4- phenyl but anoate Step A : Met hyl

2-[ 4-[ 2- (6- benzoyl - 2- oxo- 1, 3- benzot hi azd¥-3(2H) yl) et hoxyJbenzyl }-

4phenyl but anoat e The procedure is as in Step C of Exanple 1, replacing the

[ (2-chl or oet hoxy) phenyl ] -2- 15 et hoxypropanoate by mnet hyl

2-[ 4- (2-chl or oet hoxy) benzyl | - 4- pheng but anoate. Wiite solid, Melting point
51-54C. SThp Brocefpiehyis as in  Step of Example 1, replacing the methyl [?2-

1) ot noxy SRR sk el oA ABeL o, (RSN PR R REE R rosiEN 1
Step A tﬁ]@e;m]gﬁqﬁnaae_i s as in Step B of Exanple 2, replacing the

hydr oxyl am ne by O0-net hyl h%/drox_yl am ne. The tw (Z) and (E) conpounds are not
separ at edThetle somppung is pbjaingdgn shg form:ofgtheggpolid3s EXAVPLE 27 : Met hyl

2- {4 2- (R . t><.y(% ! (phenyl ) et hyl ] - 2- oxo- 1, 3-
benzot hi azot—= = 5;% hoxy] benzyl }-4-phenyl butanoate Starting fromthe
conpound obtained in Step A of Exanple 26, the procedure is as in Step B of

Exanple 2. The two (2Z). and (E). conpounds are not sefarat ed. .5_Bei 9e sol id.
Mel ting poi nt Stepdh: é@dt_yl Eshenot 8-08(2-(fs{ trpthoxyimino) (pheny)methyl] -2-oxo-1,3-

2-{4-12- (6- [ Chydr oxyl 10, nOdRPIR) - J)eh N phenyIpphnsite

Starting from the compound obtained in Step A, the procedure is as in Step B of

Example 2, replacing the hydroxylamine by O-methylhydroxylamine.

10 EXAMPLE 26 : Methyl 2-{4-[2-(6-[(methoxyimino)(pheny])methyl]-2-0x0-1,3-
benzothiazol-3(2 H)-yl)ethoxy]benzyl}-4-phenylbutanoate

Step A : Methyl 2-{4-[2-(6-benzoyl-2-oxo0-1,3-benzothiazol-3(2 H)-yl)ethoxy] benzyl}-
4-phenylbutanoate

The procedure is as in Step C of Example 1, replacing the [(2-chloroethoxy)phenyl]-2-
15 ethoxypropanoate by methyl 2-[4-(2-chloroethoxy)benzyl]-4-phenylbutanoate.
White solid. '

Melting point : 51-54°C.

Step B : Methyl 2-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-
3(2H)- yl)ethoxy] benzyl}-4-phenylbutanoate -

20 Starting from the compound obtained in Stepv A, the procedure is as in Step B of
Example 2, replacing the hydroxylamine by O-methylhydroxylamine. The two (Z) and (E)
-compounds are not separated.

White solid.
Melting point : 80-83°C.



benzot bi azol - 3(2H) -yl ) et hoxy] benzyl }-5-phenyl pentanoate Step A : Met hyl
2-(4-]2-(6-benzoyl - 2- oxo-1, 3-benzot hi azol -3(2H) yl) et hoxy] benzyl)- 10 5
phenyl pent anoate The procedure is as in Step C of Exanple 1, replacing the
met hyl 3-[4-(2-chl oroet hoxy)- phenyl]-2-ethoxypropanoate by nethyl

2-[ 4- (2- chl or oet hoxy) benzyl ] - 5- phenyl pedfanoate. Beige solid. Melting point
:55-57"C. 15 Step B : Methyl

2-(4-[2-(6-[ (hydroxyi mi no) (phenyl ) net hyl ]-2-oxo-1, 3-benzot hi azol - 3(2H)

yl ) et hoxy] benzyl -5 phenglpentanoate Starting fromthe conpound obtained in

Step A t eMethyl2-{47[23(e(bpdegxyimina)ipheny) methylisg oxod,3-

oxo- 1.3 benzor hi azol - ASSALIGHEDCHRYBARS IRTTaee T 1 | o

obtai ned by hydrolysis, in a basic nedium of the conpound obtained in
Exanpl e 11 Mel ting point : Deconposition after 250C. -35 EXAMPLE 30 :.
N- ( t ent - BR@BRE: Hemothg| gompqund (@hugined im §iepi i HloFxanRls40) the Ryacedyre is as in

oxo-1,3 tle conpound is
obt ai nedbﬁ%gék’%sp §§2"fﬁe w’%@ LHPMW@L%&?S%SG&%% obtained in
Exanpl e 1Beigb stdkAVPLE 31 . Et hyl

2-{4-[2-(6-[ (met hoxyi m no) (phenyl ) net hylj-2-oxo-1, 3-

benzot hi m W8 Roxy] phenoxyl - 2- net hyl propanoate Step A : Ethyl
2-{4-[2-(6-benzoyl - 2- oxo-1, 3-benzot hi azol - 3( 2H) - yl ) et hoxy) phenoxy) -

2- met hyl pr opanoat e
EXAMPLE 28 : Methyl 2-{4-[2-(6-[(hydroxyimino)(phenyl)methyl]-2-0x0-1,3-

benzothiazol-3(2H)-yl)ethoxy]benzyl}-5-phenylpentanoate

Step A : Methyl 2-{4-[2-(6-benzoyl-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy] benzyl }-
10 5-phenylpentanoate

The procedure is as in Step C of Example 1, replacing the methyl 3-[4-(2-chloroethoxy)-
phenyl]-2-ethoxypropanoate by methyl 2-[4-(2-chloroethoxy)benzyl]-5-phenylpentanoate.
Beige solid.

Melting point : 55-57°C.

15 Step B : Methyl 2-{4-[2-(6-[(hydroxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-
3(2H)-yl)ethoxy] benzyl}-5-phenylpentanoate ‘

Starting from the compound obtained in Step A, the procedure is as in Step B of
Example 2.

EXAMPLE 29 : N-(tert-Butoxycarbonyl)-4-[2-(6-[(hydroxyimino)(phenyl)methyl]-2-
20 oxo-1,3-benzothiazol-3(2H)-yl)ethoxy]phenylalanine

‘The title compound is obtained by hydrolysis, in a basic medium, of the compound
obtained in Example 11.

Melting point : Decomposition after 250°C.



To a solution, heated at 80C for 2 hours, of 6-benzoyl-benzothiazolinone (6.7
nmmol) in 10 the presence of K2CO3 in 20 m of DWVF there is added ethyl

2-[4- (2 chl oroet hoxy) phenoxy] - 2- et hyl propanoate. The reaction mxture is
heated at 120C for 5 days, cool ed, hydrolysed using 100 nml of water and
rendered al kaline using IN NaOH.  The p'r3§(:i pitate obtained is filtered off and
then recrystallised fromcycl ohexane to yield the title conpound in the form
of a white powder. 15 Melting point :120-121'C Step B : Ethyl

2-{4-[2-(6-] (et hoxyi mi no) (phenyl ) net hyl J- 2- oxo- 1, 3- benzot hi azol -

3(2H) yl) eEﬁME&&A&k%@f tawwbwﬂ%ﬂﬂ&-(ﬁrIQBF@PFW'BP)(PH%“DHHWMH@'Obt ai ned
in Step A (500 ng) an 5 Ldr QX 1 s (165 nmg) in 15 m
of pyridine is heat edgxg?lgﬁ%&%&%&?@%&&%ﬁ%ﬂg&ﬂﬁ%ﬂ%0 m xture is

hydr ol ysed using 100 ml of ice-cold water, acidified using 6N HC and then
extracted with ethyl acetate..The organic. phase  is. dried over nagnesiu

# he ttlsy 8458 ot i diyre. ol

sul phat e &R8 ml@v%fHBP%’t‘@dlst gbiging siy, dffu R3SiGr € up i's

then puri £y N 6l |, eluant AcOEt/PE 2/8, to yieldthetitle conmpound
in the foIr’ﬂr’ﬁgg’fceg‘%%f?gﬁ(}?’? (wax). -36 EXAMPLE 32 - Ethyl

2;]{ 4-[ I2 (6-[ (hydr ox¥i m no) gphenyl ) met hylh] I 2- 0xo-1, 3-benzo- -

i -3 - -2- ti t

PSS 2 g g St R e s AT R KA S X G SR
hydrochl ori de (137 ”gi)eﬂ@§%2%3@m¥feﬂmngﬁe?ﬁo§g}faéﬁﬂelﬁh rephngattor 3 hours. 5

The reaction mxture iIs ol ysed " usi ng ice-told water and is
acidified using 6N HCl. The precipitate obtained is then filtered off, washed

At ] PE 21 5) Ses ) B e Erhere i aer e eras i B Bt e o

Mel ting point : 60-83ferhylpropanoate

To a solution, heated at 80°C for 2 hours, of 6-benzoyl-benzothiazolinone (6.7 mmol) in

10 the presence of K;CO; in 20ml of DMF there is added ethyl 2-[4-(2-
chloroethoxy)phenoxy]-2-methylpropanoate. The reaction mixture is heated at 120°C for
5 days, cooled, hydrolysed using 100 ml of water and rendered alkaline using 1N NaOH.
The precipitate obtained is filtered off and then recrystallised from cyclohexane to yield
the title compound in the form of a white powder.

15 Melting point : 120-121°C.

Step B : Ethyl 2-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-
3(2H)-yl)ethoxy] phenoxy}-2-methylpropanoate

A solution of the compound obtained in Step A (500 mg) and O-methylhydroxylamine
hydrochloride (165 mg) in 15 ml of pyridine is heated at reflux for 3 hours. The reaction
20 mixture is hydrolysed using 100 ml of ice-cold water, acidified using 6N HCI and then
extracted with ethyl acetate. The organic phase is dried over magnesium sulphate and
evaporated to dryness under reduced pressure. The residue is then purified on silica gel,

eluant AcOEY/PE 2/8, to yield the title compound in the form of a white oil (wax).



10 EXAMPLE 33 :

2-{4-[2-(6-[ (Mt hoxyi m no) (phenyl ) net hyl ] - 2- oxo- 1, 3- benzot hi azol -

3(2H) -yl ) et hoxy} phenoxy} - 2- net hyl propanoi ¢ acid To a solution of the conpound
obtained in Step B of Exanple 31 (0.8 g).in 5 mM of ethanol 95 there is added
pot assi um hydr oxi de (100 ng) dissol ved i¥-1 m of ethanol 95 . The reaction
m xture is heated at reflux overnight. After cooling to anbient tenperature,

15 the sOEXAMPLE 32¢Bth{l 2M-{5(6:(hydrdiFimind)pheaghmetliyl]-2-oxbt B3-bezé-s t hen
filtered and purlfled on a reverse phase, RP18, eluant MeOH/ H20 6/4, to yield

the title conpound i ntl@molf%(m-y&reﬂwxmh@ogsbknaévethmrppw%. nt
Deconposition after 170C. EXAMPLE 34 :

2-{4-[2-(6-[ (Hydroxyi mi no) (phenyl ) net hyl ]-2-o0xo-1, 3-benzot hi azol - 20

3(2H) -yl ) &t hokm]opheﬂahy}ecﬁnpmhﬂybbfaﬁmdnm cStegi A 6D Elxanqilelt]!l_)r(SOO g amhpound

obtai ned | n Exanpl e 32 of et hanol 95 t her [ ot assi um
hydr oxi del we)rylﬁwnﬂhxdgew}@agq H3I nhg) 1Bf10éPH%1er)1“d9§ ls'l‘ﬁ@e&é‘a@% g\h Wire is

heat ed at | ution
e 301 G FREgtattiof Hp i hdibhyRba G8RE; 108 hCoBRBLGEIN whRFRALT Wiftfic \Findl
purified 6N HCIi. e'l?haaf pmcﬁﬁtamahtameRF?i&Bheneﬁhaﬂd dfE; GrishedOvhthi watep apidethein with titl e
(ig(r;]éou?g7b%;é\?}§gl;zg ?r %]CE@?RH% ed on s?l\i\gaergel Whgﬁtn%cg%lt}ﬂ% 2/85)8{2)0%?3 It}nle Ot?tlea}c rer
2-{4-[2-( ﬁgﬁ;‘y M no) met hyl J- 2- oxo- 1, 3-

benzot hi agorfl&&?rﬁ:—%]%f et r%ﬁxag/\gﬁﬁé xé} 2- met hyl propanoate Step A : Ethyl

2- (4-[ 2- ( Melttagpdiot o627y | ) - 2- oxo- 1, 3- benzot hi azol -3(2H) yl)-

et hoxy] phenoxy} - 2- net hyl propanoate s To a solution, heated at 80C for 2 hours,
of 6-(3'-chlorobenzoyl)-benzothiazolinone (1.8 g) in the presence of K2CO3

(1.7 9) EXAMIPLE 93 : PNG-[eh8L[eMieth AA9SiRfh of(phéhyBmlefiryi22-0x0-1,3-benzothiazol-
3(2H)-yl)ethoxy]phenoxy}-2-methylpropanoic acid

To a solution of the compound obtained in Step B of Example 31 (0.8 g) in 5 ml of

ethanol 95° there is added potassium hydroxide (100 mg) dissolved in 1 ml of ethanol 95°.

The reaction mixture is heated at reflux overnight. After cooling to ambient temperature,
15 the solution is acidified using 1N HCIL. The precipitate obtained is then filtered and purified

on a reverse phase, RP18, eluant MeOH/H,0 6/4, to yield the title compound in the form

of a white powder.

Melting point : Decomposition after 170°C.

EXAMPLE 34 : 2-{4-[2-(6-[(Hydroxyimino)(phenyl)methyl}-2-0x0-1,3-benzothiazol-
20 3(2H)-yl)ethoxy]phenoxy}-2-methylpropanoic acid

To a solution of the compound obtained in Example 32 (0.5 g) in 5 ml of ethanol 95° there
is added potassium hydroxide (107 mg) dissolved in 1 ml of ethanql 95°. The reaction
mixture is heated at reflux overnight. After coolihg to ambient temperature, the solution is
acidified using 1N HCI. The precipitate obtained is then filtered and purified on a reverse

25 phase, RP18, eluant MeOH/H,0 6/4, to yield the title compound in the form of a white
powder.

Melting point : Decomposition after 170°C.



chl or oet hoxy) phenoxy] - 2- et hyl pr opanoate (1.96 g). The reaction m xture is
heated at 120C for 5 days, cool ed, hydrolysed using 100 m of water and
rendered al kaline using |IN NaOH The precipitate obtained is filtered off and
then recrystallised from cycl ohexane - 10 to yield the title conmpound in the
formof a white powder. Melting point :~ 325-126C. Step B : Ethyl
2-(4-12-(6-[(3-chl orophenyl) (et hoxyi m no) net hyl ] - 2- oxo- 1, 3-

benzot hi azol - 3( 2H) yI)ethoxy]phenoxy} 2-nethy|propanoate A sol ution of the
conpound obtained in Step A

and O net dro amn 15
Pyl o6ht oBRAMPLESS  Etl 2pid(a-(eokSisploraphemsiy meshiroamigo mﬂnﬁk 21830- B3 m0ur 5.
The reaction m xture Y% ih and
acidified using 6N HCP&%@Q%&%&?L%%%;{H%@; 2 ?ﬂl?ﬁi d of , washed with
wat er and then recrystallised from petrol eum et her by cooling in a freezer to

ggelggct hEfo\:\ ,pkt eggcéeong ? 9 ,)4 n[2 e3fc9110r08 zoyl - I-gx%-l 9 %Ve)gzegthlazzoc}-j\(/s}-l}-iyﬂg poi nt

2-{4-[2-(6-[(3-Chlo br?éi)/l 9), Lhyl]-2-oxo0-1, 3-
benzot hi azol - 3( 2H) é@?&?ﬁoxy hgnox rre‘;%yl propanoic acid To a sol ution of
t he conpound obtai ned i n Exanpl e 35 (0 4 g) in5nm of ethanol 95 there is

dded t hyd 4 I f et | 95. Th
feacti bn 58 Hislubn, Peated Aot LY e e fitgretiombenzby %?‘F?fg‘%h%ﬂ%{?. ent
t enper at yfieg %hﬁth%qirweh@@of 6>§ (jwncg)flh% B b ONIN théek is Ia&dpétﬁgppgt e

obtained is en filtered off puri f on a reverse phase
MeOH H20 Gﬂdroeﬂloxy)pbbnbnyﬂré-mcﬂlb'b)rcpmpmnﬁ 96 g).nEhe oeaction mlxtumns eheptwdd%r

Melting p e¢conposi.t artin 3QC. 5 E Eth
1o 13- EPEfor MR AR AT e, LTkt i e e ehaded aikatin Wing
IN NaOH. The precipitate obtained is filtered off and then recrystallised from cyclohexane
10 to yield the title compound in the form of a white powder.

Melting point : 125-126°C.

Step B : Ethyl 2-{4-[2-(6-[(3-chlorophenyl)(methoxyimino)methyl]-2-oxo-1,3-
benzothiazol-3(2H)-yl)ethoxy]phenoxy}-2-methylpropanoate

A solution of the compound obtained in Step A (1.00 g) and O-methylhydroxylamine

15 hydrochloride (309 mg) in 15 ml of pyridine is heated at reflux for 3 hours. The reaction
mixture is hydrolysed using 100 ml of ice-cold water and acidified using 6N HCl. The
precipitate obtained is filtered off, washed with water and then recrystallised from
petroleum ether by cooling in a freezer to yield the title compound in the form of a white
powder.

