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invention relates to new heterocyclic oxime conpounds, to a'procefﬁen?rThe
their prepsrwHEDIRENVELECORNREREEHHS Abr GRS %@?ﬁg%i@g} Jees ,
conpounds descri bed PHARMERCEURSANONIFOSENOROEHN Bt _ ' ent
phar macol ogi cal properties that are of specLaI |nt?resz. ;heyna{ﬁsﬁr?ﬁ en

' - 1i.pi ' ents. The treatnent of non- in
dependent e b Bt QRE D, elafl 180k e BRI s e P IdREEY L Aumeiess faibeitct i on

- onto t hepreardetivn afd & plergecaUlbrPhs b c&%ﬁﬁﬂgmrﬁ? conpounds  designed
to facilitate the secretion of insulin and to pronote its action in

peripheral target tissues. During the last ten years, a class of conpounds

i 87 QLLdiNggl truct (US 5 089 514, US 5 306 726) has
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Those CUMfBERBELEsNS0 | ower the |evel s of insulin and levels of lipids in
the sane animal nodels and induce in vitro differentiation of preadlppcrte
cell lines into adi pocyte cell lines (A Hragun et at, J. Cell. Physiol.,

; insthel |....Phar.macol .. 1992, 41,
303-398) . The. {1 eat mont "ohEe ity it LTS iptgrory despite e |
LIt azol | aFeeoncontosiiy usisone brlangs nushautof| adispaihaleatb ¢ iRaRaS’ on o
g L abol i s : - - ’ .
STt BRI B T - S L L
the ef faptusdf the thiazolidinediones observed in vivo may be ned!atede|a
adi pose tissue. That specific effect is obtained by the stlnulatlondo
nucl ear transcription factors : " peroxisone proliferator-activate

f restoring
recept or, >> PAR | 2) . Suych conpounds are capable of re _ ]
sens Pt i1 \?‘ﬁ'[ﬁ?‘ém }?%Elt?]h yle?f) sﬂpér‘afﬁﬁe‘?fa Fompaunssshavangch thinzeliflipediend isgactareor

(US 5089 514, US 5306 726) has demonstrated a marked anti-diabetic activity by
promoting sensitivity to insulin in the target peripheral tissues (skeletal muscle, Liver,

- adipose tissue) of animal models having non-insulin dependent type I diai)etes. Those
compounds also lower the levels of insulin and levels of lipids in the same animal models
and induce in vitro differentiation of preadipocyte cell lines into adipocyte cell lines (A.
Hiragun et al., 1. Cell. Physiol., 1988, 134, 124-130 ; R.F. Kleitzen et al., Mol. Pharmacol.,
1992, 41, 393-398).
The treatment of preadipocyte cell lines with the thiazolidinedione rosiglitazone brings
about induction of the expression of specific genes of the lipid metabolism, such as aP2
and adipsin, and also the expression of the glucose transporters GLUT1 and GLUT4,

- suggesting that the effect of the thiazolidinediones observed in vivo may be mediated via
adipose tissue. That specific effect is obtained by the stimulation of nuclear transcription
factors : « peroxisome proliferator-activated receptor gamma » (PPAR 42). Such compounds .
are capable of restoring sensitivity to insulin in peripheral tissues, such as adipose tissue or
skeletal muscle (J.E. Gerich, New Engl. Med,, 19, 321, 1231-1245).

'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).
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. f fornula (1)
present i fRAUEA agehiat diat AR QcRaParisall ﬁis%?de?som%umr}])%lsmgs 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 no

n-msulin 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 (I) :

LN
0
4
] N_r'R M,
R 2
< R

NOR’

wherein :

R”

|
e X represents an Oxygen or sulphur atom, or a group CH, or CH (wherein



R3 B

' th .
in 29 January 200, 3 ggéﬁéﬁgéryeé(ﬂl
or a group CH2 CH z (wherein . i}
jmy!tﬁhlli’rz ?E)(r)ms an adgitional bond), R and R2, which may

| i near or branched _
: ent a hydrogen atom, a i whi ch t he
T S DL ST
(- o) al %/ ing{', Fafth RIARCNE,  an aryl oxy grour)z ar or branched, a
o o S B Ry it 2125 e, o
I(iC:}]l-eg?) gr ybra%ched (C] -6)al koxy group, a hydroxy group,

i a di-(C-0C6)al kyl am no group
linear or branghed (Cl-C6)alkylanino group or ( and R2 toget her

BTt 89 Fomesnstens s o BN e il
! orm an_oxo. g ?rpg%ghﬁdaqcléa%ﬁgybgrghgir)gkﬂdryrlm g?o%;gpa?]g%?ggcg] dég§lkgl PTG
o et 6 U IR ) b omouns s ot
?E:B;neggln? gt : HydEogtaylatyogronp id whibE e ficyP Eﬁ"orfgt?/%(sj Imear or %)ranc ed, a linear or
by a phenyl egreanc%edn&? Péﬁr)]zﬁ{(gxr;fegrglz}iuapﬁydroxy £roup, an amino group, a linear or branched

(C1-Co)alkylamino group or a di-(C;-Ce)alkylamino group in which the alkyl moieties
are linear or branched,

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

10 it also being possible for R2 together with R* to form an additional bond,

® A represents a (Ci-Ce)alkylene chain in which one CH, group may be replaced by a
hetero atom selected from oxygen and sulphur or by a group NR, (wherein R,

Teépresents a hydrogen atom or a linear or branched (C-Co)alkyl group), or by a
phenylene or naphthylene group,

15 e R’and R*, which may be the same or different, each reépresent a hydrogen or halogen
atom or a group R, OR or NRR' (wherein R and R’, which may be the same or
different, each Tepresent a hydrogen atom or a linear or branched (C1-Ce)alkyl group, a
linear or branched (C2-Ce)alkenyl group, a linear or branched (C2-Cg)alkynyl group, an
aryl group, an aryl~(C;-Cg)alkyl group in which the alkyl moiety is linear or branched,

20 an aryl-(Cz-C6)alkeny1 group in which the alkenyl moiety is linear or branched, an
aryl-(C,-Cg)alkynyl group in which the alkynyl moiety is linear or branched, a
heteroaryl group, a heteroaryl-(C;-C6)aIkyl group in which the alkyl moiety is linea; or
branched, a heteroaryl-(Cz-C6)alkenyI group in which the alkenyl moiety is linear or
branched, a heteroaryl-(Cz-Cﬁ)alkynyl group in which the alkynyl moiety is linear or

25 branched, a (C5-Cs)cycloalkyl group, a (C3-Cg)cycloa]kyl-(C1-C6)alky1 group in which
the élkyl moiety is linear or branched, or a linear or branched (CI-CG)polyhaloalky]
group),



15 R3 and R4, which may be the sane or different, each represent . _a hydrogen
or halogen atomor a group R, ORor NRR (wherein R and R, Wygcjy rlgp2007
the sane or different, each represent a hydrogen atomor a Ilnear or

branched (Cl-C6)al kyl group, a linear og._branched (C2-C6)al kenyl group, a

| i near or branched (C2- C6)a| kynyI group, an aryl group, an

aryl - (Cl 06) al t he .al k nDi et |s | i near_or branched 20

an aryl - ;%fl n]gtIL’JQ(Zﬁe Wﬁlc fpop Ia% Raé'FPQ "{}‘epé hey argparegd by

br anched an twal oy | i
_linear or br anchééddadea@c%g%lgraoar yIfOIgIE g&g‘fé tha %ﬁ?o%%Pﬁ% g% g?t&wér%% in

whi ch t he al Imetanmaéttyrq afoin selzateddrom bxpgenhadpha dnénéropeny| - ( C2- C6) al keuyl
group in which the al kenyl noiety is linear or branched, a

het er oaryl - (C2- CG) al kynyl group in which the alkynyl noiety is linear or 25
branched, 4 (Bx{dRC o) cl.gal k Cl - al k oup
in which the aI kyl ’ @%Qbe m%aéﬂjareoq‘dq%3r %%cé\,cag‘;ﬁavé/{hie% %anﬂ}géﬁléﬁ%
(C, - C6) pol yhasdafikgd herginbefoye, 29 January 2007 -4 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 nenbers and that may contain
a hetero a;og)rgel ected from oxygen, sul phur and nitroger& R5 and R6, which
may be the sane RSBt erent, each can have the same nmR&ni ngs as R 5 as

defined hereipbef a5 a benzene éﬂﬁl whi ch case
X cannot repr esen?ﬂ emm%ﬁjci)gﬁ’pf%%ﬂl 85" Sf)%Q%aé’ﬂoﬁr@PEqS%é‘f%?@ as eﬁé‘ﬁ‘?esents a

pyridi ne, pynpzinefoeYri m di ne or pyridazine nucleus, 10 B represents a
| i near or branched (d -C6)al kyl group or a linear or branched (C2-C6)-
al kenyl gr oupr 1 repsesents e ppysidine; pgazsiug plyiimidiad or pyridazine nucleus,

10 * B represents a linear or branched (C,-Cg)alkyl group or a linear or branched (Cy-Co)-
alkenyl group, those groups being substituted :
¢ by a group of formula (1I) :

R
R
wherein : - R represents a group l I l l
—C—OR ,—C—NRR’,
Z Z
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
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, —OR, —NRR/,



by a group of formula (H : 7 (I1), RBZ 2z wherein: - R7 represents a
g?/oupgl Ip-C-CR, -GNRR, 11 C-R Il 15 -N(R) or -N(RC - J%ﬂﬂ%ﬁ%@?
represents an oxygen or sul phur atom and R and R, which nmay be the sare or
different are as defined hereinbefore,.5s.and R8 represents an aryl group,

an aryl al kyl group wherein the alkyl noiety contains from1 to 6 carbon

atons and may be bra 20 heteroaryl group, a
het er oaryl al iyl H§ Sémi?r &8fnt [ﬁ%ngﬂRnﬂW]@fﬁr?n@oﬁﬁéldﬁ ng¢d areinbeforesamiaR bon
atons and nmaybe I|n ar or branched l tetrazole, -OR -NRR, 29 January

2007 -5 -N(RGR %4r -N(RC-ORZ, wherein Z is as defined hereinbefore and

R 1111 72z aﬁﬁﬁﬁ”wﬁﬁh%y”[?é’th@%aﬁlg%r dftlre redésfdeﬁﬁg@%lergfn% ? ,?eI' nedl o
her ei nbefore, e or by a group RO, wherei n etrazol e,
RO-- ~11 -N(RI~-R , -N(RICOR or O—(CHJ) C - COX group, Z Z
wherein Z iseasrdeby neg hgfoahnbefor eyagdinR afd R rg\g&hg‘sh r{rpy (gg tt}gﬁéi%gg
5 different are as defined hereinbefore, n repre ents or 6,
—-and R10 and
-—N(R)T—R' —N(R)I —OR'
wherein Z is as defined herembefore 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 R6-C(=N-OR5)- can be of Z or E configuration,

*  aryl means a phenyl, naphthy! 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 (C1-Cg)alkyl, linear or branched
20 (Ci-Ce)polyhaloalkyl, linear or branched (C;-Cq)alkoxy, hydroxy, carboxy, formyl, NRyR,

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



R11, which may be the sane or different, each represent a hydrogen atomor a-
| inear or branched (C]-C6)al kyl group, it being understood t lr’g}s,
cannot sinul taneously represent a hydrogen atom or B represrezr?sj%ﬂgro pﬁé}()?
formula (11) or a group RO as defined hegeinbefore, 10 it being understood
that : * the oxime R6-C(=NOR5)- can be of Z or E configuration, * aryl

(
neans a p na ht hen it being possible for those
gr oups toﬂﬁge dprabrr i e?§bh%}ﬂ ary %8‘1‘%%5#]3‘? CIOREYINSTOBPY eieh Gmide,
bi - CyC|ICnﬁﬁp@§&kpaﬂdQMB &pﬂgﬁﬁnlng 5 to 10 nenbers, 15 which may be
partially hydrogenated |n one of the rings in the case of bicyclic
het eroaryl s and which contains | to 3 hetero atons selected from oxygen,
nitrogen gn sul it hein ossible for the ar and heteroaryl groups
t her eby dﬁ% q’r‘%& "'Pg“tboéﬁ%f&b@g ﬁ@g@geowmeﬁ ofd1 alsp 19 dm@@ salis ghereof Wwitima
li near or pharaehetalihedPladldatid of hagar or branched 20
(Cl-CB)poFyhanaIkyI§: %%ear or Br%%ghed (C1- Co6) al koxy, hydroxy, carboxy,
formyl, NRbR, (mhereln Rb and R,, which may be the sanme or different, each

repr sent ,a h en at om. ﬁ 29 Janyary. 2007 6 linear or branched

) al {0 Iéﬁi}ﬁ% apacgiygally asgeptaple &Clﬁéﬁ@f@mw begmnmnedemtéout ianilyiog
nltro cyamnp linAfioRaheasr NBiqt s. and, di reoi so
and al so t6 addi tlogn hgal tgﬁbﬁere%fwgﬁ(hlg al’ na(f,%hl £ c3id: yplg g‘fﬂ]%tﬂc

or base. &cNgoanid,t fnﬁlupm‘ﬂcm ecitdi daaitllcyacﬁkﬂgcpﬁﬁﬁ@ &idCindPnid185i8, BRINE ac
- menti oned thout in an Ilnltatlon hydrochlorlc aci d, hydrobronlc
acid, sul %]H Cc agidh d% gﬁ’éln 48§ gaci d.adualeig aeifld citrici ptidorasearbid @cagid, - -

| actic aCm@thaﬁwu'leoﬁlca:fchcﬁ,céﬁBh&Fﬂ gm&lam HC csuHﬁ%’c nic acid, glutaric acid,

fumaric acid, tartaric aci crerie acid, ascorbic acid,
met hanesul phoni ¢ aci d, canphoric acid, oxalic acid etc.

aci d

10 Among the pharmaceutical_l_ymac‘:ceptable bases there may be mentioned, without mmplying

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.



10 Anong the pharmaceuticall y-acceptabl e bases there nay be nenti oned,
wi thout inplying any limtation, sodium hydroxide, potassi umzgdiapNEa
triethylamne, tert-butylamne etc.. Preferred conpounds of the iInvent iy0%007
are conpounds of fornula (1) wherein R -and R2 together forman oxo group.
Preference is given to the R3 and R groups being hydrogen atons. 1s A

. preferabl ywa epr ene.chaj n_wherei n .one 2 may be replaced by a
het er o a&mg&ﬂ%?%@ég%ggf@l{e@#%?/ Rfign &R ‘é{ﬁ‘SHﬂSﬂ?@%—{%ﬁ iOBﬁUL’%tFtH'Eeésb)frore .
especi al | ygrowpscaopasats, afcokpandthaopdn atwher ei n A represents an et hyl eneoxy

group. Preferred groups D are a benzene nucl eus and a pyridi ne nucl eus, nore
especially a benzene 20 nucleus. X preferably represents an oxygen atom or

sul phur at iakly a sul phur atom Preferred R5 groups are a
I S R SR T St RS o e RN e
2007 7 R 6 advant age@Qe)IRX represeqcoR phenyl gri@gR Which is gpggbstituted
or substitd#rggp _/ groups ;such ds al kyl , al kgky and Hal ogepr at onms.

groups

Preferred e al kyl or aNkenyl groups\ nore especiaNy al kyl groups
substituted by Té@@% COORX BBgRX ~a gr oupNRyR,NHCORY ORWHIRPRIR NHCOORY

wherein R_RY and RZ, which may be the sane or different, each represyent 5
a hydr ogeVheremPBor RaandiRiyrhigly mayp be thy sagyeamdliffereteeaphoupssanet hyl , et hyl |
propyd , is , tyl, i utyl, tert-butyl, pentyl, isopentyl,

neopeéntyl aoﬁ#eag% ,at(gﬁpix)rl f/‘ﬁafﬁggl ﬁ’i}qubg Busxanple theagroups trﬂ"éﬁblp dild, propyl,
trifl uor onspaydyl Butyll isbbmt9r, e@t-Bidy1, pedfyl sdpReRY! ZYkxgroup. The

i nvention rel ates nore elggeci al Itly tpo gorrpd?gn[g’s’ ngf%efng?rm?lax%) wherein B

r epr esent € Phyhaloalkyl 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
X
alkyl or alkenyl group substituted by a group ——< , Wherein R, and R, are
10 ORY
as defined hereinbefore. -
C{-I3 /CH3
B also advantageously represents a group —0—(CH,)—C—COOR,_ , wherein n and
n X ?

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,—0— ,

R? and R* simultaneously represent a hydrogen atom,

R’ represents a hydrogen atom or an alkyl group,
20 RS represents a phenyl or substituted phenyl group, more especially substituted by a

~halogen atom,

D represents a benzene nucleus,

B represents a group — CH; , Wherein R, and R, are as defined
hereinbefore. ORy



COORX al kyl or al kenyl group substituted by a group , wherein Rx and Ry are

10 ORy as defined hereinbefore. 3 \3CH B al so advant ageousl €
group -O(CH2)- C000R,, , wherein n and R are as defined hgrgéiﬁ@?%;?&_s2607

The invention rel ates very advantageous!y-to conmpounds of fornula (1)
wherein : 15 X represents a sul phur atom R and R2 together form an oxo
group, A represents a chain -CHZ CH2 -0- R3 and R4 sinultaneously represent

a hydroge Q RS .represents.a hydrogen atomor. an al kyl group, 20 R6
repr esent 25 Vgﬁ %&%Weg?ﬁgdgg frfvteﬂ?%‘?dr%aﬁ%ﬁglcoﬁ’ﬁ’%&S s pl avhagh sresubst i t ut ed
by a halogen atom D represents a benzene nucl eus, COORx B represents a

group CH2--<_, anrei n R and RY are as defined hereinbefore. ORY 29
January 2807mehy! gatpxyni-d4d dfd (A (methapyaning)ehenybmatey k2 exotlg3-conpounds  of

a2 (o [ B R S R e o 0% oxo- 1., 3

benzot hi azol - 3(2H) -yl ) et hoxy] phenyl } propanoate, 5 * nethyl 2-ethoxy- 3-
{4-[2-(6-[(2) - (hydroxyi nm no) (phen Ig met hyl ] - 2- oxo- 1, 3- benzot hi azol - 3
(2H) 2yl) &t hBIeiY ﬂ@ﬁ}qx}’}}ﬂf’fdé‘dﬁtﬁ(%t bydroxyistimy)(phenyl)methyl]-2-oxo-1,3-

3 (4-[2-(6- THOBblRe 3119 S ORO RS Wtdpafose 0 - 3 Penzot hi azol -3(2H) -

*  methyl 3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-0x0-1 ,3-benzothiazol-3(2H)-
yDethoxy]phenyl}-2-(2,2,2-triflucroethoxy)propanoate,
*  methyl 3-{4-[2-(6-[(hydroxyimino)(phenyl)methyl]-2-0x0-1,3-benzothiazol-3 (2H)-
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)-
yDethoxy]phenyl} propanoic acid,

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

15 *  2-ethoxy-3- {4-[2—(6-[(E)-(methoxyimino)(phenyl)methyl] -2-0x0-1,3-benzothiazol-
3(2H)-yl)ethoxy]phenyl} propanoic acid, enantiomer 1,

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

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

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



yl ) et hoxy] phenyl } -2-(2,2,2-trifl uoroethoxy)propanoate, * nethyl

3-{4-[2-(6-[ (hydroxyi mno)(phenyl)rrethyl] 2- 0x0- 1, 3- benzot hi azxd - 4 1
yl) et hoxy] phenyl }-2-(2,2,2-trifl uoroethoxy) propanoate, * HU)ary 2007

2- et hoxy-3-{4-[ 2-(6- [(rret hoxyi m no) (pheny!) net hyl ] - 2-oxo-1, 3-benzot hi azol - 3(
2H) - yl) et hoxy] phenyl } propanoic acid, *

2-ethoxy-3-{4-[2-(6-[(E)-(nmethoxyi m no) ( phenyl ) met hyl } - 2- oxo-1, 3- benzot hi azo
| - 3(2H)-yl) et hoxy] phenyl } propanoi c acid, 15 *

2- et hoxy- 3- { 4=§Rox 63 {4 F- (ér[?z)h@mdﬂyﬂﬁ%mﬁawm«@ﬁm blox% “10%BehzofiRfIZ Ot i azo

| - 3(2H) -yl ) et hoxy] phenyl } pr opanoi c "aci d, enanti oner 1,

2- et hoxy- 3 {@(1{@1/ Ettl@B)]P ypamoitaicid kemyiomeehy | | - 2- oxo- | , 3- benzot hi azol
- 3(2H) -yl ) et hoxy] phenyl } propanoi ¢ acid, enantionmer 2, *

2-ethoxy-3-{4-[2-(6-[(2) - (met hoxyi m no) (phenyl ) net hyl ] -2-o0xo-1, 3-benzot hi azo

| - 20 3(2 L ' ' % -
2-et hox3(/ ? {% %tgé%ﬁ%{%gb%ﬁé %ﬁiﬁz()p?%hg)r@ﬁt?%fz ﬁoflo]-l-’%_-b 8?(28}1?1?@153é%%t hi azo

| - 3(2H) - yl)ei)hthmyy}pham}grppmmmﬁid, acid, enantionmer 1, 29 January 2007 -9

2- et hoxy-3-{4-[2-(6-[(2) - (met hoxyi m no) (phenyl ) nmet hyl ] - 2- oxo- 1, 3- benzot hi azo

| - 3(s2 |) et I I &ac] ti 2, ¥ .
2 et foxy 31 4 Tt LTy g SRR S R SRR 2: Grool 1 bsmtnthizetih azol -3(
2H) - yl') et hosgdiphgimthg:pistiantiptomebid, ackl, * _
2- et hoxy-3-{4-[2-(6-[(E) (hydroxyi m no) (phenyl ) net hyl ] - 2- oxo-1|, 3- benzot hi azol
- 3(2H) - yI )et hoxy] phenyl } propanoi c acid, *

S AU RO D Sbhiggect o

3-{4-[2-(6- &hé YrofaBichexyi m no) met hyl ] - 2- oxo- 1, 3- 10
be%zo'g hi gazol[ G?(%)Ql—gﬁyl ))g{]%g?y][}ph%nyl }- et hoxypr opanoat e,

*  methyl 3-{4-[2-(6-[(Z)-(3-chlorophenyl)(methoxyimino)methyl]-2-oxo0-1,3-

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

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

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

15 *  3-{4-[2-(6-[(Z)-(3-chlorophenyl)(methoxyimino)methyl]-2-0xo0-1,3-benzothiazol-
3(2H)-yl)ethoxy]phenyl}-2-ethoxypropanoic acid,

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

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



* met hyl ‘

3-{4-[2-(6-[(3-chl orophenyl) (hydroxyi m no) nmet hyl ] - 2- oxo-1, 3-b (o] 1%

(2§—I) - £/I )(et hE)§<y] phenyl f - 2Ye% Eloiypr o);;anoat e, * methyl 28 J%BQVZ@O?
“2-met hoxy- 3-{4-[ 2- (6-[ (et hoxyi m no) (phemyl ) net hyl ] - 2- oxo-1, 3-

benzot hi azol - 3(2H) -yl ) et hoxy] phenyl }propanoate, 15 * _
S L LT Y LBt e
3-{4-[2-(6- Ke Y Heh i i VA E C ¥ o) i.azol - 3(2H) -

13 et hoxy] phomy 1 2 50 o2 2 LT o aeenokyPrefol srch BRARbARGPED) - 3020
3-{4-[2-(6-[ (E)- (et hoxyi m no) (phenyl ) net hyl ] - 2- oxo- 1, 3- benzot hi azol - 3( 2H) -

20 yl) et hox h | }-2-(2,2,2-tr.ifl] uoroet hox ropanoi ¢ acid, 29 Januar
200¥ ) -10 * y]3q{E—?X(é—[(%)—((meﬁloxylmmo)(phenyl)methy){])-f-oxg-1,3-benzothiazol-3(2H)- Y

3-{4-[2-(6- h i ) -2-.0X0-.1, 3- hi | - 3(2H) -

1) ot hoxy] phemyt oS n g 3 PR o B e A SRR B (omer 1.

3-{4-[2-(6-[(E)- (et hoxyi m no) (phenyl ) net hyl ] - 2- oxo- 1, 3- benzot hi azol - 3( 2H) -
enantiomer 2, 5 *

| )eth h -2-(2.2,2-trifl th i id,

3o 2 U L A G ey mer TR - Dosd Stheacbibinzot B2aDol - 3( 2H) -
| th h = 2 tar4 § i id, *

S 2 L6 Ottt 22 ¢ BRI ORPRBE 368, 75 benzot hi azol - 3(21 -

yl ) et hoxy] phenyl }-2-(2,2,2-trifl uoroet hoxy)propanoic acid, enantioner 1, *
3-{4-[2-(6-[ %Z%Fétﬁzmt hoxyi m no) ( phenyl ) net hyl ] - 2- oxo- 1, 3- benzot hi azol - 3(2H) -
10 yl)et hdxyPp (6-L@H{methozviming)(Rhsnvhmhibyil poxpaidienzathiadol- 2@aHt | oner 2,

3-{4-[ 2- (6- [ (PSOXYRhenst % Gt ANrPStheripTopaneip 2¢dsensntigmsiob hi azol - 3( 2H) -
- yl)ethoxy] phenyl } - 2- et hoxypr opanoi ¢ acid, * nethyl )
2-[(tert-but ox&gar bonyl ) am no] - 3-{4-[ 2- (6-[ (et hoxyi m no) (phenyl ) met hyl ] -

2- 0xo0- 1, 3- béniolital{d)-(rBetharfjimjng)Gihenytyhpthetya-3nr- 0,0 dvasstRiazds3 (2

l”ft *2‘1}6' 2- Lt ey PUREANPINS!D A Aoty )biapirsic Sl nanomm 110) (g%enw ) et hy

*  3-{4-[2-(6-[(tert-butoxyimino)(phenyl)methyl] -2-0x0-1,3-benzothiazol-3(2H)-
yl)ethoxy]phenyl}-2-ethoxypropanoic acid,

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

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

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

*  methyl 3-{4-[2-(6-[(methoxyimino)(phenyl)methyl}-2-oxo-1 ,3-benzothiazol-3(2H)-
20 ylethoxy]phenyl}-2-[(phenoxycarbonyl)amino]propanoate,

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



0x0-1, 3-benzot hi azol - 3(2H) -yl ) et hoxy] phenyl } propanoate, * nethyl I
2- [ (but oxycar bonyl ) am no] - 3-{4-[ 2- (6-[ (et hoxyi m no) (phenyl ) mexdhyldn

,3-b enzothi azo | -3 (2H) -yl )ethox y] phenyl }propanoate, * net hye% 63%102007
3-{4-[2-(6-[ (et hoxyi m no) (phenyl ) net hylil-2- oxo- 1, 3- benzot hi azol - 3(2H)- 20
yl ) et hoxy] phenyl } - 2-[ (phenoxycar bonyl ) am no] pr opanoate, * nethyl 2-{

b | i -3-{4:-]2-(6-[ (! i m henyl )met hyl]-
2 oxo | 5 bERUB LA B saben DR b ek BBk S mRn ey 2007
methyl]-2-oxo0-1, _benZOthlaZOI-B’(2H)_yl')Etg?%yéglieily][}gf%pégﬁt?fet hoxyi i no) ( phen

met hyl 2-[ (tert - but oxycarbonyl ) (net hyl )am n

-yl) methyl]-2-oxo0- 1, 3-benzothi azol - 3(2H) -yl ) et hoxy] phenyl } pr opanoate, *

N-(tert-buyto arbonyl )-4-12-(6- dr.oxyi m no henyl ) net hyl ] - 2- oxo- 1, 3-

begzot hi agol ﬁz@%’ &P{%yéaf‘h‘a{%@%ﬁ%%§1Té1YémX§@{n0K%§e%yl)n¥etﬁyl]-2-o>>/<o!1,3-

Dt s BB e B, e e )2 o .