20 Melting point : 93-98°C.

EXAMPLE 36 : 2-{4-[2-(6-[(3-Chlorophenyl)(methoxyimino)methyl}-2-oxo-1,3-
benzothiazol-3(2H)-yl)ethoxy]phenoxy}-2-methylpropanoic acid

To a solution of the compound obtained in Example 35 (0.4 g) in 5 ml of ethanol 95° there
is added potassium hydroxide (40 mg) dissolved in 1 ml of ethanol 95°. The reaction

25 mixture is heated at reflux overnight. After cooling to ambient temperature, the solution is



benzot hi azol - 3( 2H) -yl ) et hoxy] phenoxy} - 2- net hyl propanoate A sol ution of the
conpound obtained in Step A of Exanple 35 (1.30 g) and hydroxyl am ne
hydrochl oride (335 nmg) in 10 mM of pyridine is heated at reflux for 3 hours.
The reaction mxture is hydrolysed using 100 mM of ice-cold water and
acidified using 6N HCl. The 10 precipitége obtained is then filtered, washed
with water and then with petroleumether and then purified on a reverse

phase, RPJdified usidg MIQHCHZ hS precipitatey bisthihet Hie thér fiteredngfduind purifiedhen hor m of
a white powder. EXAMPLE 38:

2-{ 4- [ 2- (Bverse phrscoREpBeelypant Mo@HAY® B4 dp ivisléyhe tite gapaursl in the form of a
benzot hi azgig%ﬁ(gég%-yl ) et hoxy] phenoxy} - 2- nmet hyl propanoi ¢ acid 15 To a sol ution
obt

of the co‘?’rp ained in Exanple 37 (0.6 g) in 5 m of ethanol 95 there is

added potgRingPolintd ideedriiposittsh mingifmotm,i n1m of ethanol 95. The

reaction mxture is heated at reflux overnight. After cooling to anbient
tenperature, the solution is acidified using 1IN HCl. The precipitate obtained

. y o /4
o yTel o SRAMBEESS, PHIY ¢ SR8 FRk RO feny bR fox By RetiSl e PIE D P
deconposi tion starti ngenzoditadol 3Q2HEXHdBoky [fhenbky}y2-methylpropanoate

5-{4-[2-(6-[ (hydroxyi m no) (phenyl ) net hyl ] - 2- oxo- 1, 3- benzo-
t hi azol - 3(2H) - yl ) et hoxy] phenoxy} - 2, 2- di net hyl pent anoate Step A : Ethyl

5- (4-[2- (B~ -0x0- 13- henzat.hi - :

2. 2- ol met P ELal Ak, g gOGRERf SRACA of ExphpIe 1 e Rk ety

6- benz oy hykeschiddridea@B35 img)nia (0Lmd of ipyridine is peated aceeflnk K2 EBBufs1 THE regection 10 i
f DVF th is ad thyl 5-[4-(2-_. o .

ohl or oet Hﬁ@bﬁé%ﬂ% yssd -Sm%‘%%ﬁlp%fnl@s-ﬁe% water and agidified, usipg A Hf- gt ure is
heaygd atpredigitfte foB{aird%d%Xﬁexﬁﬂﬁerb&, WAKRBA W WhidP &ch HehReith Pltrdlbuf et agl - The

solution'is extracte
then purified on a reverse phase, RP18, eluant MeOH/H,O 6/4, to yield the title compound

in the form of a white powder.

EXAMPLE 38 : 2-{4-[2-(6-[(3-Chlorophenyl)(hydroxyimino)methyl}-2-oxo-1,3-
benzothiazol-3(2H)-yl)ethoxy]phenoxy}-2-methylpropanoic acid

15 To a solution of the compound obtained in Example 37 (0.6 g) in 5 ml of ethanol 95° there
is added potassium hydroxide (90 mg) dissolved in 1 ml of ethanol 95°. The reaction
mixture is heated at reflux overnight. After cooling to ambient temperature, the solution is
acidified using 1N HCl. The precipitate obtained is then filtered and purified on a reverse
phase, RP18, eluant MeOH/H,O 6/4, to yield the title compound in the form of a white

20 powder.

Melting point : decomposition starting from 170°C.

EXAMPLE 39 : Ethyl 5-{4-[2-(6-[(hydroxyimino){(phenyl)methyl}-2-0x0-1,3-benzo-
thiazol-3(2H)-yl)ethoxy]phenoxy}-2,2-dimethylpentanoate

Step A : Ethyl 5-{4-[2-(6-benzoyl-2-oxo—1,3-benzothiazol-3(2H)-yl)ethoxy]phenoxy}-
25 2,2-dimethylpentanoate



5 wth ethyl acetate, dried over magnesi um sul phate and then evaporated to
dryness under reduced pressure. The residue is purified over silica gel,

el uant AcCeEt/PE 2/8, to yield the title conpound in the formof a white
powder. Melting point : 82-84C. Step B : Ethyl

5-(4-[2-(6-[ (hydrox)im no) (phenyl) net hyI3P 2- oxo-1, 3-benzot hi azol - 10 3(2H)-
yl ) et hoxy] phenoxy) - 2, 2- di et hyl pent anoate Starti ng fromthe conpound obtai ned

in Step AToH”'@olﬁﬁ@ﬁ;elﬁBAtdﬂ hts8@EC ifér Ekouma) of B%ema»ﬁlﬁekxmhmbmﬁone (aGg)GﬁCtheEXANPLE
40: {4-[2-(6-[ (Hydroxyim noéé]phenyl)msth @] 2- 0xo0- 1, 3- benzot hi azol -

3(2H) - yl ) BieR@eg] ﬁﬁeﬁy& acbt-B%i £} i e 10gnkiafp DMF  there is added ethyl 5-[4-(2-
4-[2-(6- tril
U2 o ety RGBT 10 J Rt R 1

3- [ 4- ( 2- c2@¥Cofr I5aday s -angd fieﬂ)eh]hyar(ﬁyfbﬂmsb{gomﬁﬂtof waifer. The solution is extracted

[ 4- (2-chl or pet hoxy)phercliy J]acetonitrile. Wite solid. 20 Melting point
160- £62C. Wihegthy dcetate, dried over magnesium sulphate and then evaporated to d?'yness under

1) et hoy SRR dhe PIRRY IR over st Prg: Sl REORURE A% 70 e

t he pr ocetitl¢ eothpodrl mmhéfoamdfaxamtepcﬁﬂid;‘:XANPLE 41

3-{4-[2-(6; [ (Hydroxyim no) (phenyl)nethyl ] - 2- oxo- 1, 3- benzot hi azol -

3(2H) -yl )&h&&ﬁéﬂerﬁ%@“ opanenitrile Step A :

3-[4-[2-(6-Benzoyl - 2- oxo- 1, 3- benzot hi azol - 3(2H) yl) et hoxyJphenyl } -
propanenitrile 5 The procedure Is as in Step C of Exanple 1, replacing the
met hyl 3-[ 4- (StepB oEtpl Bd#y(2-(6-[(hydroxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-

10 3(2H)- yl)ethoxy]phenoxy}-2,2-dimethyipentanoate

Starting from the compound obtained in Step A, the procedure is as in Example 37.
Melting point : 66-68°C.

EXAMPLE 40 : {4-[2-(6-[(Hydroxyimino)(phenyl)methyl]-2-ox0-1,3-benzothiazol-
3(2H)-yl)ethoxy]phenyl}acetonitrile

15 SteQ : {4-[2-(6-Benzoyl-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}-

acetonitrile

The procedure is as in Step C of Example 1, replacing the methyl 3-[4-(2-chloroethoxy)-
phenyl]-2-ethoxypropanoate by [4-(2-chloroethoxy)phenyl]acetonitrile.
White solid.

20 Melting point : 160-162°C.

Step B : {4-[2-(6-[(Hydroxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-3(2H)-
yl)ethoxy] phenyl}acetonitrile

[SE—

.Starting from the compound obtained in Step A, the procedure is as in Exampie 37.



phenyl ] - 2- et hoxypr opanoat e by 3-[4-(2-chl oroet hoxy) phenyl ] propanenitrile.
White solid. Melting point : 106-108C. Step B :

3-{4-[2-(6-[ (Hydroxyi m no) (phenyl ) net hyl J- 2- oxo- |, 3- benzot hi azol -3(2H)- 10

yl') et hoxyJphenyl } propanenitrile Starting fromthe conpound obtained in Step A
the procedure is as in Exanple 37. EXAKPLE 42 :

6- [ (Hydr oxyi m no) (phenyl )nethyl]-3-{2-[4-(1Htetrazol -5-yl net hyl) - phenoxy]

ethyl }-1gRAMPLE 4§ 2394-2-(6-F(AydroxyiminbpheRyl 12-8x6-;3-Berizbthiagél azol -
yl met hyl ) phenoxyJet hyl Z‘Q -1[ (qg#éot thaZO ﬁplgﬁ%?ﬁle—l)ﬁ{ygne 1Ilt'he procedure is as |n

Step C of Exanple 1, wﬂ)avd)qﬁgmmhmﬂ}wppanqmtrelz-
chloroethoxy)phenyl] 2- et hoxypr opanoat e by
5-[4-(2-chl oroet hoxy) benzyl]-1Htetrazole. Wite solid. Melting point:

140-142C. 20 $kpR B3-{4G2{6 BesE L sRonD B HehLoilia) sTe3(DM) -8 thbypReryl+ t et r azol - 5
yl methyl) phenoxyJethyl)-1, 3-benzothiazol-2(3H)-one Starting fromthe

conpound obt ai ned |W08?é€1"tﬁ\lethe procedure is as in Exanple 37. -41 EXAMPLE 43
. 6-[ (Hydroxyi m no) (phenyl )nethylj-3-(2-{4-[2-(1Htetrazol -5- yl)ethyl]
phenoxy} et hyl)-1, 3-benzot hi azol -2(311)-one Step A :

6- Bepzoyl The ﬁr%c{:dlrr{s 2s bd It Sepr@aoExbmyple) Birepladingahe meriefl IBy[4)2lchiSroethoxy)-

benzot hi azol Zz(fl—% one 5 The procedure is as in Step C of Exanple 1, repl acing
t he net hyphenyllz-¢ Omfﬁi’%’@?ﬁ&b’y% [4-%63491(]61@@1%&&1&%%&9@ by

5-{2-[4- (@nsblsofi@et hoxy) phenyl Jethyl } -1 H-tetrazole. Wite solid.

Melting point : 106-108°C.

Step B : 3-{4-[2-(6-[(Hydroxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-3(2H)-
10 yl)ethoxy]phenyl}propanenitrile

Starting from the compound obtained in Step A, the procedure is as in Example 37.

EXAMPLE 42 : 6-[(Hydroxyimino)(phenyl)methyl]-3-{2-[4-(1 H-tetrazol-5-ylmethyl)-
phenoxy]ethyl}-1,3-benzothiazol-2(3H)-one

Step A : 6-Benzoyl-3-{2-[4-(1H-tetrazol-5-ylmethyl)phenoxy] ethyl}-1, 3-benzothiazol-
15 2(3H)-one

The procedure is as in Step C of Example 1, replacing the methyl 3-[4-(2-
chloroethoxy)phenyl]-2-ethoxypropanoate by 5-[4-(2-chloroethoxy)benzyl]-1H-tetrazole.
White solid.

Melting point : 140-142°C.

20 Step B : 6-[(Hydroxyimino)(phenyl)methyl]-3- {2—[4-(1H—tetrazol-5—ylmethy1)
phenoxy]ethyl} 1,3-benzothiazol-2(3H)-one

Starting from the compound obtained in Step A, the procedure is as in Example 37.



Melting point : 120-124C. Step B :

6-[(Hyd oxyi m no) (phenyl )net hyl J-3-(2-[4-[2- (I Htetrazol -5- 10

yl ) et hyl Jphenoxy) et hyl ) - 1, 3- benzot hi azol - 2(3H)-one Starting fromthe conpound
obtained in Step A the procedure is as in Exanple 37. EXAMPLE 44: tent-Butyl

2-{4-[2-(6- [(hydroxy|mno)(phenyl)rrethyl4] 2- oxo-1, 3-
benzot hi azol - 3(2H) -yl ) et hoxyl phenyl } et hyl car bamate Step A : ten-Butyl

2-[4-[ 2- (BXAVIPDY 43- ré A0j(Phed 3-@3-Je{ 1 oxftetrazol-5-
phenyl )et'ﬁVI—ce?r"b'éﬁal:it2 Oﬁli}frggﬁﬂurgbl S y;}smlagﬁﬂ% eﬂ%: E)f Exa'rergl e 1, replacing

the methyl 3-[4-(2-chyReth nhswy}qshm;lkq-bznmgﬂpz(éﬁamate by tert-butyl
2-[4-(2-chl oroet hoxy) phenyl ] et hyl carbamate. Wiite solid. Melting point :
114-116C. 20 StpB : ten-Butyl

2-[4-[2-(6- [(_gﬁ_OWB@az@quMaylz)(mtzbybzuz; syl fhenbeyemybilozol - 3( 2H)
yl') et hoxyJphenyl) et hyI carbamate Starting fromthe conpound obtained in Step A
the procedure is asbansothigaab?@Himne- 42 EXAVPLE 45:

N-(2-{4-[2-(6-[(Hydroxyi m no) (phenyl) net hyl ] - 2- oxo- 1, 3-

benzot hi azol - 3( 2H) -yl ) et hoxy] phenyl } et hyl ) acetam de Step A :

N- (25 { 4- [Phe proBeduzoyd ainoStep IC 3f Brampleni aréplacxagmra mdtl)ﬁtshwcﬂ]-aﬂmythbxy)-
ethyl)acetam de 5 The procedure is as in repl acing the
met hy| 3-ghenyh- %ﬁh@’ﬂﬂ’é@ﬂ?@?%ﬁ bypﬁqé%%j(%zhl@rmwmmmaw}bgﬂ -tetrazole.

N-{2-]4- (\g,gftgl &E&)et hoxy) phenyl J et hyl } acetam de. White solid. Melting point
108- 110C. e "

N- ( 2- { 4- [Melting[poittdnassze?@o) ( phenyl ) met hyl ] - 2- oxo- 1, 3- benzot hi azol -

Step B : 6-[(Hydroxyimino)(phenyl)methyl]-3-(2-{4-[2-(]1 H-tetrazol-5-
10 yl)ethyl] phenoxy}ethyl)-1,3-benzothiazol-2(3H)-one

Starting from the compound obtained in Step A, the procedure is as in Example 37.

EXAMPLE 44 : tert-Butyl 2-{4-[2-(6-|(hydroxyimino)(phenyl)methyl}-2-0x0-1,3-
benzothiazol-3(2H)-yl)ethoxylphenyl}ethylcarbamate

Step 4 : tert-Butyl 2-{4-[2-(6-benzoyl-2-oxo- 1,3-benzothiazol-3(2H)-yl)ethoxy] -
15 phenyl}ethylcarbamate

The procedure is as in Step C of Example 1, replacing the methyl 3-[4-(2-chloroethoxy)-
phenyl]-2-ethoxypropanoate by tert-butyl 2-[4-(2-chloroethoxy)phenyl]ethylcarbamate.
White solid.

Melting point : 114-116°C.

20 Step B : tert-Butyl 2—{4-[2—(6-[ (hydroxyimino)(phenyl)methyl]-2-oxo-1, 3~
benzothiazol-3(2H)-yl)ethoxy] phenyl}ethylcarbamate

Starting from the compound obtained in Step A, the procedure is as in Example 37.



10 3(2H) yl)ethoxyJphenyl)ethyl)acetam de Starting fromthe conpound obt ai ned
in Step A, the procedure is as in Exanple 37. EXAMPLE 46 : Ethyl
2-{4-(2-(6-((met hoxyi m no) (phenyl ) net hyl ]-2-oxo-1, 3-

benzot hi azol - 3( 2H) - yI)ethoxy]phenoxy}proEanoate Step A : Ethyl
2-{4-] 2- (6-benzoyl - 2- oxo- 1, 3- benzot hi azdf=3(2H) yl) et hoxy] phenoxy)- 15
propanoate The procedure is as in Step C of Exanple 1, replacing the nethyl

[ (2- chl or pRIAMIPLE 49D AL dPé dayl)aiethyl]-2-oxo-1,3-
2-[4-(2- c%ﬁm!%%/)?%ndgx%gﬂg?gnoaﬁgﬁm$?e Z,O)H WI]\/EltleoFlg’:;pm nt

100-101C. 20 Step B mzmhlazol%( H)-yl)ethoxy]phenyl}ethyl)acetamide
2-{4-[2-(6-[ (nmet hoxyi m no) (phenyl ) net hyl ] -2-oxo-1, 3-benzot hi azol -
3(2H) yl ) et hoxy] phenoxy) propanoate --- Starting fromthe conpound obtained in

Step A the pge QQdUqutﬁ [25(6-Ber2bsi2-Bx&1, 3- @hamlcaoll,?(zwgll}kﬂtdiﬂ]ﬁhb@d}
hydr oxyl am ne O net hyl hydr oxyl am ne. -43 EXAMPLE 47: Et hyl

2-{4-[2-(6-[ (net hoxqthwmyqnpﬁenw ) net hyl ] - 2- oxo- 1, 3-

benzot hi azol - 3( 2H) -yl ) et hoxy] phenoxy} but anoate Step A : Ethyl
2-(4-[2-(6-benzoyl - 2-oxo-1, 3-benzot hi azol -3(2H) yl) et hoxyJphenoxy)- butanoate
5 The pr O’Cl@dpfdéed\&e%aé th SteﬁFC Gf ExampdsTp) &p[hcml‘gahé méthilﬂ 3-pe(2vetilbidlethoxy)-

[ (2-chl oroet hQx phenyl ] - 2- et hoxypr gpanoat

ey Do MBSy AMRoR(E vy G-t e Dghemy etk achigmids nt

113-114C. %ﬁ[‘ F Et hyl
2-(4-[2-( t?’m&* %oxyl m no) ( phenyl ) met hyl ] - 2- oxo-1, 3- benzot hi azol - 10 3(2H)
yl ) et hoxyNiehiappomth Ui08sdarE.