2-am no- 3-{4-[ 2-(6-[ (et hoxyi m no) (phenyl ) net hyl ] - 2- oxo-1, 3- benzot hi azol - 3
} propanoate, * nethyl

2H) -yl )eth h I

é( ;EDP%ol) )g*i E}-\(])[/@('ES%E‘M%?M}%[%§{?ﬁ@h?ﬂr?lrﬁmb(th:nm)lnﬂtbyll—z&)dmeHZOt hi azol - 10
- e -

3-{4-[ )2/ (6-] %3@%@?%@%&%@@3@%&3@@ oxo0-1, 3-benzot hi azol - 3( 2H) -

yl ) et hoxy] phenyl} -2-(nethyl am no) propanoate. The enanti oners,

di ast ereoi soners_and addition salts with a pharmaceutically acceptable acid

or base of tW&thy} efagriped- Col?p@ulinisthokyintiro)(pheap)methyljoz-oxan , I-béegitadzopar t  of
invention relates also to a process for the

the 15 invegbi resent
preparation %@}Q@%@t}%ﬁ)hﬁﬁ%fgﬁ?ﬂ%@( 1), which process is characterised in

that there is used as starting material a conpound of formula (I1l) : H

*  methyl 2-amino-3- {4-[2-(6-[(hydroxyimino)(phenyl)methyl]-2-oxo- 1,3-benzothiazol-
10 3(2H)-y1)ethoxy]phenyl}propanoate,

*  methyl 3- {4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-o0xo-1 ,3-benzothiazol-3(2H)-
yhethoxy]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 mntegral 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) :

o
N ]
R
R? >< , (1,
x R -
I N

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

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



NR R6 2 (TO> X Rwherein D, Rl, R2, R6 and X are as defined for fornula
(1), 20 with which there is condensed, in a basic nmedium a COPY uéfrngOW
formula (1V) 29 January 2007 -12 -3 B Hal-A/ (1V), R4 wherein A B,

and R4 are as defined for fornmula (1) and-Hal represents a halogen atom to
yield the conpound of formula (V) : M NR R (V), RX><R2 O 5 wherein
R, R, R3, R4, R6, A B, Dand X are as defined for formula (1), whichis
subj ected to the action of a conpound ofRfornula RSO NH2, wherein R5 is as
defined for forrmula (1), to yield the go d of formula (1) : RB3B A4 6
R R(lI) R XRz NORS X Hal—A vy,

—

R4

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

3
R" g

A
N R’
1
_ ¢ R V),
R ><R2
X
0

5 wherein Rl, R? , R? , R4, R6, A, B, D and X are as defined for formula (D,
which is subjected to the action of a compound of formula R’0O-NH,, wherein R° is as

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

3
R" B

0
4
N 1 R
6 R @,
R ><Rz
X
NOR’

which may be purified according to a conventional separation technique, which is
10 converted, 1f 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 techmque.

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 (IIT) :



—.which may be purified according to a conventional separation technique,
which is 10 converted, if desired, into its addition salts w
pharmaceutically acceptable acid or base and which is separ a’?e%,‘%mﬂuagy 2007
applicable, into its isonmers according t@a conventional separation
techni que. An advantageous variant relates to a process for the preparation
of conpounds of fornula (lI), characterised in that there is used as
starting material a conmpound of 15 formula (I111) : 29 January 2007 13 H N
R 6 RRZ X Owhherein D R, ; d X are as defined for forrmula (1),
with which there is conde d nd FForrrulal% NH2, wherein R5 is
as defined for formula (I),™¢ he’ C ound of*formula (M) : H NR
R6 XR2 (VI), x 5 NOR5 wherein ~TR2, 5, 'R6, D and X are as defined for
formula (1), with which thereg s condensed, in a basic nedium a conpound of
formula (I1V) : R3 / B

wherein D, R, R?, R® and X are as defined for formula (I),

with which there is condensed a compound of formula R’ O-NH,, wherein R’ is as defined

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

i
N
RS - VD
R . R2 ’
NOR’

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

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 (D and Hal represents a halogen atom,
10 to yield the compound of formula () :

3

R B
A
N R*
6 R' (D,
R 2
¥ R

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.



Hal - A (1'V) R4 wherein A, B, R3 and R4 are as defined for formula (I) and

ts a halogen atom 10 to yield the conpound of fggny & : 6%)7
ElaI’Areszfeséeg ?I), 6 % Rl X XR2 NOR5 which may be purified accor(?l,hlgb%rgg

[ [ [ [ ' ted, if desired, intoits
conventional separation technique, whichj4s converted, _ _
addition salts with a pharmaceutically acceptable acid or base and which is

' le.. into its isoners according to a conventional
R N DS e R
“are comerpershlskilkdadh labhe b mda88dF Eﬂeﬁ%ﬁlﬁ%ﬁdtgﬁ’ “Ih?ChE € cuﬁg%fa?yg%rs e:,g%tg@ ! in
the art by means of chemnical reactions which are custonary S f
the |iterabtheditemfsener aspect of the invention relates also to conpounds o

formula (V) R3 BAa RNR R (V),

Another aspect of the invention relates also to compounds of formula (V) :

3
R™ B

‘
4
el @
R 22
X
@)

wherein R6, D, X, A, R!, R% R? , R? and B are as defined for compounds of formula (D, for
use as intermediates for the synthesis of compounds of formulaI 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 1mproving cognit_i;e\functions in
dementia and the complications of diabetes, intestinal inflammatory disorders, myotonic

dystrophy, pancreatitis, arteriosclerosis, xanthoma.



X ><R2 5 O wherein R6, D, X, A, R, R2, R3, R4 and B are as defined for
conpounds of formula (1), for wuse as internediates for the syzgrlpéhﬁg:i.fy_rago-/

conpounds of formula | and as hypogl ycaem ¢ and hypol i pi daem ¢ agen
conmpounds of the present invention have_ygery val uabl e pharmacol ogi cal
properties. 10 The conpounds denonstrate especially an excellent activity in
| oweri ng . e levels.. As a result of such properties they can be
used t her gltaﬁe%ﬁ‘}qflg% ﬁ?a}eﬁe P RPES it recomgrcared,ios she treatingntaindtoy peomgiyiecde i a,
dysl i pi daefiah@ndiscd3®y, enQSMAE| Jdidgtdsh of non-insylin .
dependent type || diabetes, ﬁ_gltﬁlg%ggléﬁrﬁé& g aéﬁ%jgﬂcgiﬁgéemg’r §yn%£%r§6§%’a1f‘%‘81% th
syndr one XeyitaRdcudiyalgpinggmeiat B diabatics Hepktlipiddemsa)| ﬁ)SJef&x%ﬁeﬁie@cﬂlﬁ&nial Brterial

at her oscl %E{ﬁéljte%’si rﬁyﬁe{@iﬂﬁi daerqja%,. coronary artery di sease and ot her

cardi ovascut ar- Ol sea 5o &9 AT Hig vascular diseassy gsoreiakys piberostierosts. f ai | ur e,
venous insufficiency), renal disorders (including glonerulonephritis,

" gl omerul oscl erosis, nephrotic syndronme, hypertensive nephrosclerosis), .
reti nopat Ae cemponudy eredugbaimte ihdidaidd fhesaed theakb@ad of %&J‘%Eééglalﬁﬂ I's,
psoriasi sy, 9%1 %%lit iC og?r(}/d %ﬁ drome, denentia, conplications of

di abet es, "an GI9oy 8o g‘§F Ehiubjecty sufferng frato shisaréets ctuals essi sbekivyt or
for i nprovhérgx@OBmlirhiated aHAekiOsvds dementia and the conplications of

di abetes, intestinal inflamrmtory ai sorders, nyotonic dystrophy,

pancr eat i {18, campeundss odasr astardinghnt bomased29n) aReiapkvaRh o 1Peall @Sk Vit
of these gyprg;qgogd% i % al. so recommended for the treatnent ancf/ or pr ophyq axi s
of other OSAaSESCIPREMA; Pesipe Witk Agurmageony pefferisgl g e tiypadipidaemia,
syndnome Nypdrgigbhdiiia, 6R&pBHANCE] iakdagma Ln diabetics, -
hyper | i pi daer_nglz, _hyper cth% est é%&cg%e?nﬁgoﬁérgﬁ % MR TEAYEICE R SissFlernimayhich
failure, Hﬁﬁlll@mswimam%aondﬁrgphyﬁopﬁ&p@gibﬁllﬁeéh@;igg_r osclerosis. 5 The
corrpoundsTﬁlé?1 fu%tﬂg]erm)re indicated for use in the regulation of appetite,
especi al | y S¢ 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 to gether or at different times to act

mn 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 mnhibiting 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 njectable 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.



in the regulation of food intake in subjects suffering fromdi sorders such

as obesity, anorexia, bulima and anorexia nervosa. The conp d

accordingly be used in the prevention or treatnent of ?@bﬁaﬁﬁ%ry 2007
hyper chol est erol aem a, obesity w th advant-ageous effects on hyperli pi daem a,
10 hypergl ycaem a, osteoporosis, glucose intolerance, insulin resistance or
disorders in which insulin resistance is a secondary physi opat hol ogi cal
mechani sm The use of those compounds enabl es reduction of total

chol est er dlhe fobalying@ixghiples! iBRitie tHeSSV<tiBRSAd d&h@tsl{fﬁn Sl'df%ﬂg%/a triglycerides,
LDLs, VLDLs and also plasma free fatty acids. The conpounds dan be used in

association with HMG CoA reductase inhibitors, fibrates, 15 nicotinic acid,

chol est yr g es buc tformn, biguani des or

gl ucoseyr mﬁ MI#B&H 8 r% {%é?nq(‘gt( Wl@!@r)@ilffpmljmeﬂmﬂ-waa{

different times to act,3- "émmgim(m)%@tmgwhg\[}f’ﬁﬂiﬁgﬂt oiney furthernore
ecl

exhibit activity in cancer pathol ogies and e ornone- dependent
cancers, such as breast cancer or colon cancer, and al so have an inhibiting

effect on theS S ted,in such pathol ogi es.

Among t he phar mceu?j?%:@?gggrféc?g? |ons 6&5’%6@ B -{ HEPHERG¥Et i on there rmay

be rrentl oned nore especially those that are suitable for oral, parenteral,
nasal a ut aneous, rectal, perlingual, ocular or respiratory

“ admi Ai str if’lgrq I&Lap%ﬂ@xud&tnlvdﬂ@tm@i@fam pldceﬂgme&bathLdﬂwmgmlalwit&béteO% )

sachets, pagHtetSeoLaRgy! o] ositories 25 creans,

oi ntments, dernar ¢ el gyaﬁgdlgﬁ nﬁzﬁ oq'o 64:?? ‘ggb?‘ﬁ %Bulné%thyl'l'h%e@é?ﬁl-

dosage vadie_éyllatmspﬂmﬂloacg:tate (010398 &xol) agiglARA i h B ?ttthteng&aﬁﬁé lafd t’ hhe
adm ni str t|.onf Lﬁ the nature of the therapeutic indlication an any

associ at e g, Qur, oqat,hgqqy)bery;a hy(h: 10. Q3%m012)4 diveslved iin 4 or
{nﬁre eI ﬁ\cllg‘ln?flng%ﬁ%{n gpglsoes %?dl#t?l’ﬂé&ffé(raﬁ? 16 The foll OV\(}EE% Stlr,\;@g IH;(;)Su nloLIfl(J)?t rate
2- etlhoxy- Bhour pR 0TG- Alloet thexyolatidio kd ﬁaﬁﬂy |ta 'ﬁﬁﬁb’ﬂ%ﬁlt ]ter?lpépéﬂlre 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

MgSO; 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: petroleurnw 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



1, 3- benzot hi azol - 3( 2H) -yl ) et hoxy] phenyl } propanoate Step : Met hyI

3-[4-(2-chl oroet hoxy) phenyl | - 2- et hoxy-2 propenoate 5 To 150 nip ﬁl%nj
distilled tetrahydrofuran, placed in a bath of ice-cold water at Oé‘,h r¥y2007

argon, add sodi um hydride (0.0473 nol) and-then nethyl 2-ethoxy-2-
di et hyl phosphonoacetate (0.0394 nol) while maintaining the terrper ature at

_0C. After T&tir il ng alﬁ{eﬂﬂylﬂa%&m?e?gg?‘tlp%&&g%n EASBARKNY ?ﬁ%@ é%0394

nol) dissolved in a mni'mum of

argon at OGnzeylbenzohdazodinand EMOO4H3 ﬁﬂl)l Heauht a®O°QCforN hew. he tﬁé"cH 8ling ©
while stirring for 16 hours. Evaporate off

return to nb e t
t heut et rahygﬁllg?cﬂ Inérﬁe A%?qgé)ﬁ*ﬁ me) dad deatapld 130760 farx 16 heurswEvapordie offiithef

di chl or onetikRiR1foWh&8ide I washed wi.th water ied over
MySO4 and tlhe{r}g,evaporgtee*gﬁ(# eﬁgi: Il%f/lag?gga@: |s%au |E\I’1detgerb?/’@acswé%lﬁ.9n’ﬁ gt

silica geldichiprogethane teiaeaihe wrgdnit phasp ey f19¢EeVEr VIS Qh&ﬁieﬁ%%ﬁ%r@@ﬁ}grﬁé/ 1).

The title co ound is ned 15 in the formof an oil
3-[4- (2- cHFB %FHS%Witﬁlﬁ‘é?@ﬁgmzn@bmWé Sisddedhe titlq eormpound indlie foennrca“ramnaf ur an
add the couBRBgoRRt qqglqggddn Step A (0.0175 nol) and then

pal | adi umon-carbon (0.2 g). Stir at anbient tenperature under hydrogen for
1 day. Filter off the palladiumon-carbon and then evaporate the filtrate.

The oily prod ified on_20 a columm of silica gel using the eluant
m xture: petr m é‘?ﬂbﬁ%ﬁi?‘éﬁ’%?dﬁfﬁftzf(ér{ém(@Wﬂ)’)mtnd@éenyl}rﬁeﬂzﬂjeﬁmunw i's

S 15 nencont” RBEA Aot Mo suenoryopneny

2- et hoxypropanoate 29 January 2007 -1, To 20 m of dinethylfornmam de add
(0. oBlsa g 30 el mihaae] icr bp corinound ﬁiga?ehngesﬂé% n001580mal)n ety p B
i ot hyl 1o e AR ArB I RlsonclP W Gttt P ol e ot

- with 50 nB hofurs. Evaporate to dryness. Add 100 ml of hydrochloric acid (IN) and then extract with

50 ml of dichloromethane twice. The organic phase is dried over MgSO,4 and then

evaporated to yield the title compound.

15 EXAMPLE 1a : Methyl 2-ethoxy—3-{4-[2-(6—[(E)-(methoxyimino)(phenyl)methyl]-2—
oxo—l,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 (E)isomer.

Melting point : 122-123°C

20 EXAMPLE 1b: Methyl 2-ethoxy-3—{4-[2-(6—[(Z)-(methoxyimino)(phenyl)methyl]-2-
oxo—l,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-eth0xy-3-{4-[2-(6-[(Z)—(hydroxyimino)(phenyl)methyl]-2-
oxo—l,3-benzothiazol—3(2H)-yl)ethoxy]phenyl}propanoate



5 di chl oronmet hane tw ce. The organic phase is dried over MgSOH and t hen

evaporated. The residue is recrystallised from nethanol and yegl ¢ y%
title conpound in the formof a solid. Melting point : 118-1?9%‘@@ 3’:2007

Met hyl 2- et hoxy-3-(4-[2-(6-[(nmethoxyim ng) (phenyl)nethyl]-2-oxo-1, 3-

benzot hi azol - 3(2H) yl) et hoxy] phenyl ) propanoate 10 To 30 m of nethanol add
the conpound obtained in Step C (0.00198 nol), O nethyl- hydroxyl am ne
hydrochl ori de (0.00594 nol) and pyridine (0.00594 nol). Heat at reflux for

oxtract with S ofEET e e O e, ot A C sy ed
over MySO4 and then pheapdi2asboypbeopnehd the title conpound. 15 EXAWPLE |a. -

Met hyl 2-et hoxy-3-{4-[2-(6-[(E)-(nethoxyi m no) (phenyl)nethyl]-2-

- 0X0- 1, 3-benzot hi azol -3(2H) -yl ) et h oxy] ph enyl}propanoate The conpound
obt ai ned iy S ; 1S ken up in diethyl ether and the title
conmpound irbs pj;%%il ?if?(gt eg illnhgg{nédgt ?& epﬁéﬁ%‘gw %ﬁqﬂorfaitq {RPEfH4gnel)t andy thehd6+ he
(E) i sonemenzdyhenizothigzolindne (Al@R53 i 4o : h

2- et hoxy- 3; E?zl]i e{q‘z- gi? }; gZ) - nr?eg boxyi %%?o)zf?ﬁéﬁw ? lrl_Fet ry|1 |h|-3§15 Xba the compound
ogo-! : 3ab_é’R R-vaid (C_’flléxayml@i 16Q>993ékﬂigelhﬁhgi ﬂlBaI}méﬂﬁm(bgfoThﬁ tgdu_kst. E¥hfstate
obt ai ned iy aporated and. the residue obtained is
recrystall ﬂ%%kgﬂyg@gh%ﬁgd\ét? %R Spissifyc “E)?ﬁI‘WLEf yateyangyhen extract with

2- et hoxy- 30{dl- pP-diéhlprioZnetiundr auiyd. NTHE ok e kka 25

oxo- |, 3- benzot hi azgl - 3(2H) -yl ) et hoxyl phenyl iﬂé‘%‘%%yﬁ??t]&%z‘bvﬁfﬂﬁﬁgﬁfﬂéo&?n -18
Step A : R)éﬁﬂ?ﬁteg%fhﬁ Tesidug 1 aserysiallisedoform m@himi 20 hidaothe3 b onipoupiipxy J-
ph enyl) - gre8bhn @fY¥RERPanoat e To 20 m of di net hyl forman de add potassium
carbonate (0.01044 nol) and then 6- benzoyl benzot hi azol i none (0.00453 nol).
Heat10at 1&émlngmoint hdg-1198dd t he conpound

Step B : Methyl 2-ethoxy-3-{4-[2-(6-] (Z)-(hydroxyimino) (phenyl)methyl]-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 moi), 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

(£) compound is 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]-2-0xo—1,3-

benzothiazol-3(ZH)-yl)ethoxy]pheny]}-z-(2,2,2-triﬂuoroethoxy)-
propanoate

Step A : Methyl 3-[4 -(2-chloroethoxy)phenyl]-2-(2,2, 2—triﬂuoroethoxy)—2-propen0ate

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



5 obtained in Step B of Exanple 1 (0.00348 nol) and heat at 150C for 16

hours. Evaporate off the dinethylfornmam de. Take up the resid i
wat er and then extract with 50 n of dichloronethane twi ce. @e‘%’g‘g%& 2607
phase is dried over MgSO4 and then evapprated. The residue is

recrystallised formnethanol and yields the title conpound in the formof a

solid. 10 Wﬁj écggl point : 118-119C Step B : Met hyl

2- et hoxy- 3- i% -(6-[(2) - (hydroxyi m no) (phenyl ) nmet hyl J- 2- oxo- 1, 3-

benzot hi azatlidg 2bint Y508t oxyJphenyl ) propanoate To 30 m of nethanol add the
conpound obtained in Step A (0.00198 nol), hydroxylam ne hydrochloride

(0.00594 nol) and pyridine (0.00594 nol). Heat at reflux for 3 hours. 15
Evaporate to ngs of -hydrochloric acid (1N) and then extract
with 50 m of Mr %?%’F?ggdla‘(g&'ﬁ%’eé’{ho%gw a%-ﬁglﬁrfélﬁéowfwy)@doweatewg304

and then evaporated. The (E) conpound is precipitated using diethyl ether.
The filtrate is then evaporated to yield the (Z) conpound of the title,
whi ch i s Setipgtfaemi hedcdmpennde bbiainet. inVStdpi Ag theopricedurd 114- 451 5C R BXANPLE
3: Mat hyl 3- 4-42 - (6- {(net hoxyi m no) (phenyl ) net hyl ] - 2- oxo- 1, 3-

benzot hi azor - & ) -yl )eth oxy] ph enyl}-2-(2,2,2-trillu oroethoxy)-

" propanoat ®iftep A :

Met hyl 3-[ 4- (2- chl or oet hoxy) phenyt]-2-(2, 2, 2-tri Jl uoroet hoxy)-2 propenoate
The procedure is as in Step A of Exanple 1, replacing the

> (2, 2.5 1 1 e e R - i M s B cheratbigzola 2HlethrodeoT - 19
\é\hl[ Z-e(;?lzlhfjbr (l\)/glt Llogsfgﬂley%l}](zg%@ﬁﬁ%’?@ﬁﬂ%%%%i(y) propanoate Starting
fromthe conpound obtained in Step A, the procedure is as in Step B of
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)methylj-2-oxo-1,3-
20 benzothiazol-3(2H)-yl)ethoxy_]phenyl}-Z-(Z,Z,2-triﬂuor0ethoxy)-
propanoate

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



5 Exanple 1. GI. Step C: Methyl

3- (4-[ 2- (6- benzoyl - 2- oxo-1, 3- benzot hi azol - 3(2H) yl)ethoxyJ- 29 January 2007
" phenyl }-2-(2,2,2-trii |uoroethoxy)propanoate Starting fromthe conpound -
obtained in Step B, the procedure is asjin Step C of 10 Exanple 1. Solid.
Melting point : 46-47C. Step D : Methyl

3-(4-12-( ; 9 yg T %( phenyl ) net hyl ] - 2- oxo- 1, 3- benzo-

t hi azol - 3%%—['% ho% ptienyl }-2-(2,2,2-trifl uoroet hoxy) propanoate 15
Starting fromthe conpound obtained in Step C, the procedure is as in Step B
of Example 2, replacing the hydroxylam ne by O nethyl hydroxyl am ne. Solid.
Mel ti ng pMGS@:E@XAWBI:E-[41-(6—[(/hieﬂ;dxyimino)(phenyl)methy]]-2-oxO-1,3-
3-{4-[2-(6-1(hydroxyi m no he hyl ]-2-o0xo-1,3- 20

benzot hi azol - 3( 2H) - yI ?E’H‘i%ﬁ(}]’BE%WYS)EﬁJZ‘?’&hﬁW”PFPE@%@%GXy) - propanoat e
Starting fromthe conpound obtained in Step C of Exanple 3, the procedure is
as in St e&hB of Exanple 2. Solid. 29 January 2007 -20 Melting point :

55-56C. EXBgMitEe epmpound is obtained by hydrolysis of the compound obtained in Example 1

2- Et hoxy- 3-{ 4-]2~(6- t hoxyj m no henyl ) et hyl ] - 2- oxo-1, 3-
benzot hi ag%lff’-gé@ﬁéf!9%%%82%&5%§%‘5r0pan0i c acid 5 The title compound is
obt ai ned by hydrol ysis of the conpound obtained in Exanple 1 using KOH in a

met hanol / wat er m xture.
EXAMPLE 5a : 2-Ethoxy-3-{4-[2-(6—[(E)-(methoxyimino)(phenyl)methyl]-Z-oxo-l,3-

benzothiazol-3(2H)-yl)ethoxy]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/triflucroacetic acid mixture (750/250/1) and detection at 280nm.

EXAMPLE 5a(1) : 2-Eth0xy-—3-{4—[2-(6-[(E)-(methoxyimino)(pheny!)methyl]-2—0x0-
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]-2-0x0-
1,3-benzothiazol-3(2H)-ylethoxy]phenyl} propanoic acid,

enantiomer 2

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



EXAMPLE 5a:

2- Et hoxy-3-{4-[2-(6-[(E)-(net hoxyi m no) (phenyl)nethyl]-2-oxo- R3-Janu ry 2007
benzot hi azol -3(21f)-yl)ethoxy] phenyl } propanoic acid The title conpoun(?i S

obt ai ned by hydrol ysis of the conpound ofat-ai ned in Exanple la 10 using KOH
in a nethanol/water m xture. Solid. Melting point :151-152'C Starting from

t he conmpoBXIAMIIGE BEd 2 &1 P Bxanpl es Sa()) and 5a(2) are obtained
by chiral separation or;):I‘C::Hﬁﬁ%XII_gPﬁ?%H F(gz?ﬁﬁﬁlé’ﬁyﬂlgweﬂﬂ’gﬁwlﬁ@ézhmg-om-l,3-
-propanol / trif | uor oacet ibenzathihzol-3(Q2H)eyljeth fjon at 280nm
EXAMPLE 5a(1) QH)eyethfXyipinyl) HOPafit G6

2- Et hoxy- 3-{4- [ 2-(6-[(E)- (et hoxyi m no) (phenyl) net hyl ] - 2- oxo-

1, 3- benzotht azel codtpdithd ¥ L6t ropanoi c acid, enantionmer 1 The
title compound is obtalned wh{t%ﬁyga?ﬁﬂ%gﬁ%%l&gﬁ? COPOKh pltpined 4m Fxgmple DY)
EXAMPLE S#§12§ K:OH in a methanol/water mixture.

2- Et hoxy-3-{4-[2-(6-[(E)- (et hoxyi m no) (phenyl ) net hyl ] - 2- oxo-

1, 3- benzot hi azol - 3( 2H) -yl ) et hoxy] phenyl } propanoi ¢ acid, enantioner 2 The

title co anq;' i j opt i I rity of 98.6 % 29 January 2007
-21 EXANgEE 5h %P hhé& CB%O%& BRI dP m ﬁ'%am%}le §b:yEXEJ-mPles 5b(1) and 5b(2) ar)é

2- Et hoxy- Shtpipef by igahg &) chin thioxyatsgrashié Rpamyioh et hyl | - 2- oxo- 1, 3-
benzot hi azol - 3( 2H) -yl ) et boxy] pheny(?%rpropanoi c acid The title conpound is
obt ai ned by hydrol ysis of the conpound obtained in Exanple Ib, wusing KOH in

a nmet hanokXwaig 3 rey_ tl r t he conpound obtained in Exanple
5b, Exanples LLEs a!l ) E%PZ])]&Q? %'{4'331(&1[ E)("Wh‘?ﬁ’gg‘énﬁfpmb’l)methyl]-z-oxo- ™
chr omat ogr aphi ¢ separ at inB—.beEMIHFJzEI-§Mﬂ)em?;5yr][g¥ﬁwqpr2pw®c acid

eny - = ’

2- Et boxy- 3-14-[ 2-(6-1(2) - (et hoxyi m no) (p
1, 3- benzot hi azol - 3( 26) - yARABLABEY|Iphenyl } pr opanoi ¢ aci d,

10 (2):
EXAMPLE 5b(2) : 2-Ethoxy-3-{4-[2-(6—[(Z)-(methoxyimino)(phenyl)methyl]-Z-oxo-

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

EXAMPLE 6 : 2~Ethoxy-3-{4—[2-(6-[(hydroxyimino)(phenyl)methyl]-z-oxo-l,3-

15 benzothiazol-3(2H)-yl)ethoxy] phenyl}propanoic acid
Starting from the (Z, E) 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)(pheny])methyl]-Z-oxo—l,3-
benzothiazol-3(2H)—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-ox0-1,3-

benzothiazol-3(2H)—yl)eth0xy] phenyl} propanoic acid

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



enantiomer | 10 EXAMPLE 5b(2) :

2- Et boxy-3-{4-[2-(6-[(2)-(methoxyi m no) (phenyl)methyl]-2-oxo -
1, 3- benzot hi azol - 3( 2H) yl ) et hoxy] phenyl } pr opanoi ¢ aci d, enantzlgn‘ljeermyary 2007
EXAVMPLE 6: 2- Et boxy- 3-14-[2-(6- [(hydroxyxm:no)(phenyl)nethyl] 2-oxo-1, 3- 15
benzot hi azol - 3(2H) -yl ) et hoxy] phenyl } propanoic acid Starting fromthe (Z, E)

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

poi nt : 84-85C EXAMPLE 6a :

2- Et boxy- EXAMPLEG-{ (Mp(Hyy dr{axgi(6i PAAGYIphERY

benzot hi azol - 3(2H) -yl )et box ]phen Imp%gpanm @acf%%héfﬁéﬁmgijgwf he (E)
conpound obt ai ned in EB¥&nkd exzzothn@o 3@EBeylyethoxy] pisenyly- E&&m&&gr anoattAMPLE

6b : 2-Ethoxy-3-{4-12-(6-[(2) (hydroxyim no)(phenyl)nethyl]- -1, 3-
benzot hi azol - 3( 2H) -yl ) et hoxyl phenyl } propanoi c acid Starting from the (2

conpound obt aiSte4 i &k L[2(6-IN 29 Januar
. 2031])_ Do EXAVDLE. 7 I\grﬂ;}’ [2(6-FNERIBFSYeRA)E2-bo-33- b A% BTBL ?(215—1} y‘
3-14-[2-(6-[(2)-(3- é’ﬁ?@ﬂ@ﬂ%@ﬁw}ﬂﬁmpmm met hyl | - 2-

0x0-1, 3-benzot hi azol -3(2H) -yl )etb oxyI ph enyl | - 2- et hoxypropanoate Step ,4:
Met hyI 3-{4-[2-(6-(3-chl orobenzoyl) - 2-o0xo0-1, 3- benzot hi azol - 3( 2H)

yl )et5hoxyibhemde)imz»lerahmmgqpaﬂgﬂ&ﬁ pled, Tfa {ié’ﬁﬁdé"{)ﬁnz' b8Rzathiaze1aRns by

Exanmple 1 cing the 6-benzoyl benzot hi'azolT none
6- ( 3-chl o?é;”tfg:lﬂ cpeypptiiasplinanse. Mel ting point : 100- 101C. St ep B :

Met hyl  3- Mbifids $8; 1[( { ehl or ophenyl ) ( met hoxyi m no) net hyl | - 2- oxo-1, 3-
benzot hi azoTl - oXyJphenyl ) - 2- et hoxypropanoate 10 Starting from t he

conpound obt ai ned |n Step A the procedure is as in Step B of Exanple 2,

repl aci ng the roxyl am ne by O nethyl hydroxyl am ne. Solid.
_ﬁ_ ethyl 3- {4—[2—(6-[(2) -(3- chlorophenyl)(methoxyzmmo)methyl]—2—oxo-1 3-

benzothzazol—j’(ZH)-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]-Z-oxo-
1,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}-Z-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-meth0xy-3-{4-[2-(6—[(methoxyimino)(phenyl)methyl]-z-oxo-
20 1,3-benzothiazol-3(ZH)-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



i oint : 113-114C. EXAMPLE 8 : !\/Et hyl _
I\’\%/Ellzll Fg FG- [ (3-chl orophenyl ) (hydr oxyi mi no) et hyl | - 2- oxo- 29 Jantuargy 2007
1, 3-benzot hi azol - 3(2H) -yl ) et hoxyl phenyl | - 2- et hoxypropanoate 15 Star alsni ]
f’romthe conpound obtained in Step A of -Bxanple 7, the procedure Isd
Step B of Exanple 2. The two (Z) and (E) conpounds are not separated.

Solid. Melting point : 146-147C EX;A?/PhE 9|; I\/:ewlyl 5 ox0. 20
2- met hoxy- 3-14-[ 2- (6- 1( met hoxyi m no) ( phenyl ) ne - 2- r -
Scample 1, h Dt R D R QGG

| acing t - oxXy- 2- o]
%? %L;‘- %: dir g!to hyl phgs p%ﬁB&'S@FEﬁY 'Zmptli,%emthlazol-ﬂam-yméfho’&?]p}ﬂ:ﬂygr y 20W
-23 EXAMPLE 10 : Met hy, o
2-[ (t ent - but oxycar bony r)o pate. 3-{4-[2-(6-[(methoxyi n no) - ] -
(phenyl ) net hyl ] - 2- oxo- 1, 3- benzot hi azol -3 (2H)-yl) etb oxy] ph eny
propanoate Step A :'J%E?lhgl' of
2-[(tert-but o*&%ﬁb ¢y r?r[ﬁgat:lswmcnwwqrpmwL(ympaypwn@ggmﬁr&,d .
met hyl 2-am no- 3- (4- hydr oxyphenyl ) propi onate (128 muol ) are di s?no er
110 m of methanol. The tenperature is lowered to 0C and 52.;1r aod din
triethyl along aﬁanethyiea-aaﬂnaa-(g-lgfdr@typh@ﬁﬁ)ﬂ%wﬁaté'rg% Hﬁ’?@iw%%r‘gisafvéga% e

~ [ ixture is allowed to return to anbien
- successi 09{1)9%%{?{1@&1%91 Téﬂtmﬁu@ns _loWh@d$©D?/@,mfgl 53—"?*“2?@“2‘1@?3‘?‘3‘{&?@ t he .
i i ) 1 il :

Cycl ohoxans ot ! £ ararerEbYFRECtbORRt A Aol st Soreseine. The mattarsipolimaed o ¢ he
cyclo . . :
f)(;r m of aTehinte mwm.teﬂwpmmmmm&xerreacﬁéﬂﬁﬂ%ﬁ st cp?1 m,-]gg‘/gt hyl
2-[(tert-RBytoxycarbonyl)am noJ-3-[4-(2-chl oroet hoxy) phenyl~J-

1 %e solvent 18 ewyaporated 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 solid.

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 m] 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 title

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(ZH)—yl)ethoxy]phenyl}—
2-fi (teri-butoxycarbonyl)amino] ‘propanoate



propanoate 15 5 g (16.94 mmol ) of the conpound obtained in Step A are

di ssolved in 100 m of acetone, and 7.02 g of potassium carb@@t$afifar 2007
added. The mixture is heated at reflux of the solvent and stirred for f/
~hour; then 24.29 g of 1-brono-2-chloroetbane are added and the reaction

m xture is stirred at reflux for 12 days. The mixture is filtered and the
filtrate iseeyap@rgdedyit residue.obtained, js pugified by 20 colum

chr onat ogr apﬁ% on si !'?}(’:aﬂ%g)llﬁl?g% g{g&nfhswhﬁ%{]%ﬁgﬁ% 8’{ Hé??ql\l‘,l@agﬂ% ang theel d
tS ngt |C t | e Nza.sa rgllc;rfqonthsmmntdaaadr@term@fad@ed%tlttﬁe eaigethtulGh biAgnAY gt C o PRIAS:
3-(4-[2-( 6-'@5%2(53/‘]11-6 2ogpeund pbkairedoirhBigp db a8{ tenyddded hod e hesryib) mixture is

2- [ (tert - biitrRXVH6 20BN R '{10] propanoate 29 January 2007 -24 3.6 g of

6- benzoyl t hi azol i none are~dissolved in 40 m of dinethylformam de, and then
4.87 § of Petmeginers Gitcledratahasslyvaddes Apaid @H& ragure i s.brought . to
80C for | h}(&)Lir 6.05 g of the conpound agbt aid1n§dd' n %t]:%elrg&g}l%m[tﬁgﬂlg%&féd
and the r&ABY 8PIHF xqdr vashed swith rsetirated 10AmnoVieydo gt carboite B EThS

filtered : i ) rated to dryness. The residue is taken u
in ethyl adg’gﬁet%lgﬁ?e&ggﬁﬁg%aﬁ?géé%w&%% R ﬁlﬁafeeéaﬂ%é‘dphﬁﬁ B¢l Fergentratad. Kideaseeond P

sol uti on. r@idue cionpinifiel 50 adHIEmAN IS i s esi um sul phate and
concentrated.  The second _}?esi due is p&?f{g??lglé, g’% ggﬁﬁnﬁRFﬁlﬁﬁE'o@Fggﬁyn’on
silica ge|‘§‘teé4 1 6/4)péhe Bile compeurideis bbipitkt i6 1) forrt b€ atyblidw sgirpound i s

obt ajged iMelftiﬂgpéﬁ)ﬁ myohoa-yel l ow solid. 10 Melting point : 76-79C. Step D:
Met hyl 2- ert- oxycarbonyl ) am no] - 3-{4-[ 2- (6-[ (et hoxyi m no) -

(phenyl ) et hyl ] - 2- oxo- 1, 3-benzot hi azol - 3(2H) -yl ) et hoxyJphenyl ) - propanoate
Starting fromghe cqonpound obtained in Step C, the procedure is as in Step B
 of otep D : Methyl 2-[, (tert-butoxycarbonyl)amino] -3-{4-[2-(6-[(methoxyimino)-

(phenyl)methyl]-2-oxo-1,3-benzothiazol-3 (2H)-ylethoxy]phenyl)-

Dropanoate

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-[(ten—butoxycarbonyl)amin0]—3—{4—[2-(6-[(hydroxyimino)-

(phenyhmethyl]-2-oxo-1 ,3-benz0thiazol—3(2H)-y!)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]-Z—oxo—l,3-benzothiazol-3(2H)-yl)ethoxy] phenyl}-
25 propanoate |



15 Exanple 2, replacing the hydroxylam ne by O nethyl hydroxylamnne. GOl.
EXAVPLE 11 . Met hyl o 29 January 2007
2-[ (tent-but oxycar bonyl ) am no] - 3- 14- [ 2- (6- [ (hydr oxyi mi no) - |(ph anoate 20
enyl ) net hyl ] - 2- oxo- |, 3- benzot hi azol - 3 (259:y|c) e]E h(éi)é] plhee% }E hgrgrpocedure
Starting fromthe conpound obtained in Step 0] cgprrpound,s are not .

: : 2. The two (Z) and (E :
'S: p:? a![ 2 d S}\/ZP@% gf:p@éﬁ{yrp '—% _@%ﬁ-féﬁ@ngﬂxg;o Bpenzothiazol-3(2H)-yl)-

) s Bk Ak B XVl Im no) -
(ZpLég;f ?)r(r)étcﬁ;lbfmzll éi‘?”@%”%@%@%‘{%ﬁé‘?ﬁ g’g}zl%?i?a #9'&t hoxy] phenyl }- 25

: anoate 29 January 2007 -25 Step A : . ]
o R AP a0 i B AR 3 e
oo S s IR o SRR S
g b L SR
i i 1 AT S RIGT o s o odtipiat et 7

o s T A BRI o e kBB e e e
o abe o b rope . fae et Bt by sobih b US4 0P Sl

= B .- t = = N = = T '. y =
1?§)etlﬁ§>?yﬁ'§‘%¥§°ﬁv?)Ylel‘g/ﬁ[e(%[ﬁma%ahwe)f@m Ab} pihpaoizht e 700 ng of the o a0a
Zonpmund odlahpsint N fi-epof are dissolved in 10 m of ethyl acetate; :

m of triethylamne is then added and the tenperature is | owered to OC.
0.229 m of

Step B : Methyl 3-{4-[2-(6-benzoyl—2—oxo-],3-benzothz'azol—3(2H)—yl)ethoxy]phenyl}—
2-[(butoxycarbonyl)amino] propanoate

700 mg of the compound obtaine_d 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 1s 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/AcOFEt 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—[(metho,\yimino)-
(phenylmethyl]-2-oxo-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.



15 butyl chloroformate is added and the m xture is allowed to return to

anbi ent tenperature and is stirred overnight. The reaction n12<9ujgniu$ary 2007
filtered and the filtrate is concentrated. The residue is purified by

col um chromat ography on silica gel (eluagt : petroleumether/AcOEt 7/3).

The title conpound is obtained in the formof a white solid. 20 Melting

point : 74 t I -

2-[ (but oxyM&ﬁ%ﬁw&%ﬂ'ﬂ%i?&w?H‘é’fﬂ%ﬁ‘k‘}ﬂ)mm)’l)methyll-z-oxo-l,3-
(phenyl ) et hyl J- 2- 0x0- beszrodtRiazOL b # C thoxyJphenyl ) - propanoate
Starting fromthe corrpoﬁnd obt gli ﬂggﬂ?l eé%‘é‘gipé?"!“%ﬁefB‘Pﬁ&@mﬁ@wﬁgwwl-St ep
B of 25 Exanple 2, repraanoegte he hydroxyl am ne by O net hyl hydroxyl am ne. 29

January 2007 -26 EXAMPLE 13 : Met hyl

3-{4-[2-(6-[ (et hoxyi m no) (phenyl ) net hyl ] -2-o0xo0-1, 3- benzoth

i azol - 3( 2H) -yl Srep A oxppirphey 4yl 52, en,.axyear bonyl i.n_0]- propanoate
Step A : Methyl 3-{4-[2}'-9 (%J?b!ﬁzfgi’ie?’%%?%,%? %%’ﬁ?%?gozgé‘f}%%%goxyyphenﬂ}-
_yl) et hoxyJphenyl ) - 52-2@fiephenarbpnsldning]prapansador opanoate 1.5 g of the
conpound obtained in Step A of Exanple 12 are dissolved in 20 n] of ethyl
acetate; 1.06 ml of triethylamne are then added and the tenperature is

| ower ed t ol.8@ of e G3rApBhnd@bbiR r gf e.4s then added and the
mxture is allowed tor eturn @gaxggg‘%ﬂeﬁt&t@[ﬁaﬁg%%w mlyegi 18:40 b gf ethyl
over ni ght .2c¢@terHG Bl of itoethylantine erd thef iaddar el #RCetpRrahirk i§ berkbd to 0°C.,

concentr at residue.is_purified by colum chromatography on sSilrca
gel (el uan(?@l3f7 ;pl);g?) £ &%E?Pﬂ] C@?f@f&ﬁ@ﬁi{s 'g‘F’&)add%@dt thel rgixturerip alloved so odtvai fsed i N

the form antdemhédperatd shd iVRLbAGvRIL @ 74-76C. Step B @ Mt hyl
3-(41({ 2-( 61, [ (et hoxyi mi no) (phenyl ) met J- 2- oxo- 1, 3- benzot hi azol -
he reaction mixture is filtered and the filtrate is concentrated. The residue is purified by

column chromatography on silica gel (eluant : petroleum ether/AcOFt 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] -2-0x0-1,3-benzothiazol-
15 3(2H)- yl)ethoxy]phenyl /}-2-[i (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]-z-oxo-l,3-benzothiazo]—3(2H)—yl)ethoxy] phenyl}-
20 propanoate

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

2-{[(benzyloxy)carbonyl]amino Jpropanoate

1.5 g of the compound obtained in Step A of Example 12 are dissolved in 20 m] of ethyl

acetate; 1.06 ml of triethylamine are then added and the temperature is lowered to 0°C.



- yl)ethoxyJphenyl)-2-[ (phenoxycar bonyl ) am noJpropanoate Starting
%LrSOPr;(tzhl_i)e cgrri")ound gbltoai ngd)i n Step A the procedure is as in QQQJ@QI\%L,-&/ %907
Exanpl e 2, replacing the hydroxyl am ne by O nethyl hydroxyl anine. EXA

Met hyl  2-1[ (benzyl oxy) carbonyl ] am no)_,,3-{4-[2-(6-[ (hydr OX?/I m 28) -
(phenyl ) net hyl ] - 2- oxo-1, 3- benzot hi azol - 3(2H) -yl ) et hoxy] phenyl ] -

e : t hyl . ) _

gf ? 2?[](2)?2 ?—' 7b%te5nr§lo§ﬁ b-eﬁgl\%f @qw@rygm; Afderomd shomyxmeds Abxyahloantu) to aml?lentd _

2- { [ (benzyéaparierd KRNY kiiREd BRRiApancate 1.5 g of the corrpoupd obt almne fl n
Step A of Exanple 12 are dissolved in 20 n] of et hyl acetate; 1.06 o]

tri et hyl afihga@eagtion mhigture doiftierad dintl e fittrane fsadontEntiased. q\herr@sqd&é)isg;@}ng%é’ by
January 2 8?1 -27 0. ¥25 Igj%of bFnzyI chl orqformate are added and the | xhure
"t ovedolg Szl dgetin darpics &R delaanir epcaioleuns @wﬁoﬁﬂtgﬁ/éyl._ﬂ"f@r‘ntggiegug
reactsi on @bmguﬁxﬁiﬂs%bfa'iﬂéd%%ﬁo% Gvtlitd dofidt € 1s concentrated. The resi

is purified by colum chromatography on silica gel (eluant : p um

et her / AcOMelBngpoinThet-63%0.e 5 conpound is obtained in the formof a white

solid. Melting point : 64-68C. Step B : Methyl o
2- ([ (benzyl oxy) car bonyl ] am no} - 3-{4-[2- (6- [ (hydroxyi m no%}- Y- or obancat e
henyl ) net h 0 - = 325yl ___z@ nyl )-. propan
(18 St er%i ng %‘/lrgom% 'h]g&?())}%%(;z%gb%t g’l ngépnry &ag%"eoé A?J( ?‘ﬂzg EPEIFENY)s as in
Step B of Exanple Q?.he@l}mﬂhﬂ]—lﬁoxo-mtlf&)&othiazold(2H)-y?etho,\}.'y]phenyl}-
- 2-(acetyl am no) - 3-[ 4- 12-%6- [ (et boxyi m no) (phenyl ) net hyl - A Nethl
2- 0x0- | , 3- benzot hi aSP43¢YE) -yl ) et hoxy} phenyl } pr opanoate Step .15 y
2- (acetyl am no) - 3-{4-[ 2- (6- benzoyl - 2- oxo-1, 3- benzot hi azol - 3( 2H) -
yl ) et hoxyJphenyl } pr opanoat e ' _ ' .
10 Starting from the compound obtained in Step A, the procedure is as in Step B of

Example 2.

EXAMPLE 15 : Methyl 2-(acetylamin0)-3-{4-[2-(6—[(methoxyimino)(phenyl)methyl]-
2-0x0-1,3-benzothiazol-3(2H)—yl)ethoxy]phenyl}propanoate

Step 4 : Methyl 2—(acelylamino)-.?-{4—[2—,(6—benzoyl—2~oxo~1,3-benzothiazol—3(2H)-
15 ylethoxy]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

m of ethyl acetate; 0.353 m of triethylamne is then added ;_ach%h@,a yg007
tenperature is lowered to OC. 0.121 m of acetyl chloride is adde ath e
mxture is allowed to return to anbient ,fenperature and is stirred
.overnight. 20 The reaction mxture is fiftered and the filtrate is

concent rat$:tg1.,[in‘ghx?r regidue is recrystallised froma tol uene/i sopropanol

(95/5) i X RE' t1% FEMREHRSo 9t BhStaPnéd tha proeeduor s @f i@ SWhi Beof

ure.
lid. | EE ' ci = B . I

Z?(Iaget 3/:9 a%?%l-@g’l-?gl-a[c 151-%?%? %‘frfegﬁl??%%rﬁyn%ﬂ%mﬁ%ﬁhﬁﬁwes-2-oxo- 25 1,

3-benzot hi azol - 3(2H) yl ) et hoxyJphenyl } propanoate 29 January 2007 28

Starting f@@wuw gbtained in Step A the procedure is as in Step B

of Exanple&2 gt YI'\3‘@9&?&@}!’1&ﬁi-ﬁré4-lig'-(6}lﬁmdwk)hyﬂﬁQM@m)WhWWLE

16: Methyl 2-(butyryl am oxyi m no henyl ) met hyl |-

2- 0xo0- 1, g bengot h%/aélolq%f?% 3%%8%@%&??%@éﬂﬁ&ﬁ%ﬁéﬁﬁoﬁggﬁp Ay: ] Met hyl

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

2- (but yryl am ropanpate 500 ng of the conpound obtained in Step A of

ExarnL)j':'It e 12 ar ﬁ%ﬁés@?@@ %‘@'Z‘b( ‘?T’Pe’@’f?yle%wgd-l,3dmak@tﬁ&izo@3@§§~y!}kth@%y]pheny1 -

triethylamne is th@n(bgg,gﬁg %?Pdtopﬁnotaﬁ?rrperature is lowered to 0C™ O. 1}77 m

ed & e

of butyryl chloride is xture is allowed to return to anbi ent

- 10 tenperature and is stirred overnight. The reaction mxture is filtered

and the fishhrat e 'hs concentrated. The residue is purified by colum

chr omat og7 apME FrihE FompanTKlgbtaiged, im$tep Aveft aimien 2 ahedibbb@tn GOhorbaptitle
C

conpound h&et&ibi @i [ whijte soljd. Melting point : 67-69C.
15”2,[ ep B : MNet hBIB§ Gnll ¥ ﬁﬁﬁ?}fléﬁﬁmqu ﬂ{flen addeg ang the temperature 1s lowered to 0°C.

y
2- ((but yr yPaY ) 08 bty y12eH1Gridd by sdcayind ek RRREYE B ' 20D 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 : '
Step B : Methyl 2—(butyrylamzno)—3-{4-[2-(6—[(hydroxyimino)CDhenyl)methyl]—Z—oxo—
],3—benzothiazol-3(ZH)—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]-2-0xo—1,3-benzothiazol-3(2H)—yl)ethoxy]phenyl}propanoate
Step 4 : Methyl 2—(benzoy1amino)—3—{4-[2—(6—benzoyl-2—oxo—1,3-benzothiazol—3(2H)—

ylethoxy]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



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 ?x I |23§ 007
EXAMPLE 17 : Methyl 2-(benzoyl am no)-3-{4-[2-(6-[(hydroxyim no% p enyLr‘ﬁ1 g /
met hyl ] - 2- oxo-1, 3-benzot hi azol - 3( 2F1) -yl y&t hoxy] phenyl } propanoate Step A :

Met hyl 2- (benzoyl am no) - 3-{4-[ 2-. (6-benzoyl - 2- oxo-1, 3- benzot hi azol - 3( 2H) -

yl ) et hoxyJ ) anoat e 500. f. the conpound obtained in Step A of
Exanpl e 12@'2%)&[‘ i é){sg‘?r%ﬁgéilaf’lﬁ‘”ilge ﬂﬁrrg@f%de%qﬁiy‘lhe rgedirg e allowsd 3o retunf to ambient
triethyl aniengetaturk Agd iPERRA RRMisife tenperature is lowered to 0C. 29 January
2007 -29 0.197 m of benzoyl chforide is added and the m xture is allowed

to return T Eapi@nmixtusmdilmred mdathe filgatstis a@ﬁﬂn@a&@d.nﬂ&%sid{{@gs %&?ﬁé& 4

o . . . . Yy

m xture 'Scofh'ujnﬁe ed and the filtrate is concentrated. The residue is
purified by —col W&W&@R&’oﬁ’ré & §lwantapefeeleyra| etber AcOBTIY)] aln title

et her $ Ac Okdomflodhd isTéWRaihbd {iBthe T LS:obtained in the formof a white
solid. Melting point : 124- 136%&%?%%‘4% :Egl}\ﬁgt hyl

2- ( benzoy|Meltingpomt £ 124-226%=.[ ( hydr oxyi mi no) ( phenyl ) net hyl J- 2-

oxo-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.

penzothi azol - S - 3 oL ] EReRT P S L AHER PRED P ek My D mstoparion
Step A : Methyl 3-{mpﬂ-,i-ﬁemﬂﬂazyﬂ-am@)xwe!m Wﬁﬂ%}j"‘%’wfﬁ%(%bof e

yl) et hoxyJdphenyl }- 15 2-[ (phenyl acetyl)am no] propanoa
conpound obtained in Step A of Exanple 12 are dissolved in 10 m of ethyl

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)(pheny])methyl]-Z-oxo—l,3-

benzothiazol—3(2H)-yl)ethoxy] phenyl}-2-[(phenylacetyl)amino]-
propanoate

Step A : Methyl 3-{4—[2—(6—benzoyl—2—oxo—],3-benzothiazol—3(2fD-yl)ethmy]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-[ (ph enylacetyl)amino] propanoate



te; 0.353 m of triethylamne is then added and the tenperature is
?g\%?ed to 0OC. 0.226 m ofyphenyl acetyl chloride is added an@g Ugmruétrgrgoo7
is allowed to return to anbient tenperature and is stirred overnight. 20
The reaction mxture is filtered and thegofiltrate is concentrated. The
residue is purified by columm chromatography on silica gel (el uant

hi e sol SATE T gh Girtomnd 5otibad in SiEh 4 haBrarggie is as m Step B of
3'{4'[2'(57(511(113&'[2@@?%@(& gpeq%%ymggm_ﬁ@mmgg@%ﬂgpt hi azol - 25 3(2H)-

| ) et hoxyJphenyl } - phenyl acefyl)am pro anuary 2007 -30
ét Zil’ti ngyf Iroom %/hga conpound obtained in Step A the procedure is as in Step B
of Exanp i [of t hydr gxyl ami ne by O net hyl hydr oxyl am ne. EXAMPLE
19: Met hy@@mi ?’ggf‘ﬁeﬂf{'&?fgt{ﬂd%ﬁrﬂlﬁﬁ%eﬁmwp n%{em)l?etny?ﬁeoxo},ngégnd
[ - - : ssol ve e co
bt ai ned 1 Exampl e 107 (oo i BB DB SRR OR CprdoBhGF 8 ada TRA (20
eq.) dropwise. Stir for 5 hours and evaporate. Take up {/\2 \A\aiﬁr and r_e(r;der
i i % K2 . Extract_with ethyl acetate. S e organi
- phasés i POl ppn arineC e db than ot apormicd smviconapChhas
Evapor at o 0. iy ness anaP ke i i Aetgs i SUAbelCPTRe et gl ggney e
Evaporate to dryness ‘an her.” Fi
pi ita%lbalétrﬁd¥$iegrl 0aKiCOe Extomvt oviet bihlyl etdige. WshttheBrpfiidbhased 4 14C.
EXAMPL hyl 2 ] 14 6- 1( hydr oxyi m no) ( phenyl ) net hyl ] - 2- oxo-
EXAVPLE 2Q;. Met hyl 2- 0-3-14-[2- (6- .
1, 3- benzczj\?' AL, - Zlﬁgggi") &“ﬁo@?{?j}z ‘é?é’ﬁfﬂ(f? p?ac]fﬁalﬁb&t é IStD@mUEJ)I(lngf lfnethagolhaﬁ_) :
ound wiHbad ! : .0 n anp )
I(\:/glnPi ng poi nt H@% S?%@&%&%rﬁr ?6%@{1&%.6&;&0%%3 {o dryness and t € up in
2- 1(P er t - HiropsapyhethemViljef wf thy peaipitaty and-réety§t@Hi66from diethyl ether.