Step B : N-(2-{4-[2-(6-[(Hydroxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-
10 3(2H)-yl)ethoxy]phenyl}ethyl)acetamide

Starting from the compound obtained in Step A, the procedure is as in Example 37.

EXAMPLE 46 : Ethyl 2-{4-[2-(6-[(methoxyimino)(phenyl)methyl}-2-0x0-1,3-
benzothiazol-3(2H)-yl)ethoxy]phenoxy}propanoate

Step A : Ethyl 2-{4-[2-(6-benzoyl-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy] phenoxy}-

15 propanoate

The procedure is as in Step C of Example 1, replacing the methyl [(2-chloroethoxy)-
phenyl]-2-ethoxypropanoate by ethyl 2-[4-(2-chloroethoxy)phenoxy]propanoate.

White solid.

Melting point : 100-101°C.

20 Step B : Ethyl 2-{4-[2-(6-[ (methoxyimino)(phenyl)methyl]-2-oxo-1, 3-benzothiazol-
3(2H)-yl)ethoxy] phenoxy/propanoate .

Starting from the compound obtained in Step A, the procedure is as in Step B of
Example 2, replacing the hydroxylamine by O-methylhydroxylamine.



Starting fromthe conpound obtained in Step A the procedure is as in Step B
of Exanple 2, replacing the hydroxyl am ne by O-nethyl hydroxyl am ne. EXAMPLE
48: 2-{4-[2-(6-[ (Hydroxyi m no) (phenyl ) et hyl ] - 2- oxo- 1, 3- benzot hi azol -

3(2H) -yl ) et hoxy} phenoxy} propanoi c acid 15 Step A :

2-(4-[2-(6-Benzoyl - 2-oxo- 1|, 3-benzot hi azdt: 3(2H) yl)ethoxyJphenoxy)- propanoic
acid Starting fromthe conpound obtained in Step A of Exanple 46, the
procedure is as in Exanple 33. Wiite solid. 20 Melting point : 159-160C Step

B : 2-(4-L3-xBs iy B - - | t4h | -3(2H) -
J1 ) et hoxySRANBREA LB 2 A2 B R o) ol By Do R B0 e
Step A, the procedur ebérfzotisiazsl-332 Hp-yBetlioxy [piriipke} blitadoadd/PLE 49: Et hyl
2-{4-[ 2- (6-[ N-net hoxyet hani mi doyl j - 2- oxo- 1, 3- benzot hi azol - 3
(22{|—|21-3[/I2) (e%hoxy] plhegoxy} - 2- et hyl pr opano?t e 5 Step, 4: Ethyl

-{4-[2-(6-ac - - ;
2- et hyl pr opa“%%#e’ *?z'gp%‘ %-Q%-%Q%@ygéﬂl hﬁ 'f% %zo@%f&l—@?%? 2&?{9@%@?&3{} ng the

met hyl [ (2- chl or oet haawgate phenyl | - 2- et hoxypr opanoat e by et hyl
2-[ 4- (2-chl or oet hoxy) phenoxyj - 2- met hyl propanoate, and replacing the
6- benzoyl benzot hi azol i none by 6-acetyl benzot hi azol i none. 10 Wite solid.

Mel tk ng i : - t : y . ) .
2 (41 9- (DfhorebEism s € Bt Bramie ) kepfacing the methl [ chigrosthory)
phenyl}-2-ethoxypropanoate by ethyl 2-[4-(2-chloroethoxy)phenoxyjbutanoate.
White solid.
Melting point : 113-114°C.

Step B : Ethyl 2-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-
10 3(2H)-yl)ethoxy] phenoxy}butanoate

Starting from the compound obtained in Step A, the procedure is as in Step B of
Example 2, replacing the hydroxylamine by O-methylhydroxylamine.

EXAMPLE 48 : 2-{4-[2-(6-[(Hydroxyimino)(phenyl)methyl}-2-0xo0-1,3-benzothiazol-
3(2H)-yl)ethoxy]phenoxy}propanoic acid

15 Step A : 2-{4-[2-(6-Benzoyl-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy|phenoxy}-

propanoic acid

~ Starting from the compound obtained in Step A of Example 46, the procedure is as in
Example 33.
White solid.
20 Melting point : 159-160°C.

Step B : 2-{4-[2-(6-[(Hydroxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-3(2H)-
yl)ethoxy]phenoxy}propanoic acid



yl ) et hoxy] phenoxy) - 2- net hyl propanoate Starting fromthe conpound obtained in
Step A the procedure is as in Step B of 15 Exanple 2, replacing the

hydr oxyl am ne by O-nmet hyl hydr oxyl ami ne. The two (Z) and (E) conpounds are not
separated. Colourless oil. EXAMPLE 50:

2-14-] 2- (6- [ N- Met hoxyet hani ni doyl ] - 2- oxd41, 3- benzot hi azol - 3( 2H) -

yl ) et hoxyj phenoxy} - 2- met hyl propanoi ¢ acid 20 1st nmethod : Starting fromthe
conpound Shirtiigdbm rthé&xdmpoand Qobtiihed fin oStepluA ¢ thes pascedureEisaaplie t8p BWi t e
solid. Melting point : 145-148C. -45 2nd nethod : Step A :

2- (4-[ 2- (B*#@Bleyd - 2- oxo- 1, 3- benzot hi azol - 3(2H) yl ) et hoxyJphenoxy] - 2-

nmet hyl propanoic acid Starting fromthe conpound obtained in Step A of Exanple
49, the procedure is as in 5 Exanple 33. Melting point : 175.5-177.5C. Step B

L 2- (4- [ 2EXAVMRUR49 o Eyieyl2a4- [2-@op/V-ineéthoxyetliaiintidopl 2 huxazg3-béaZdthiazol-
yl ) et hoxyJphenoxy) - 2- net hyl g)ropanoi c acid Starting fromthe conpound obtai ned
in Step A the proceddtddird)ethoxylphenoxyjy2omethy BEAtE 1. \Wite solid.
Mel ting point : 145-148C. EXAMPLE 51 : Ethyl
2-{4-[2-(6-[ N-hydr oxyet hani m doyl ] - 2- oxo- 1, 3- benzot hi azol -
5 Step A : Ethyl 2-{4-[2-(6-acetyl-2-oxo0-1,3-benzothiazol-3(2H)-yl)ethoxy] phenoxy -

2-methylpropanoate

The procedure is as in Step C of Example 1, replacing the methyl [(2-chloroethoxy)-
phenyl}-2-ethoxypropanoate by ethyl 2-[4-(2-chloroethoxy)phenoxy}-2-methylpropanoate,
and replacing the 6-benzoylbenzothiazolinone by 6-acetylbenzothiazolinone.

10 White solid.
Melting point : 112-113°C.

Step B : Ethyl 2-{4-[2-(6-[N-methoxyethanimidoyl]-2-oxo-1,3-benzothiazol-3(2H)-
yl)ethoxy] phenoxy}-2-methylpropanoate

Starting from the compound obtained in Step A, the procedure is as in Step B of
15 Example 2, replacing the hydroxylamine by O-methylhydroxylamine. The two (Z) and (E)
compounds are not separated.

Colourless oil.

EXAMPLE 50 : 2-{4-]2-(6-|N-Methoxyethanimidoyl]-2-0xo0-1,3-benzothiazol-3(2H)-
ylethoxy]phenoxy}-2-methylpropanoic acid

20 1st method :
Starting from the compound obtained in Example 49, the procedure is as in Example 33.
White solid. |
Melting point : 145-148°C.



3(2H) -yl ) et hoxy] phenoxy} - 2- net hyl propanoate 15 Starting fromthe conpound
obtained in Step A of Exanple 49, the procedure is as in Step B of Exanple 2.
EXAMPLE 52 : 2-{4-}2-(6-[ N-Hydroxyet hani m doyl ]-2-o0xo-1, 3-benzot hi azol - 3( 2H) -
yl') et hoxy] phenoxy} - 2- met hyl propanoi ¢ acid Starting fromthe conpound obt ai ned
in Exanple 51, the procedure is as in Exénple 33. 20 Wiite solid. Melting
point : 185-187C. EXAMPLE 53 : Met hyl

3-{4-[ 2- ( 8nd fietHodpr opyl (hydr oxyi m no) net hyl ] - 2- oxo- 1, 3-
b th I t hox h |}-2-eth : Met hyl
3-6? Z?[zl-?ezso(ci&zg) p) Hdln }pI)e-’r%’c%ké befnzéo)‘%ifg?lo %?E’Sé(z'sih szfe‘g;»’h? eth oiyl ph
enyl) - 2- eth oxyp;nggﬁ,ggnggn&g adile procedure is as in Step C of Exanple 1,

y

repl aci ng the 6-benzo ot hi azol i none by
6- (cyclopropylcarbonyl)benzothlazol|none 5 Melting point 97 98'C. Step B

erot b a ért[nzzg( P {1 SRR AP 10 ST i b ESAG P BF ATPTSHYRS ot e

conp und g&ﬂ; in Step A the procedure is as in Step B of Exanple 2. 10
LE 5 2t hyl 3-(4-[2-(6-[(3-chlorophenyl) (netboxyi m no) net hyl | - 2- oxo-

1, 3 benz oMeltaropeift 21)S5-5+1 JefHaxyl pbenyl } - 2- et boxypr opanoste Step A : Met hyl

3-[4-[2-(6-(3-chl orobenzoyl ) - 2-o0xo-1, 3- benzot hi azol - 3( 2H) -

yl ) et hoxy] phenyl ) - 2- et hoxypr opanoat e The procedure is as in Step C of Exanple

1, replacing khe - beRzOVDANFRINNPARLANRISIRY-0x0- 1, 3-benzothiazol-3(2H)-
yl)ethoxy] phenoxy}-2-methylpropanoic acid

Starting from the compound obtained in Step A, the procedure is as in Step D of
10 Example 1.

White solid.

Melting point : 145-148°C.

EXAMPLE 51 : Ethyl 2-{4-[2-(6-[ N-hydroxyethanimidoyl]-2-0x0-1,3-benzothiazol-
3(2H)-yl)ethoxy]phenoxy}-2-methylpropanoate

15 Starting from the compound obtained in Step A of Example 49, the procedure is as in
Step B of Example 2.

EXAMPLE 52 : 2-{4-]|2-(6-[N-Hydroxyethanimidoyl]-2-o0xo0-1,3-benzothiazol-3(2H)-
yl)ethoxy]phenoxy}-2-methylpropanoic acid

Starting from the compound obtained in Example 51, the procedure is as in Example 33. »
20 White solid.
Melting point : 185-187°C.

EXAMPLE 53 : Methyl 3-{4-[2-(6~[cyclopropyl(hydroxyimino)methyl]-2-0x0-1,3-
benzothiazol-3(2H)-yl)ethoxy]|phenyl}-2-ethoxypropanoate



15 6-(3-chl orobenzoyl ) benzot hi azol i none. Step B : Mt hyl

3-(4-[2-(6-[(3-chl orophenyl) (net hoxyi m no) net hyl | - 2- oxo-], 3-

benzot hi azol - 3( 2H) -yl ) et hoxy] phenyl ) - 2- et hoxypr opanoate Starting fromthe
conpound obtained in Step A the procedure is as in Step B of Exanple 2,
repl aci ng the hydroxyl ani ne by O net hyl"'#9dr oxyl ani ne. 20 EXAMPLE 55:
3-14-12-(6-[ (3-Chl or ophenyl ) (nmet boxyi ni i no) net hyl | - 2- oxo- 1, 3-

benzot hi azol - SfegR) - MetiBil Bayf2pttefeytibpibppicheboppl) Peaxei S-ten ethidzak 3(2H)- f r om t he
conpound obt ai ned |n Exarrpl e 5 the procedure is as in Exanple 33. _47_
Mel ting point : 96-Biethoplphsmyl-Zeth oXRREeRRIOate

3-{4-[2-(6-[(3-chlor ophenyl ) (hydr oxyi m no) net hyl ] - 2- oxo- 1, 3-benzoth

i azol - 3(2H) -yl ) et hoxy] phenyl } - 2- et hoxypr opanoat e The procedure is as in
Exanpl e 5%he prdcadureds anins$tep < 8f ERampilerte répladiygl thexérbenvoyibehyothiagolirtone by
hydr oxyl am ne. thyl .

3-{4-[2- (%fxcﬂ%9p:2fgqrggr}xl}hen69tgaﬁam%et hyl ] - 2- oxo- 1, 3-

benzagt hi a Ledotoxy] phenyl } - 2- et hoxypropanoate Starting fromthe
corrpgund mrﬂ‘na!%'é'gh‘l 097 ?éegoc of Exanple 1, the procedure is as in Step B of
Exanpl e 2, replacing the hydroxyl am ne by O (tert-butyl)hydroxylam ne. to

e S SgbiL 7 S AP o RS AB B o s o Pone

corrpound obt ai ned i ik g 557" Werti ng
poi nt :80-810C. EXAR/%"E@JS%'O%%Z{)R%@h&S’WgW? éthoBprophnbife

3-{4- (2 (6-1[ (benzyl oxy)i m no] (phenyl ) net hyl ] - 2 oxo-1,3- 15

compound SBe dom i FaRReE B &n S A" BREBRREEe e i g A

Example 2.

10 EXAMPLE 54 : Methyl 3-{4-[2-(6-|(3-chlorophenyl)(methoxyimino)methyl})-2-oxo-
1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}-2-ethoxypropanoate

Step A : Methyl 3-{4-[2-(6-(3-chlorobenzoyl)-2-oxo0-1,3-benzothiazol-3(2H)-
yl)ethoxy] phenyl}-2-ethoxypropanoate

The procedure is as in Step C of Example 1, replacing the 6-benzoylbenzothiazolinone by

15 6-(3-chlorobenzoyl)benzothiazolinone.

Step B : Methyl 3-{4-[2-(6-[(3-chlorophenyl)(methoxyimino)methyl]-2-oxo-1, 3-
benzothiazol-3(2H)-yl)ethoxy]phenyl}-2-ethoxypropanoate

Starting from the compound obtained in Step A, the procedure is as in Step B of
Example 2, replacing the hydroxylamine by O-methylhydroxylamine.

20 EXAMPLE 55 : 3-{4-[2-(6-[(3-Chlorophenyl)(methoxyimino)methyl}-2-oxo-1,3-
- benzothiazol-3(2H)-yl)ethoxy]phenyl}-2-ethoxypropanoic acid

Starting from the compound obtained in Example 53, the procedure is as in Example 33.



of Exanple 2, replacing the hydroxylam ne by O benzyl hydroxyl am ne. EXAVPLE
60: 3-{4-[2-(6-[[ (Benzyl oxy)i m no] (phenyl) net hyl ] - 2- oxo-1, 3- benzo-

t hi azol - 3(2H) - yl ) et hoxy] phenyl } - 2- et hoxypropanoi ¢ acid 20 Starting fromthe
conpound obtai ned in Exanple 59, the pro%edure is as in Exanple 33. ‘Melting
poi nt : 105-106C. -48 EXAMPLE 61 : T

3-{4-12-(6-[ (2 - (3-Cnhl orophenyl) (et hoxyi m no) net hyl ] - 2- oxo- 1, 3-

benzot hi a2dekliagdblint y DHSBACXY] phenyl } - 2- et hoxypropanoi c acid Starting fromthe
conpound obtained in Exanple 7, the procedure is as in Exanple 33. Melting
point : 96-98C. 5 EXAMPLE

62: 3-{4-[ ZX&M QMieflivig)l i ¢ '

3210 - y1 ) A R oy e o R o g from

t he conpound obt ai ned I,3+benzothiazoB3(2iDeyljethaxy]phenyl}-2cesthoxyprapamdate 33.
Melting point : 56-57C. 10 EXAMPLE 62a:
3-{4-[2-(6-[ (E)-(Met hoxyi m no) (phenyl ) net hyl ] -2- oxo- 1, 3-benzo-

thi azol - 3(gfd) -raéadﬁ}éﬂi%xh@ﬁﬁ%éﬁze-sﬁrs&g}a&né-iﬁ tlabt BOhE €-RRMINREANRhfe HGhe The

conmpound obt ai ned i n Exanple aken up rn diethyl éther. The title

conpaund ihydrgxytamipet at ed sel ectively and filtered off. Starting fromthe
conpound obt ai ned i n Exanpl e 62a, Exanples 62a(l) and 62a(2) are 15 obtained
by chiral separation on CH RALPAK AD, using a m xture of

th | / wek RMPLES ' : 1 )e v on. i
AP 63 D o eho 1. 3.
benzot hi azol - 3(2H) -yl )Mh@h}z}q@hé(ﬁl’l}ylzetpm,iﬂpbenylgﬂm pxy¥priepanyate

Starting from the compound obtained in Step C of Example 1, the procedure is as in Step B
of Example 2, replacing the hydroxylamine by O-(zert-butyl)hydroxylamine.

10 EXAMPLE 58 : 3-{4-[2-(6-[(tert-Butoxyimino)(phenyl)methyl]-2-0x0-1,3-benzo-
thiazol-3(2H)-yl)ethoxy]phenyl}-2-ethoxypropanoic acid

Starting from the compound obtained in Example 57, the procedure is as in Example 33.

Melting point : 80-81°C.

EXAMPLE 59 : Methyl 3-{4-[2-(6-[[(benzyloxy)imino](phenyl)methyl]-2-0x0-1,3-
15 benzothiazol-3(2H)-yl)ethoxy]phenyl}-2-ethoxypropanoate

Starting from the compound obtained in Step C of Example 1, the procedure is as in Step B
of Example 2, replacing the hydroxylamine by O-benzylhydroxylamine.

EXAMPLE 60 : 3-{4-[2-(6-[[(Benzyloxy)imino](phenyl)methyl]-z-qxo-l,3-benzo-
thiazol-3(2H)-yl)ethoxy]phenyl}-2-ethoxypropanoic acid

20 Starting from the compound obtained in Example 59, the procedure is as in Example 33.

Melting point : 105-106°C.



propanoi c acid, enantioner 1 20 The title conmpound is obtained with an optical
purity greater than 99 % EXAMPLE 62a(2) :

3-{4-[2-(6-[(E)-(Methoxyi m no) (phenyl) net hyl ] - 2- oxo- 1, 3-

benzot hi azol - 3( 2H) -yl ) et hoxy] phenyl }-2-(2, 2, 2-tri fl uoroet hoxy)- propanoic
acid, enantioner 2 -49 The title conpoud-is obtained with an optical purity
greater than or equal to 98 % EXAMPLE 626:

3-{4-[2-( MPLEEL hexMi[alBILHPB ] m%tlﬁiﬁ?ilﬁi methyl)-2-0x0-1,3-

benzot hi a%liﬁ(rsvﬁ)_-?l ?ﬁ?#@?%hen??%%@ g trif uorno%gt hoxyy& - propanoic acid
5 The comnpound obt ai nbenzZathiazekiR &) yDethoxylphenylis2-ethaxyprepanoig/acidt her. The
filtrate is recovered and evaporated to yield the title conpound. 10 Starting
fromthe conpound obtained in Exanpl e 62b, Exanples 62b(l) and 62b(2) are

obt ai ned Qténﬁ%oﬁéxﬁtthé)ébrﬁ whdbtdinéd Mt aiiple F XY BEdecni@(id As in Example 33.
3-{4-[2-(6-[(2)-(Met hox ?om' no) ( phenyl ) net hyl ] - 2- 0xo0- 1, 3- P

benzot hi t t\26-¥oxy] phenyl }-2-(2, 2, 2-tri fl uoroet hoxy)- propanoic
acid, enantionmer 1 EXAMPLE 62b(2) :

3-{4-[2-(6-[(2)-(Methoxyi mi no) (phenyl ) et hyl]-2-oxo-1, 3-

benz6t hi aEXAMPEE) 62/t 3-d#+2:(¢1[(Wethoxyiminoj(dhengh)methyll2roselibhgdzothiazplanoi ¢
acid, enantioner 2 15

2-i sopropoxy-3-{4-[ 2- ?%%%Pﬁ?%@%#ﬂﬁ@@ﬁ%ﬂﬂ?mO-X’Z)prg?&"ii,cé‘-ci)%nzot h

i azol -3 (2H)-yl)ethoxy}phenyl } prop an oate Step A : Mt hyl
3-(4-[2-(6-benzoyl - 2-oxo-1. 3-benzot hi azol -3(2H) yl) et hoxyJphenyl } -
2- i sopr opdRgtpiedsem dhe eompound obtained in Example 3, the procedure is as in Example 33.

Melting point : 56-57°C.

EXAMPLE 62a : 3-{4-[2-(6-[(E)-(Methoxyimino)(phenyl)methyl]-2-0x0-1,3-benzo-
10 thiazol-3(2H)-yl)ethoxy]phenyl}-2-(2,2,2-trifluoroethoxy)propanoic

acid

The compound obtained in Example 62 is taken up in diethyl ether. The title compound is

precipitated selectively and filtered off.

Starting from the compound obtained in Example 62a, Examples 62a(1) and 62a(2) are
15 obtained by chiral separation on CHIRALPAK AD, using a mixture of
methanol/water/trifluoroacetic acid (1000/5/1) and detection at 285 nm.

EXAMPLE 62a(1) : 3-{4-[2-(6-[(E)-(Methoxyimino)(phenyl)methyl]-2-0x0-1,3-
benzothiazol-3(2H)-yl)ethoxy]phenyl}-2-(2,2,2-trifluoroethoxy)-

propanoic acid, enantiomer 1

20 The title compound is obtained with an optical purity greater than 99 %.

'EXAMPLE 62a(2) : 3-{4-[2-(6-[(E)-(Methoxyimino)(phenyl)methyl]-2-0x0-1,3-
benzothiazol-3(2H)-yl)ethoxy]|phenyl}-2-(2,2,2-trifluoroethoxy)-

propanoic acid, enantiomer 2



The procedure is as in Exanple 1, Steps A, B and C, replacing the nethyl

2- et hoxy-2- 20 di et hyl phosphonoacetate in Step A by nethyl

2-i sopropoxy- 2-di et hyl phosphonoacetate. Step B : Mt hyl

2-1 sopropoxy-3-{4-[2-(6-[ (met hoxyi m no) (phenyl ) net hyl J- 2- oxo-1, 3-

benzot hi azol - 3( 2H) yI)ethonyphenyI}proﬁgnoate -50 Starting fromthe conpound
obtained in Step A, the procedure is as in Step D of Exanple 1. EXAVPLE 64:
2- 1 sopropoxy-3-{4-[2-(6-[ (met hoxyi m no) (phenyl ) net hyl ] -2-oxo-1, 3-

benzot hi azol - 3(2H) -yl ) et hoxy] phenyl } propanoic acid 5 Starting fromthe
conpound The ailaeemponridiis aplaned vith areopsicobpuity @reatersban or @uahio| W ¥3.  Mel ti ng
point : 72-74C. EXAVPLE 65 : Ethyl
3-{4-[2-(6-[(3-bromophenyl) (et hoxyi m no) net hyl ] - 2- oxo-1, 3-
benzot hi agXIAMPRIH 62 ési{mm&-wzam&thaxﬁhhﬂmﬂawiﬁahﬂ)]&tmm: Et hyl

3-{4-[2- (6-(3-bronpbenzoyl ) - 2- 0xo- 1, 3- benzot hi azol - 3(2H) yl)- 10

et hoxy] phenyl } - 2- et hokenzothiazelaX(2HHyDethoxy lnhenyl}i k(2 ,2i'tﬁlfé@!ﬁﬁhexbl),‘ Steps A, B
and C, replacing the ﬁptgélk%#‘ihoxy-Z- di et hyl phosphonoacetate in Step A by
et hyl 2-ethoxy-2-diet j“’ 35p noacetate and replacing the

6- benzoyl benzot hi azolinone in Step C by 6-(3-bronpbenzoyl )benzo- thiazolinone.
15 Step B : Ethyl 3-{4-[2-(6-](3-bronophenyl) (net hoxyi m no) net hyl J-2-oxo-1, 3-
benzdt hi akkf campeynd, phtamed iy ¢ 0221s dtakgiy p i fag Statlyl sither: iThg filirate she

compound a4 A iPhd fapbfaRedio idIE IR/ AfESHighuh. a5 Tn Step Dof  Example 1. Ol

Et hyl 3-{4-[2-(6-[(2) - (3-bronophenyl) (nmet hoxyi m no) net hyl ] - 2- oxo-
Starting from the compound obtained in Example 62b, Exampies 62b(1) and 62b(2) are

obtained by separation on a chiral column.

EXAMPLE 62b(1) : 3-{4-[2-(6-[(Z)-(Methoxyimino)(phenyl)methyl]-2-0x0-~1,3-
10 benzothiazol-3(2H)-yl)ethoxy]phenyl}-2-(2,2,2-trifluoroethoxy)-

propanoic acid, enantiomer 1

EXAMPLE 62b(2) : 3-{4-[2-(6-[(Z)-(Methoxyimino)(phenyl)methyl]-2-0x0-1,3-
benzothiazol-3(2H)-yl)ethoxy]phenyl}-2-(2,2,2-trifluoroethoxy)-

propanoic acid, enantiomer 2

15 EXAMPLE 63 : Methyl 2-isopropoxy-3-{4-[2-(6-[(methoxyimino)(phenyl)methyl)-2-
oxo0-1,3-benzothiazol-3(2H)-yl)ethoxy|phenyl} propanoate

Step A : Methyl 3-{4-[2-(6-benzoyl-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy] phenyl}-

2-isopropoxypropanoate

The procedure is as in Example 1, Steps A, B and C, replacing the methyl 2-ethoxy-2-
20 diethylphosphonoacetate in Step A by methyl 2-isopropoxy-2-diethylphosphonoacetate.

Step B : Methyl 2-isopropoxy-3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-oxo-1, 3-
benzothiazol-3(2H)-yl)ethoxy] phenyl}propanoate



1, 3- benzot hi azol - 3( 2H) -yl ) et hoxyj phenyl } - 2- et hoxypr opanoate -51 The conpound
obtained in Exanple 65 is taken up in diethyl ether and the title conpound is
precipitated in selective manner and filtered to yield the (Z) isomer. Mlting
poi nt : 86-88C. EXAMPLE 67: Ethyl

5-{4-[ 2- (6- 1( net hoxyi ni no) ( phenyl ) net hyl5P-2- oxo- 1, 3- benzo- 5

t hi azol - 3(2B) -yl ) et hoxy] phenoxy} - 2, 2- di net hyl pentanoate Starting fromthe
conpound obtained in Step A of Exanple 39, the procedure is as in Step D of
Exanple 1. Melting point : 82-84C. EXAMPLE 68: ) )

5-{ 4- [ 2- ( Starting:tfremx yther compophd retityined x| Jtep-Ax dhel pgaasdureoishpnin| Step P of
3(2FD-yI)§thox Phenoxy}-z,z-dinethylpentanoic acid 1st nmethod : Starting from
t he conpo AYBISt*ai ned in Exanpl e 67, the procedure is as in Exanple 33.
Melting point : 127-129C. 2nd method : 15 Step A :

i e 1 DRI 6 2Sankobnnt (A GrlimeSb mirolBeaRRRR oo
Exanpl e 39, the procegphfthinzals3N)-yDedtiokyfphehyllgrbpandic Reéidnt @ 90-92C. 20

Step B :
5-{4-[2-(6-[ (Met hoxyi m no) (phenyl ) net hyl J- 2- oxo- |, 3- benzot hi azol - 3( 2H) -

Dbt afnod’ PRAGCEYR e FampfRa PSRy BN b B Biop i | Bt rBe e
Melting point : 72-74°C.

EXAMPLE 65 : Ethyl 3-{4-[2-(6-[(3-bromophenyl)(methoxyimino)methyl}-2-0xo0-1,3-
benzothiazol-3(2 H)-yl)ethoxy]phenyl}-2-ethoxypropanoate

Step A : Ethyl 3-{4-[2-(6-(3-bromobenzoyl)-2-oxo-1,3-benzothiazol-3(2H)-yl)-
10 ethoxy[phenyl}-2-ethoxypropanoate

The procedure is as in Example 1, Steps A, B and C, replacing the methyl 2-ethoxy-2-
diethylphosphonoacetate in Step A by ethyl 2-ethoxy-2-diethylphosphonoacetate and
replacing the 6-benzoylbenzothiazolinone in Step C by 6-(3-bromobenzoyl)benzo-

thiazolinone.

15 Step B : Ethyl 3-{4-[2-(6-[(3-bromophenyl)(methoxyimino)methyl]-2-oxo-1,3-
benzothiazol-3(2H)-yl)ethoxy] phenyl}-2-ethoxypropanoate

Starting from the compound obtained in Step A, the procedure is as in Step D of

Example 1.
Oil.

20 EXAMPLE 66 : Ethyl 3-{4-[2-(6-[(Z)-(3-bromophenyl)(methoxyimino)methyl]-2-oxo-
1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}-2-ethoxypropanoate



- 52 Melting point : 127-129C. EXAMPLE 69 :
3-{4-[2-(6-1(3-Bronophenyl) (net hoxyi m no) net hyl ] - 2- oxo- 1, 3-

benzot hi azol - 3(2B) -yl ) et hoxy] phenyl } - 2- et hoxypropanoic acid Starting fromthe
conpound obtained in Exanple 65, the procedure is as in Exanple 33. 5 Mlting
poi nt : 58-60C. EXAMPLE 70: -51-
3-{4-[2-(6-[(2)-(3-Bronophenyl ) (net hoxyi m no) net hyl ] - 2- oxo-1, 3-

benzot hi arpd cethpgddmddbtah &Py ERIRSY 65 2 takeh O i did@tay @tter agd eheTtitte eampuunadd
obtained in Exanple 69 is taken up in diethyl ether and the title conpound is
preci p|taxsemeqlmtaé@dr@csplea@vmmraadd‘lllrerthtery&id&fer(.zr)eﬁomead the (Z) isomer. 10

Melting vy o MPLE 71 :
5-{4-[ 2- (g-—pt%%’%xw %8 phenyl ) met hyl ] - 2- oxo- 1, 3- benzot hi azol -
3(2H) -yl ) et hoxy] phenoxy} - 2, 2- di et hyl pent anoi ¢ acid St arti ng fromthe conpound

obt ai ned i n Exanpl e 39, t he procedure is as in Exanple . Melting point
09, 1600 EXAMRAGHT: Byl ssfwr«»[(methoxy-mmo)(phenyl)methyu-2«»«»1,3-benz<»

3-{4[2- (6-[ (2-Bronoph I

Dot ht ol 3(2H) - y|@é¥#&§§?ﬁ$ﬁ§¥%ﬂ%§?ﬁ’§§ jpz héfhivipetitan WM - Et hyl
3-(4-[2-(6-(2-bronmobenzoyl) - 2- oxo- 1, 3- benzot hi azol 3(2H) yl) -

et hoxy] phenyl ) - 2- et hoxypr opanoat e The rocedure is as in Exanple 1, Steps A B
and C, r epprEHighFomnhe fomppungd obtaipsd, i tw%mf&wm}ﬁ&%ﬂ%a&&@é@@emﬁ 18t ep A
by et hyl %‘eﬁ (?IE c}ﬂk?t hyl phosphonoacet ate and repl aci ng the

6- benzoyl zothrazdlrnone in Step C by 6-(2-bronmobenzoyl)benzo- thiazolinone.
G l. - 53Melting point : 82-84°C.

EXAMPLE 68 : 5-{4-[2-(6-[(Methoxyimino)(phenyl)methyl]-2-0x0-1,3-benzothiazol-
10 3(2H)-yl)ethoxy]phenoxy}-2,2-dimethylpentanoic acid

1st method :
Starting from the compound obtained in Example 67, the procedure is as in Example 33.

Melting point : 127-129°C.
2nd method :

15 Step A : 5-{4-[2-(6-Benzoyl-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy]phenoxy}-2,2-

dimethylpentanoic acid

Starting from the compound obtained in Step A of Example 39, the procedure is as in
Example 33.

Melting point : 90-92°C.

20 Step B : 5-{4-[2-(6-[(Methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-3(2H)-
yil)ethoxy| phenoxy}-2,2-dimethylpentanoic acid |

Starting from the compound obtained in Step A, the procedure is as in Step D of
Example 1.



Step B : Ethyl 3-{4-[2-(6-[(2-Bronmophenyl) (nethoxyi m no)net hyl]-2-oxo-1, 3-
benzot hi azol - 3(2H) yl) et hoxyJphenyl } - 2- et hoxypropanoate Starting fromthe
conpound obtained in Step A the procedure is as in Step D of Exanple 1. 5
G |. EXAWPLE 73: 3-{4-[2-(6-[(2- Brormpheqzl)(rrethoxylmno)rrethyl] 2- 0xo0-1, 3-
benzot hi azol - 3( 2H) - yl ) et hoxy] pheny! } - 2- e¥4ioxypr opanoi ¢ aci d 1st net hod :
Starting fromthe conpound obtained in Exanple 72, the procedure is as in

Exanpl e 3Mellilg 3biht Me2N0P9°C.Step A :
3-(4-[2-(6-(2-Bronmobenzoyl ) - 2-oxo- 1, 3- benzot hi azol - 3(2H) yl ) et hoxyJ-
phenyl } - 2- et hoxypropanoic acid Starting fromthe conpound obtai ned in Step A

of Exarrpl r . 64-66C.
Step b EXAMECE B BELY |} Andbhe BNt BorimibouBy b Mok Y, | 0

t hi azol - 3(2H) -yl ) et h0Mehﬁmliwdo)-sezﬂ)"mhoxﬂpbamylp-zaahdxﬁimphnmg akidm t he
conpound obtained in Step A the procedure Is as in Step D of Exanple 1. 20

EXAMPLE 74 . Methyl 2-{4-[3-(6-[(nethoxyim no)(phenyl)nethyl]-2-oxo-1, 3-
benzot hi azg) - -yl ) Met hyl
2 (41 3- ( Sl B e bR RRAAY bRl Prarks s e BRINAL By i xdihfi 33,
phenoxy) - Metahfipbint 0p8602Ce The procedure is as in Step A of Exanple 31,
repl acing the ethyl 2-[4-(2-chloro-
EXAMPLE 70 : 3-{4-]2-(6-[(Z)-(3-Bromophenyl)(methoxyimino)methyl]-2-0xo0-1,3-
benzothiazol-3(2H)-yl)ethoxy]phenyl}-2-ethoxypropanoic acid

The compound obtained in Example 69 is taken up in diethyl ether and the title compound
is precipitated in selective manner and filtered off to yield the (Z) isomer.

10 Melting point : 74-76°C.

EXAMPLE 71 : 5-{4-]2-(6-|(Hydroxyimino)(phenyl)methyl]-2-0x0-1,3-benzothiazol-
3(2H)-yl)ethoxy]phenoxy}-2,2-dimethylpentanoic acid

Starting from the compound obtained in Example 39, the procedure is as in Example 33.

Melting point : 148-150°C.

15 ~ EXAMPLE 72 : Ethyl 3-{4-[2-(6-[(2-bromophenyl)(methoxyimino)methyl]-2-o0xo0-1,3-
benzothiazol-3(2H)-yl)ethoxy]|phenyl}-2-ethoxypropanoate

Step A : Ethyl 3-{4-[2-(6-(2-bromobenzoyl)-2-oxo-1,3-benzothiazol-3(2H)-yl)-
ethoxy]phenyl}-2-ethoxypropanoate ‘

The procedure is as in Example 1, Steps A, B and C, replacing the methyl 2-ethoxy-2-
20 diethylphosphonoacetate in Step A by ethyl 2-ethoxy-2-diethylphosphonoacetate and

replacing the 6-benzoylbenzothiazolinone in Stép C by 6-(2-bromobenzoyl)benzo-

thiazolinone.