Melting point : 112-114°C.

EXAMPLE 20 : Methyl 2—amin0—3—{4—[2-(6—[(hydroxyimino)(phenyl)methyl]-2-0x0—
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-[(tert—butoxycarbonyl)(methyl)amin01-3-{4-[2-(6-
[(methoxyimino)(phenyl)methyl]-2-ox0-1,3-benzothiazol-3(2H)-
yDethoxy]phenyl}propanoate

Step A : Methyl 3~{4—[2—(6—benzoy1—2—oxo—],3-benzothiazol-3(2H)-yl)ethoxy]phenyl}—
20 v 2-[(tert-butoxycarbonyl) ( methyl)amino] propanoate

Dissolve the compound obtained in Step C of Example 10 (1 eq.) and CH;I (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 1N HCI and filter. Purify the

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



[ (et hoxyi m no) (phenyl ) net hyl ] - 2- oxo-1, 3-benzot hi azol - 3(2H) -

yl ) et hoxy] phenyl } propanoate Step A : Mthyl 3-{4-[2-(6-benzoyl2g- v
3-benzot hi azol - 3(2H) yl) et hoxy}phenyl}- 20 g ‘Péﬁu]ary 2007
2-[(tert-butoxycarbonyl) (nethyl)am no}prgpanoate Dissolve the conpound
obtained in Step C of Exanple 10 (1 eq.) and CH3l (2 eq.) in 55 m of
-anhydrous DVMF and place in an ice bath at 0C. Add NaH (1.5 eq.) in portions.
Allow to return to anbient tenperature. Hydrolyse, acidify with 1IN HCl and -

filter. PurifyShB - mesyl 2 rng+ %, : chro a on silica gel
(eluant : diethyl et_heryto Gene %‘5&59@??%}%}0%1"32%0&?&}%&/@’e’[}’-"&‘ Step B :
Vet hyl 2. [(tert - but dRyotionybiseiml ipant-dekzobbdn el RS RIRLL)-

i m no) (phenyl ) net hyl ] - 2- oxo-1, 3-benzot hi azol - 3(2H) vyl )et)Flony eny’rl}}-
propanoate Starting PR P fe conpound obtained in Step A the procedure is
as in Step B of 5 Exanple 2, replacing the hydroxyl am ne by

O net hyl hydr oxyl am ne. EXAMPLE 22 : Met hyl

3-{4-[ 2- (efrtingtfhonryihei cohp@menybthined iyl $ted- AXAhd p3ocaBRZAL B ;
i azol s 3( ZI%{%ﬁee%hOQXégh n lI&] - 2- (lrre_t hyl am %o) pr ope{r’rﬁ%%t e %t gsf £r nsgte? r%n?ji he
conpound 0 et * %ﬁtﬂy dsaxylampige by s:atishydogdamimeExanpl e 19.  EXAMPLE
23 . Methyl 2-(2-hydroxyphenyl)-3-{4-[2-(6-[ (nmethoxyi m no)(phenyl) 10
nmet hyl ] - 2-ono- | , 3- benzot hi azol - 3( 2H) -yl ) et hoxy] phenyl ] propanoate 1st rmet hod
: Step A EXAMIHADY? : BA¢tAY] 3-{§-(2(64@ncthSxyd ity o) Phid 1haly
yl) et hyl Jphenoxy} - efiyl )i L3 benzot i 2%@) .“392'“@12??%?8"%? om
6- benzoyl benzot hi azol PREFEAZAI-F2D-yDpthmiytpheayHea-nethylathiro)propanoate
benzof uran-2(3H) one, the procedure is as in Step C of Exanple 1. 15 Step B :
6- [ (Met hoxyi m no) (phenyl ) net hyl ]-3-(2-{4-[(2-0x0-2, 3-di hydro-1 -

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

EXAMPLE 23 : Methyl 2-(2-hydroxyphenyl)-3-

{4-12-(6-[(methoxyimino)(phenyl)-

10 methyl}-2-ox0-1 ,3-benzothiazol-3(2H)-yl)ethoxy]phenyl}propanoate

1st method : ,
Step A : 6-Benzoyl-3-(2-{4-[(2-ox0-2, 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)@henyl)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-(Z-hydroxyphenyl)-3-{4-[2—(6—[ (methoxyimino)(phenyl)methyl]-.2~

20 oxo-1,3-benzothiazol-3(2H)-yl)ethoxy] 'phenyl}propanoate



benzof uran-3 yl ) net hyl Jphenoxy} et hyl)-1, 3- benzot hi azol - 2(3H)-one Starting
fromthe conpound obtained in Step A the procedure is as in chapjgﬁhgbry 2007
Exanpl e 2, replacing the hydroxyl am ne by O nethyl hydroxyl am ne. Step C:

Met hyl 2-(2-hydroxyphenyl)-3-{4-[2-(6-[ (4@t hoxyi m no) (phenyl)nethyl p-2- 20
0x0-1, 3-benzot hi azol - 3(2H) yl) et hoxy] phenyl } propanoate 29 January 2007 -32

1.5 g of t;he ¢ ound obtained in Step B, in 50 m of nethanol and 0.1 m of
concent r atléﬁg Ogﬁep??l??ﬁoélna(‘?})&megrlg Slﬁ%géa Sl efimethariad and OHout ef cofibentsnéd/ent

is then esapdudtedidfde ht i [ r d and the precipjtate

obt ai ned i sl?)?hr omat ogr aphzggd c#\?if? i goar %%&g(gl{gugoﬁyen% lﬁ&%ﬁ FYBPIR O%; . 5
Mel ting paPndue iBdy8rlysed2ml et Ipoekipitali @btoned Methibmatographed on silica gl
3-(4-[2-( élge zoyl <.2- 0xo0- | /’% g)enzot hi azol - 3(2H) yl)et hony%heny?) -

- 2-(2-hydr xyf}lﬁe‘h%lqglﬁt/%ﬁ’ﬁﬂ%gté ‘Starting from 6-benzoyl benzot hi azol i none and
et hyd  3- [Meltidg pbin@F g@ighaxy) phenyl ] - 2- (2- hydr oxyphenyl ) propanoate, the
procedure 1s as in Step C of Exanple 1. 10 Melting point : 119-121 C Step B

Met hyl 2-(2-hydroxyphenyl)-3-[4-[2-(6-[(nethoxyim no) (phenyl) nmet hyl J- 2-

oxo- | , 3- bgnéot Eﬁ giz_ol -3(2H) yl)ethoxy)phenyl)propanoate Starting fromthe
conpound in Step A the procedure is as in Step D of Exanple 1. 15

Mel ting point g @?mhlw,%[_% ] .

2- (2- Hydr oxyp eeny ) 3 (A6 é}lné%lozx?/)for’r{’r%bt)eﬁﬁ‘ﬁé’t‘@?l)%ﬁﬁﬂ)ffﬁ%ﬂphenyl}-
0xo- 1, 3- benzot hi azol2-@t/Bidyexypheihpropapbeey| } pr opanoi c acid The title
conpound i s obtained after hydrolysis of the conpound obtained in Exanple

23, using an NaOH di oxane m xture.
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-
oxo—l,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-oxo-
1,3-benzothiazol-3(2H)-yl)ethoxy] phenyl}propanoate

Step A : Methyl 2-{4-[2—(6—benzoyl—2—oxo-],3-benzothiazol—3(ZH)—yl)etho,\j/] benzyl}-
3-phenylpropanoate



20 EXAMPLE 25 : Met hyl ‘

2-benzyl - 3-{4-[ 2- (6-[ (net hoxyi ni no) ( phenyl ) met hyl ] - 2- oxo- 29 January 2007
1, 3- benzot hi azol - 3( 2H) -yl ) et hoxy] ph enyl } propanoate Step A : Mt hyl

2-(4-[ 2-(6-benzoyl - 2- oxo- 1, 3- benzot hi azob33(2H) yl)et hoxyJbenzyl)- 3

phenyl propanoate 29 January 2007 -33 The procedure is as in Step C of
Exanple 1, replacing the nmethyl [(2- chl oroethoxy)phenyl]-2-ethoxypropanoate
by net hyl 2-benzyl-3-[4-(2-chloroethoxy)- phenyl]propanoate. The title

ggng(;gndsitﬁleogpmbmflehi in; tée forgeepf @ bei gearsaki d. re?)kl\@ﬂgt i pd prﬁét%d T2

- ) " y

2- benzyl - §-%f°49ft§9>2§9mqmr¥r§ﬂwmrﬁpﬂq@m nbhy ) meetiiy} 1 2-Beraxb3-182-chloroethoxy)-
benzot hi azﬂkl-lsfiil%%m%la#et hoxyJphenyl ) propanoate Starting fromthe conpodund
obt ai ned in p A thé procedure is as in Step B of Exanple 2, replacing

t he hydr 0>€Eﬂea'rﬂermnimuﬁammaﬁhéd/ﬁmémmﬁa%ei%@so%iéwpﬁ 26 : Methyl
2-{4-]2-(6- {.met boxyi m no) (phenyl ) net hyl ] - 2-0xo0-1, 3-

benzot hi ai@h—lgﬁmyﬁ'é‘? xy] benzyl | - 4- phenyl but anoate Step A : Met hyl
2-{4-[ 2-(6-benzoyl - 2- oxo- 1, 3-benzot hi azol - 3(2H) yl) et hoxyJbenzyl) -

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

2- chl th hMiethii-2berk5- ; )
00,0 S S S A B RSB S ity o

51-54C. Step B : benzothiazol-3(2H)-yl)ethoxy] phenyl}propanoate
Met hyl 2- (4-[2- (6-[ (net hoxyi m no) (phenyl ) net hyl J- 2- oxo- |, 3- benzot hi azol -
3(2H) - yl)ethoxy] benzyl)-4phenyl but anoate 20 Starting fromthe conpound

obt ai ned Star@h@frodm thBecopiufdUsRainsd 3 ¢ e anple.2, . repl aci ng
the hydrogyl am ne by O-nethyl oy aned A, S %’hgle?vﬁg&(’?%aﬁda gy 'Step B
ample 2, replacing the hydroxylamine by O-methylhydroxylamine. -

10 EXAMPLE 26 : Methyl 2-{4-[2-(6-[(methoxyimino)(pheny])methyl]-Z-oxo—l,3-
benzothiazol-3(2H)-yl)ethoxy]benzyl}-4-phenylbutanoate

Step A : Methyl 2-{4-[2-( 6—benzoyl—2-0xo-],3-benzothiazol—3(Z}D-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 /]-2-0x0-1,3-benzothiazol-
3(2H)- yl)ethoxy] benzyl}-4-phenylbutanoate h

20 Starting from the compound obtained in Step A, the procedure ié 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.



conpounds are not separated. Wite solid. Melting point : 80-83C 29 January

. 2007 -34 EXAMPLE 27: Met hyl 29 January 2007
2-{4-[2-(6-[ (hydroxyi mi no) (phenyl)nmethyl]-2-oxo0-1,3- b -
enzot hi azol - 3(2H) -yl ) et hoxy] benzyl]-4-phen yl butanoate Starting fromthe
conpound obtained in Step A of Exanple 26, the procedure is as in Step B of
Exanple 2. The two (Z) and (E) conpounds are not separated. 5 Beige solid.

Mel ting point : 58-60C. EXAMPLE 28: Met hyl

2-{ 4- [ 2- ( EXAMPILBRYi:'V pharyl bkyifsif¥Rp 2-0x0-1,3-
benzot hi azol-3(2|—|)—y|)ete%g§<y?bg%z(yl -}?ifp]r{\%nylgglr)\]f]ﬂa{ﬁ'yggeéhylétze%xo 13 vet hyl
2-{4-[ 2- (6- benzoy| - 2- Be8zathzazebACZdTRyYetbbxydbendylyd-phehyibydhearzy| } - 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- ciStatingtfivex Yhdes@pblind oblasRY i ' ] | £ing. poi nt
L5 570 15 Step B . Mot Eyl M iR S 20 BF Exame 96, 0 prékealfs ' 1%

2- (4-[2-( @Iﬁlxﬁyér%éﬁvp}ﬁ%aﬁemwe@) v ybhpumdsant n@-separatethi azol - 3(2H)

yl )et5hoxy#g§ hif- 5 phenyl pentanoate Starting fromthe conpound obtained in
Step A the %f%’cedure is as in Step B of Exanple 2. EXAMPLE 29:

N- (t ent - BMeling poipenys-po4:.[ 2- (6- [ (hydr oxyi mi no) (phenyl ) met hyl ]-2- 20

0x0-1, 3-benzot hi azol - 3(2H) -yl ) et hoxy] phenyl al anine The title conmpound is
obtai ned by hydrolysis, in a basic nmedium of the conpound obtained in

Example 1
mp EXAMPLE 28 : Methyl 2-{4-[2-(6-[(hydroxyimin0)(phenyl)methyl]-2-oxo—l,3-
benzothiazol-3(2H)—yl)ethoxy]benzyl}-S—phenylpentanoate

Step A : Methyl 2-{4-[2-( 6—benzoyl—2—oxo-],3-benzothz'azol—3(2H)—yl)ethoxy] benzyl}-
10 3-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—ch10roethoxy)benzyl]—5-pheny1pentanoate.
Beige sohd.

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]-z-
20 oxo-l,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.



Mel ting point :Deconposition after 250C. 29 January 2007 35 EXAMPLE 30 :

N- (tent - But oxycar bonyl ) - 4- [ 2- (6- [ (et hoxyi ni no) (phenyl ) met hyl 2&Janwary 2007
enzot hi azol -3(2H)-yl )etb oxy]pb enylalanin e The title compound is obtal ned
by hydrolysis, in a basic nmedium of the3conpound obtained in Exanple 10. 5
EXAMPLE 31 : Ethyl 2-{4-[2-(6-1(netboxyi m no)(phenyl)nethyl]-2-oxo-1, 3- ‘
benzot hi azol - 3(2H) -yl ) et boxy] phenoxy] - 2- net hyl propan Date Step A : Ethyl

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

- 2- et hyl priaBAMBLE 300 M—(&eﬁd—Bhttmycaﬂb@a di- gt (BRMmet iy 5
6- benzoyl - benzot hi azol | nong : zBI nﬁ( IQt he rgg@‘%cgﬁenﬁbgﬂgl] 2n 20 m
of DMF there is added ¥ bzﬂ{mth(azol- (2H)-yl)ethoxy]phenyla]anme

chl or oet hoxy) phenoxy] - 2- met hyl propanoate. The reaction mixture is heated at
120C for 5 days, cooled, hydrolysed using 100 mi of water and rendered

al kal i ne Jdiengthmommahd 1T obtgn&l bpi hyakfyaht ai Beﬁasicsn{etﬂuh?r@fjﬁ%f{; 4B then
recrystall bged frgn %flohexane toyield the title corrpodn hep mof
a white p p0|nt : 120-121 C. Step B : Ethyl

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

yl ) et hoxy] phenoxy) - 2- net hyl pr opanoate A sol ution of the conpound obtained in

Step A ( 5EXAMPIARN 31 ORthy I ShYIU EF 0 Fb}8mi in 15 ni
of pyridine is heated, at re]l‘{l l%(i(for 3 h)gﬁlrnsm%lfe&?l ac%ﬂgké%%g'lrr’]n?%(ture is
hydrol ysed using 100 Benggth 1azel-3@HD-xhketleoxy] ploinwixy }-2cmethy hiyopahdded and t hen
extracted with ethyl acetate. The organic phase is dried over magnesi um
sul phate and evaporated to dryness under reduced pressure. The residue is

then purifiedSep.4bi E’r}gazqeL[,Z (6%6%@&}11 PSS B e 21 inz 319y OWet;zoxy]pfzenoxy}-

conmpound in the for ?met yp;/\fplagoeat(e)l (wax). 29 January

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

10 the presence of KbCO; in 20ml of DMF there 1s added ethyl 2-[4-(2-
chloroethoxy)phenoxy]-2-methy1propanoate. 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)@henyl)methyl]-}oxo-],3—benzothiazol—
3(2H)-yl)ethoxy]phenoxy}—2-methylpr0panoate

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 HCl and then
extracted with ethyl acetate. The organic phase is dried over magnesium sulphate and
.evapora'ted to dryness under reduced pressure. The residue is then purified on silica gel,

eluant AcOEY/PE 2/8, to yield the title compound 1in the form of a white oil (wax).



-36 EXAMPLE 32 : Ethyl

2-{4-[ 2-(6- 1( hydroxyi m no) (phenyl ) met hyl ] - 2- oxo-1, 3-benzo- 29 January 2007
t hi azol - 3(2H) -yl ) et hoxy] ph epoxy}-2-net hyl propanoate A solution of the
conpound obtained in Step A of Exanple 33(500 ng) and hydroxylam ne
hydrochloride (137 ng) in 10 nf of pyridine is heated at reflux for 3 hours.

5 The reagty ) %L 6.4 S rol d using . 100 mM of ice-cold water and is

ot 11 od XRMPLE iy S8t St hie ey Dmeent]-Br xoeh Sbenze.

washed with water and thmal‘“‘%h{ﬂﬁ%ﬁfylgﬂﬂo‘i ‘Qrmgﬂ'&l t%hlg;ul?%d on silica gel
e co

(el uant AcCEt/PE 2/8) to yi e titl oun Fmof a white
powder. Melting point : 60-62C. 10 EXAMPLE 33 :

2-{4-[2-(6¢] OX\ [l NQ henyl ) et hyl.] - 2- oxo- 1, 3- benzot hi azol -

3(2H) -yl )2‘% hs(é%f%h)e%o%} -Cé‘g“gr%‘ﬁﬁf//@’?? dRcSERi &4 76 Bxamplet 3bn(560 migp and

_ conpound altmixpkehihe h:BhIBra in.5 of . ethanol 95
"there is addedppptlas_sﬁ}%'hydr%gi@ge 1@0%§9fﬁ§g% evlééle?tgé it rrﬁﬂuﬁfforz’?h%%ﬁé-l 95.- .
The rleact il&f IRfckonrmixtereHe aydulwed nsiigub00ares icgabld whief bn® QOhdifGiel ‘ﬁsﬂg)i ent

t enper at ug; solution is gcidjfied using IN HCI. The precipitat
obt 8i ned X F#Z-n‘fF%e P{eecﬂpégj“f‘aﬁh’gaﬁl? i1fitRe %Bﬁr_eé b vershed priths wateRENG, ther watht
McOHIH20 fédioletnd ¥ihet GinH fidd %ncﬁﬂ%%%ﬂ @Mﬁb‘%ﬁh 9}8) %""fy‘{e{de ﬂg’eo‘![\ﬂgr-

Mel ting point : Deconposition after
2- 14- [ 2- ( 6ompeyst whe farmoof{apwkitypowddrhy | | - 2- oxo- |, 3- benzot hi azol - 20

3(2R) -yl) n s2-met hyl propanoic acid To a solution of the
conpound éTt‘? &th&Eﬁ%rﬁzjl e 32 (0.5 ¢g) in5 m-of ethanol 95 there is
added pot assi um hydroxi de (107 ng) dissolved in 1 m of ethanol 95. The
reaction mxture is heated at reflux overnight. After cooling to anbient

t enpér at UEEAMELE 33 at’-f{éf{z'r(é-[(Metlnlixmmiioy@haﬂyl)rhbtlﬂﬂ]-z-&&lBtﬁé‘ﬂl_\z)gﬁlgﬁioq_
obtained is then filt {ﬁﬂalq urified on a reverse 25 phase, , el uant
MeOH H20 6/ 4, to vyi e|§ &Y ?‘i P?’@’]EB?W}I'G'mﬁtWFWOPMm@ﬁda white powder.

To a solution of the compound obtained in Step B of Example 31 (0.8 g) in 5ml 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 IN HCI. The precipitafe obtained is then filtered and purified
on a reverse phase, RP18, eluant MeOH/H,0 6/4, to yield the title compound 1n the form

of a white powder.

Melting point : Decomposition after 170°C.

EXAMPLE 34 : 2-{4-[2-(6—[(Hydroxyimino)(phenyl)methyl]-2-0xo-1,3-benzothiazol—
20 3(2H)-yl)ethoxy]phenoxy}-Z-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 ethanol 95°. The reaction
mixture is heated at reflux overnight. After coolihg to ambient temperétﬁre, the solution is
vacidiﬁed using IN HCI. The precipitate obtained is then filtered and purified on a reverse
25 phase, RP18, eluant MeOH/H,0O 6/4, to yield the title compound in the form of a white

powder.

Melting point : Decomposition after 170°C.



Mel ting point : Deconposition after 170C. 29 January 2007 37 EXAMPLE 35 :

Et hyl 2-{4-[2-(6-[(3-chl orophenyl) (et hoxyi m no) net hyl ] - 2- ox02]93}anuar 2007

benzot hi azol -3 (2H) -yl ) et h. oxy}ph epoxy} 2- nmet hyl propanoate Step A : yl

2-(4-[2-(6-(3-chl orobenzoyl ) - 2-oxo- 1, 3- bénhzot hi azol - 3(2H) y1)-

et hoxyJphenoxyJ- 2- met hyl pr opanoat e 5 To a solution, heated at 80C for 2

hours, of 6-(3'-chlorobenzoy))-benzothiazolinone (1.8 g) in the presence of

K2C03 (1. 7§ gz !1 20 n}éth%tz%lyF[@there is added ethyl 2-[4-(2-

chl oroet h E:&%éu Hr©pié3ronloeof HenIH) (52 e is
Rk L RS R

heated at 120C for 5 days oql dro usin
rendered al kal i ne usi nlg he P Rﬁ%ﬁ%ﬁﬁ?ﬁﬁb@éﬂnhﬁmw}tﬁammm;ird;ﬁmi)hiet ered of f
and then recrystallised fromcycl ohexane 10 to yield the title conmpound in
the formof a ite_gowder Melting point : 125-126C. Step B : Ethyl
2- (4-[2-(6-[( (ehit J3AeChokipraBene) et bYb V5250 s s oy )

YV of the

benzot hi azol - 3(2H) yét et 91X %)%90% 2 met hyl pr opanoat e
conmpound obtai ned in meHyiprepanonist hyl hydr oxyl am ne 15

hydrochl oride (309 ng) in 15 m of pyridine is heated at reflux for 3 hours.
The reactl m xture is hydrol ysed using 100 m of ice-cold water and

aci difi ed Tg’sﬁnﬁ’ lgfponicheateinat 8pF@ clopi 2 hégs, 08 &L egﬂbl%b eed of f, washed
“with wateg §ré2nt]las{=£ Ireecr fmw from petro eum et benzathaz g,ll?cﬂlea
freezer to yiceld the ?ﬂc & W2 & deIOtanMFahmllé Qdddaoéftﬁiﬁrz [£6-
Meltin ohlotoethdX fox HXAMYR
2- 14- [g ?%ﬁ ¥ chfy?aprg%ph)ényl ) tﬁgﬁ‘i}}"r‘i‘%eng) @y T sedsiion migture is heated at
3

b t hi o1 dgys) eedlod, I id T l.ution
of the co ) ) easiotfuneinaylorde 180 Bl o ORG Bl reREL &y ThRnd Bhih O

i s added Wﬁ?ﬁﬂ TSFIB%Ft&é’%?aA@e%)ﬁlmeslﬁff etithem recrystal Bfedeft AR RS and Ne

readfi on 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-chlor0pheny1)(methoxyimino)methyl]—2—oxo-] 3-
benzaz‘hiazol—3(2H)-yl)ethoxy] phenoxy}-Z—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]-Z-oxo-l,3-

benzothiazol—3(2H)—yl)ethoxy] phenoxy}-z-methylpropanoic acid

To a solution of the compound obtained in Example 35 (0.4 g) in 5 ml of ethanol 95°
1s added potassium hydr0x1de (40 mg) dissolved in 1 ml of ethanol 95°,

there

The reaction

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



25 mxture is heated at reflux overnight. After cooling to anbient
tenperature, the solution is 29 January 2007 -38 acidified ua&glamua@yzom
. The precipitate obtained is then filtered off and purified on a reverse
phase, RP 18, eluant McOH HzO 6/4, to yigdd the title conmpound in the form

of a white powder. Melting point : deconposition starting from230C. 5

EXAVPLE 3%cid: . .. : :
AVHERT ?I[C%gédg)ﬁ%%? Olé\ﬂ]eHn(gll[ )Tgvﬁ ypcfre%l%}iitﬁ] %61)1{1@1[ ﬁ;yfhfn Ailtgxesl offzand purified on a

b t hi azevers{ Pise,yRYH, PRETIGAY, te A s td f the
compound ghi i nedh 1 St ep A of X e 35 1gb SRR ARG I i aofE of

t.ai ned in
hydr ochl oﬁq‘ﬂgwr'm) in 10 mM of pyridine is heated at reflux for 3 hours.
The react MEHnAHSTHT Bedo drol ysed usi 100 M of ice-cold water and
acidified usi ng 8l Hﬁ.%ﬁ%l%igsﬁﬁé%%??;% btained is then filtered, washed
with water and then with petroleumether and then purified on a reverse
phas%, RP e a}% MOH H20 6/4, to yield the title conmpound in the form
of a’whi t eHevees .ixW@-%[z-(ﬁ-[(3-chlorophenyl)(hydroxyimino)mgthyl]-z-oxo_l,3_

2-14-[2-(6-[(3-Chloro QFHX ) yi.m no) met hyl | - 2- oxo-1,
benzoE hi gzoI[SS(ZH)-yI e o%#%‘%%ﬁ%ﬁv?leﬂ! {MiengxBpnmaetby keeoparidatd o a
solution of the conpound obtained in Exanple 37 (0.6 g) in 5 nm of ethanol
95 there ,is adde(}rﬂ?ot assi um hydroxide (90 ng) dissolved in 1 nl of ethanol
95. The r &Rl ofthseqmeound dhesinestinaitey AfdfBxamyty 35 Ghio '\F)%Hq{}’dﬁ&?la!n’ﬂget 0
anbi ent tRyms lytign ds . acidified using | NHC . "The
precipitate 0%1?2#%6293?2% %ﬁglnﬁ; m?toéPgﬂdﬁﬁqu geated Pbtfﬂ@% far B dverss&he pluatien
RP18, el uaurtuigeOHyd2E]yGiddusitio 150 @hid b und.in the of a
 whi tlE 20 l_Eo.v\ger. Mel %Ii n Srl)ogi)n? ?llﬂd%ff:igr@rﬁ%lsdlt ![N?toe?l%g?%? W@%{]P?%Ggﬁyél- BVPLE
39: 'Et hy| PEERReiF 2bgngd g B%ﬁwﬁﬂ,nwas@lpgmw yaret ind e vatPpduche i 0 EE ng
t hi azol - 3nhé : X¥45.2, 2- di met ent anoate Step A : Ethy
5-[4-[ 2- (.6-%5%12%5(? 8ﬁzg g%l@@%g%ﬁpﬁh%a%ﬁﬁ%@ Pie thpieldithh éitle xyinpound

m the form of a white powder.