Oil.



et hoxy) phenoxy] - 2- net hyl pr opanoat e by nethyl 2-[4-(3-chloropropoxy)phenoxy] - 2-
nmet hyl propanoate. Step B : Mt hyl

2-(4-[3-(6-[ (met hoxyi mi no) (phenyl ) nmet hyl J- 2- oxo- 1, 3- benzot hi azol - 3(2H)

yl ) propoxy] phenoxy) - 2- net hyl propanoate 5 Starting fromthe conpound obt ai ned
in Step A the procedure is as in Step B*of Exanple 1. EXAMPLE 75 :

2-{4] 3- (6-[ (Met boxyi m no) ( pbenyl ) met hyl ] - 2- oxo- 1, 3- benzot hi azol -

3(2H) -yl ) propoxy] phenoxy] - 2- met hyl propanoi ¢ acid 1st nethod : 10 Starting from
t he conpound obtained in Exa 74, the procedure is as in Exanple 33. 2nd

I ,
met hod : StepStepB 2Ethal W«@%&g mophsgy) (meshasarmigesmethi]-2 3<(x2:$)3-

yl') propoxyJphenoxy) t he conpound
obtained in Step A b%' (33’{@%9&&»%0&423?’%% 40%%’%5 Exanpl e 33.
Melting point : 121- 1220 Step B :
2-(4-[3-(6- [(NEthoxylmno)(phen | ).met hyl J- 2- oxo- 1, 3- benzot hi azol - 3(2H)
yl) pr opoxtIBHEn Fep 1he Rgd: 1 Step Aqathe; H{j’cF Wh She bR bet ai ned
in Step A}%@ll[;kze rocedure is as in Step D of 20 Exanple 1. - 55 EXAMPLE 76:
Met hyl 2 - (6-[ (et hoxyi mi no) (phenyl ) net hyl ] - 2- oxo- 1, 3-
benzet hi a@ill - 3( 2H) - yl ) pr opoxy] phepoxy} - 2- met hyl propanoate Step A : Met hyl
2-[3-[3-(6-benzoyl - 2- oxo- 1, 3- benzot hi azol - 3(2H) yl ) propoxy] -
phenoxy) - 2- met hyl pr opanoat e

EXAMPLE 73 : 3-{4-[2-(6-](2-Bromophenyl)(methoxyimino)methyl}-2-oxo-1,3-

benzothiazol-3(2H)-yl)ethoxy]phenyl}-2-ethoxypropanoic acid

1st method :

Starting from the compound obtained in Example 72, the procedure is as in Example 33.
10 2nd method :

Step A : 3-{4-[2-(6-(2-Bromobenzoyl)-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy] -
phenyl}-2-ethoxypropanoic acid

Starting from the compound obtained in Step A of Example 72, the procedure is as in
Example 33.
15 Melting point : 64-66°C.

Step B : 3-{4-[2-(6-[(2-Bromophenyl)(methoxyimino)methyl]-2-oxo-1,3-benzo-
thiazol-3(2H)-yl)ethoxy]phenyl}-2-ethoxypropanoic acid

Starting from the compound obtained in Step A, the procedure is as in Step D of
Example 1.

20 ‘EXAMPLE 74 : Methyl 2-{4-[3-(6-](methoxyimino)(phenyl)methyl}-2-0x0-1,3-
benzothiazol-3(2H)-yl)propoxy]phenoxy}-2-methylpropanoate



he procedure is as in Step A of Exanple 31, replacing the ethyl

4- (2-chl oroet hoxy) - phenoxy] - 2- net hyl pr opanoat e by net hyl

3- (3-chl or opr opoxy) phenoxy] - 2- net hyl - propanoate. Step B : Methyl
3-[3-(6-[ (et hoxyi m no) (phenyl ) et hyl ] - 2- oxo- 1, 3- benzot hi azol -

H) - yl ) pr opoxy] phenoxy) - 2- net hyl propandate 10 Starting fromthe conpound
obtained in Step A the procedure is as in Step D of Exanple 1. EXAMPLE 77 :

2-{ 3- [ 3- (6- [ ( SlepoxMermiynDY{¢ {86 Hehzopi-Byoxp- L3 benzothidzdiei2k)-phpaopoxy] -

3(2H) -yl ) propoxy] phenoxy} - 2- met hyl propanoi ¢ acid 1st method : 15 Starting from
the conpound obt ai n2enoRyiekamgndpreganedie procedure is as in Exanple 33. 2nd
nmethod : Step A : 2-(3-[3-(6-Benzoyl -2-0x0-1, 3-benzot hi azol - 3( 2H)

yl ) propoxy) phenoxy) -2 met hyl propanoic acid Starting fromthe conpound obt ai ned
in Step AT prscadpte isGs inhStepr ¢ efuErarhpleadl,i repladihg-tireretleyl 33-[4-4Aichiongrpoi nt
79-80C. -56 pB :

2-[ 3- [ 3- (ghpxXehenoxyl-Rimehylprrpapeateethy | meshylx 2-14-63-shlgsprepadphenpsyly2- st e

yl ) propo ﬂﬁ@ﬂ @QO - met hyl propanoic acid Starting fromthe conmpound obt ai ned
in Step z%ét g ocedure is as in Step D of Exanple 1. 5 EXAMPLE 78: Met hyl

2-{3-[4-(6-[ (et hoxyi m no) (phenyl ) met hyl ] - 2- oxo- 1, 3-
benzothiazol - 302~ eyt o8 s B ety imine) (ShehylS eyl Zooxo-1,3-benzothiazol-

3(2H)-yl)propoxy] phenoxy}-2-methylpropanoate

5 Starting from the compound obtained in Step A, the procedure is as in Step D of

Example 1.

EXAMPLE 75 : 2-{4-|3-(6-[(Methoxyimino)(phenyl)methyl]-2-0x0-1,3-benzothiazol-
3(2H)-yl)propoxy]phenoxy}-2-methylpropanoic acid

1st method :

10 Starting from the compound obtained in Example 74, the procedure is as in Example 33.

2nd method :
Step A : 2-{4-[3-(6-Benzoyl-2-oxo-1,3-benzothiazol-3(2H)-yl)propoxy] phenoxy}-2-

methylpropanoic acid

Starting from the compound obtained in Step A of Example 74, the procedure is as in
15 Example 33.
Melting point : 121-122°C.

Step B : 2-{4-[3-(6-[ (Methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-3(2H)-
yl)propoxy| phenoxy}-2-methylpropanoic acid -

Starting from the compound obtained in Step A, the procedure is as in Step D of
20 Example 1.



Step A: Methyl 2-[3-[4-(6-benzoyl-2-o0xo0-1, 3-benzot hi azol - 3(2H) yl ) but oxyJ-
phenoxy) - 2- met hyl pr opanoate The procedure is as in Step A of Exanple 31,

repl acing the ethyl 2-[4-(2-chloroethoxy)- 10 phenoxy]-2-net hyl propanoate by
met hyl 2-[ 3-(4-chl or obut oxy) phenoxy] - 2- net hyl - propanoate. Step B : Mt hyl

2- (3-[ 4- (6-[ (met hoxyi mi no) (phenyl ) net hylPd= 2- oxo- |, 3- benzot hi azol - 3(2H)

yl ) but oxyJphenoxy} - 2- nmet hyl propanoate Starting fromthe conpound obtained in
Step A, the procedure is as in Step D of 15 Exanple 1. EXAMPLE 79:

2-{3-[4- (84 i M I t hyl ] ~2~0x0-.1. 3:be i azol ;

3( {2H) [ yl §Wg%@ﬁ%%%g%{@ﬁﬁﬁy&m&é&l&dﬁy l)ﬁéﬁqﬁ@} I:'oxé't'gpfi ng fromthe
d obtained i n F&soRh i B a2 20 2nd

method ¢ Step At 2 (B e Ao !

yl ) but oxy] phenoxy) - 2- net hyl propanoic acid - 57 Starting fromthe conpound

obtained i n7f§te AA &%t@ ?l?@l[%-(%gben%‘y‘?-ﬂx%‘?ﬁ95})%%2&1?:'(1%‘051-}(3}1)-%3%0%]33- Mel ting

point : 70- t

2-(3-[4-(6-[( Met hoxyhkdioRe)) -peemNbropBhdnté ) - 2- oxo- 1, 3- benzot hi azol -3(2H)- 5
yl ) but oxyJphenoxy) - 2- net hyl propanoi ¢ acid Starting fromthe conmpound obt ai ned
in Step A, the procedure is as in Step D of Exanple 1. EXAMPLE 80 :

Ethyf2-1ap 3 bx(o%é&lgrtcnﬂ o%Y S[gpng)c‘fpé?a?rmlé 1! He\f)uch‘?g- Rl)éoétﬂyl%—[4—(2-chloroethoxy)-
phenoxy]-2-methylpropanoate by methyl 2-[3-(3-chloropropoxy)phenoxy]-2-methyl-

propanoate.

Step B : Methyl 2-{3-[3-(6-[(methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-
3(2H)-yl)propoxy] phenoxy}-2-methylpropanoate

10 Starting from the compound obtained in Step A, the procedure is as in Step D of
Example 1.

EXAMPLE 77 : 2-{3-[3-(6-[(Methoxyimino)(phenyl)methyl}-2-0xo-1,3-benzothiazol-
3(2H)-yh)propoxy]phenoxy}-2-methylpropanoic acid

1st method :

15 Starting from the compound obtained in Example 76, the procedure is as in Example 33.

2nd method :
Step A : 2-{3-[3-(6-Benzoyl-2-oxo-1 ,3-benzothiazol—3(2H)-y1)propoxy]phenoxy}-2—

methylpropanoic acid

Starting from the compound obtained in Step A of Example 76, the procedure is as in
20 Example 33. '
Melting point : 79-80°C.



benzot hi azol - 3(2H) -yl ) pr opoxy] phenoxy} - 2- net hyl propanoate 10 Step A : Ethyl
2-(4-]3-(6-benzoyl - 2- oxo- 1, 3- benzot hi azol - 3(2H) yl ) propoxyJ-
phenoxy) - 2- met hyl pr opanoate The procedure is as in Step A of Exanple 31,
replacing the ethyl 2-[4-(2- chl oroethoxy)phenoxy]-2-net hyl propanoate by et hyl
2-[4- (3-chl or opropoxy) phenoxy] - 2- net hyl¥ropanoate. 15 Wax. Step B : Ethyl
2-(4-[3-(6-[ (et hoxyi m no) (phenyl ) net hyl J- 2- oxo-1, 3- benzot hi azol - 3(2H)

yl') propoxyJphgrexy/) 2%3@@[@{%@&&@@&@»:@

i]mmcd N S-Bemppmdinzdl-SfPHHL ned i n

Step A, the procedure is as in D of (e 1. 20 EXAMPLE 81 : Ethyl
2-13-[4-(6-[ (net hoxyl)mowop(]phermfj M«by@z@am’gﬂyaﬁs

benzot hi azol - 3(2H) -yl ) but oxy] ph enoxy}-2-net hyl propanoate Step A : Ethyl
2-(3-[4-(6-benzoyl - 2- oxo- 1, 3- benzot hi azol - 3( 2H) - yl ) but oxyJphenoxy) -

2- met hyl ps

epai doin -the cOngpounacesizined iif Stepi A, thepravediireEicaaplie Sikp Depf aci ng

the ethyl 2-[4-(2-chloro- ethoxy)phenoxy]-2-methylpropanoate by ethyl
2-[3-(4- c Examplsik: oxy) phenoxy] - 2- et hyl - propanoate. Melting point : 99-101C. 5

Step B : Ethyl

2-{3-[4-(6- (et hox i m no)( henyl ) et ] - 2- oxo-1, 3-benzot hi azol -~ 3(2H)
yl ) bidt oxy : Methyl g&w&&%ﬂﬁr@t %ynmlng)(phmlmhtwpm& obt ai ned in

g o proch LB S o A R 5

Step A : Methyl 2-{3-[4-(6-benzoyl-2-oxo0-1,3-benzothiazol-3(2H)-yl)butoxy] -

phenoxy}-2-methylpropanoate

The procedure is as in Step A of Example 31, replacing the ethyl 2-[4-(2-chloroethoxy)-

10 phenoxyl}-2-methylpropanoate by methyl 2-[3-(4-chlorobutoxy)phenoxy]-2-methyl-

propanoate.

Step B : Methyl 2-{3-[4-(6-[(methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-

3(2H)-yl)butoxy] phenoxy}-2-methylpropanoate

Starting from the compound obtained in Step A, the procedure is as in Step D of

15 Example 1.

EXAMPLE 79 : 2-{3-[4-(6-[(Methoxyimino)(phenyl)methyl]-2-0xo0-1,3-benzothiazol-

3(2H)-yl)butoxylphenoxy}-2-methylpropanoic acid

1st method :

Starting from the compound obtained in Example 78, the procedure is as in Example 33.

20 2nd method :
Step A

: 2-{3-[4-(6-Benzoyl-2-oxo-1, 3-benzothzazol—3(2H)-yl)butoxy]phenoxy} -2-

methylpropanoic acid



benzot hi azol - 3(2H) -yl ) propoxy] phenoxy}-2-net hyl propanoate Step A : Et hyl
2-{3-[3-(6-benzoyl - 2- oxo- 1, 3- benzot hi azol - 3( 2H) -yl ) pr opoxyJ-

phenoxy) - 2- met hyl propanoate The procedure is as in Step A of Exanple 31,
replacing the ethyl 2-[4-(2- 15 chl oroet hoxy) phenoxy] - 2- net hyl propanoat e by
et hyl 2-[3-(3-chl oropropoxy)phenoxy]-2-'5r?ét hyl propanoate. Wax. Step B : Ethyl
2-{3-[3-(6-[ (et hoxyi m no) (phenyl ) net hyl ] -2-oxo-1, 3-benzot hi azol - 3(2H)

yl ) pr opox glaptien dooyn ikt omhipyind ofptaimedtie S2€p 3t af Fixample 38 theeprocednoeimdaoiot ai ned
in Step A_ the procedure is as in Step D of Exanple 1. EXAWVPLE 83 :

N- But yryl Ez;alpple(?é, [ (hydr oxyi mi no) (phenyl ) net hyl ] - 2- oxo-1, 3- benzoth

I azol - 3( ZNieWﬁIrJQg%igﬁxyd-? yl al anine -59 St~A : 4-[2-(6-Benzoyl - 2- oxo- 1,

3-benzot h -yl ) et'hoxy] - N-but yryl phenyl - alanine Starting fromthe
conmpound obtained in Step A of Exanple 16, the procedure is as in Exanple 33.
5 Melting point : 146-148C.

N Butyr - b | Blepd { ool Merloristisaphensbmetll 2-gxas ] 3-bensehinsol3GHYr - 3( 21

yl ) et:hoxy] phenyl al agj | br obtained in Step A the
pr octédure is as in %{)@go@]g?éﬁ@a?rpﬁ?)gpﬁofgggﬁwa 84: Met hyl

2-{4-[2-(6-[ (et hoxyi m no) (phenyl ) met hyl } - 2- oxo- 1, 3-
benzot hi agol =3(2H) - vl ) et hoxy] phenoxy} -2- geLyl RrOBaNogte i oo i siep b of

Example 1.

EXAMPLE 80 : Ethyl 2-{4-[3-(6-[(methoxyimino)(phenyl)methyl]-2-ox0-1,3-
benzothiazol-3(2H)-yl)propoxy]phenoxy}-2-methylpropanoate

10 Step A : Ethyl 2-{4-[3-(6-benzoyl-2-oxo-1,3-benzothiazol-3(2H)-yl)propoxy] -
phenoxy}-2-methylpropanoate

The procedure is as in Step A of Example 31, replacing the ethyl 2-[4-(2-
chloroethoxy)phenoxy]-2-methylpropanoate by ethyl 2-[4-(3-chloropropoxy)phenoxy]-2-
methylpropanoate.

15 Wax.

Step B : Ethyl 2-{4-[3-(6-[(methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-
3(2H)-yl)propoxy] phenoxy }-2-methylpropanoate

‘ Starting from the compound obtained in Step A, the procedure is as in Step D of
Example 1. '

20 EXAMPLE 81 : Ethyl 2-{3—[4-(6-[(methoxyiminb)(phenyl)methyl]-z-bxo-l »3-
benzothiazol-3(2H)-yl)butoxy]phenoxy}-2-methylpropanoate

Step A : Ethyl 2-{3-[4-(6-benzoyl-2-oxo-1,3-benzothiazol-3(2H)-yl)butoxy]|phenoxy}-
2-methylpropanoate



Step A: Methyl 2-(4-[2-(6-benzoyl-2-o0xo0-1, 3-benzot hi azol -3(2H) yl)ethoxy] -
phenoxy} - 2- et hyl propanoate The procedure is as in Step A of Exanple 31,
replacing the ethyl 2-[4-(2- 15 chl oroet hoxy) phenoxy] - 2- et hyl pr opanoat e by
met hyl 2-[4-(2- chloroethoxy)phenoxy] 2- nethyl propanoate. Melting point :
97-98C. Step B : Mt hyl

2-{4-]2-(6- [(nethoxylnlno)(phenyl)nethyl] 2- 0xo0- 1, 3-benzot hi azol - 3(2H) -

yl ) et hoxy] phenoxy) - 2- net hyl propanoate 20 Starting fromthe conpound obtai ned
in Step A_ the procedure is as in Step B of Exanple 31. EXAMPLE 85: Et hyl
2-{3-[2{ 6TP€ rreersiays s ras) {mriserny|A nadt Byprmple- dkoreplaring the ethyl 2-[4-(2-chloro-

R e e

2- et hyl pﬁ fpaneaé.e The procedure is as in Step A of Exanple 31, replacing the
2-[4-(2-c Ior o- et hox wenoxy] 2- et hyl pr opanoat e by et hyl

2- [ 3- ( 2- cMeHingpaink % 6xy] nmet hyl - 5 propanoate. Melting point

115-116C. Step B : Et hyl

2-(3-[2-(6-[ (net hoxyi m no) ( phenyl ) net hyl j - 2- oxo- 1, 3- benzot hi azol - 3(2H)

yl ) eshoxyJphegey\s - EthyeDWL[wt@mme&bﬁyzﬁﬁw)wﬁgyljmahy[yl?eoﬁpwa:mebtbiatzoﬁ- ned in
Step A the procedure is as in_Step B npl e 31. EXAMPLE 86:
2-{3-[2-(6-[ (Met hox§(2ﬂ)rﬂd))b(“m&ﬁef‘ﬁ’§t}h%rmﬂ'2%%ﬂﬂoa@ benzot hi azol - 10

3(2H) -yl ) et hoxy] phenoxy} - 2- met hyl propanoi ¢ aci d

Starting from the compound obtained in Step A, the procedure is as in Step D of
Example 1.