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

15 To a solution of the compound obtained in Example 37 (0.6 g) in 5 ml of ethanol 95° there

1s added potassium hydroxide (90 mg) dissolved in 1 m] of ethanol 95°. The reaction
mixture is heated at reflux overnight. After cooling to ambient temperature, the solution is
acidified using 1N HCI. 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
20 powder.

Melting point : decomposition starting from 170°C.

EXAMPLE 39 : Ethyl 5—{4-[2—(6—[(hydroxyimin0)(phenyl)methyl]-2-oxo-l,3-benz0-
thiazol—3(2H)-yl)ethoxy]phenoxy}-2,2-dimethylpentanoate

Step 4 : Ethyl 5—{4-[2—(6—benzoyl—2—ox0-],3-benzotﬁiazol—3(2H)-yl)ethoxy]phen0xy}-

25 2,2-dimethylpentanoate



25 2, 2-di net hyl pent anoate 29 January 2007 - 39 To a solution, heated at 80C
for 2 hours, of 6-benzoyl-benzothiazolinone (1 g) in the pregéhdantiakg@007
(1.08 g) in 10 m of DM there is added ethyl 5-[4-(2-

chl or oet hoxy) phenoxy] - 2, 2-di net hyl pentangate (1.41 g). The reaction m xture
is heated at 120C for 5 days and is then hydrol ysed using 100 mM of water.

The sol ut bENpet
e sol utimal Huawh aciied a@é‘@?%hfg? W ﬁﬁenng]rdh gt ) gg%?egﬁs'g}lig tssi due

sul phate and then evaporat e ryness

is purifi guessues csﬁIchf}D 1,08elgyant AcEt e
- corrgound | t he, f orm of 3g.E(V\:hI teg) O\Aderﬁl\/gfﬁ)%@g tglt?%t Xé %cgj §4%thygtérgg'é2

Et hyl 5-{4* EOZO?%OTY)HWPBXW %@w(lwmwnpmt(hgn)ga Floxadtich hbnEetifhaasd ar 10

3(2H) - yl) O0X Vi en Startlng fromthe conmpound
bt ol ned 1aer b RORRIEN: Sherf SR ygecigs"%ﬁ@lgﬁﬁ gaier, Thegpking iporirrcted

66- 68C. EXANPEfEyUBcetate, dried over magnesmm su hate a.trd gxege Va%?rﬁted t8|dryness under

{4-]2-(6- dr oxyi m no) (phenyl ) met hyl ] oxo I"az
3(2H)-yl) %‘ﬁ% B%%‘H’?I hegesidypiig P‘ilmféedldﬁlesmdapa Ael, eluant AcOE/PE 2/8, to yield the

(412 (5 %ﬂ@%giﬂgo&@fﬁq | PEPEGhL ARSI et hoxydpneny |-

acetonitrile T proce ure’1s as Y- C of Exanple 1, replacing the

met hyl 3- Meltifle pbinor &BB4RTXY) - phenyl ] - 2- et hoxypropanoate by
[ 4- (2-chl or oet hoxy) phenyl ] acetonitrile. Wiite solid. 20 Melting point

160- 162C. Step B :
4-[ 2- (6- |.J- 2- benzot hi azol - 3(2

§/I ) Eat hf)xy\[]émﬁy cetlg/(ri:%%{IQh[I%e%I d) @%’ ﬁf’ﬁ’b”(?é’ﬂﬂo@modbi éq?met(zlnal_zi)nl—St ep A

the 1frocedure is aS3(m5¥mb@]§ﬂe"0;ﬁ‘-ﬂQ-Wétﬁy4§9192noate

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]-2-0xo-1,3-benzothiazol-
3(2H)-yDethoxy]phenyl}acetonitrile

15 Ste : {4-[2-(6-Benzoyl-2-oxo0-1, 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-], (Hydroxyzmzno)(phenyl)methyl] 2-0x0-1,3- -benzothiazol-3(2H)-
ylethoxy]phenyl}acetonitrile

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



-40 EXAMPLE 41 :

3-{4-[2-(6-[ (Hydroxyi m no) (phenyl ) met hyl ] - 2- oxo- 1, 3- benzot hi a28l Jahia+y 2007
) ath oxy] phenyl } propaneni tri | e Step A:

3-(4-[2-(6-Benzoyl - 2-oxo- |, 3- benzot hi azafp-~-3(2H) yl ) et hoxyJphenvl) -
propanenitrile 5 The procedure is as in Step C of Exanple 1, replacing the

314 (2 R 38 3 BN S oo DrisIog 2w sonis-beanp oot

106-108C. Step B : 3(2H)-yl)ethoxy]phenyl t
3-{4-[2- (6- [ ( Hydr oxyi i no ¥3heny reTIRIPPRIERILle 5 b enzot hi azol -3(2H) - 10
yl ) et hoxy] phenyl } propanenitrile St artr ng fromthe conpound obtained in Step

A, the proced i a | e 37. MPLE 42 :

6- [ ( Hydr oxyi mg%'gjd(pﬁgﬁl&[l#@% 30501, F?A ifréktaé%’lr%(i’éﬁ)-yéﬂﬁmdphmv;}: phenoxy]
ethyl }-1, 3- benzot hi pzsdaméhi3kle- one Step A :

6- Benzoyl -3-{2-[4-(1Htetrazol - 5-yl net hyl ) phenoxyJ ethyl)-1, 3-benzothi azol -
-~ 15 2(3H)-one The procedure is as in Step C of Exanple 1, replacing the

met hyl Ior get. hax t hoxypr opanoate b

5- [4 (2- cEﬁ %’ o%‘?y‘f B‘éﬁ%@rﬁf’} ‘?ﬁ?{%@ﬁi%fefeplamgtt egr-srthyi 3- Mthhhgogbom)-
140- 142C. pRéyHtBpthBxypropanoate

6- [ (Hydr oxyi r}rllﬁno)(ph}elrry ot 15 rshiproethonyiphenyllarppanentrile )
phenoxyJetyie)soid. 3- benzot hi azol - 2(3H)-one Starting fromthe conpound

obt ai ned 4 ég‘(ﬁ?&@ li)gelrg%g@cedure is as in Exanmple 37. 29 January 2007 -41
EXAMPLE 4 nd) (phenyl ) net hyl ] -3-(2-14-12-(1H-tetrazol - 5-
yl)ethyl] phen oxy}ethyl)-1, 3-benzot hi azol - 2( 3H) - one

Step B : 3-{4-[2-(6-] (Hydroxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-3 (2H)-
10 ylethoxy]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-(IH-tetrazol-S-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-f (Hydroxyzmzno)(phenyl)methyl] 3-{2-[4-(1H-tetrazol- 5-y1methyl)
phenoxy]ethyl} 1,3-benzothiazol-2(3H)-one

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



Step A: 6-Benzoyl-3-(2-{4-[2-(I1Htetrazol-5 yl)ethylJphenoxy)ethyl)-1, 3-
benzot hi azol - 2(3H)-one 5 The procedure is as in Step C of ExEp@l gahuary 2007
repl aci ng the nmethyl 3-[4-(2-chloroethoxy)- phenyl]-2-ethoxypropanoat e by
5-{2-[4-(2-chl or oet hoxy) phenyl Jethyl }-1h-tetrazole. White solid. Melting
point : 120-124C. Step B :

6-[ (Hydroxyi mng) (phenyl) et hyl J-3-(2-{4-[2- (I H-tetrazol -5- 10

yl ) et hyl JMﬁ;&yﬁ)lil)iyér%nzmommwlm(eﬂm}-MA{4-$z1ﬂmtagaialean t he
conmpound obtained in he Rroc is . as in Exanple 37. EXAMPLE 44
; trrgr t-Butyl 2-{4-]2- ?Q?@eﬂ%%%&‘;)ﬁﬁﬁ?w@yd’g%ﬁém@WPE%@EB@Xo- 1,3

benzot hi azol - 3(2H) -yl ) et hoxy] phenyl } ethylearb amate Step A : tert-Butyl

2-{4-[ 2- (6-benzoyl - 2- oxo- 1, 3- benzot hi azol - 3(2H) yl)et hoxyJ- 15
phenyl ) et hyl c&%airh@@ewl’ér(éc’é’cﬂr@H—@trasolmy&téﬂ]ﬂe@bxyEévaypr)J],ej’-1, repl aci ng

the nethyl 3-[4-(2- %1 ] %}/ henyl ] - 2- et hoxypr opanoate by tert-butyl
2-[4-(2-chl oroet hox?/ 5&2’2‘% fg? F%’%r bamate. Wiite solid. Melting point :

114-116C. 20 Step B : tert-Butyl
2-{4-[ 2- (?-%( hydr oxyi m no) ( phenyl ) nmet hyl p- 2- oxo- 1, 3- benzot hi azol - 3(2H)
yl ) ef hoxy} BhEFAFEYEER) RE i Biemet of Sxampiat, ﬁephninghheﬁmtfmar{d-(gtu}%ra@mojéﬂ-& ep

A, the pr r£ .4 i .~ 29 January 2007 -42 EXAMPLE 4
N (2 14 e b o R eI ptsm gl syl E-tetrazole.
~enzot hi az¥hid(s3hfl- yl ) et h oxyl phenyl | ethyl)acetani de Step A :
N-(2-(4-[2-(6-Benzoyl - 2-oxo- 1|, 3-benzot hi azol -3(2H) yl) et hoxyJphenyl) -
et hyl )aceM&&iw‘FH@Oﬂrzé}%@dure is as in Step C of Exanple 1, replacing the
met hyl 3-[ 4-(2-chl or oet hoxy) -
Step B : 6-[(Hydroxyimino)(phenyl)methyl] -3-(2-{4-[2-(1 H-tetrazol-5-

10 ylethyl]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]-Z-oxo—l,3-
benzothiazol-3(2H)-yl)ethoxy] phenyl}ethylcarbamate

Step A : tert-Butyl 2—{4—[2—(6—benzoyl—2—oxo—],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.



phenyl ] - 2- et hoxypr opanoate by N- {2-[4-(2-chl oroethoxy)phenyl ]ethyl)
acetam de. Wite solid. Melting point : 108-110C. Step B : 29 January 2007
N-(2-(4-[2-(6-[(Hydroxyi m no) (phenyl) net hyl J- 2- oxo- 1, 3- benzot hi azol - 10y

3(2H) yl)ethoxyJphenyl)ethyl)acetam de Siarting fromthe conpound obt ai ned
“in Step A the procedure is as in Exanple 37. EXAMPLE 46: Ethyl

2-14-12-( i.m. no) t hyl ].- 2- oxo- 1, 3- benzot hi azol -3

(20 -y1) caron LB S L ey B imine) b emplmethyll-2-oxo 3

2- (4-[ 2- (6-Dbenzoyl - 2- ©eRzbthpr ny - I hoxyJphenoxy) - 15
propanoat e The procedur P s?ﬁaigﬁ?ﬁ @tjelzé@:&gﬁsé@g%t@iﬁcq%ﬁﬁﬁci ng the nethyl
[ (2-chl or oet hoxy) - phenyl]-2-et hoxypr opanoate by et hyl

2-[4-(2-chl th te. Wit lid. Melti int :

Tob 101 ¢ 90 arad BB A BR300 1 bencotivazol-Si2)yl)ethessmheny -

2- (4-[2- (6-[ (et hoxyhginedemheny! ) met hyl J- 2- oxo-1, 3- benzot hi azol - 3(2H)

yl ) et hoxyJphenoxy) propanoate 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 ami ne. 29 Januyary 2007 -43 EXAMPLE 47 : Ethyl
2- {4 )2/ ( ?@F ?Pﬁ%‘ieﬁlﬂ’i?ﬁ i ﬁ%)sﬁi’né rﬂﬁl Bxagimg L greplaging the 3aethyl 3—[4-(2¥chloroethoxy)-

et A et LS OB 5 e

but anoat e Yehitseligr ocedure is as in Step C of Exanple 1, replacing the nethyl

[ (2-chlor hoxy).-. | Ibgn | 1.-.2- et hoxypr opanoat e by et hyl
2-[4-(2-c§&£¥?’%@4§&&) hglr‘?l(;?y] but anoate. Wiite solid.

Step B : N-(2-{4-[2-(6-] (Hydroxyimino)@henyl)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-oxo-1,3-
benzothiazol-3(2H)-yl)ethoxy]phenoxy}propanoate

Step A : Ethyl 2—{4—[2—(6—benzoyl—2—ox0—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.



Melting point : 113-114C. Step B : Ethyl

2-{4-[2-(6-[ (et hoxyi m no) (phenyl ) met hyl ] - 2- oxo-1, 3-benzot hi 829! JahZ22007

yl ) et hoxyJphenoxy) but anoate Starting fromthe conpound obtained in Step A,

the procedure is as in Step B of Exanplse-2, replacing the hydroxylam ne by

0- net hyl hydr oxyl am ne. EXAMPLE 48 :

2-{4-{2-(6-[(I1lydroxyi m no) (phenyl) net hyl J- 2- oxo-1, 3- benzot hi azol -

3(2H) -yl )Wog&groggnoi c acid 15 Step A :

R S Ey Soncirar oA it it P o it o LT
pr opanoi ¢ aci tarti r.om t oun tained in Step Ao anpl e ,

_the procedure is as iﬁ&@g%?ltgﬁgg'%hoé‘yﬁg‘i“ﬂ’.‘y}i’(ytwaﬁ ng point :

159-160C. Step B : .

2-{4-[2-(6-[ (Hydroxyim ng)( henyl ) et hyl g- 2- oxo-1, 3- benzot hi azol - 3( 2H) -

yl ) et hoxyJphe pEdYAR #dgdéihdmwl—l’aamalr,&—b%ﬂiaﬂ3&ﬂ}-y@ﬁ@ox§z@{§hbﬁg_

conpound obt ai ned ig tS;t’e[%) A, the procedure is as in Step B of anple 2.

EXAMPLE 49: Et hyl 2-1{‘3-f ?( 6- [ N- net hoxyet hani m doyl ] - 2- oxo-1, 3- benzot hi azol -

3(2H) -yl )eth oxy] ph enoxy}-2-nethyl propan oate 5 Step A : Ethyl

2-{4-[2-(6-acetyl -2-oxo0-1, 3-benzot hi azol - 3(2H) yl) et hoxyJphenoxy) -

2- mef hy| pHeppireeduse as ip Stapedof Eximplas, replasirnthEntdihyBX@HIsrobthok@p! aci ng t he

T
214 (2 JBI L b s R e o b aron ahenosytbursphaci ng ¢ he

6- benzoy| Waiixe@ebld.azol i none by 6-acetyl benzot hi azol i none. 10 Wite 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-oxo-1,3-benzothiazol-
3(2H)-yl)ethoxy]phenoxy}propanoic acid

15 ‘ASteQ A: 2-{4—[2—(6—Benzoyl—2—oxo—],3—benzothiazol—3(ZH)-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-],3-benzothiazol-3(2H)—
yl)ethoxy]phenoxy}propanoic acid



Melting point : 112-113C. Step B : Ethyl

2-(4-]2-(6-[ N-net hoxyet hani m doyl / - 2- oxo-1, 3- benzot hi azol - 3( 229—January 2007
yl ) et hoxyJphenoxy) - 2- net hyl propanoate Starting fromthe conpound obtai’ned

in Step A the procedure is as in Step BHof 15 Exanple 2, replacing the

hydr oxyl am ne by O nethyl hydroxyl am ne. The two (Z) and (E) conpounds are

not separ &Et8dine ®@bAUEe i 5Q; ' i
2-{4-[2-(6-t[ N VBt Jﬁ%x%t ﬁ%ﬂlls)dr#'ngoy -faﬁ%oS}ePSAbeﬂﬁechtr%eggrgI 153505 Step B of

yl ) et hoxy]hxeemwdx3]} - 2- met hyl propanoi ¢ acid 20 1st method : Starting fromthe
conpound obtained in Exanple 49, the procedure is as in Exanple 33. Wite
- solid. Melting point : 145-148C. 29 January 2007 -45 2nd nethod : Step A :

ot hyl pr opaa L A3 B B R e B b et R Seedshiazor
Exanpl e 49, the proced@®)-yBethoxy|pheboiy}dihiethydpropfibideng poi nt

175.5-177.5C. Step B :
2-(4-[2-(6-[ N-Met hoxyet hani m doyl J- 2- oxo- 1, 3- benzot hi azol - 3( 2H) -

| ) etshoxyl phergxy) - thyl pr 16 _Aaci tarting,f t he conpound
)c/)bt aisned in Stg%%', %;t%zp{% ce@gd}%wils? %go'g%’ g@ﬁhlﬁéﬁ(%}&é?ﬁ?&e@%i te
solid. Melting poi nE-metkAprdphBtute

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]-z-oxo—l,3-benz0thiazol-3(2H)-

yDethoxy]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.



EXAMPLE 51 : Et hyl

2-{4-[ 2- (6-[ N-hydr oxyet hani mi doyl } - 2- oxo- 1, 3- benzot hi azol - 29 January 2007
3(2H) -yl ) et hoxy} phenoxy} - 2- net hyl propanoate 15 Starting fromthe conpound
obtained in Step A of Exanple 49, the prescedure is as in Step B of Exanple
2. EXAMPLE 52

2-{4-12- ( @nfiMddislt oxyet hani m doyl | - 2- oxo- 1, 3- benzot hi azol - 3( 2H) -

yl ) et boxy} phenoxy} - 2- met hyl propanoi¢c acid Starting fromthe conpound

obt ai ned i n Exiemil e S58-/2-fedprolcRdus-¢,3-Berdsihid2oE3 @MYL BBz phudli be sol i d.
Mel ting point : 185- 1812([‘. EXANPLE 53 : Met hyl

3-{ 4- 12- (6- [ cyc| opr SF/PIRYEFHEG Pfdno) net hyl 3 - 2- oxo- 1, 3-

benzot hi azol - 3( 2H) -yl ) et hoxy] phenyl } - 2- et hoxypr opan oate 29 January 2007

-46 Step A : Methyl

3- (4- [ 2- ( Etartiye ifopn dipy koapdumybhtaiked %o Jtep3 ADSNEILALRZAY, -1 %FQC- dure is. as, in

yl )et5hoxy%§hen?/la%31- 2- et hoxypropanoate The procedure is as in §t ep ¢ Bt

. Exanpl e 1, F“@B ‘ati'ng the 6-benzoyl benzot hi azol i none by

6- (cycl opnMhERGIRPMH S & ihi azol i none. 5 Melting point : 97-98C Stens:
Met hyl 3-{2-‘%%%%?%3%% ‘(hydr oxyi m no) net hyl p- 2- oxo- 1, 3-

benzot hi azol - 3(2H) y1) et hoxy] phenyl } - 2- et hoxypr opanoate Starting fromthe
conpound obt ai.ned, i g{S’;{ep A,  the procedure is as in Step B of Exanple 2. 10
EXAMPLE 54: Né&gﬁa% = 25- [ (eMettpxvetherivitoatlyl-peomibonybritiazo) SEEDY| | - 2- oXo-

1, 3- benzot hi azol - 3( Lphenyl - 2-et.h oxypropanoate Step A :
Met hy| 3-{4-[2-(6-(@%ﬁ?ﬁ’%@%&y{)ﬂe%é&@?’f%% zot hi azol - 3( 2H)
yl ) et hoxyJphenyl } - 2- et hoxypr opanoate The procedure is as in Step C of

Exanpl e repl aci ng, t he 6-benzoyl benzot hi azol i none by
1Startng Fom 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]-Z-oxo-l,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]-Z-oxo—l,3-benzothiazol-3(2H)—

yl)ethoxy]phenoxy}-Z-methylpropanoic acid

Starting from the compound obtained in Example 51, the procedure is as in Example 33. |
20 Whitte solid.

Melting point : 185-187°C.

EXAMPLE 53 : Methyl 3-{4-[2-(6-[cyclopropyl(hydroxyimino)methyl]-2-ox0-1,3-
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) (met hoxyi mi no) net hyl j - 2- oxo- 1, 3- 29 January 2007
benzot hi azol - 3(2H) yl) et hoxyJphenvl) - 2- et hoxypropanoate Starting fromthe
conmpound obtained in Step A the procedufge is as in Step B of Exanple 2,

repl aci ng the hydroxyl am ne by O nethyl hydroxyl am ne. 20 EXAMPLE 55 :

benot b1 el LB R AR B et et hicspbd Cig 11 om

t he conpound obt ai nedethdxfPpacmlie 22 dure is as in Exanple 33. 29
e el L

January 2007 -47 Melting point 6 LE 56: Met hyl

3-{4-[2-(6-[(3-chl orophenyl ) (hydroxyi m no) net hyl | - 2- oxo- 1, 3-benzot hi azol -3
(2H) -yl ) et vl .}~ 2wet hax opanoate The procedure is as in Exanple 54
repl aci ng @%ﬁ%"%&%t%ég Steer?eh‘? ﬁ’% %&ﬁﬂéﬂ?ﬁég e ¢-henzoyThepaetbiagblinming dy
EXAMPLE 5B-Ccy&lbpﬂmpylcarbbﬁkﬁb&ﬁg{}ﬁ%ﬁﬁ()ﬁ&lt oxyi m no) (phenyl ) net hyl ] - 2- oxo- 1, 3-
benzot hi azol - 3(2H) - y1) et hoxy] phenyl } - 2- et hoxypr opanoate Starting fromthe
conpound éﬁ?—ﬁﬂ&éﬂﬁl nf \9BPBYC.C of Exanple 1, the procedure is as in Step B - -
of Exanple 2, replacing the hydroxylam ne by O (ter/-butyl)hydroxylam ne. 10
EXAMPLE 58: 3-{4-[2-(6-[(tent-Butoxyi m no)(phenyl)nethyll-2-o0xo0-1, 3-benzo-

t hi azol - 3( 2H) Sydp) Bt hvewli 3 _ 6= B CaCi tarti fromthe
conmpound obtai ned in E?(j]arr_phszgm%q %{ﬁ%ﬁﬁ%@éﬁdﬁ?&#@oZ;get%l?&m?g- 33. Melting
point : 80-81 C. EXARPREI&DI-3KRH)yl)ethoxy]phenyl}-2-ethoxypropanoate

© 3-{4-[2-(6-[[ (benzyl oxy)i m no] (phenyl ) nmet hyl ] - 2-oxo0-1, 3- 15 -
benzot hi azol - 3(2H) -yl ) et hoxyl phen 1 -2-echo y} xypropanoafe Starting from

the conpoBtutimdfaind &He | dmpoBRd oHRiinéX 3 Ep 1A, Méepr%rcg uerguirseasi I tepi B %tfep 8

Example 2.

10 EXAMPLE 54 : Methyl 3-{4-[2-(6—[(3—chlorophenyl)(methoxyimino)methyl]-2-0xo—
1,3—benzothiazol—3(2H)—yl)ethoxy]phenyl}-z-ethoxypropanoate

Step A : Methyl 3-{4-[2-( 6-(3-chlorobenzoyl)-2-oxo-1, 3-benzothiazol-3(2H)-
yDethoxy]phenyl}-2-eth oxypropanoate

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] -2-0x0-1,3-
benzothiazol—3(2110-y1)ethoxy]phenyl}—Z—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]-Znoxo-l,3-
benzothiazol-3(2H)-yl)ethoxy] phenyl}-2-ethoxypropanoic acid

Starting frqm 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. -EXAMPLE
60 : 3-{4-[2-(6-[[(Benzyl oxy)i m no] ( phenyl ) net hyl | - 2- oxo-1, 3-2)9r1_tanuary 2007
t hi azol - 3(2H) - yl ) et hoxyl phenyl } - 2- et hoxypropanoi ¢ acid 20 Starting fromthe
conpound obtained in Exanple 59, the procegdure is as in Exanple 33. Melting
. point : 105-106C. _CGg - 29 January 2007 EXAMPLE

61: 3-{4- [ 2-M16itihE Bdink 3 g;tghqﬁ_ophenyl ) (et boxyi m no) net hyl | - 2- oxo- 13

benzot hi azol - 3( %é) -yl ?et oxy] phenyl } - 2- et hoxypropanoic acid Starting from

t he conpound obtained in Exanple 7, the procedure is as in Exanple 33.

Mel ting poi a6-Q8C. 5 EXAVPLE 62
> { s 2 § 6%} ] @Egh lm'l‘ﬁ%ﬁlvb%ﬂﬂ?z(ﬁﬂfaawlprca»thﬁnpm)nyarbmﬂmd)hfe; lI-Z-0x0-.

-yl) et hoxy] phenyl }-2 - tr oroet ho pr opanoi ¢ aci arting
from the conpound obt ai}lﬁggéllgzr?%@éﬁwﬁ#(%ymﬁ’é’xﬁﬁﬁ’@wﬁr%eﬁhﬁxﬂsrdpﬁnmﬁpI e 33.
Mel ting point : 56-57C. EXAMPLE 62a :
3-{4-[2-(6:].(E)- g/Et hoxyi mi no) (phenynnet byl ] - 2- oxo- 1, 3- benzo- 10
t hi azol - 3( P%/?O% WI5a% 39 wHemmnle 54 ceplaine hwdtdgelmthmhﬂetﬁy]h?drefﬂﬁﬂﬁ& be)ﬁﬁ{ed

Th

The cgrrpoulagldlg%,}%ﬁgéj in Exanple 62 is taken up in diethyl ether. title
conpound is” precipitated selectively and filtered off. Starting fromthe

conpound obt ai ned i n Exanpl e 62a, Exanples 62a(l) and 62a(2) are 15
obtained b i ral_separation on CH RALPAK AD, using a m xture of

met hanol / V\EMB—& bmléﬂtii-&-&:(@[((erﬂﬁﬁfo&yﬁr)inaj(ghé@yl éﬂhﬁ[}-ﬁbxg_ﬁg_m.
EXAMPLE 62a(l) : 3-{4-§'&izl%ﬁii%§) -%t B?)%i M no) (B engll met hyl ] - 2- oxo- 1, 3-
benzot hi azol -3 (2H)-yl)é 0 ?E% M t -"(]2’,112}12 t-¢thioxyprepahoatg) - pr opanoi c
acid, enantionmer | 20 The title conpound is obtained with an optical purity

greater than 99%3 EXAMPLE 62a(2) : 3-{4-[2-(6-[(E)-(Metboxyimnm no)(phenyl)m
ethyl] - 2-3RB0g t5om the compound obtained in Step C of Example 1, the procedure is as in Step B

of Example 2, replacing the hydroxylamine by O-(tert-butyl)hydroxylamine.

10 EXAMPLE 58 : 3-{4-[2-(6-[(tert-Butoxyimino)(phenyl)methyl]-Z-oxo—l,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]-z-oxo-l,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-oxo-l,3—benzo—
thiazol-3(2H)-yl)ethoxy]phenyl}-Z-ethoxypropanoic acid

20 Starting from the compound obtained in Example 59, the procedure is as in Example 33.
Melting point : 105-106°C.



benzot hi azol - 3( 2H) -yl ) et boxy] phenyl }-2-(2,2,2-trifl e oroetboxy)- propanoic
acid, enantionmer 2 29 January 2007 -49 The title conpound iQ@Mahn@meOO?
an optical purity greater than or equal -48-98 % EXAMPLE 62b :
3-{4-[2-(6-[(2) - (Methoxyi mi no) (phenyl ) net hyl]-2-oxo-1, 3- benzot hi azol -3

2H) -yl ) et E&ANipan tdai roeth - propanoic acid 5 The
((:o?poﬁn%l obt ai ned iﬁi }Eigzrtrg%é&égz)i @I {jét&gwﬂifﬁyl)%@léxlgFégWétbﬂﬂréLoxoThe_

filtrate is recoveredbMﬂﬁHaﬂQ}(aH?ijrl ethoxb®hdptihe_Litle conpaund. Starting
from the conpound obtained in Exanp e)62b,y%<alr]fgflgsetdé%(pf?pg‘ﬁﬂc6?9( 2) are
obt ai ned by separation on a chiral colum. EXAMPLE 62b(1) : :

3- { 4- 12- ( 6Sthfiie-ftdvk e 1 Yret hyl | - 2- oxo-1, 3- 10
 enrot bl el e TR L B HIRSPE b e edbione ehoamyle 0paNol C

benzot hi azal - 3(2H) - yl ) et hoxy

aci d, enaﬁﬂﬁgwﬁﬂgygEﬂAwmﬁe.62b(2)

3-{4-12-(6-[(2) - (Met hoxyi m no) (phenyl ) et hyl | - 2- oxo-1, 3- benzoth i azol -3

(2H) - I)etE%) oxy] ph en yl}-2-(2,2,2-trifl uoroeth oxy)- propanoic acid,

enanty ome ERAMPER QWP E{BR-(6- -

2-i sopropoxy-3-{4-12-( 6§ 1?rr$st oxé}?ﬂr)nﬂ’r}o l?%@ehﬁﬁppﬁfwyﬁ‘%@‘l>3"beDZOthiazol—

oxo- 1, 3-benzot hi azol - S{2H)-yDethexiilpdrenypizeayd. )-nineRaRAa%S) SLER, A. Net hy|

3-{4-[ 2- (6- benzoyl - 2- oxo- |, 3- benzot hi azol - 3(2H) vyl )e?ﬁ)oggfﬁpﬁe?ﬁ}f")agl

2-i sopropoxypropanoate The procedure is as in Exanple 1, Steps A B and C

repl aci ngstﬂiéngrﬁbhyﬂhe%mbb@@/ob%am@@izpﬁ)%%%{é?htﬂsghon acetate in Step A by
acet ate. © P8

met hyl 2-§sqpr opoxy- 2- di et hyl phosphono 1S asNg prginple 33.
2-i sopr op%@i?ﬁgﬁﬂfzﬁ%f’[ﬁ‘(mt hoxyi mi no) (pheny!l ) net hyl j - 2-oxo-1,3 _ .
benzot hi azo) - 3(2H) yl) et hoxyJphenyl ) propanoate 29 January 2007

EXAMPLE 62a : 3-{4-

[2—(6-[(]5')—(Methoxyi min 0)(phenyhmethyl]
10 thiazol-3(2H)

acid

-2-0x0-1,3-benzo-
-yDethoxy] phenyl}-2-(2.2 2-trifluoroeth oXy)propanoic

The compound obtained in Example 62 is taken up 1 diethyl ether. The title compound is
precipitated selectively and filtered off.

Starti 1 1
ing from the compound obtained m Example 62a, Examples 62a(1) and 62a(2) are

15 obtained by chiral separation on CHIRALPAK AD usmg a mixh f
, ixture o

methanol/water/trifluoroacetic acid (1000/5/1) and detection at 285 nm

EXAMPLE 62a(1) : 3-{4-

[2—(6-[(E)~(Methoxyimino)(phenyl)methyl]-Z-oxo—l,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 purnty greater than 99 %

- )
XAMPLE 62a(2) : 3—{4-[2-(6—[(E)-(Methoxyimino)(phenyl)methyl]-Z-oxo—l 3-
o benzothiazo]-S(ZH)-yI)ethoxy]phenyl}-2-(2,2,Z—triﬂuoroethoxy)—

propanoic acid, enantiomer 2



-50 Starting fromthe conpound obtained in Step A the procedure is as in
Step D of Exanple 1. EXAMPLE 64: 29 January 2007
2- 1 sopropoxy-3-{4-[2-(6-[ (met hoxyi m no) (phenyl ) net hyl]-2-oxo-1, 3-

benzot hi azol -3(211) -yl ) et hoxy] phenyl } propanocic acid 5 Starting fromthe
conpound obtained in Exanple 63, the procedure is as in Exanple 33. Mlting
point : 72-74C. EXAVPLE 65: Ethyl
3-{4-[2-(6-[(3-bromophenyl) (met hoxyi m no) net hyl ] - 2- oxo-1, 3-

benzot hi aZile-tBleZbipoMhd &t dHexNdH 2 - . Et hyl

3- (4-[2-(6-(3-br omenzoyl ) - 2- Oxglﬁ'}iﬂ}éP%%@gﬁﬁ?%%Pf‘@?fgbfewf Oi% %

et hoxyJphenyl } - 2- et hoxypr opanoate The procedure is as in Exanple 1, Steps A

B and C, i e t y - et hoxy- 2- di et hyl phosphonoacetate in Step A
by et hyl %@4& 3 yd}peﬁa@%h@\qs@eémwounaenxlhm ¥ligoxdrd,3-
6- benzoyl benzot hi azol pepysini hgﬁ@W)%lﬂi’hcﬁfyﬁﬁﬁé?fyi’}'l?-?ﬁé?%{ﬂubo%é%bxy)-

t hi azolinone. 15 Step B : Et

3-{4-[ 2-(6-[(3- bronopipeepinadicetiioxyi m no) net hyl J- 2- oxa- 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.

Ql. 5 20 EXAMBLEB0EAd o ; : . . .
3-{4-[2-(6-[( z%[n-%( 3- br E%D%éﬁelr?ylﬁ)(%mngf (a5 taken 1 dn the diethy] ether. The filtrate is

1, 3- benzotdePugred agd evapprated wt ik yhe fiecythjouddet h oxypr opanoat e 29 January
2007 -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 thestaind s6fiPthe Miduld il in BRfSE62b, Examples 62b(1) and 62b(2) are

obtained by separation on a chiral columm.

EXAMPLE 62b(1) : 3-{4-[2-(6-[(2)-(Methoxyimin0)(phenyl)methyl]-2-oxo-l,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)-(Methoxyimin0)(phenyl)methyl]-2-ox0—1,3-
benzothiazol-3(2H)-yl)ethoxy] phenyl}-2-(2,2,2-trifluoroethoxy)-

propanoic acid, enantiomer 2

15 EXAMPLE 63 : Methyl 2-isopr0poxy-3-{4-[2-(6—[(methoxyimino)(phenyl)methyl]-Z-
oxo-1,3-benzothiazol-3(2H)-yl)ethoxy] phenyl}propanoate

Step A : Methyl 3—{4—[2—(6—benzoyl—2-oxo-1,3—benzothiazol—3(ZH)-yI)ethoxyjphenyl}—
2-isopropoxypropanoate |

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

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



EXAMPLE 67: Ethyl 5-{4-[2-(6-[(nethoxyi m no)(phenyl)nethyl]-2-oxo-1, 3-benzo- .
5 thiazol -3(2H) -yl ) et hoxyl phenoxy} - 2, 2- di met hyl pent anoat e = S28 tJaguaryn20Q7
conpound obtained in Step A of Exanple 39, the procedure is as in Step D of
Exanple 1. Melting point : 82-84C. EXANMRLE 68 :

5-{4-[2-(6-[ (Mt boxyi m no) (phenyl ) net hyl]-2-oxo-1I, 3-benzot hi azol - 10

3(2H) -yl ) et hoxy] phenoxy} -2, 2-di net hyl pentanoic acid 1st nethod : Starting
fromthe conpound obtained in Exanple 67, the procedure is as in Exanple 33.
Mel ting pGkdting fend-the9 i LA ~ -
5-{4-[2-(6-Ben%oyl-£$§£§??%%g%g§§%?%%égﬁﬁggggngypygfﬁgﬁfjﬁﬁ%HﬁF¥?15?fﬁ

di met hyl p&pemptsi b acid Starting fromthe conmpound obtained in Step A of

Exanpl e 39, the procedure is as in Exanple 33. Melting point : 90-92C 20
Step B :

5-{4-[ 2- (EXAMRIDSY i mlsq)l(opbﬁyt-wmapt(hy[kdneﬁr_oﬂyﬁhihoﬁpﬁ&i‘ﬁ)}h&h?ﬂﬁﬁ-o%@ﬂl'

yl ) et hoxy] phenoxy} -2, 2- di net hyl pent anoi ¢ acid Starting fromthe conpound
obtained in Step A tRenznthiagelnt@H)ygthoxylpheapl}profianokxagigl e 1. 29 January
2007 52 Melting point : 127-129C. EXAWVPLE 69;

3-{4-[2-(6-1(3-Bronmophenyl ) (et boxyi m no) net hyl ] - 2- oxo-1, 3-

benz6t hi adGirddy Zbfn-the perhpouayl] qbinnd in-Eaeiphkosd, EOpasaire AGsGh E§Iuﬂf)%e' 33% 3f r Ogﬁ

t he conpo .obtained in FExanple 65, the procedure is as in Exanple
Mel ting pﬁ@%—%@l%@d‘l C.

EXAMPLE 65 : Ethyl 3-{4—[2-(6—[(3-bromophenyl)(methoxyimino)methyl]-Z-oxo—l,3-

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

Step A : Ethyl 3-{4-[2-(i 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]-2-0xo0-1, 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



EXAMPLE 70 : 3-{4-[2-(6-[(2)-(3-Bronophenyl) (et hoxyi m no) nethyl ] - 2- oxo- 1, 3-
benzot hi azol - 3(2H) -yl ) et hoxy] phenyl } - 2- et hoxypr opanoi ¢ aci d ‘éé &MM§007
obtained in Exanple 69 is taken up in diethyl ether and the title conpound

is precipitated in selective manner andfli-ltered off to yield the (2

isomer. 10 Melting point : 74-76C. EXAMPLE

. 71:5-{4-12 i1 | ]1-.2- -1, 3-benzot hi azol -
S2R 1) e Ber Pt SN M ENRAEINGS ST vl 1 SRy e A RS fompeund
conpound obprripeated i Eleativeendher ibfilraC RAHER the (BSsdherExanpl e 33.  Mel ting

point : 148-150C.. 15 LE 72 : Ethyl
3-{4-[2-(%@% 182 Bl 18Ry (et hoxyi m no) met hyl | - 2- oxo- 1, 3-
benzot hi azol - 3( 2H) -yl ) et hoxy] phenyl } - 2- et hoxypr opanoate Step A : Ethyl

3-[4-[2-(6-(2-bromobenzoyl)-2-o0xo-1, 3-benzot hi azol - 3(2H) yl)

et hoxy] phd&XAMPL-E 6T o Ethylcp & [(hieh ¢ ' e | £ St eps A,
B ancg C, replacing the _ﬂy\;t h&flp’;!Fet[(boxy- fﬁggﬂgﬁ’é?zly)?%ﬂ%’g]p%%@é%%% n Step

A by et hyl 2- et hoxy- 2 Hpzelni(R Birydsthoxsinhenaxy-22dlimedpllpaitagodthe
6- benzoyl benzot hi azolinone in Step C by 6-(2-bronobenzoyl ) benzo-
t hi azolinone. G 1. 29 January 2007 -53 Step B : Ethyl

3-{4- [ 2- ( 6t4ri@z Boomtieheompoundestienyd i Sep Rt fyEkadsRX : s as i
benzot hi azol &?gg%—?‘ yl 1) et hoxyJphenyl j - 2- g})hoxypj;%%%%%a%]%%gﬁcf%%refl? din'Phe
conpound 5P FTHP Stlep A, the procedure is as in Step D of Exanple 1. 5
al. EXAIVMelﬁiJ%Oi&-:{%é@C( 6- [ (2- Bronophenyl ) (met hoxyi m no) net hyl } - 2- oxo- 1, 3-
benzot hi azoTl - - et hoxy] phenyl } - 2- et hoxypr opanoi ¢ aci d

EXAMPLE 68 : 5-{4-[2-(6-[(Methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-

10 3(ZH)-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—{{-[2—(6-[ (Methoxyimino)(phenyl)methyl]—Z—oxo—],3—benzoz‘hiazol—3(2]—])—
ylethoxy[phenoxy)-2, Z—dimezhylpentahoié acid |

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



1st method : Starting fromthe conpound obtained in Exanple 72, the
procedure is as in Exanple 33. 10 2nd nmethod : Step A : 29 January 2007
3-{4-[2-(6-(2-Bronmobenzoyl) - 2-oxo-1, 3-benzot hi azol - 3(2H) yl) et hoxyJ-
phenyl ) - 2- et hoxypropanoic acid Starting.spomthe conpound obtained in Step A
of Exanple 72, the procedure is as in Exanple 33. 15 Melting point

64-66C. St §R1%he point - 127-179°
3-(4-[2-( GTF(TEB%%%D'pIr%gn%Q) %"mat hoxyi m no) met hyl J- 2- oxo- |, 3- benzo- ,
t hi azol - 3(2H) yl) et hoxyJphenyl)-2-et hoxypropanoic acid Starting fromthe

conpound OE ained in Step A the procedure is as in Step D of Exanple 1. 20
EXAMPLE 7#&?&&% 62z 344{[2-($-6C-Brambpixeniyii(me)koxisimiylo)methiy )L 3-020-9;90- 1, 3-

benzot hi azol - 3(2H) -yl ) - 2-net hyl propanoat e 29 January 2007
- 54 Std: Methyl 2-(4-] 38%‘%5%&‘@%?2%'@8&&0?3&&@!4%1 ethexypropanpicyicidor opoxyJ- - .
phenoxy) - 2- net hyl propanoate The procedure is as in Step A of Exanple 31,
repl aci ng éhe_ et hyl 2-[4-(2-chloro- ethoxy)phenoxy]-2-nmethyl propanoate by
met hyl  2- [ A2{medHe fsprosmmaupy phiainedyih Exampit 67y i mpediess i¢ as § ERarble 3¥et hy
2-{4-F3-( Vi (phenyl ) met hyl ] - 2- oxo-1, 3- benzot hi azol -* 3(2H)
il

yl ) pr opoxy y| propanoate 5 Starting fromthe conpound obtai ned
in Step A the procedure is as in Step D of Exanple 1. EXAMPLE 75:

2-{4-[3-( 6-| : Met hoin ni no) (phenyl ) net hyl ] - 2- oxo-1, 3- benzot hi azol -
3(2H) -yl) ; ﬂ-{b(ﬁ?ﬁib&i&-;ﬂropm!phenyl;(mdihoxyimino)methyl]-Z-oxo-l,3—
benzothiazol—3(ZH)-yl)ethoxy]phenyl}-Z-ethoxypropanoic acid

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

10 Melting point : 74-76°C.

EXAMPLE 71 : 5—{4-[2-(6—[(Hydroxyimino)(phenyl)_methyl]-2-oxo-l,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]-Z-oxo—l,3—
benzothiazol-3(2H)-yl)ethoxy]phenyl}-Z-ethoxypropanoate

Step A : Ethyl 3-{4-[2—(6—(2-br0m0benzoyl)—2~0xo-],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 Sfep C -by 6-(2-bromobenzoyl)benzo-
thiazolinone.

O1l.



1st method : 10 Starting fromthe conpound obtained in Exanple 74, the
procedure is as in Exanple 33. 2nd method : Step A : 29 January 2007
2-{4-[ 3-(6-Benzoyl - 2- oxo-1, 3- benzot hi azol - 3( 2H) - yl ) pr opoxy] phenoxy) - 2-

met hyl propanoi ¢ acid Starting fromthe cgnpound obtained in Step A of
Exanple 74, the procedure is as in 15 Exanple 33. Melting point : 121-122C.
Step B :

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

yl) propoxy] phetepxy y -E2hytet faty| ProofarBrosiopki ik §_gompaund
obtained in Step A .the %{:e‘éuge IS ag i'ﬁ'@i’gx’%ﬁ”d’%’@?ﬁ%ﬁg .29
January 2007 -55 EREMOUEzRE-3(Rgt-Wethoxy]phenyl}-2-ethoxypropanoate

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

(2H) -yl )p%opoxy] phen oxy}-2-nmet hyl propanoate Step A : Methyl

2- ( 3- [ 3- ( Stdrting didm 2he x@mipcdnb st e b ( Yoo

phenoxy) - 2- net hyl propanoate 5 The proglzg%t?g %’g&%%b%d%%@?gggﬁso%“ é{w e°f31,
repl aci ng“t*A&P ]hyl 2-[4- (2-chl oroet hoxy) - phenoxy] - 2- net hyl propanoat e by
met hyl 2- 3 (3-chl or opr opoxy) phenoxy] - 2-met hyl - propanoate. Step B : Methyl
2-(3-[3-(6-[(nmeth oxyi m no) (phenyl ) nmet hyl J- 2- oxo-1, 3- benzot hi azol - 3(2H)

~ yl) propoxyJphenoxy) - 2- net hyl propanoate 10 Starting fromthe conpound

bt ai ned | i in Step D of Exanple 1. EXAMPLE 77:
215 [ (EXANRRE st 2 ARG bR oman B et yimBobmrtiole-axoils3-
3(2H) -yl') propoxy] phenBxﬂﬂnﬂﬁaﬂiﬁtmmfyﬂeﬁmyﬁm%ﬁ&fi-z-ethoxypmpanoic 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-ox0-] ,3-benzothiazol-3 (2H)-yl)ethoxy]-
Pphenyl}-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 : Methyl72-{4-[3-(6-[(methoxyimin0)(phenyl)methyl]-2-oxo—1,3—

benzothiazol-3(2H)-yl)propoxy] phenoxy}-2-methylpropanoate



1st method : 15 Starting fromthe conpound obtained in Exanple 76, the
procedure is as in Exanple 33. 2nd method : Step A : 29 January 200
2-(3-[3-(6-Benzoyl - 2- oxo- 1, 3- benzot hi azol - 3(2H) yl ) propoxyJphenoxy) - 2- T
met hyl propanoic acid Starting fromthe _ggnpound obtained in Step A of

Exanpl e 76, the procedure is as in 20 Exanple 33. Melting point : 79-80C.

29 January 20

2-{3-[3-(6-[( %Z@@I%i@{e%zg)fﬁffﬁa(ﬁghej’ff@’{ﬁww:123-éﬁféwr'ziew{réﬁ%@rﬂmze¢%( 2H) -

yl ) propoxyJphenoxy) 7,,;9;5 1Y 1R i id Starting fromthe conpound
obtained in Step A ptf\e p?oceﬁ%%?gﬁ%‘ggi n Step D of Exanple 1. s EXAMPLE

78: Methyl 2-{3-14-(6-[ (methoxyi m no)(phenyl) nethyl]-2-oxo-1, 3-

benzot hi azgl - 3(27) -y1) but ox henoxy} - 2- met hyl propanoate Step A : Methyl
2-{3-[4-(@%%&6@%-@@6- n éle’erfzdltfh %308ple 33 B Heplacinguthex gthyl Za[4-(2-chloro-

enoxy}- 2- 19E d I i en.,A of EXx | e 31,

r epl Q:i ng%ﬁ@gﬁﬁwggﬁﬁa?gﬁ chi o(rg%gt hgf}ﬁy?&t@ p%[e‘%@i I‘PIQP‘EP@PH%%P%%%&@& e by
met hyl 2-8thydpropdrmatehut oxy) phenoxy] - 2- met hyl - propanoate. Step B : Met hvl

2-{3-[4-(6-[ (met hoxyi mi no) (phenyl ) nmet hyl J- 2- oxo- 1, 3- benzot hi azol - 3(2H)
yl ) but oxyJphenoxy} - 2- net hyl propanoate Starting fromthe conpound obtained in

5128 A, {1 DGR b 00 SRR A, oo

3(2H) - yl ) but oxy] pheA@E)WRrombpihen @Pr2MmehMpFdhanoate

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—[(1\’lethoxyimino)(phenyl)methyl]-z-oxo-l,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—ox0-1,3—benzothiazol—3(2H)-yl)propoxy]phenoxy}—Z—

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.



1st method : Starting fromthe conpound obtained in Exanple 78, the

procedure is as in Exanple 33. 20 2nd nethod : Step A : 29 January 2007

2-{3-[ 4-(6-Benzoyl - 2- oxo-1, 3- benzot hi azol - 3(2H) yl ) but oxyJphenoxy) - 2-

met hyl propanoi ¢ acid 29 January 2007 -5g-Starting fromthe conpound

obtained in Step A of Exanple 78, the procedure is as in Exanple 33.

Melting point : 70-71 C. Step B :

2-[3-[4-(6-[ (Met hoxyi mi no) (phenyl ) met hyl ] -2-oxo-1, 3-benzot hi azol -3(2H)- 5

: ylb) but OSyEMMS 70 iathyl ’f"m‘“m""‘“ﬁ‘;““)‘l‘“[?yP"“’E‘Q"P%@@ingmE o

obtained in Step A the procedu js.as in Step Do anple 1.

: Ethyl 2-{4-[3-(6-[( Eﬁ'ﬂ‘ﬁ’&ﬁwg’r%f’bﬁ%ﬁg}m%PWquh2dmhy!wopanoate

benzot hi azol - 3( 2H) -yl ) propoxy] phen oxy] - 2- et hyl propanoate 10 Step A

Et hyl 2-{4-[3-(6-benzoyl - 2-oxo-1, 3-benzot hi azol - 3(2H) yl ) propoxyJ-

phenoxy) - 2- medlgpldyr élt{é’-fBF{é—lmna@é{mdm)-],S-baﬁzdtMaﬁiIWZﬂy-f)IDp,%‘)gagpl e 31,

repl aci ng the ethyl 2-[4-(2- chl oroethoxy)phenoxy]-2-nethyl propanoate by

et hyl 2-[4-(3-chl orﬁéﬁ’%’ﬁg&éﬂﬂ‘é’ﬁ?ffyf’l%ﬂ met hyl propanoate. 15 Wax. Step B :

Et hyl 2-(4-[3-(6-[(nethoxyi m no)(phenyl)nethyl J-2-oxo-1, 3-benzot hi azol -

3(2H) vyl )’Fr opoxyJphenoxv) - 2- net hyl propanoate Starting fromthe conpound

obt aPned The Braspdue it ke ip Staped urfeExasms 3i1ﬂreﬁlaeﬁlgDh@fethgﬁ&a{mechiorogtgo@%wpl-E

81 : Et hylheZ-i‘?j-£4- (ﬂ?{ngomat hoxyibm' no) (hphenyl ) met hyl ] - 2- oxo- 1, 3-
phenoxy]-2-methylpropanoate ~ by methyl 2—[3-(3-chloropropoxy)phenoxy]-2-methy1—

propanoate.

Step B : Methyl 2-{3-[3-(6-] (methoxyimino)(phenyl)methyl]-2-oxo-1, 3-benzothiazol-
3(2H)-yl)propoxy]phenoxyj}-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]-Z-oxo—l,3-benz0thiazol—
3(2H)-yl)propoxy]phenoxy}-z-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)-yl)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.



hi azol -3 (2H) -yl ) but oxyl ph enoxyl - 2- et hyl propanoate Step A : Ethyl
lz)e?:z%ot 4- (6- benZ(()y:_? 2¥02<0-I , 3¥benzot hi azol - 3(2H) yl)but oxyJ phe@@xyanuary 2007
2- met hyl propanoate 29 January 2007 58 The procedure is as in Step A of
Exanpl e 31, replacing the ethyl 2-[4-(2-ghl oro-
et hoxy) phenoxy] - 2- met hyl pr opanoat e by et hyl

- i i : 99-101C.
g- [S'? ég4|-30_h| (é,[ ﬁ@?ﬁﬁy}—%—%%ﬁy[b'dezthg’xﬁ}irg)@'o)(p%?y )?'nne(t)i?j}l]e-?—og/s-llfé-ggnzgz(‘;zlz';ztol—.S(‘ZH)-
2-{3-[4-( 6- [ (et hoxy}yprapax@%nyb)}@;ngwy} 7 P‘%{”EC}%C’fg"' benzot hi azol -

-2- he conpound
3(2 |') but oxy] phenoxy} - 2- net hyl pr opanoate ing fromt ‘
ogt;?%e%l in S%lep A, the procedure is as in Step D of Exanple 1. 10 EXAMPLE

: sl fo k63 i m heny! t hyl ] - 2- oxo-1, 3-
benzot bt az o ELFH ) Tt FoBORHpACHOIE] 2 SHEl iyl F cpemdatco s 85 Gp Siep Bt by
2-(3-[ 3- (Eeipioy! - 2- oxo- 1, 3-benzot hi azol -3(2H) yl ) propoxyJ-

i i le 31
" phenoxy} - 2-net hyl propanoate The procedure is as in Step A of Exanp ,
Pepl acﬂlg t he e%/hyl 2-[4-(2- 15 chl oroet hoxy) phenoxy] - 2- net hyl propanoat e by

- [ EXAnePi - hyl te. . Step B :
iyl 2. { S e e A Al TP P BERIGR Rt i oz o -
3(2H) yl) pr opoxyJphendenkethiamel-B{2HFwsite gﬂgﬁ%@}%ﬂeﬂ&é%ﬁ@]&m conp

obtained in Step A the procedure is as in EXAMPLE 83:
N-Butyryl -4-12-(6-[ (bydroxyi m no).(phenyl ) net hyl ] -2- oxo-1, 3-

benzot hi azol - 3¢t - Wf&ﬁ%}l@-Pﬁiﬂ-(&BSBX}J?}-%%-?,%-benzomiazoz-3(2w-y0butoxy]-
Pphenoxy}-2-methylpropanoate

The procedure is as in Step A of Example 31, replacing the ethyl 2-[4-(2-chloroethoxy)-

10 phenoxy]-2-methylpropanoate by methyl 2-[3-(4-ch1orobutoxy)phenoxy]-2—methyl-
propanoate.