10 EXAMPLE 82 : Ethyl 2-{3-[3-(6-[(methoxyimino)(phenyl)methyl]-2-0x0-1,3-
benzothiazol-3(2H)-yl)propoxy]phenoxy}-2-methylpropanoate

Step A : Ethyl 2-{3-[3-(6-benzoyl-2-oxo-1,3-benzothiazol-3(2H)-yl)propoxy]-
phenoxy}-2-methylpropanoate

The procedure is as in Step A of Example 31, replacing the ethyl 2-[4-(2-
15 chloroethoxy)phenoxy]-2-methylpropanoate by ethyl 2-[3-(3-chloropropoxy)phenoxy]-2-

methylpropanoate.

Wax.

Step B : Ethyl 2-{3-[3-(6-[(methoxyimino)(phenyl)methyl] -2-oxo-1,3-benzothiazol-
3(2H)-yl)propoxy]phenoxy}-2-methylpropanoate

20 Starting from the compound obtained in Step A, the procedure is as in Step D of
Example 1.

'EXAMPLE 83 : N-Butyryl-4-[2-(6-[(hydroxyimino)(phenyl)methyl]-z-oxo;l,3-
benzothiazol-3(2H)-yl)ethoxy]phenylalanine



1st method : Starting fromthe conpound obtained in Exanple 85, the procedure

Is as in Exanple 33. 2nd nethod : Step A :

2-[ 3-[ 2- (6-Benzoyl - 2- oxo- 1, 3- benzot hi azol - 3(2H) yl ) et hoxyJphenoxy)-2- 15

met hyl propanoic acid Starting fromthe conpound obtained in Step A of Exanple

85, the procedure is as in Exanple 33. Ml ti ng point : 130-131 C. Step B :

2-[3-[2-(6-[ (Mt hoxyi m no) (phenyl ) net hyl J- 2- oxo-1, 3-benzothiazol-3 (2H)- 20

yl ) et hoxyJpheSmgy) - 2-fretchBémopb2080-0, 3Bbéndothtizo BB EH)i-yiiptAdxpfrN- vy dpiea i d

obtained in Step A the procedure is as in Step D of Exanple 1. EXAMPLE 87:

N- Benzoyl -4-[ 2- (6-] (allﬁlt!m)xyi m no) ( phenyl ) net hyl j - 2- oxo-1, 3-

benzot hi azol - 3(2H) -yl ) et hoxyj phenyl al anine 5 1st nethod : Starting fromthe

conpound obtained in Exanple 17, the procedure is as in Exanple 33. 2nd net hod
Step A Starting from the compound obtained in Step A of Example 16, the procedure is as in

N-Benzoyl - 4-[ 2- (6- benzoyl - 2- oxo- 1, 3- benzot hi azol - 3( 2H) yI)et hoxyJphenyl -

al ani ne 1&xemple 33ng fromthe corrpound obtained in Step A of Exarrpl e 17, the

procedur e o 33. Melting point : 108-110C. Step B :
N- Be(ra?zoyl %‘%@é‘%@—f (Eﬁgr oxyi m no) (phenyl ) net hyl J- 2- oxo- 1, 3- benzot hi azol - 3(2H)
yl ) et hoxyJphenyl al ani ne
Step B : N-Butyryl-4-[2-(6-[(hydroxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-
3(2H)-yl)ethoxy]phenylalanine

Starting from the compound obtained in Step A, the procedure is as in Step B of
Example 2.

10 EXAMPLE 84 : Methyl 2-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-0x0-1,3-
benzothiazol-3(2H)-yl)ethoxy]phenoxy}-2-methylpropanoate

Step A : Methyl 2-{4-[2-(6-benzoyl-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy]-
phenoxy}-2-methylpropanoate

The procedure is as in Step A of Example 31, replacing the ethyl 2-[4-(2-
15 chloroethoxy)phenoxy]-2-methylpropanoate by methyl 2-[4-(2-chloroethoxy)phenoxy]-2-
methyl propanoate.

Melting point : 97-98°C.

Step B : Methyl 2-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-
3(2H)- yl)ethoxy] phenoxy}-2-methylpropanoate

20 Starting from the compound obtained in Step A, the procedure is as in Step B of
Example 31.

EXAMPLE 85 : Ethyl 2-{3-[2-(6-[(methoxyimino)(phenyl)methyl}-2-0x0-1,3-
benzothiazol-3(2 H)-yl)ethoxy]phenoxy}-2-methylpropanoate



15 Starting fromthe conpound obtained in Step A the procedure is as m Step
B of Exanple 2. EXAMPLE 88:

N- 1( Benzyl oxy) car bonyl j - 4-[ 2- (6- 1( hydr oxyi m no) (phenyl ) net hyl ] - 2-

0x0-1, 3-benzot hi azol - 3(2H) -yl ) et hoxyj phenyl al anine I st nethod : 20 Starting
from the conpound obtained in Exanple 149-the procedure is as in Exanple 33.
2nd nethod : -62 Step A :

4- 2- (6- Benzoyl - 2- oxo-1, 3-benzot hi azol - 3(2H) -yl ) et hoxy] - N-[ (benzyl oxy) -

car bonyl ] phenyl al ani ne Starting fromthe conpound obtained in St eR A OE)‘C
Exanpl e 14, t Bteppt o Ednl Pl 3r(3-@sbangoylBiaxai &-benzothiarel 3(2HY-Yhsthexy]phenexytc. st ep
B : N[ (Benzyl oxy)car -4-12- (6-[(hydroxyi m no) (phenyl ) net hyl ] -2- oxo-

1, 3- benzot hi azol - 3(?$8Wlkg?%3%%5phenyl al anine Starting fromthe conpound
obtained in Step A the procedure is as in Step B of 10 Exanple 2. EXAMPLE
89: Methyl 3-(4-[2-(6-[ (met hoxyi m no) (phenyl ) met hyl ] -2-o0xo0-1, 3-henzo-

t hi azol - 3They) PSHCP@%fﬁokil]ﬁhéﬁy\é}@Z-‘t‘( of | Examplsacd: yleplasingothe p??[géﬁt?gl%“St ep A

Met hyl éhéggﬁfxg%yi%ﬂﬁ%kr FoiBate: By VA O3 13 -Qﬁlbﬁ{eanyﬁr{Qeg%%%X%\ﬁﬁ ayl)- 15

é-[(trifluor oate e ‘procedure 1s as of "Exanpl e
15, iepl apropgnédte acetyl chloride by trifluoroacetyl chloride. Melting point

60- 62C. ) )
Meilting point : 115-116°C.

Step B : Ethyl 2-{3-[2-(6-[ (methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-
3(2H)-yl)ethoxy] phenoxy}-2-methylpropanoate

Starting from the compound obtained in Step A, the procedure is as in Step B of
Example 31.

EXAMPLE 86 : 2-{3-[2-(6-|(Methoxyimino)(phenyl)methyl]-2-0x0-1,3-benzothiazol-
10 3(2H)-yl)ethoxy]phenoxy}-2-methylpropanoic acid

1st method :

Starting from the compound obtained in Example 85, the procedure is as in Example 33.
2nd method :

Step A : 2-{3-[2-(6-Benzoyl-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy] phenoxy}-2-

15 methylpropanoic acid

Starting from the compound obtained in Step A of Example 85, the procedure is as in . .
Example 33.
Melting point : 130-131°C.

Step B : 2-{3-[2-(6-[(Methoxyimino)(phenyl)methyl]-2-oxo-1, 3-benzothiazol-3(2H)-
20 yl)ethoxy] phenoxy}-2-methylpropanoic acid



Step B : Methyl

3-(4-[2-(6-[ (et hoxyi m no) (phenyl ) net hyl J- 2- oxo-1, 3- benzot hi azol - 20 3(2H)

yl ) et hoxyJdphenyl )-2-[(trii | uoroacetyl)am no] propanoate Starting fromthe
conpound obtained in Step A the procedure is as in Step B of Exanple 2. - 63
PHARVACOLOGI CAL STUDY Exanple A : Acute &loxicity study The acute toxicity was
eval uated after oral adm nistration to groups each conprising 8 mce (26 2
g). The animals were observed at regular intervals during the course of the
first 5 day, .and daily for the two weeks follow ng treatnment. The LD50 {dose
that causStarting frumtthe eommuing, ehtaingd 1BNSieR| 4) thePresediifaisds dAISWRNMNSE r at ed
the | ow t%g'hﬁgfey of the conpounds of the invention. Exanple B : Efficacy in
geneti c node I\)Utati ons in |aboratory animals and al so different
sensitivities to dietary reginmens have 10 allowed the devel opment of ani nal

nodel s having non-insulin dependent di abetes and hyg)erl [ Pi daem a associ at ed
with obesmﬂhN‘B%@y cl2-(6d (hyfrexyiming}pheny)methyllndrexo-d,3-0b/ ob)

Di abetes, 1982, 31 h b d I db
\(/ar ?oﬁselsabor atori es( 3’%“%%@‘@%%&5@@%‘%@%@%9@0pgrﬁo| ogsnof erﬁogge y

di seases and test the efficacy of new antidi abetic conpounds (D abetes, 1983,
32, 830- 15 838). Antidiabetic and hypolipidaemc effect in the ob/ob nouse
The 20- wed¥tmethod el e ob/ ob nouse (Harlan) is used for the in vivo tests. The

ani mal S aS Gl Rbm e Sombolls SRLHBERSESHAHIE 19! nd BroAES ifhs Farfe sgRUSe has

a basal hyperdl ycaem a aninmal s ran y selected in terns
of their glycaema to formgroups of 20 six. The conpounds tested by the
intraperi&o eal route are dissolved in a m xture of
nd method :

Step A : N-Benzoyl-4-[2-(6-benzoyl-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl-

alanine

10 Starting from the compound obtained in Step A of Example 17, the procedure is as in
Example 33.
Melting point : 108-110°C.

Step B : N-Benzoyl-4-[2-(6-[(hydroxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-
3(2H)-yl)ethoxy]phenylalanine

15 Starting from the compound obtained in Step A, the procedure is as in Step B of
Example 2.

EXAMPLE 88 : N-[(Benzyloxy)carbonyl}-4-[2-(6-[(hydroxyimino)(phenyl)methyl]-2-
oxo-1,3-benzothiazol-3(2H)-yl)ethoxy]phenylalanine

1st method :

20 Starting from the compound obtained in Example 14, the procedure is as in Example 33.

2nd method :



di met hyl sul phoxide (10 %9 and Solutol (15 % to be adm nistered at 10 ng/kg
ina volune of 2.5 nml/kg twi ce per day for four days. By the per os route,

t he conpounds are tested at 30 ng/kg admi nistered in a volume of 2.5 m/kg of
1 % HEC twice per day for four days. The control groups receive the solvents
under the same conditions as the treated® 64 groups. The activity of the
products is eval uated by neasuring glycaem a 24 hours after the final

admi ni strat i orStend : by [Ives Batizonl 2oady, vbengothiatail13y2 Hthigethaxyp A dsnoioxyhe

i nvention denonstrate a very gqod capacity to | ower glycaema that is
conparabl e to the efBERAY/BREBIHARNG; t h rosiglitazone, which is used as
reference 5 substance, but with an insignificant change in body wei ght,
whereas under the sane conditions rosiglitazone exhibits a significant

i ncrease iStarting rfradaythe compblmed obtatmednia StepleA of fExanipde idy ¢heoproeedizre islas iimg t he
in vivo tests. As for an exanple, conpound of Exanple 3 decrease the glycaem a
of 51 %c%ﬁ‘&mp&jxi-o the control group, which is conparable to that 61 %
obseryed f : shglhikb@zone in the 10 sanme conditions. Mreover, aninals
treats\e/d w%@i ?g'z’]gng' show an increase of the body weight of 33 %
conpared to the increase of body weight of the control group, whereas

Gai 1 of el ghiBon A LR G L SU DRI Che s DR e Tl
Comosition [1f23 (1290 1L 2Bl AL B (SR GRS IphenRisHind he active ingredi ent
[ (met hoxyi m no) ( phenyl ) nmet hyl ] - 2- oxo- 1, 3- benzot hi azol - 3( 2H) -yl ) et hoxy] phenyl }
-2 (2,2, %’té&ihé'#é’rﬁoﬁltehé)&%ﬂﬁn%p%&%%te 1(11E§?e%p lAE,'\ tﬁ% procedure is as in Step B of

thiazol-3(2H)-yl)ethoxy]phenyl}-2-[(trifluoroacetyl)amino]-

propanoate

Step A : Methyl 3-{4-[2-(6-benzoyl-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}-
15 2-[(trifluoroacetyl)amino]propanoate

The procedure is as in Step A of Example 15, replacing the acetyl chloride by
trifluoroacetyl chloride.
Melting point : 60-62°C.

Step B : Methyl 3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-
20 3(2H)-yl)ethoxy] phenyl}-2-[(trifluoroacetyl)amino] propanoate

Starting from the compound obtained in Step A, the procedure is as in Step B of
Example 2.



| act ose

i i i iiiiiio........ 1 g hydroxypropyl cellulose

............ 2 g -65 CLAI v5 BHARMAGOBLMIALSIWIYa (1): wherein : R2 1 X

represents an oxygen or sul phur atom or a group CH2 or CH (wherein R 2
together with R2 fornms an additional bond), R and R2, which may be the sane

or differExdmpkokh Acnioe eoxdeity stulydr ogen atom a |inear or branched
(g -Co)al kyl group, an aryl group, an aryl-(C -C6)al kyl group in which the
al kyl noiety is linear or branched, an aryl oxy group, an aryl lo

(G -Co)al Mbr anc‘%*?i“? (v:Ja? %Qﬁ: Eﬁ& &L%lﬂﬁhﬁ&g%{rozghh&e@archQB e eficed

| i near or oXy group, group, am no group, a

| i near or(2briamgmeuhe ahiinalib et ybseredoatgegular mtexaamldl(rﬁlg 68 )calisy | efithe dirgir oup i n
which the alkyl noieties are |inear, or branched,  or and R2 to&gt her form

an oXo, t¢ﬁyomi eaily for th Graowpeksfllowing tEqatentn fhe)bDsg @pée that cquses #br with
R 2 1o foyfen a9 Mlﬂﬁ?s:) acegg%luatp‘d Vaﬁ@per Oﬁ%t@d thé o&@)@é Mﬁﬂ@ c81lﬂ bfihdsg whi ch

one CH2 group may e rep om se ecte rom oxygen an
sul phur osf thy irvegtionip NR, (Wnerel n R represents a hydrogen atomor a linear
or branched (Ci-C6)al kyl group), or by a

Example B : Efficacy in genetic models

Mutations in laboratory animals and also different sensitivities to dietary regimens have
10 allowed the development of animal models having non-insulin dependent diabetes and

hyperlipidaemia associated with obesity and with resistance to insulin.

Genetic mice models (ob/ob) (Diabetes, 1982, 31 (1), 1-6) and Zucker (fa/fa) rats have

been developed by various laboratories in order to understand the physiopathology of those

diseases and test the efficacy of new antidiabetic compounds (Diabetes, 1983, 32, 830-
15 838).