Step B : Methyl 2-{3-[4-(6-/ (methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-
3(2H)—yl)but0xy]pheno,\y}-2—methyl_propanoate

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—[(Methoxyimin0)(phenyl)methyl]-2-oxo-1,3-benzothiazol—
3(2H)-yl)butoxy]phenoxy}-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—2-0xo-],3—benzothiazol—3(ZH)-yl)butoxy]phenoxy}—Z—

methylpropanoic acid



29 January 2007 -59 Step A : 4-[2-(6-Benzoyl -2-o0xo0-1, 3-benzot hi azol - 3(2H)

yl) et hoxyJ- N-butyryl phenvl - al anine Starting fromthe conpoundSodamuadyi2007
Step A of Exanple 16, the procedure is as in Exanple 33. 5 Melting point :
146- 148C. Step B : -57-

N But yryl -4-[2-(6-[ (hydroxyi m no) (phenyl ) met hyl J- 2- oxo- |, 3- benzot hi azol -

3(2H) yl) Jrhe i i omt conmpound. obtained in Step A

the pr oceégzir}gﬁigs as m%{éneléltﬁg%ﬁ}@ %é{@gﬁpﬁté}) %I Oggxﬁg\%Pt% 185 pro HHfylS as 1n

2- 14- 12- ( &xatpixt 3oxyi mi no) (phenyl ) net hyl ] - 2- oxo- 1, 3-

benzot hi aéili_'?’é 255 -yl%etohoxy] phen oxy}-2-nethyl propanoate Step A : Methyl

2-{4-12-( L5/ %®5-¢-, 3- benzot hi azol - 3(2H) yl)ethoxyJ-

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

met hyl  2- [ 4- ( StaphB 02Gt oy ) PREnSsiHlind e Bk P PRRRRE enMihi 5% BEH N -

97-98C. Step B : Met hyl

2-{4[ 2- (6- [ (met hoxwg‘i‘fﬁWPbﬁW/i-)?thvazn@xoezld, 3- benzot hi azol - 3(2H)-

yl ) et hoxyJphenoxy) - 2- net hyl propanoate 20 Starting fromthe conpound obtai ned

in Step A the procedure is as in Step B of Exanple 3 1. EXAMPLE 85: Ethyl

2- 13- [ 2- ( Btdriung tfromx ythei seeypoRhe radined By | Jief - OX Bel px i i

- benzot hi aé%ﬁlg](ele-l) -yl ) et hoxy] phenoxy} - 2- melt;hy’l glreoB%ﬁg%‘%rS 5% 5nnuset1?py DZ(ﬂf?
-60 .

EXAMPLE 80 : Ethyl 2-{4-[3-(6—[(methoxyimino)(phenyl)methyl]-z-oxo-l,3-

benzothiazol—3(2H)-yl)propoxy]phenoxy}-2-methylpr0panoate

10 Step A : Ethyl 2-{4-[. 3-(6-benzoyl—2—oxo—],3-benzothiazol~3(2H)—yl)propoxy] -
Pphenoxy}-2-methylpropanoate

The procedure is as in Step A of Example 31, replacing the ethyl 2-[4-(2-

chloroethoxy)phenoxy]-2-methy1propa.noate 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-[(methoxyimino)(phenyl)methyl]-2-6x0—1,3-

benzothiazol-3(2H)-yl)butoxy] phenoxy}-2-methylpropanoate

Step A : Ethyl 2-{3—[4—(6—benzoyl—Z-oxo-],3—benzothiazol-3(ZH)-yl)butoxy]phenoxy}—
2-methylpropanoate



Step A: Ethyl 2-{3-[2-(6-benzoyl -2-o0x0-1, 3-benzot hi azol - 3( 2H)

yl ) et hoxyJphenoxy}- 2-net hyl propanoate The procedure is as i Q@tmnaaﬁy 2007
Exanpl e 31, replacing the 2-[4-(2-chloro- ethoxy)phenoxy]-2-nmethyl propanoat e
by ethyl 2-[3-(2-chloroethoxy)phenoxy]-2sgrethyl- 5 propanoate. Melting point

: 115-116C. Step B : Ethyl T
2-(3-[2-(6-[ (et hoxyi m no) (phenyl ) net hyl p- 2- oxo-1, 3- benzot hi azol - 3(2H)

yl ) et hoxyj phenoxy} - 2- net hyl propanoate Starting from t he conpound obtained in

Step A, t 0 S

2- ig 2- g% i ?fﬁ/cet ﬁ%%?lrsr: %So) p%‘;[g% ‘%‘)e ?rfeﬁg{“flﬁ e;ffa éﬁ%oﬁ% 'E‘f?ﬂ*fb]om-

3(2H) - yl )@th%mhph@m} yine@yirrbparopteopanaiyg B-- aﬁbrdmtm%enélﬁg g Arom
I'n

t he conpound obt a| ned in Exanple 85, the procedure is as
method : S{EFRE 2-{3-[2- (6- Benzoyl - 2- 0xo-], 3- benzot hi azol - 3( 2H)

yl) et hoxyjm@gﬂgﬁy,}ﬂ 299.}1§;9¢et hyl propanoi ¢ aci d Starting fromthe conpound
obtained in Step of Exadrar% | e 85, the procedure is as in Exanple 33.

Melting point : 130-131 C. Step B : 2{3[2(6[(I\/Ethoxy|mno)(ph

enyl ) met hyl J 3-henzot hi azol - 3(2H) -

yl) ethoxyJ pheﬁlﬁlﬁ S eriytidr épﬁmérf@mmw)@@e@d)mhyj 206:0-1, 8 benStianiding from
t he conpound obtain t he eis as in Step Dof Exanple
1. EXAMPLE 87: N-Beggzg%} )}E‘FWTE’W% &Vf?f?a‘%?/’(’ﬁﬁenyl)net hyl ] - 2- oxo- 1, 3-

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]-Z-oxo—l,S-
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]-Z—methylpropanoate by ethyl 2-[3-(3-chloropropoxy)phenoxy]-2-
methylpropanoate.

Wax.

Step B : Ethyl 2-{3-[3-(6-/| (methoxyimino)(phenylymethyl]-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




benzot hi azol - 3(2H) -yl ) et hoxy] ph enyl al anine 5 1st nethod : Stagpting fromt
conpound obtained in Exanple 17, the procedure is as in Exarrpﬁé é@?"uﬁﬁ)ﬂ 2887

method : Step A N-Benzoyl -4-[2-(6-benzoyl - 2- oxo-1, 3- benzot hi azol - 3(2H)

yl ) ef hoxyJphenyl - al anine 10 Starting frdfrthe conpound obtained in Step A
of Exanple 17, St he procedure is as in Exanple 33. Melting point : 108-110C
Step B : dtep 4 1 4-[2-(6- -Benzoyl-2-oxo-1, 3-benzothiazol-3

N- Benzoyl - 4- [ 2- (6- [ (hydr oxyi ni no) ( phenyl Szzi'roetlﬁzo (%H) %gezﬁoﬁjjlg\éﬁﬁlgpf{ﬁ’]éﬁ"éﬂ
3(2H) yl)et honyphenS’r?I‘géﬂnéni ne 15 Starting fromthe conpound obtained in Step
A, the procedure is as in Step B of Exanple 2. EXAMPLE 88:

- N-1(Benzyl oxy) car bonyl ] -4-12- (6- 1( hydr oxyi m no) (phenyl ) net hyl ] - 2-

oxo0- | , 3- be¥tavtry framothe Zoaidhind lobedi AKX il Q{& enyd st, net ho

Starting 3’]J::omth conpound obt ai ned in EXanpi ﬁ%@ﬁ b ﬁlbec%r(?ﬁ? r?és é% np
Exampl e 3 fethod : 29 January 2007 -62 Step ;

4-[ 2-£ 6- Baigayo- XQ+ nzot hi azol - 3(2H) -yl ) et hoxl J- N[ (benzyl oxy) -

car bonyl me%fléa‘rgi'ggg aqfl ng fromthe conmpound obtained in St ep A of
Exanpl e 14, the procedure is as in Exanple 33. 5 Melting point :74-76"C.
Step B :

N [ (Benzyl oxy)¥%&£oH&’rlﬂﬁwlfﬂm{/mmmmm@vwwmwﬂ])zrsm 315622 % Rzo1-

3- benzot hi azol - 3( %Hyy))et% ﬂie%y?a’}z/'n% ani ne

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-[(methoxyimin0)(phenyl)methyl]-2-oxo—1,3-
benzothiazol—3(2H)-yl)ethoxy]phenoxy}-2-methylpropanoate

Step A : Methyl 2-{4-[2- -(6-benzoyl-2-o0xo-1,3-benzothiazol- -3(2H)-yl)ethoxy]-
Dhenoxy}-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)@henyl)methyl]—}oxo—],3—benzothiazol—
3(2H)- ylethoxy] 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]-z-oxo-l,3-

benzothiazol-3(2H)-yl)ethoxy]phenoxy}-Z-methylpropanoate



Starting fromthe conpound obtained in Step A the procedure is as in Step B
of 10 Exanple 2. EXAMPLE 89 : Met hyl 29 January 2007
3-{4-[2-(6-[ (et hoxyi m no) (phenyl ) net hyl j-2-oxo-1, 3-benzo-

t hi azol - 3(2H) -yl ) et hoxy] phenyl }-2-[ (trifdpuor oacet yl ) am no] - propanoate Step
A : Methyl 3-(4-[2-(6-benzoyl-2-o0xo0-1, 3-benzot hi azol - 3(2H)

yl ) et hoxyJdphenyl)- 15 2-[(trifl uoroacetyl)am no] propanoate The procedure is
as in Step A of Exanple 15, replacing the acetyl chloride by

trifluoroacet | oo, _t4. i 9L, 7GC . : th
3 (4.2 (6] ()r?eet ’2} ?31’%%3)“% et {)ﬁfi { 3 (2)5-62%%5’ﬁ“?@?f{éﬁé‘ef{)%%ﬁgﬂ’e%y&( 2H)
yl ) et hoxyJphenyl ) - 22ptenhilptepemoareet y| ) ami noJpr opanoate Starting fromthe

conpound obtained in Step A the procedure is as in Step B of Exanple 2. 29
January 2007 -63 PHARVACOLOG CAL STUDY Exanple A : Acute toxicity study

CompriSing B Bee ton 5 o) SHhe At et SigRPo bodBpbRrEam oyt TRkt v

conprising 8 mice (26 2 g). The aninm re”obs t®rval s

during t hethesyipbenaxty]- 2hecthyipsopanbatdayy ettnyd Tp-(2ycHiotocthbRy ﬂ@naﬁg—iﬁmgtﬁg—om ng
treagnent.njhgﬁhDSO (dose that causes the death of 50 % of the ani na was
eval dat ed? S " Wfronst rated t he |l ow toxicity of the conmpounds of the

i nventi on%@xm H15-Hfgeccacy in genetic nodels Miutations in |aboratory
animals and also different sensitivities to dietary regi nens have 10

al l oned the devel opnent of ani mal nodel s having non-insulin dependent

di abet es and rl.i pi 1_a sociated with obesity and with resistance to "
i nsulin. M N l%t}gb 9351?2-(63%meth0xyimino)(phenyl)methyl -2-ox0-1,3-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—[(Methoxyimin0)(phenyl)methyl]-2-ox0-1,3—benzothiazol—
10 3(2H)-y])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 . ylethoxy]phenoxy}-2-methylpropanoic acid



Genetic mce nodels (ob/ob) (D abetes, 1982, 31 (1), 1-6) and Zucker (fal/fa
rats have been devel oped by various | aboratories in order tc29nbtan$1aatryi 7
physi opat hol ogy of those diseases and test the efficacy of new antidi abetic
- conpounds (Di abetes, 1983, 32, 830- 15 888). Antidiabetic and hypoli pi daem c
effect in the ob/ob nmouse The 10-week-old femal e ob/ob nouse (Harlan) is '
used for the in vivo tests. The animals are kept in a |ight-darkness cycle
of 12 hours at 25C. The nouse has a basal hyperglycaema of 2 g/l. The

ani mal s ardaing dGemy thee compeuhd ebtadretsinoStephai, rthgl preagima id %sfig.fﬁﬁ'egfﬁugf. of
20 si x. Tpg(agﬁqgfunds tested by the intraperitoneal route are dissolved in a
m xture o methyl sul phoxide (10 %9 and Solutol (15 % to be adm nistered
at 10 ng/kg in a volunme of 2.5 ng/kg twi ce per day for four days. By the
per as route, the conpounds are tested at 30 ng/kg adm nistered in a vol une
of 2.5 ni Mﬂ-@.ﬁﬂ-ﬂ%ﬂeﬂzm-ﬁﬁ-wﬂ[E(Hy(i%yixﬁﬂ%(pﬂ@ﬂyﬁ)myﬁgggﬂg&é_g|3_gr oups
receive the solvents ynder _the sane conditions as the tréate *January
2007 - 64 groups. Th&eBEethiazel, 3@ )y vhethoxydphenylalgnineal uat ed by neasuring

gl ycaemi a 24 hours after the final adm nistration and by neasuring body

wei ght daily. The compounds of the invention denonstrate a very good
capacity fsfmethed:gl ycaemia that is conparable to the effects obtained wth

rosiglita 3 ich is used as reference 5 substance, but with an

i nsi gni fi ?gagfm%ﬁgﬂjgtge CAMBBERA &é?‘@ﬁi n Kxasepded 7.uhed procthee soamin ipld INS
rosiglitazone exhibits a significant increase in four days. Furthernore, no
side effects were observed during the in vivo tests. As for an exanple,
compound &8d methedi:e 3 decrease the glycaenia of 51 % conpared to the
control groupg whjch js co rable to that 61 % observed for the

Rosi gl i tazoneg-tl?-ﬁ—‘dt 'h&'b Oﬁ@-&ﬁmzwloﬁgxo-mmmiazahsmweﬁ@@mewx h
Rosi gl i tazone show gpuijacrease of the body weight of 33 % conpared to the

i ncrease of body weight of the control group, whereas conmpound of Exanple
3, in the sanme conditions show a decrease of 80 % of the

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]-z-
oxo—l,3-benzothiazol-3(2H)-yl)eth0xy] phenylalanine

1st method :

20 »Starting from the compound obtained in Example 14, the procedure is as in Example 33.

2nd method :



[ [ |l e C: Pharnmaceuti cal
f wei ght conpared to the control group. Exanp _ _ (
gglrrgogitiongw 1038 tabl ets each contai n: ;19 5hrr|g] of2 thg icgl \t%%;%?ﬂs;ahég\:o_go7
-{4-[2-(6- nmet hoxyi m no) (phenyl ) met hyl ] - 2- oxo- 1, 3-
?SL§¥LI$eEho£y]éhen£f } -2- (2,2,2-trifl.woroet hoxy) propanoate (Exanple 3)
wheat starch

............... 30 g magnesi um
------ - - Starting fromr the' compound " obtained id Step A’ of Example 14, the procedure is as in
stearate

.......... Example33. . .. ...
silica

..................... 1 g hydroxypropyl cellul ose

ép 8 . unds .0 ormula (I)
RBB Aa R6S|\tl Ri ?g‘%ﬂ%&%&g@%% V\fr{%@% C:)xygy_”fgcg’?g)‘?%@QW§g’é’_&fé%‘ﬁ ](c)xygen
5 or sul phur atom ok3-&erpothipzal 322 B)-y it émheieaiialdRiide t oget her with R2 forns
an additional bond),

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

EXAMPLE 89 : Methyl 3-{4-[2—(6-[(methoxyimino)(phenyl)methyl]-Z-oxo—l,3-benzo—
thiazol—3(2H)-yl)ethoxy]phenyl}-2-[(triﬂuoroacetyl)amino]-

propanoate

Step 4 : Methyl 3-{4—[2-(6—benzoyl—2—oxo-],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]—.?—oxo-],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.



Rl and R2, which may be the same or different, each represent a hydrogen

atom a linear or branched (Cl1-C6)al kyl group, an aryl groufRQahanuar 2007

aryl-(Cl-C6)al kyl group in which the alkyl noiety is linear or branch fy

aryl oxy group, an aryl 10 (Cl-C6)al kyl ox§8-group i n which the al kyl noi ety |s

| i near or branched, a linear or branched (Cl-C6)al koxy group, a hydroxy

group an amno group, a linear or branched (C -C6)alkylanno group or a
-(Cl-C6)al kyl amino group in which the alkyl noieties are |inear or

br anched, or Rl and R2 toget REARMACOLOGHCALSDEDYOr i mno group, 15 it

al so being possible for R2 together with Ri2 to forman additional bond, A

represents a (Ct-C6)al kyl ene chain in which one CH2 group may be repl aced by

a het er o Exanmlsal e&élﬁdti)ﬁ@mwgen and sul phur or by a group NRa (wherein

Ra represents a hydrogen atomof a l|linear or branched (Cl-C6)al kyl group),

or by a phenylene or napht hyI ene group, 20 R3 and R4, which may be the

sanme or difff & h ogen or halogen atomor a group R
OR or NRR (v%’g‘?{eo?‘h “ate %Ofﬁﬁ Sﬁlﬁ@%@moups @@hlampamylgBQﬁiEe - 66
di f f er ent (26e8aMy)r ThE aﬁﬁﬁm ek t br anched

(G -c6)al kyl grou i near or& ran%h%gm%@% It gicouse of the fisdr or

br anched mﬂ@ﬂ@l%k%yhe growpeksabllowing rafReh, TH@LB OY do% % @“&?S@% 919 tEup in

whi ch the ﬁg i et. | i near or branched, an ar roup
in which the ei)lck P“’ﬁﬁ:lszt“gﬁsuegalpﬁtﬁéand empnsiratsdetie lcuﬂto&lcatyydf-tﬁ&?mﬁﬁ),ﬁhgynyl
group in sotth€ hvehgom! kynyl noiety is linear or branched, a heteroaryl
group, a heteroaryl-(C,-C6)al kyl group in which the al kyI noi ety is |inear
or branched, a heteroaryl-(C2-C6)al kenyl group in which the al kenyl nvoiety

is |linear n d, a heteroaryl-(C2-C6)al kynyl group in which the

al | cynyl EQimpR’ E?f??é’é(r’“BF““Hr'&ﬁ #led, a (C3-CB)cycloal kyl group, a
(C3-C8) cycl oal kyl -(Ct-C6)al kyl group in which 10 the alkyl noiety is |inear
or branched, or a linear or branched (Cl-C6)pol yhal oal kyl

utations 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 groups of
20 six. The compounds tested by the intraperitoneal route are dissolved In a mixture of
dimethyl sulphoxide (10 %) and Solutol (15 %) to be administered at 10 mg/kg in a
volume of 2.5 ml/kg twice per day for four days. By the per os route, the compounds are
tested at 30 mg/kg administered in a volume of 2.5 mlkg of 1 % HEC twice per day for

four days. The control groups receive the solvents under the same conditions as the treated



group), or R3 and R4, together wth the carbon atoms carrying them when

they are carried by two adjacent carbon atons, forma ring tZ@tJéﬂaéry)QG()?
ring menbers and that nay contain a hetero atom sel ected from oxygen, )
sul phur and nitrogen, 15 RS and R6, whicét-may be the sanme or different, , eac
can have the same neanings as R as defined hereinbefore, Drepresents : 2

R a benZg%B@panfﬁé Qé{f’vnylodrT t%@fgl%au&g?s \)(lu%%@l% tIncie;laes éggs g(}',cg%ﬁ?%%%ﬁ% ithe or

defined hereinbefore epresen sa py
pyri dazi né’mbacﬂreunstratlzﬁ anBby epaase tody wéigieahilpr branched (C; - C6) al kyl
group or a linear or branched (C2-C6)- al kenyl group, those groups being
substituted : by a group of fornmula (Il1) : 7 R8 wherein Rrepresents a

~ N(R) C

rou G , oV R 6/ z |~.N(R)C -R or

gO?' p, whe(-:}!ri eelcr?ngoor epr %fstg%?nsvég[ﬁ&g%rﬁé S fe asmrﬁﬁlgﬁf’cli ﬁ?ﬁ?ﬁ}tyé% WeT ghysasmia thag ch
may be thes sanpambldité fthe eiffec@r@ota@e@iaffﬂtﬁlqgmghﬁéﬁie[‘%% Ss used as reference
5 substance, but with an insignificant change in body weight, whereas under the same
conditions rosiglitazone exhibits a significant increase in four days. Furthermore, no side

effects were observed during the in vivo tests.

As for an example, 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 ificrease 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 mgredient Methyl 3- {4-[2-(6-

[(methoxyimino)(phenyl)methyl]-2-0x0-1,3-benzothiazol-3 (2H)-yl)ethoxy]phenyl}-2-
(2,2,2-trifluoroethoxy)propanoate

(EXAMPIE 3) w.eeemseneeeene oo 5 g
WHEAE SEATCH ..o 20g
20 MAIZE STATCH ..o 20g
JACLOSE ... 30g
TAZNESIUIN SLEATAE-.....vevveocee et oeoeoeeooeeeoee 2g
SIHCA. ettt e e, lg

hydroxypropyl Cellulose .........ccoueeeueeemmeeeeeereeeeeeeeeeeeeoeoeoeooooooooooo 2g



- and R$ represents an aryl group, an arylal kyl group wherein the 5 alKkyl

moi ety contains froml to 6 carbon atoms and may be |inear o2%waruary 2007
het eroaryl group, a heteroaryl al kyl group wherein the al kyl noiety contains
froml to 6 carbon atons and naybe |ine&r- or branched, CN, tetrazole, -OR
-NRR, -NNRCR )CGR or -NNRCOR, wherein Z is as defined hereinbefore
and Rz z 10 and R, which may be the sane or different are as defined T
her ei nbefore, or by a group R9, wherein RO represents a CN, tetrazole, R
“N(RI~R -N(RIY-OR or -O(CH)- c‘&@§roup, z Z wherein Z is as
defined hereinbefore and R and R, which may be the sane or different are
as defined hereinbefore, n represents 0, 1, 2, 3, 4, 5 or 6, and R10 and R
|, whi ch day Grenpdvads afforomlailf f er ent, each represent a hydrogen atom or a

| i near 15 or branched (Cl -C6)al kyl group, i% bei ng understood that R10 and
RI I cannot sinultaneously represent a hydigenratom or B represents a
group of formula (11) or a group RO as def} erei nbefore, it being
understood that : * the oxi ne R6-C(=N OR5) ) be of Z or E configuration,
20 * aryl nmeans a phenyl, naphthyl or Rphs group, it being possible for
those groups to be partially hydrogendted, “29 January 2007 68 * heteroaryl
means any nono- or bi-cycl Q}OUQ_ ntai ni ngqh to 10 nenbers,

whi ch nmay be partially hy g o) gf the rings in the case of

bi cyclic heteroaryls and whjfch sgptai 1R o0 3 hetero atoms sel ected from

oxygen, nitrogen and

wherein :
il
5 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 (C1-Ce)alkyl group, an aryl group, an aryl-(C;-Ce)alkyl group in
which the alkyl moiety is linear or branched, an aryloxy group, an aryl-

10 (C1-Co)alkyloxy group in which the alkyl moiety is linear or branched, a linear or
branched (C;-Cs)alkoxy group, a hydroxy group, an amino group, a linear or branched
(Cl—Cf,)alkyIa.mino group or a di-(C,-Cs)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 (Cy-Co)alkyl group), or by a
phenylene or naphthylene group,

3 4 . . ’
20 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



5 it being possible for the aryl and heteroaryl groups thereby defined to be
substituted by from1 to 3 groups selected fromlinear or brd&cdanuary 2007
(g -Co)alkyl, linear or branched (Cl-GC6)polyhaloalkyl, |inear or branched
(C-Co6) al koxy, hydroxy, carboxy, fornyl,” *NRDR, (wherein Ro and R, which may
be the sane or. different, each represent a hydrogen atom a |linear or
branched (C1- @égeéwwacb Fepsenam hpdrpkegaotporar liveah 8t Brag@iedl (c, 49 ﬁﬁﬁ‘éggu
ester, am do, jfi4Py: %Xﬁer}locc g(gq(} 1Fal (Tgen atons, their enanti 6m§23 2 p. a
di ast er eoi soners, and &l so dadvKen] &oups 2 {inesragbrasched €Co-Ohalkaaeiibig ah| v
accept abl e acany! groubpsearyR f. I a (1) according to claiml1,
~wherein R a% grzyl-té ég%;) hri;(fjgfg%gﬁpg%f 165@5%”"?@@@ mRehias biear o1 Aragched,

di ast er eoi so : tlalagengdgrdupain which Shé hedq hdtd is 3
phar maceut i ca;jJJ?,y @gqe)-gltkablle aci d, or base. 3. Co?rﬁplg\t%l S l%ixﬁ?agr%u]i’r&m(hf)i’ an
according to ¢ A SJEUM Y e PP UR3 I, ey the pllesghimaetyhisdtingenobemchid)eh '

enantiomers dnterdimgs O4 BABRGLS1- (&N additiqgn salts thereof wth a
phar maceut i c%{rl y acc%?thg | e gi?iaéd(gré] g:ég%l.?ﬁgou@dﬁﬂ@ﬁ%@eéw groaetl as finear or

accordi ng to Wpgghgd.1a holisraeyl{ CA-G S | 20. group, their
enant i omgr s q#%m%@sg [E0] sqmé;s 6%611{(1%@2:%0 pggd\?%?%rtlﬁésqg%?%yltlﬂgfgb'ﬁ%ﬁ]eﬁﬁo’é
phar rrg_ceuti(cz?ch m},fm ac’(j:a’eﬁf 8{938'24 '@6&]1()65{%@?01@.lanMhmpblﬂmjslkyﬁ}lrlfIﬁ@ie@i iﬁl{n‘elr or
according to 8d, b (3 sents enzene nucl eus, ‘their

enan iomgrs and di ast(er eol ?gnﬂ%a?(s}{l%gél‘g)’gR@é‘@E&F‘?’P@W'%F@@@W&I@@D imirhincha

phar ffaceut i cdp §lkat swpntsbs dneari et memdtRgeor 2%inkgN YR .t (g ounds
of formul a (g}o]@gcordi ng to claim1, wherei n] X rep?%égélget%s(cd @3? N}Eﬂ?g ¥m
their enanti Oners and di astereoi soners, and also addition salts thereof with

a phar maceubt R3lahy RACERBMAPHEL AR base. 7..Conmpounds of formula (I)
according to claim1, %er ein R Hér g%?é%%r??? B BgBnwhen teyrare tireied by

enant i oners 5Hel adisgent eaghwinsaimes s formngl riakSRagdi § HPR rﬁ{ﬂé tsohhereof with a