Antidiabetic and hypolipidaemic effect in the ob/ob mouse

The 10-week-old female 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/1. The animals are randomly selected in terms of their glycaemia to form groupé of
20 six. The compounds tested by the intraperitoneal route are dissolved in a mixture of
dimethy] 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



phenyl ene or napht hyl ene group, 20 R3 and R4, which may be the sane or
different, each represent a hydrogen or halogen atomor a group R OR or NRR
(wherein Rand R, which nay be the sane or -66 different, each represent a
hydr ogen at om or a | i near or branched (Cl-C6)al kyl group, a |inear or
branched (C2-C6)al kenyl group, a linear” %r branched (C2- C6) al kynyl group, an
aryl group, an aryl-(GC -C6)al kyl group in which the alkyl nmoiety is |inear or
branched, groups.arnd ac(ﬁﬁy@@)liﬂﬂfﬁdmdts grthIIlnaiied byt edsuting ghckeniyl 24rimiued aftdrshd i near
or branched an 5 aryl-(C2-C6)al kyn group in _which the al kynyl noiety is
linear or fi lbﬁlaw@ﬁél?tfafamﬁ&@@&?%ﬂ"@%ﬁdbw%hﬁéﬁﬂ}’oaryl (Ci-C6)alkyl group in
which the alkyl noiety is linear or branched, a heteroaryl-(C2-C6)al kenyl
group in which the al kenyl noiety is linear or branched, a

het er oar yThé c@mpbniskofniyd 1r@éﬁmﬂ1 dldinmtrﬁh d ey goby Baﬁacﬂp it@lqwdr%ljrdaam&r thart
branched, S a (C3- Cs?c cl oal ty gr.oup ycl oal kK a gG) | group in
whi ch 10 isheompasgblents ghey ef! §ctp|9h§zane<brw1 %%ﬁzor@r VéthlP rléaHse aspFeAFRERE™

(C1- )po I r i t b

Carr i ng. PHeE B widl & ReigRficiil Aalefn A5 et Wikl il a0 SRBER

ri ng that cdil&Btn&lsOxl’os@lltazbge exhibRs 3 si?giﬁiﬁctdnaindﬂmﬁe u@(ﬁdiliraiays aFindiesmoregmonsidee| ect ed
from oxygen sul phur and nitrogen, is R5 and R6, which nmay be the sane or
different® %%%Weﬁaqpsﬁa\?édpﬁégmvﬁ@éﬁﬁﬁgs as R as defined hereinbefore, D
represents R2 1 a benzene nucleus, in which case X cannot represent a group
CH as defined hereinbefore, or D represents a pyridine, pyrazine, pyrimdine
or pyri daAisrfer amexamsle, compound of Example 3 decrease the glycaemia of 51 % compared to

the control group, which is comparable to that 61 % observed for the Rosiglitazone in the
10 same conditions. Moreover, animals treated with Rosiglitazone show an increase of the
body weight of 33 % compared to the increase of body weight of the control group,
whereas compound of Example 3, in the same conditions show a decrease of 80 % of the

gain of weight compared to the control group.
Example C : Pharmaceutical composition
15 1000 tablets each containing 5 mg of the active ingredient Methyl 3-{4-[2-(6-

[(methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}-2-
(2,2,2-trifluoroethoxy)propanoate

(EXAIMIPIE 3) ..ot nestntseesesstenssssssenstessssssssssssansesensasasssesassnssssnsnsssesences e 5g
WREAL STATCH ..ottt et e st e s e e st et e sae s s e sae e e e saesaassnenns 20g
20 MAIZE STATCH ....ceiiniieieiticteeteceetes et st et e e et e st e et esaesetaestaentas st ssssessssssssassseesasssnasas 20g
JACTOSE ...ttt et re e tr et et r e e e e e s e s a e s s e s et e st eesbae s e e e sne e nnesnnesneernneenns 30g
MAZNESIUIM SLEATALE. ......cuveereereenureerreenreerrerartentenseeesnsesssessserssssssssesssessssserssessssssses 2g
SIHICA. oottt lg

hydroxXypropyl CElIUIOSE .........cooveriinieieertretrteetccreres e eree s san e sane e esaeeas 2g



20 B represents a linear or branched (G -C6)al kyl group or a |linear or
branched (C2-C6)- al kenyl group, those groups being substituted : by a group
of formula (Il1) : 7 <R8 11 11 wherein : - R7 represents a group -C OR ,
-GCNRR , - 67 zz Il Il -N(RC-R or -N(RC-OrR , wherein Z represents an
oxygen or sul phur atom and R and R, wffch may be the same or different are
as defined hereinbefore, - and R8 represents an aryl group, an aryl al kyl
group wherein the 5 alkyl noiety contains from1 to 6 carbon atons and may be
| i near or branched, a heteroaryl gr oue éﬁ@?t eroaryl al kyl group wherein the
al kyl noiety contains froml to 6 ca b ons and maybe |inear or branched,
CN, tetrazole, -OR, -NRR, -N(RGR or -NNRCOR, wherein Z is as defined
herei nbefore and R Il Il Z z 10 and R, which may be the sanme or different
are as deli n€ampenedsdfdponela (Dor by a group RO, wherein RO represents a CN,
tetrazole, R 11 11 -N(RI?-R , -N(R)I?-%g‘ or -0-(CHZ)n COOOR group,

B

0
4
N 1 R
R6 ><R2 (I)s
X R
NOR’

2

wherein :
$l
e X represents an oxygen or sulphur atom, or a group CH, or CH (wherein

R together with R? forms an additional bond),

e R' and R? which may be the same or different, each represent a hydrogen atom, a
linear or branched (C,-C¢)alkyl group, an aryl group, an aryl-(C;-C¢)alkyl group in
which the alkyl moiety is linear or branched, an aryloxy group, an aryl-

10 (Ci-Ce)alkyloxy group in which the alkyl moiety is linear or branched, a linear or
branched (C,-Cg)alkoxy group, a hydroxy group, an amino group, a linear or branched
(C,-Ce)alkylamino group or a di-(C;-Cg)alkylamino group in which the alkyl moieties
are linear or branched,
or R! and R? together form an oxo, thioXo or imino group,

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

e A represents a (C;-Cg)alkylene chain in which one CH; group may be replaced by a
hetero atom selected from oxygen and sulphur or by a group NR, (wherein R,
represents a hydrogen atom or a linear or branched (C;-C¢)alkyl group), or by a
phenylene or naphthylene group,

20 e R’ and R*, which may be the same or different, each répresent a hydrogen or halogen

atom or a group R, OR or NRR' (wherein R and R', which may be the same or



z z wherein Z is as defined hereinbefore and R and R, which my be the sane
or different are as defined hereinbefore, n represents 0, 1, 2, 3, 4, 5 or 6,
and R10 and R11, which rmay be the sanme or different, each represent a
hydrogen atomor a linear 15 or branched (Cl- C6)a|ky| group, it being
under st ood that R10 and R11 cannot si mfftaneously represent a hydrogen at om
or B represents a group of fornmula (11) or a group RO as defined hereinbefore,

it being Und@ﬂf&i‘@@%a&ﬂi’épresent A H?dl@ﬁélﬂﬁoﬁiﬁorq HiéaEBbhranciedd (0R-Qhalkylogrodp, a
enyl, naphthyl or |68henyl group, it being

configuration, ar means
possi bl e forlmmgebgnef\;qﬁs((bcﬁs)@ikelpdrgrm pyingagrd daaniehed (C2-Cogliyaykeredpan neans

e part 1 al |y Ry BRGSO R ] B R UL ety it IPHTER  brpntBlel” ™
het eroaryl s ﬁﬂdr}*M”(CSJGsmf&n@d Rgoub hpwalchahera@k@wmxagheqmdr b branokedy em,

nitrogen and sul phur it being possible for the aryl and heteroaryl groups
t her 8by def i ﬁéf&(%cbbefl@'amh@rqm ) Which fthe ralkynyd moigtupdinsar ©Ftanehedmal i near

b hed
o anche | o SCBTEFABP. R0 CL R e SRR el 7
whi ch may bebrhhﬂ)eﬁaﬁ'&le&rroﬁ'yf {@rEnhlkesAhions i a46dM the allkergt ﬂﬁﬁayai Gifearcor | near

or branched (Cl Co6) al k gro an aryl group or a heteroaryl group),
ester, anidot ramltefloa f@{fsa%y @dcﬁalkwérgra%%wmmhﬁ ki rrtsmivss aﬁaar or

di ast ereoi s apd~a Iy
accept abl e aci éalc?rd ggcﬁbs)%yago%io%% HéaA Gy é{}%ﬁ%{nﬁﬁ')(di 63318?1%%%] g:fc% 1,
whenein R athd dR2yltmgietynsr liiear or dranched, or a linear or branched (C,-C¢)polyhaloalkyl
group),
or R? and R*, together with the carbon atoms carrying them, when they are carried by

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

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

15 e R’andR®, which may be the same or different, each can have the same meanings as R

as defined hereinbefore,

®* Drepresents : R"
I
a benzene nucleus, in which case X cannot represent a group CH as defined

hereinbefore,
or D represents a pyridine, pyrazine, pyrimidine or pyridazine nucleus,
20
e B represents a linear or branched (C,-Ce)alkyl group or a linear or branched (C;-Cq)-
alkenyl group, those groups being substituted :

¢ by a group of formula (II) :
7

_<R ,
8

R
Z

z
] ]

wherein : - R’ represents a group —C—OR ,—C—NRR',



0X0 group, their enantioners and di astereoi soners, and also addition salts
thereof with 15 a pharnaceutically acceptable acid or base. 3. Conpounds of
formula (1) according to claim1, wherein R3 and R represent a hydrogen atom
their enantionmers and di astereoi soners, and al so addition salts thereof wth
a pharmaceutical ly acceptable acid or b&e. 4. Conmpounds of formula (1)
according to claim1, wherein A represents an ethyleneoxy 20 group, their
enantiomers and di asfzer eoi sonmers, andzal so addition salts thereof with a

phar maceutical |y accgptabl e acid or bjase. 5. Conpounds of formula (1)

according to clatN(R)C wWher et DFBRRFSENIGR'E RPRGEIREZ rdprdsbtd an ok Pgdn’
enanti oners and di astereoi sonmers, and also addition salts thereof wth a

phar maceut i cal drysufishie Rtcih) £hdoRiafld R, Whith mayBe bhe Saagodidferent afeossnddfined! )
according to claim1l, wherein X represents a sul phur atom their enantioners
and di aster eoi}s%ﬂéb@ﬁ)reand al so addition salts thereof wwth a pharmaceutically

acceptabl e acid or base. 7. ( i bm 1,
wherein R5 represents a hydraggire]ig@}égpeg?g%]aﬁ%&gh%ﬂﬁgﬁﬁ%&ﬂeﬁﬂh@
di as$ er eoi sonedlkyl ro@tytsMaias diom @rtoatdrbori h@HRCindWnk ba linelkwonbraactiddcal | y

acceptabl e acid or base. 8. Conpounds of formula (I) accaording to claima1l,
wherei n R5 r ephctaresiyl gmonpa heterogrdalky! graup wheresn theaWied meiely coptairsdFamilsoner s,

and al so addi tf.o%nc @J ﬁPﬁag%ﬁ%{aa/Vﬁ(eTl;hegr otpl;}gﬁ%(d\eéf\li e@a&gli,acﬁ"@i{gbl—e p.d or

base. 10 9. Conpounds 0 ormu according to ¢tlhaim wh in ’
represents an unsubstituted phenyl group, their enantioners and

di ast er eoi soners;N@&E =t Ro cadeditN(@)C —sdDR'swhereined is asi defined pérembaforeand Rl | vy
acceptabl e acid or |pase. 10. Conpﬁunds of formula (1) according to claiml1,
wherein R6 represergs a substituted

10 and R', which may be the same or different are as defined hereinbefore,

eor by a group R® wherein R’° represents a CN, tetrazole,
R10 1
—N(R)IT——R‘ , —-N(R)IT—OR' or —O—(CH,)—C—COOR group,
z Z

wherein Z is as defined hereinbefore and R and R', which may be the same or
different are as defined hereinbefore, n represents 0, 1, 2, 3, 4, 5 or 6, and R' and
R'!, which may be the same or different, each represent a hydrogen atom or a linear
15 or branched (C;-Cg)alkyl group, it being understood that 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®)- can be of Z or E confi guration,

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



phenyl group, their enantioners and diastereoi soners, and also addition salts
thereof 15 with a pharnaceutically acceptable acid or base. 11. Conpounds of
formula (1) according to claim1, wherein R6 represents a phenyl group
substituted by a hal ogen atom their enantioners and di astereoi soners, and
also addition salts thereof with a phaffaceutically acceptable acid or base.
12. Conpounds of formula (1) according to claiml, wherein B represents an

al kyl group 2 Gheat¥ahy dn8doPYi-&yclit AvdmatidRupiconfRinidg d tRY0 érhbdis,may be
the same or ORY different, represent a hydrogen atomor an alkyl group, their
enant i omer s whith miapcheepatiallp rhyidsogennigd ainsenea@fiithe aings dnt thet ¢ase et bigralis a

h i cal l J id = 70 13, d I I
Becording t chUrPRIT BB Aol BED domsreigiied PR ERMos R et by
a group , whaighit, R and RY, which may be the sanme NHCOORY or different,

represent a hydrogen atom or an al kyl group, their enantioners and
di astereoi soners, and also addition salts thereof with a pharmaceutically

acceptabl e 88 boRinhIaFme iy SHRRNIISLALul ML dblihe AR Abltutod vg) 2 m 1
from 1 to 3 groups selected from linear or branched (C,-Cg)alkyl, linear or branched
(C1-Ce)polyhaloalkyl, linear or branched (C,-Ceg)alkoxy, hydroxy, carboxy, formyl,

NRuR. (wherein Ry, and R., which may be the same or different, each represent a
hydrogen atom, a linear or branched (C,-Cg)alkyl group, an aryl group or a heteroaryl

10 group), ester, amido, nitro, cyano, and halogen atoms,

their enantiomers and diastereoisomers, and also addition salts thereof with a

pharmaceutically acceptable acid or base.

2. Compounds of formula (I) according to claim 1, wherein R! and R together form an
oxo group, their enantiomers and diastereoisomers, and also addition salts thereof with

15 a pharmaceutically acceptable acid or base.

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

with a pharmaceutically acceptable acid or base.

4. Compounds of formula (I) according to claim 1, wherein A represents an ethyleneoxy
20 group, their enantiomers and diastereoisomers, and also addition salts thereof with a

pharmaceutically acceptable acid or base.

5. Compounds of formula (I) according to claim 1, wherein D represents a benzene
nucleus, their enantiomers and diastereoisomers, and also addition salts thereof with a

pharmaceutically acceptable acid or base.



substituted by a group ,wherein Rx, RY and RZ, which may be the same NRYR~ or
different, represent a hydrogen atomor an al kyl group, their enantioners and
di astereoi soners, and al so addition salts thereof with a pharmaceutically
acceptable 10 acid or base. 15. Compounds of formula (I) according to claim
1, wherein B represents a group COORX %M, -< , wherein R and RY, which
maybe the sane or different, represent ORY a hydrogen atom or an al kyl group,
their enag! i gomipdundibifonftiarBaicsordigsto dich BlwhereiadXirépresenssad $udplidrast@nf with
a pharmaceutically acceptable acid or base. ]5 .16. Conmpounds of fornula (1)
accor di ng t othélraeRantiomgas rasidn dpstesgnisonsts.s ad g3lep) pdditeng salggthereofypatheian R

and RY, whic hzﬂﬁ%cafiﬁtaﬁfa b?erac%&fl?z{s nt, represent NHCOORY a hydrogen atom
or an al kyl group, el't enantiomers and di astereoi soners, and al so addition

salts thereof with a pharnmaceutically acceptable acid or base. 17. Conpounds
of formula (I) according to claim1l1l, wherein B represents a group 20 COORX
-CH, -< , WheCempothds &iYfoamalaR([) ackvrdingnteycimen tlhevhessme Ror reglickérs anttydrogamr esent

NRYR. -71 a hydrogen atom or an_al kyl group, their enantionprs, an .
di asfer eoi so#_éfrs i gnaptiomers, aed Srasterecliorasrs. andkalro diion %ﬁ%ﬁbﬁi&‘g’u‘f’}tl&% ly
accept abl e aghfrQteliREfy acceptable acid or base.

8. Compounds of formula (I) according to claim 1, wherein R’ represents an alkyl group,
their enantiomers and diastereoisomers, and also addition salts thereof with a

pharmaceutically acceptable acid or base.

10 9. Compounds of formula (I) according to claim 1, wherein R® represents an
unsubstituted phenyl group, their enantiomers and diastereoisomers, and also addition

salts thereof with a pharmaceutically acceptable acid or base.

10. Compounds of formula (I) according to claim 1, wherein R represents a substituted
phenyl group, their enantiomers and diastereoisomers, and also addition salts thereof

15 with a pharmaceutically acceptable acid or base.

11. Compounds of formula (I) according to claim 1, wherein R® represents a pheny! group
substituted by a halogen atom, their enantiomers and diastereoisomers, and also

addition salts thereof with a pharmaceutically acceptable acid or base.

12. Compounds of formula (I) according to claim 1, wherein B represents an alkyl group

’ X
substituted by a group ——< , wherein R, and Ry, which may be the same or
0]
2 | 5
different, represent a hydrogen atom or an alkyl group, their enantiomers and

diastereoisomers, and also addition salts thereof with a pharmaceutically acceptable

acid or base.



18. Compounds of fornula (1) according to claim1, which are nethyl

2- et hoxy-3-{4-[2-

(6-[ (E)- (et hoxyi mi no) (phenyl ) et hyl ] - 2- oxo- 1, 3- benzot hi azol - 3( 2H) -yl ) et hoxy]
5 phenyl } propanoat e, net hyl

2- et hoxy-3-{4-[2-(6-[(2)- (hydroxyi m no)(8henyl ) net hyl ] - :
2- 0xo- 1, 3-benzot hi azol - 3(2H) -yl ) et hoxy] phenyl } propanoate, nethyl 3-{4-[2-(6-
[ (met hoxyw COMpRRAY b9 fRiM Iy &c@&Qntho?cllaﬁmowe?emBx%b?ds&mylamum@d@enyl }-

2- (2,2,2-trifl dor oet hoxy) pr opanoat e, 3-

{4-]2-(6-[ (hydroxyim no)(phenyl) G@Q&I] 2 oxo0-1, 3 -benzothiazo |-3
(2H) - yl') et hoxyispinaed by h gretr( 2; -trifl UOFQwﬁ‘érBﬁ mﬁ%?%%ﬁﬁ@isethe same
2- et hoxy- 3-{4- [2 (6- [(rrethoxyl m n HSO I met hyl ] benzo-

t hi azol - 3(2H) yl ) et hoxy] phenyl } propanoi ¢ &ci d,
2- et hoxy- 3- { dr [d fo{rentg (repregant tah bydrogéniatasy (qnhgnytlk)yﬂr@rhw ]th@rcsn@ntlomers and

> et hoxy- 3. { Hspistecisortery arealit, SoRAER i PRt et Cﬁﬂq]a-"??‘ii%%?“f?)é?%cé"ﬁ?é?le

t hi azol - 3( 2H)cid loy 8kde0xy] phenyl } pr opanoi ¢ aci d enantl oner 1,
2-ethoxy-3-{4-[2-(6 15
[ (E) - (et hoxyi m no) (phenyl ) net hyl ] - 2- oxo- 1, 3- benzot hi azol - 3(2H) -yl ) et hoxy] -

i no) {pnky Fpmpeges o oAbl PEeskrdy i A3 1 spand B dotias BREIT B Banol

acid, 2-ethoxy-3-{4-[2-(6-[(2)-(neo0aryi m no) (phenyl)methyl]-2-oxo-1, 3-benzo-

t hi azol - 3( 2HbubstihRed1ByY ¥ priupny L} Rf 0panol ¢, dglefbifRATK | MER,, which may be the same
2-ethoxy-3-{4-[2-(6 20 R,"Ry R, Y

[ (2) - (et hoxyi mi no) ( phenyl ) met hyl ’NReRoxo- 1, 3- benzot hi azol - 3(2H) - yI ) et hoxy] -
phenyl } pr opasiodifferentd regtasent @ Rydrdgen atom or an alkyl group, their enantiomers and

2- et hoxy-3-{4-[2-(6-[ (hydroxyi m nog) phe

net hyI] 2- oxBLAFtETPOROmELsY, [ind Alse additi nw%ﬁm@mﬁem@mw&ﬁ@alb aecentableet hy|

2 (8 [(2)- (K987 8%Soneny! ) (et hoxyi mi no) met hyl ] - 2- oxo- 1, 3- benzot hi azol - 3( 2H) -
| )- et hoxy] phenyl }-2-ethoxypr opanoat e nmet hyl
{4-[2- (6 [ 3-chl orophenyl)(h dro
no) met kI Fompgywls) of foamilat )amrd@gm claimed n bereim dhrEpresents o giAMPopanoat
t hyl 2 met hoxy-@ 9})‘%
(|6 Egﬁ; h;%—ﬁgy] phgﬂz meB]:t ;%n%ﬁfg'%o,x%lcjh may ge %e same or different, represent
[ 2-(6-

[ (Z) - (3- chDBy ophenyl ) (et h-
a hydrogen atom or an alkyl group, their enantiomers and diastereoisomers, and also

[
y
3-
i m no)
e, ne
4- 2- [
t hi azol -3
3-{4- (

addition salts thereof with a pharmaceutically acceptable acid or base.

15 16. Compounds of formula (I) according to claim 1, wherein B represents a group

COOR,
—CH; , wherein R, and Ry, which may be the same or different, represent
NHCOORy

a hydrogen atom or an alkyl group, their enantiomers and diastereoisomers, and also

addition salts thereof with a pharmaceutically acceptable acid or base.

17. Compounds of formula (I) according to claim 1, wherein B represents a group

COOR,
——CH—< , wherein R, R, and R,, which may be the same or different, represent

20



oxyi m no) met hyl ] - 2- oxo- 1, 3- benzot hi azol - 3(2H) -yl ) et hoxy] phenyl } -2-et hoxy

pr opanoi ¢ aci d,

3-{4-[2-(6-[ (et hoxyi m no) (p h en I)nethyl] 2- 0xo0- 1, 3-benzot hi azol - 30

3(2H) -yl ) et hoxy] phenyl }-2-(2 2-trifluoroethoxy)propanoi c acid,

3-{4-[2-(6-[(F)- -7

(met hoxyi m no) (phenyl ) net hyl ] - 2- oxo- 1, 3- benzot hi azol - 3(2H) - yl ) et hoxy] phenyl }

-2 - 72 (2, 23 hylifdgeh latth @fah Fg?@lﬁﬁmﬂélfl efitidmers and diastereoisomers, and also

{4-[2-(6-[(E)- (nethox i m @% phenyl)

t hyl ] - 2- oxaddition saéﬁszhﬁrmfaz asbmacyuq@!lu@ggqppabéqugiozbw 2, 2-trifluoroet hox

propanoi ¢ acid enantiomer 1,

-[2-(6-[ (E) - (net hoxyi m no) (phenyl ) net hyl ] - 2- oxo-

bgnzow It @691|po§ﬁ<ﬁ|‘3fﬂbhhﬂfiaf‘(q))xé!dcbhﬂﬁg’ kd cRirhi A, AhicH &ref hedybeletivky)3-p4-pPanoi c

enant i oner

2-(6- [(625(3‘@?W9XWWW@W%HBWFWWpilﬂ?’zbmﬂna@lﬁgﬂbyl)ethoxy]

(6 ey B Y oSihbos by AR RE A R

| -
2-
| )et hoxko- 1pBeydothizzol 3(ZHR l)éthéi()k]pha@ﬂ}l’pi’dpﬁhbm@panmethyﬂm B-¢pgi6omer 1,
2(62& (et hoxyi m no) (phenyl ) net hyl | -
zot hi meﬂ@e(mq}mw(phqqy&ﬂﬁlpﬂbﬁsqxop 3abe1_'gpth1azol 3(2H) yl)ethoxy]phenyl}-2-

, 3-

(2,2,2-trifl i d 11 0

but oxyi m no) ﬁ‘(}?%%g’?’?p‘g"aﬁ%%g %‘wzot El?a{“g? (§ % ﬂ%‘%‘f‘@ TH%@) yﬁ%%enyl }
-2- et hoxyprmaaiyqu;oﬁ@-llgB—béxﬁotlmasbe(Bm)Sywéthdmmdngl}(2X2 ,Acwiftiongethoxg)-ai m 1,
which are methyl 2-[(tert- butoxycar bon

{4-[19- (6- [(nﬁpaquﬂ neFiheRERy{4- K?e{%(m lpxdsmmf @hmh)z%ethﬁ] -2-o0xo0-1,3-benzo-

t hi azol - 3( 2H}; {)ﬂ)ﬁﬁq ﬁ}}eﬂgﬁﬁm&g alB! MYlthoxy-3- {4-[2-(6-[(E)-(methoxy-

2-[(tert- but oxycar
{4-12-(6- [(mdnommyl)nieﬂnh]emokbm-byxhz}oﬂﬂamid(ﬂ:l}%ybahﬂm]bham}prabﬁid)e yl)-

e oy S e RS RR A RAR oelEkoneny
2ozl YU oxﬁ;ﬁgﬁﬂ@%ﬂﬁﬁxﬁ;ﬁ@g;&cﬂgg g% et e 105 ek

met hyl 2- [(E)~(methoxyimino)(phenyl)methyl}-2-ox0-1,3-benzothiazol-3(2H)-yl)ethoxy}-

3-
e
y)-
3-{4
1, 3-
aci d
3-{4-]
tao
3{4[
(2H) -y
3-{4-]
ben
2,
o]

phenyl}propanoic acid enantiomer 2, 2-ethoxy-3-{4-[2-(6-[(Z)-(methoxy-
imino)(phenyl)methyl}-2-oxo0-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl} propanoic
acid, 2-ethoxy-3-{4-[2-(6-[(Z)-(methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzo-
thiazol-3(2H)-yl)ethoxy]phenyl}propanoic acid enantiomer 1, 2-ethoxy-3-{4-[2-(6-
20 [(Z2)-(methoxyimino)(phenyl)methyl]-2-0xo0-1,3-benzothiazol-3(2H)-yl)ethoxy]-
phenyl}propanoic acid enantiomer 2, 2-ethoxy-3-{4-[2-(6-[(hydroxyimino)(phenyl)-
methyl}-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy]jphenyl} propanoic acid, methyl 3-{4-
[2-(6-[(Z2)-(3-chlorophenyl)(methoxyimino)methyl}-2-oxo0-1,3-benzothiazol-3(2H)-yl)-
ethoxy]phenyl}-2-ethoxypropanoate, methyl 3-{4-[2-(6-[(3-chlorophenyl)(hydroxy-
25 imino)methyl]-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl } -2-ethoxypropanoate,
methyl 2-methoxy-3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-0x0-1,3-benzo- .
thiazol-3(2H)-yl)ethoxy]phenyl} propanoate, 3-{4-[2-(6-[(Z)-(3-chlorophenyl)(meth-
oxyimino)methyl]-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl} -2-ethoxy-
propanoic acid, 3-{4-[2-(6-[(methoxyimino)(phenyl)methyl}-2-0x0-1,3-benzothiazol-
30 3(2H)-yl)ethoxy]phenyl}-2-(2,2,2-trifluoroethoxy)propanoic acid, 3-{4-[2-(6-[(E)-
(methoxyimino)(phenyl)methyl}-2-0xo-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}-2-



{ [ (benzyl oxy) car bonyl]am no } - 3-

{4-]2-(6-[ (hydroxyi m no) (phenyl ) net hyl ] - 2- oxo-

1, 3- benzot hi azol - 3( 2H) -yl ) et hoxy] phenyl } propanoat e, nethyl 2-[(tert-butoxy-
car bonyl ) (net hyl )am no] -3- {4-[2-(6-[ (net hoxyi m no) (phenyl ) net hyl ] - 2- oxo- 1, 3-
benzot hi azol - 3( 2H) -yl ) et hoxy] phenyl } pr opdnoat e,
N-(tert-butoxycarbonyl)-4-[2-(6 25

[ (hydroxyi mi m2 orAB¥oEIRK)Propatorx 0- Acid; beBZat 2 @Z[¢F)-ghethdx yimisd)pherypheny! -

al ani ne,

N-(tert-but ouge&a'rlbznwp)lmbpxzzo@laa{qlmlﬂbxpcthpxndpbwéhﬁ+(¥:¥e?t Hiflyoroethoonn)d | 3-

accordi gt oPpare polChous ot AP Aleu SRR RIS 2.ob)
R o fERent ety )

[ (hydroxyi m no)
-73 éx0-1, mamzlgmrazal-séz{#b[%(ﬁ)[é@r@wlpmw éh 3/1@ b;m{zw-[z (6-

L ??étyh’y*}hé# LD e %?%égigﬂﬁ%?oﬁéﬂé@ogéﬁﬁasﬁ ARG o
for nula (1) F(%éthﬁﬂyﬁtﬁn@)(ﬁheﬁ?'lbmetf@lFM&@QtﬁbeI&%ﬁuaiblBioaH) yl)ahexy]s used as

starting materi al acogrpoun formula (I11) : 0 wherein

and X are asPhriindd22a-trifBioreathoxypropeancit: \@kidc henantipmer s lcori’dé‘hé%@ [(@r a
b di R4
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congound of {292 0ttiAluérdethoxy)propanoic acid enantiomer 2, 3- {4-[2-(6-[(tert-
butoxyimino)(phenyl)methyl]-2-oxo0-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}-2-

ethoxypropanoic acid.

19. Compounds of formula (I) according to claim 1, which are methyl 2-[(tert-
butox ycarbonyl)amino]-3- {4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-0x0-1,3-benzo-
15 thiazol-3(2H)-yl)ethoxy]phenyl}propanoate, methyl 2-[(zert-butoxycarbonyl)amino]-
3-{4-[2-(6-[(hydroxyimino)(phenyl)methyl]-2-ox0-1,3-benzothiazol-3(2 H)-yl)-
ethoxy]phenyl}propanoate, methyl 2-[(butoxycarbonyl)amino]-3-{4-[2-(6-
[(methoxyimino)(phenyl)methyl]-2-o0xo0-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}-
propanoate, methyl 3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-0x0-1,3-benzo-
20 thiazol-3(2H)-yl)ethoxy]phenyl}-2-[(phenoxycarbonyl)amino]propanoate, methyl 2-
{[(benzyloxy)carbonyl]Jamino}-3- {4-[2-(6-[ (hydroxyimino)(phenyl)methyl]-2-oxo-
1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl} propanoate, methyl 2-[(tert-butoxy-
carbonyl)(methyl)amino]-3- {4-[2-(6-[(methox yimino)(phenyl)methyl]-2-0x0-1,3-
benzothiazol-3(2H)-yl)ethoxylphenyl}propanoate, = N-(tert-butoxycarbonyl)-4-[2-(6-
25 [(hydroxyimino)(phenyl)methyl]-2-0x0-1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl-
alanine, N-(tert-butoxycarbonyl)-4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-oxo0-1,3-
benzothiazol-3(2H)-yl)ethoxy]phenylalanine.

.20. Compounds of formula (I) according to claim 1, which are methyl 2-amino-3-{4-[2-
(6-[(methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-3(2H)-yl)ethoxy]-
30 phenyl}propanoate, methyl 2-amino-3-{4-[2-(6-[(hydroxyimino)(phenyl)methyl]-2-



0 wherein R, R2, R3, R4, R6, A, B, D and X are as defined for fornula (1),
which is subjected to the action of a conmpound of formula R50-NH2, wherein R5
is as defined for fornmula (1), to yield the conpound of fornmula (1) : -74
NOR5 which nmay be purified according to a conventional separation technique,
which is converted, if desired, into it’3-addition salts with a
pharmaceutical |y acceptable acid or base and which is separated, where

appl i cabl e, bx4-9 3L3e$ub§1mr-§$]zq¢)cyl;édﬁda@ ﬁlfén?l}]pﬁ)}ﬁﬁﬂé/té Nt i Qhethysepas-q4 Ms-
techni que. 22. Process for t a ion of conpounds of fornmula (1)
according t o[(meﬂlqmymnlnoxphcrad)lmthﬁgéﬂm-Lmnzﬁblﬁéolrlﬂﬁé-e’@eﬁl@xﬂphﬁnylh@

material a cg?nggglnd of forrrula (rrr)y » H I 0 wherein Db R, R, R6 and X are
as defined f %% with which there i s condensed a corrpound of
formul a R50- NH2, whereln R5 is as defined for formula (1), to yield the
conpound of forrrula (M) : H I NORS wherein R, R, R5, R6, Dand X are as
defi ned f2} Procass| ﬁor(th)e pmmtlmldmc@mm@&soﬁ@mgd@ apeprdingatel elaimdium a

corrpgund of f Al mt'erlse I}Qhat thetre is usef‘ as starting material a compound of formula (II) :

0
N 1
R
OB
X
O

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

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

R3

B
Hal—A (IV)’

R4

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

10 atom, to yield the compound of formula (V) :

3
R B

0
4
N 1 R
SO
R2
X
o

wherein R', R%, R?, R*, R®, A, B, D and X are as defined for formula (I),
which is subjected to the action of a compound of formula R30-NH,, wherein R’ is as

defined for formula (I), to yield the compound of formula (I) :



15 (1V), - 75 wherein A, B, R3 and R4 are as defined for formula (1) and Ha
represents a halogen atom to yield the conmpound of formula (1) : R3 NORS
whi ch nmay be purified according to a conventional separation techni que, which
is 5 converted, if desired, intoits addition salts with a pharmaceutically
acceptabl e acid or base and which is sep#rated, where applicable, into its

i somers according to a conventional separation technique. 23. Conpounds of
formula (V) according to claim21 : R3O0 g0 wherein R6, D, X, AL R, R2, R3,
R4 and B are as defined in claim1, for useyas Bntenediates for the synthesis

of conpounds of formula |I. 24. Pharnaceuti pnposi tions conprising as
active ingredient at |east one conpound, o mula (1) according to any one
of clainms | to 20 or 23 or an addition ‘sal reof wth a pharmaceutically
acceptabl e acid or a base, al one or Nontﬂlnati on vvitl@l one or 15 nore

phar maceutical ly accept alﬂﬁe excilp | s. Z{ Phar maceut i 3’al conposi tions
according to claim24 for use-n elprepa ion of a nedicanent for the
treat ment and/ or prophyl axi s|jof hyperglycaem a, dyslipidaem a and, nore
especially, in the treatnent NgR’nhon-insulin dependent type |1 diabetes, -76

insulin resistance, glucose intolerance, disorders associated with syndrone X
which may be purified according to a conventional separation technique, which is

converted, if desired, into its addition salits with a pharmaceutically acceptable acid or
base and which is separated, where applicable, into its isomers according to a

5 conventional separation technique.

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

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

!
N 1
R
X R
o)

wherein D, R", Rz, R® and X are as defined for formula D,
10 with which there is condensed a compound of formula R°0-NH,, wherein R’ is as

defined for formula (1), to yield the compound of formula (VI) :

i
N 1
RS 5, VD,
X R
NOR’ .

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

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

R3

B
Hal—A V),

15



coronary artery di sease and ot her cardiovascul ar di seases, renal disorders,
reti nopathy, disorders associated with the activation of endothelial cells,
psoriasis, polycystic ovary syndrome, denentia, osteoporosis, intestinal

i nflammat ory di sorders, nyotonic 5 dystrophy, pancreatitis, arteriosclerosis,
xant honm, but also in the treatment or ~Brevention of type | diabetes,
obesity, reqgulation of appetite, anorexia, bulima, anorexia nervosa, as well

as cancer paiheldgisgB, RarRiSREaieadsl defihed fonforape(lyiand Hat agjredents s halbgers
breast cancer or colon cancer, and_as angi ogenesis inhibitors.
atom, to yield the compound of formula (?) :

R g

0
4
N 1 R
R6 ><R2 (I)’
X R
NOR’

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

conventional separation technique.

23. Compounds of formula (V) according to claim 21 :

R B
0
4
. N_r' R ),

R 2

X R
O
10 wherein R®, D, X, A, R}, R%, R, R* and B are as defined in claim 1, for use as

intemediates for the synthesis of compounds of formula I.

24. Pharmaceutical compositions comprising as active ingredient at least one compound of
formula (I) according to any one of claims 1 to 20 or 23 or an addition salt thereof
with a pharmaceutically acceptable acid or a base, alone or in combination with one or

15 more pharmaceutically acceptable excipients.

25. Pharmaceutical compositions according to claim 24 for use in the preparation 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,



.76 -

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, but also in the treatment or
prevention of type I diabetes, obesity, regulation of appetite, anorexia, bulimia,
anorexia nervosa, as well as cancer pathologies and especially hormone-dependent

cancers, such as breast cancer or colon cancer, and as angiogenesis inhibitors.