- ers and that may
contam a hetero atom selected from oxygen, sulphur and nitrogen |

15 3 ® whi i
* R’ and R® which may be the same or different, each can have the same meanings as R

as defined hereinbefore,

D represents :
: 2
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

® B represents a linear or branched (Ci-Ce)alkyl group or a linear or branched (C,-Cg)-
alkenyl group, those groups being substituted :

¢ by a group of formula 1D :

_< (ID),
R8
1 f

wherein : - R’ represents a group —C—OR , —(C—NRR'



pharmaceutically acceptable acid or base. 8. Conpounds of forrmula (I)
according to claim1, wherein R5 represents an al kyl group, Zglelanuary 2007
enanti onmers and di ast ereoi soners, and also addition salts thereof with a
pharmaceutically acceptable acid or bases7-10 9. Conpounds of formula (1)
according to claim1l, wherein R6 represents an unsubstituted phenyl group,

t heir enantioners andzdi ast er eoi SOMer s, and al so addition salts thereof

wi th a pharnmaceuti cal ”y accept abl e acild or base. 10. Conpounds of formula

(1) according te—gy@\m-1,rwWherei_n_ resents.a supstituted phenyl group,
their enantioners a(ngl di a%\t,\,g?eoi Soney ,_p_a al BHCRYYUL CeRgpseatl Xy eof 15

w th a phar maceykhga C acl,d .or bas 11. Co unds of formul a
(1) according to (_:Flf’alinlmﬁ%,%’ %&égﬂm‘?ﬁe%@%}’é’%%ﬁ??h%s?iﬂ%ﬂpgﬁgﬁfawre audefinedut ed
by a hal ogen aterginbefiee,r enanti omers and di ast ereoi somers, and al so
addition salts thereof with a (gh@r maceutical |y acceptable acid or base. 12.
Cormpounds of formula (1) acc8RéRngerrescatsanaryl growpsrpianylBkylepoes aht@ipheal Kyl

group COORX sufst iosdied : p, --C erein, R and. RY, which nay be
the same or 20 ORY ditﬁf 8&%%%%@&%056&#’8“ Frofehmay b leanar brarghedgroup,

t hei r enant i ombetsroaryd gralipaa heteesirgia oupRhe '§91e3agl€'3ir | s Jtder eof
with a phar naceu%ni‘jcgl | y acceptabl e ]??f:?pd gr basle. 2 J‘kﬁi@%ﬁ@%bfﬁ‘ﬁls -%6113.
Conpounds of f &t fri0R emscangmannbe teeat bubrandhed\GdY eitraz&le] eprgpents wal kyl
group COORx substituted by a group -< , wherein R and RY, whi ch may be the
same NHCOORy of—HM{R)ereRt o epjl\e,as@t__aoﬁ,}/‘glﬁgrg%rzatorge?r an al kyl garmoduﬁ,

t heir enantioners a”'ld 1s as defined hereinbefore

I
z

10 and R', which may be the same or different are as defined hereinbefore,
¢or by a group R’ wherein R’ represents a  CN, tetrazole,
R<) 11
—N(R)ﬁl——R’ , —N(R)ﬂ:-—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 0,1,2,3,4,50r6, and R'® and
11 . .
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 hydro gen atom,
-or B represents a group of formula (IT) or a group R’ as defined hereinbefore,
it being understood that :
*  the oxime R6-C(=N»OR5)— can be of Z or E configuration,
20 *

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



[ i somers, and also addition salts thereof with a pharmaceutically
glzgztp'?ggloe 5 acid or base. 14. Conpounds of fornula (I) acchgilJngrgl 2007
1, wherein B represents an alkyl group COORX substituted by a group ,
wherein R, Ry and Rz, which may be the-@ame NRYR- or different, represent
a hydrogen atom or an al kyl group, their enantioners and di astereoi soners,

o : : -
ddi t.her wi.th a pharnmaceutically acceptable 10 aci
and,al 20 adclln aokay g sal, Win-A RhamEeUt L SaL v acoeptan e 40,
represents awgricilpayCoR4 l-gwﬁy(gw@ﬁagédnitﬁﬁnnﬁr%q} atﬁggf%:ﬁgtrhgﬁ%aspte%é@gy&acne or
[ : resent OR a hydrogen ato an , _
gln;];te |r gmer sr ggﬁfW§ fad é’@{@m@ﬁﬁm hid3 hétew atamdstleaed Saht GxyigeReebgeM i a
phar maceuti cgl Ly, Acceptabl e acid or base. 15 16. Conpounds of fornula (1)
according to c arm 1, wherein B represents a group COOR, -CHZ-< , wherein

R and Ry, which may be the same or different, represent NHCOORY a hydrogen
atom or an al kyl group, their enantioners and di astereoi soners, and al so

addi £i on sal itdeingspassiblafor Hl%arplmddmﬁrybgbg}ys ?fﬁteérbgiﬁﬁﬁ%ﬁr %gegggﬁ%tg@g%gr (%Zp

Comounds, o ool P, £l B Bl By LA BT DB, ShESSELS 8 T

represent  2QCNBY)BalyRRlodAREa? @9 branched (C;-Cg)alkoxy, hydroxy, carboxy, formyl,
NRyR. (wherein Ry, and R., which may be the same or different, each represent a
hydrogen atom, a linear or branched (C 1-Ce)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 R2 together form an

0x0 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.



-71 a hydrogen atomor an al kyl group, their enantioners and

di astereoi soners, and also addition salts thereof with a phéIQmJ:anuaw 2007
acceptabl e acid or base. 18. Compounds of fornula (1) according to claim]1,
whi ch are nethyl 2-ethoxy-3-{4-[2- -69-

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

2 1) et rox§Pmpo |f}mndp &) @at @ dineab R
(2 l;%h)(;xg/ o 9‘]%’) ig‘m‘igﬁff(}’ma ygflgxyl mlr?g;i(phgnr%yl )Wr?g{eﬁlgl ﬁrepresentsasulphur atom, 4
2-0x0- | , 3- benZet hfigs, mﬁtszépdyﬂlﬁ@t@m;@y]rmengdd} pisopaddidve, salet thvteoB-fn [ 2- (6-

th 3- benzot hi azol -3
E(2$ yIO;(g!t hmo%%agﬁgﬁeﬁa”%&gé%ﬁ% glx OrrleFétlor oet hoxy) pr opanoat e, net hyI

3-{4-[2-(6-[(hydroxyi mi no) (phenyl)- nethyl]-2-o0xo0-1, 3- benzot hi azol -

(2H) - yI)etho ém?phenyl} -2-(2,2,2-trifluoro-ethoxy) 10 propanoate

2- et hoxy- 3~ {Qerppounds [of et yIThdro}diph esy: a)rﬁefhy X 3- ben

t hi azgl -3(2H) L) ho?%;l henyl )propang?c aci d hdreia R Peprésents a ﬁydrogen
2- et hoxy (?l %’6 1QTHERS ydla$tﬁﬁem§9n(nptsemyd Rhvet diMition2sa@¥ @héreof with a

3-b t hi d,
2- et hoxy- ':ff e s BB bytchbenyl et byl 1 -2- oxo- I, 3- benzo-

t hi azol - 3(2H) -yl ) et hoxy] phenyl } pr opanoi ¢ acid enanti oner 1,

2- et hoxy- % {@qu 6 15

[ g E) - I( ;ret hox ROYT flsp%fﬁ’ijlp)ﬂf?e@ﬁﬂc])mng)ﬁooﬁmnﬁl 3be}lrez{ 4&%1215&59135%)&32%9 al%(%l) BH}?XV]
en ropa n 0X - nme

Pm ng) ( Bhegy :ﬂ%rlrlgteﬁ%t]gmgé}gx%ﬂdlor@sberﬁc%%?r&z B'Kd 2l I-ffﬂdi}lo)'leﬁﬁt‘ﬁxyl]qDMthh a

} propanoi ¢ ABarthaceutically acceptable acid or base.,

2-ethoxy-3-{4-[2-(6-[(2) - (met hoxyi m no) (phenyl ) net hyl ] -2-o0xo-1, 3-benzo-

t hi azol - 3( 2H) yl ) et hoxy] phenyl } propanoi ¢ acid enantioner 1,

2- eti
[(%1 (())r%t hoxyi ﬁ#ﬁgﬁ%hgnf ia () yacsording. 1o 3ckim 2 bt wberein- BE2Hpresepiat haxy] -

phenyl anesubstitoied t r
enyl } prop lﬁ?g?oﬂ){g?i?ntﬁ%; Es%anélgme)rs and diastereoisomers, and also addition

2 th 3-{4-
me'?hyloi(yz oi%ah[f%?(ffféf[r’r%& ﬁph%lmacg(tmaﬂlyycq@tdbchpmg} propanoi ¢ aci d, nethyl

3-{4-

[ 2-(6- [(Z (3-chl orophenyl ) (et hoxyi m no) net hyl ] - 2- oxo- |, 3- benzot hi azol - 3( 2H
)-yl)- X@]Pmpeln;ds}ofafoﬁhm@ ARB goe e h

3-14- [2 (6 [ | or ophenyl )E(%))F/)dro Xy claltfY’ Wherem R® represents a substituted

i m no) net hyl he? YoXouR; @fﬁé@mm%@hdsﬁakﬁeqkdﬁrh%ﬁd] A8 Aditiors ﬁshgér)égfopano
y

gE géfng?t hylw#n Hﬁhg}%eliwaily a[:cep{a%lcl §c”§%p§5?é' m no) (phenyl) meth oxo-1

11. Compounds of formula (D) according to claim 1, wherein R® represents a phenyl 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 @ according to claim 1, wherein B represents an alkyl group

substituted by a group ~< , Wherein R, and R, which may be the same or
OR
20

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.



t hi azol - 3(2H) - yl') et hoxy] phenyl } propanoate, ‘
3-{4-[2-( 53 l[-iz Z) - (3-chl orophenyl’) (et h- oxyi m no) net hyl L 2- ox%914'°§§lbéﬁf%}(h200
azol -3 (2H)-yl)et hoxy] phenyl } -2-ethoxy propanoic acid, _
3-{4-[25(E?[(nethoxyinino)(phenyl)nethythZ-oxo-I,3-benzpth|a;ol- 30
3(2FD-yI)ethoxy]phenyI} 2-(2,2,2-trifluoroethoxy)propanoi c acid,

I h I 2- |, 3- benzot hi azol - 3
?Z{H;l £,|2) ( t &if%(gu;@ 0? )%Xllﬁnnlgg?%ggﬁ%%g)égg aimol, Whe?é(lr? B represents an alkyl group
2 2-1

e
(2,2, r|fluoroethoxy)propan0|c a
i M _no)
_ ﬁe% ﬁy ]2 (260£<(() Stg[{%é%go%/ |3%0I 3( | )gat hYRGEPHR AR, which may be the same
-2-(2,2,2-trifluoroethoxy)- propan enanti onmer 1,
- (o]
?, gﬁb&ﬁ (()?hl[ gﬁﬁ@ﬁhﬁ%&y&g@%g@? yalqr‘%kz %n un?)ftgrf“llq JBFIB SORBISTeTS r Banoi ¢
acid 5 enant ldmmreczmmers and also addltlon salts thereof with a phannaceuncally acceptable
3-{4;2 ( (aZ G}ggthoxylmno)(phenyl)nethyl] 2- 0x0-1, 3- benzo- J
t hi azol - 3(2%03@I ffoxy] phenyl }-2-(2, 2, 2 tr|fIuoroethoxy)propan0|c aci
3-{4-[2-(6- [(2)-(nethoxyi m no)(phenyl)methyl]-2-oxo- |, 3-benzothiazol -3
(2H) -yl ) et hoxy] - phenyl }-2-(2,2,2-trifluoroethoxy) propan0| c acid enanti orrer
1, 3-{4-[ 24( Confpndg nffivowdi () Becbtdihe vy LR Whkreds B%eplesd cbEnzaLh|
(2H) -yl ) et hoxy] phenyl }-2 10 (2, 2, C&ééfluoroethoxy)propan0|c acl an |oner

2, 3-{4-[2-(6 _ )

but oxgi m[ no) @b%?éhﬁ?@?ﬁp z—mé 1, 3- benz&ttmmkglkym whiet may yk phead - 2
- et hoxypropanoic acid. 19. Conpowpdg of fornmula (I) according to claimil,
whi ch are net hyl (tert- butox caﬁbbnyl)anlno] 3 - {4-[2-(6-

[ (et hoxyi mi H’b @‘R@IW?WW] hydroggm atbm rpanabkyl foup, their enantiomers and

t hi azol - 3( 2"'}11a¥ﬂe} E) % p%%ﬂég%c% Q«gc? & z?l%s thereo% v¥1th a pharmaceutically acceptable

2-[(tert-butoxycar _
{4[ Em (6-1( hycddoxyasm no) (phenyl) met hyl ] - 2- oxo- 1, 3- benzot hi azol - 3(21] ) -yl)
et hoxy] phenyl } propanoate, methyl 2-[(butoxycarbonyl)amn no]-3-{4-[2-(6-

[ (met hoxyi m no) (phenyl ) net hyl ] - 2- oxo- 1, 3- benzot hi azol - 3( 2H) - yl ) et hoxy] phenyln
~} - propapwats : : . ~
3-{4-[2-(6-[ (et ﬁ%@y an ASTRHA R psording to. slajpy ob»1 Whetsin Fo repgesents a group »

t hi azol - 3(2H) -yl ) et ho&k@O®enyl } - 2- [ (phenoxycar bonyl ) anmi no] propanoat e, met hy
2- -—CH?_ , wherein R, and Ry, which may be the same or different, represent
ORy
a hydrogen atom or an alkyl group, their enantiomers and diastereoisomers, and also

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
NHCOOR

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

3 , Wherein R, R, and R, which may be the same or different, represent
20 NRsz



{ [ (benzyl oxy)carbonyl]amno } -3 - {4-[2-(6- ' :
[ (hydr oxyi m no) (phenyl) net hyl ] - 2- oxo- 29 JANUARY 200
1, 3- benzot hi azol - 3( 2H) -yl ) et hoxy] phenyl } propanoat e, nethyl 2-[(tert-butoxy-
car bonyl ) (net hyl ) am no] - 3- -71-

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

benzot hi azol - gﬁi% -yl ).et hox nyl } propanoat e, _ X
N: (t ent - but oxa)?;lg av %érgly%t I_H4Qr[%1]_ %’Eﬁz 0}18, BF enantiomers and diastereoisomers, and also

[ (hydr oxyi mi nejiitioheald heRhwkth 2k Racuie A5 RLHhRZ bia 3 Bhde Y1 ) et hoxy] pheny!

- al ani ne,
N- (tert-butoxycarbonyl)-4-[2-(6-[(nmethoxyi m no) (phenyl)nethyl]-2-oxo-1, 3-

B 48] Ry o B R B %8 e caic syl 3 thoay o (o 5.
(6- [ (et hoxy (6] (E)) (trURRRYANB (B eny )Pt T-2  oxd: 10§ Bz f- Zh g St hoxyl
e vt s
oxo-1, S bemzai i cesle o sy ot prey T pancat e etV SR o
Jo2o (et hyl pEARARRE n?éﬂll-@‘-),§§f%£z o pr ation of conpgunds .
of formula (gi;gctégidl ng®t oI?y(H ai n¥T &% ehar s eﬂ@eﬁgﬁy{)ﬁﬁpxcﬁﬁg?w ¢-used
: , oBy)Hal - A /
(N),10 propanoate, 2—ethoxy—3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzo-
thiazol—3(2H)-y1)ethoxy]phenyl}propanoic acid, 2-ethoxy-3- {4-[2-(6-[(E)-(methoxy-
imino)(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-benzo-
thiazol-3(2H)-y1)ethoxy]phenyl}propanoic acid enantiomer 1, 2-ethoxy-3-{4-[2-(6-

15 [(E)—(methoxyimino)(phenyl)methyl] -2-0x0-1 ,3-benzothiazol-3(2H)-yl)ethoxy]-
phenyl}propanoic  acid  enantiomer 2, 2-ethoxy-3-{4—[2-(6-[(2)-(methoxy—
imino)(phenyl)methyl]-2—oxo-1,3-benzothiazol-3(2H)—yl)ethoxy]pheny1}propanoic
acid, 2-ethoxy-3- {4-[2-(6-[(Z)-(methoxyimino)(phenyl)methyl]-2-oxo— 1,3-benzo-
thiazol-3(2H)-y1)ethoxy]phenyl}propanoic acid enantiomer 1, 2-ethoxy-3-{4-[2-(6-

20 [(Z)-(methoxyimino)(phenyl)methyl] -2-0x0-1,3-benzothiazol-3 (2H)-yDethoxy]-
phenyl}propanoic acid enantiomer 2, 2-ethoxy—3-{4-[2-(6-[(hydroxy1'mino)(phenyl)-
methyl]-Z-oxo-l,3-benzothiazol—3(2H)—y1)ethoxy]phenyl}propanoic acid, methyl 3-{4-
[2—(6—[(Z)-(3-chlorophenyl)(methoxyimino)methyl]—2-oxo-1,3-benzoﬂ1iazol-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-[(methoxyimjno)(phenyl)methyl]—2-oxo—1,3-benzo- :
thiazol-3(2H)—y1)ethoxy]pheny1}propanoate, 3-{4-[2-(6-[(Z)-(3-chlorophenyl)(meth-
oxyimino)methyl]-Z-oxo-l,3-benzothiazol-3(ZH)-yl)ethoxy]phenyl}-2-ethoxy-
propanoic acid, 3-{4—[2-(6-[(methoxyimino)(phenyl)methyl]-2—oxo-1,3—benzothiazol-

30 3(2H)-yl)ethoxy]pheny1}—2-(2,2,2-tn'ﬂuoroethoxy)propanoic acid, 3-{4-[2-(6-[(F)-
(methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzothjazol-3(2H)-yl)ethoxy]phenyl}-2—



R4 wherein A, B, R3 and R4 are as defined for formula (1) and I
.represents a halogen 10 atom to yield the conmpound of formnul aZ?yANU%EZOO
AO\/" 1 46 NR RN, RY(;r XRe X 0werein R, R2, R3, R4, R6, A B,

D and X are as defined for formula (1),.-mhich is subjected to the action of
a_conpound of formul a RS5O NHZ; V\/nerein R5 is as defined for formula (1), to

ield th ANUAY -714 R3 A~ | R
S B bl S c@r[&ﬁhgnethowménh@nyi;al
separation t esdthylflaenxovhB GanidthiaSoIne ?ﬁethb%y]gﬁéﬂ}fgygg (Zahdgﬁm‘)@ﬁe gy Y)I on

salts with a pharnaceutically accep ta e’ acl
separ at ed, m&%nalﬁpwbamr@omqntlo 3|—{4§[Z -&ol(E)-emeihonyitiing) (FHnf)methsAONERs1 onal

separation tqoiplgug:. 1. -3(2H)-ylethoxylphenyl}-2-(2,2,2-trifluoroethoxy) propanoic acid

5 enantiomer 2, 3-{4-[2-(6-[(Z)-(methoxy1m1no)(phenyl)methy1]-2-oxo-1,3-benzo-
thjazol-3(2H)-yl)ethoxy]phenyl}-2-(2,2,2-triﬂuoroethoxy)propanoic acid, 3-{4-[2-(6-
[(Z)—(methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol—3(2H)-y1)ethoxy]—
phenyl}-2-(2,2,2-trifluoroethoxy)propanoic  acid enantiomer I, 3-{4-[2-(6-[(2)-
(methoxyimino)(phenyl)methyl]-2-o0xo-1 ,3—benzothiazol-3(2H)-yl)ethoxy]pheny1} -2-

10 (2,2,2-triflucroethoxy)propanoic ~ acid  enmantiomer 2,  3- {4-[2-(6-[(tert-
butoxyimino)(phenyl)methyl]-2-oxo-1,3-benzothiazol-3 (2H)-yDethoxy]phenyl}-2-

ethoxypropanoic acid.

19. Compounds of formula (I) according to claim 1, which are methyl 2-[(tert-
butoxycarbonyl)amino]-3- {4- [2—(6-[(methoxyimino)(phenyl)methyl] -2-0x0-1,3-benzo-
15 thiazol-3(2H)-y1)ethoxy]phenyl}propanoate, methyl 2-[(tert-butoxycarbonyl)amino]-
3-{4- [2-(6-[(hydroxyimino)(phenyl)rnethyl] -2-0x0-1,3-benzothiazol-3 (2H)-yl)-
ethoxyJphenyl}propanoate, methyl 2-[(butoxycarbonyl)amino]-3- {4-[2-(6-
[(methoxyimino)(phenyl)methyl] -2-0x0-1 ,3-benzothiazol—3(2H)-y1)ethoxy]pheny1} -
propanoate, methyl 3-{4-[2-(6-[(methoxyimino)(phenyl)methyl]—2-oxo-1,3-benzo-
20 thjazol-3(2H)—yl)ethoxy]pheny]}-2-[(phenoxycarbonyl)amino]propanoate, methyl 2-
{[(benzyloxy)carbonyl] amino}-3- {4—[2-(6-[(hydroxyimino)(phenyl)methy]]-2-oxo-
l,3-benzothiazol—3(2H)-y1)ethoxy]pheny1}propanoate, methyl 2-[(tert-butoxy-
carbonyl)(methyl)amino]-3- { 4—[2-(6-[(methoxyimino)(phenyl)methyl]-2-oxo-1 3=
benzothiazol—3(2H)—yl)ethoxy]pheny1}propanoate, N-(tert-butoxycarbonyl)-4-[2-(6-
25 [(hydroxyimino)(phenyl)methyl]-2-oxo-1 ,3-benzothiazol-3 (2H)-yl)ethoxy]phenyl-
alanine, N—(tert-butoxycarbonyl)-4-[2-(6-[(methoxyimino)(phenyl)methyl]-2-oxo-1,3—
benzothiazol-3(2H)-yl)ethoxy]phenylalam'ne.

20. Compounds of formula (D-according to claim 1, which are methyl 2-amino-3-{4-[2-
N (6—[(methoxyimino)(phenyl)methyl]-2-oxo-1,3-benzothjazol—3(2H)—yl)ethoxy]-
30 phenyl}propanoate, methyl 2-arnino-3-{4-[2-(6—[(hydroxyimino)(phenyl)methyl]-2—



22. Process for the preparation of conmpounds of fornula (1) according to
claim1, characterlgedpl n that thererrPs used as starting mat &9 dANUARY 2007
compound of formula (I1l1) : H NR R6 XRz (111), Y_( x O wherein D, R,

R2, R6 and X are as defined for fornula (1), 10 with which there is

condensed a conpound of formula RSO-NH2/3wherein R5 is as defined for

formula (1), to yield the conmpound of fornmula (M) H NXR R6 z (VI), XR

NORS wher i nosfS-1,3%%enz8tiazB03 (2B A Shedth) HObRAAE, | OF nfeifyfUl a3(la) i IQ%th

which there is condensed, in asi ¢ nmedi um  a conpound o ornul

~ R3 B Hal-A V(H(ethﬂﬁylmlRQ)(mbem)IMN!D]é&‘ﬂxQﬂﬁ-bé'r’&oWhezoéB(ﬂfQ -yiRthéd/|pindyR42ar e as
defined for (;ng) %ﬂ)k} and HaI represents a halogen atom to yield the
conpound of ¥ ARl

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

5 characterised in that there is used as starting material a compound of formula (1II) :
i
N 1
R
6
R (1D,
<,
X
O

wherein D, R}, R? , R® and X are as defined for formula D,

with which there is condensed, in a basic medium, a compound of formula av):

R3

B
Hal—A / (Iv),

4

R

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
R6 ><R (V)s
2
X R
O

wherein Rl, RZ, R? R R4, R6, A,B,D and X are as defined for formula (I),
which is subjected to the action of a compound of formuld R> O-NH,, wherein R’ is as

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



ARaRsi R(n, X)R2NOR5 which may be purified according 29 JANUARY 200
conventional separation technique, which is 5 converted, if desired, into
its addition salts with a pharmaceutically acceptable acid or base and whi ch
is separated, where applicable, into its’4-soners according to a
conventional separation technique. 23. Conpounds of forrmula (V) according to
claim21 : R3 B AO01\/~-1 aRNR RM ﬁé><R2 O 10 wherein R6, D, X A,
R, R2, R3, Ra and B are as defined in claiiplBfor use as intemediates for
t he synthesis of conpounds of fornula 1. 2ar maceut i cal conpositions

()

conprising as active ingredient at |east npound of fornula (1)
‘Abr an additi on salt thereof

according to any one of claims | to 20 o1
with a pharnmaceutically accepta a Rase, al oa [ n corrbl nation
With one or 15 nore phargfaceut i ac abl e exci prent

Phar maceuti cal conpositions
~of a nedicanent for the tregtnen and/X)r prophyl axi s of hyperglycaem a,

dysli pi daenmia and, nore esprRgral |y, in the treatnment of non-insulin
dependent type H d| abet es, 29 JANUARY 2001

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

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) :

i
N
R ><R1 (),
X K
O

wherein D, R', R, R® and X are as defined for formula (1),
10 with which there is condensed a compound of formula R°0-NH,, wherein R’ is as

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

0
N 1
R 5, VD,
X R
NOR’

wherein Rl, Rz, R® , RG, D and X are as defined for formula D,

with which there is condensed, in a basic medium, a compound of formula (IV) :
3

R
B
Hal—A (Iv),



-76 - insulin resistance, glucose intolerance, disorders assoctAuANWARY 200
syndrome X, coronary artery disease and other cardiovascul ar diseases,

renal disorders, retinopathy, disorders associated with the activation of
endothelial cells, psoriasis, polycysticovary syndrone, denentia,
osteoporosis, intestinal_inflammatory disorders, myotonic 5 dystrophy,

pancreatitis wherdie, B, tansRS areanddfer fobfimal5@) kit HAE rdh &RhIeMa1Oen
prevention o i abet es, obesity, regulation of appetite, anoreXi a,

f type | _ _
bul i m a, an&FOé'i’ﬁ%Yﬁé(?vt?s%{np&@%fforﬁ@iadéhter pat hol ogi es and especial |y
hor none- dependent cancers, such as breast gancer or colon cancer, and as
angi ogenesi s i nhibitors. R" p

0
4
N 1 R
R6 ><R (I):
2
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 -

3

R B
A
N R’
1
s R V),
R ><R2
X
O
10 wherein R, D, X, A, R}, R%, R?, R* and B are as defined in claim T, 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,



29 JANUARY 200

-76 -

mnsulin 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 angio genesis inhibitors.



