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

oroper 1 os M EHCRET PP BRPBINDS, .

excel | ent WPM(YESSM@MMREPAMH)NQWNS The
treat nrent of non-insulin- endent t di abet es

e |1l
r enai RHARMAGEVALCAL/CQ SEIHQN§ TARIENGOHHEM o
the market of a |arge nunber of oral hypoglycaen c
conmpounds intended to facilitate the secretion of

Thd pbent inv@Atod eelfeOttDiety hdteroagdic @nime cpmpowlier @la pracgyefor their
tlssues 10 During.the last ten years, a class of
prepaAOLARISIO PROTRASC R Gah FUBRASIANS SORBRIE P lict ure  (US 5
089 514, US 5 306 726) has denonstrated a marked
anti-diabetic activity by pronoting sensitivity to
Thé rembbmdsndesariigelt inpthei mhmlalm\f(ents(sru ex {iek eindthave mheanacological
liver, adip tissue f ani
progees M P aepR RISty Be F caralisat BPoabal S pypgligeemic
agéﬁ§o | ower the levels of insulin and of lipids in the
same ani mal nodels and induce in vitro 15
di fferentiation of preadipocyte cell lines into
Th%ﬂ‘lgg Ktt ef rfé}g}gcel : sulh?g €pe§§iﬁi iyé)aeigg b%«gs %mal s*zluerhs%%tlact?ry despite the
1ntMQhet1&?1rbi‘1ﬁdrﬁ1% Qharketb?92argd humB&r3248 hypodiheachtie atmpntndeintended
gfea i pocyte cell lines with the thIaZO|IdIﬂEFI0n
to laoidita thteamﬁfémb@ﬁ ingHin aagdePramait ke ARIen 1pPetiperal target tissues.
expression of specific genes of the lipid netabolism
such as aP2 and adi psin, and al so the expressi on of
Duhhg tgé Llﬁ‘&@StEn tyeans poclhar sf anh@dmrmls cha@iridT4 th@@obiiggﬂé@tei pigucture
he effect of th azolld edi o es obs ity b
(US B89 b HS Sed6ah) Vies Semppitel o BOOR SHRAIUg, ARy by
pro JiE e 1%' P?{ﬂmbﬁ‘l t&'&@t ﬁéri aﬂﬁés@l@s ekeRHE hAREe, liver, adipose
ranscripti actors r oxi some
tisquepdf dndmalt modeﬁs hawiag em-mumpﬂcpengamm)b])l déablelﬁ?R 1}12)56 compounds

Ch (o] n C restori.n !
als? AT thenféﬁg]ﬁ ?F%H@’F 311(?8?@%‘&%’? the FERC 3%1“%& pose %{sr{sdigmé  vitro
diff¥fentiation of preadipocyte cell lines into adipocyte cell lines (A. Hiragun et al., J. Cell.
Physiol., 1988, 134, 124-130 ; R.F. Kleitzen et al., Mol. Pharmacol., 1992, 41, 393-398).

The treatment of preadipocyte cell lines with the thiazolidinedione rosiglitazone brings

about inducement of the expression of specific genes of the lipid metabolism, such as aP2
and adipsin, and also the expression of the glucose transporters GLUT1 and GLUT4,
suggesting that the effect of the thiazolidinediones observed in vivo may be mediated via
adipose tissue. That specific effect is obtained by the stimulation of nuclear transcription
factors : « peroxisome proliferator-activated receptor gamma » (PPAR y2). Such compounds
are capable of restoring sensitivity to insulin in peripheral tissues, such as adipose tissue or

skeletal muscle (J.E. Gerich, New Engl. Med., 19, 321, 1231-1245).
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skeletal muscle (J.E. Cerich, New Engl. Med., 19. 321,
1231-1245). -2- Conpounds having a thiazolidinedi one
structure (troglitazone, rosiglitazone) have
denonstrat ed di sturbing side effects in nman, however,
especi ally liver problenms (Script N 2470, 1999, Sept.
gt", 25). Al arge nunber of hypogl ycaem' c agents have

significant si ef f ect at i C,
ma%fg’ﬁé% o .%)t‘ﬁl %eiﬁeqs 191} tS RS “8% ta?%‘%"*m f"*"le%htazo?ﬂ have
den{f)ﬁ &Fﬁfsuﬂfnngo@dé Bt B dRRERERBer, EyBEally lideapRbRSns (Script

evel opnent new t her apeuti c agent s that are | ess
N° 24501 1:999nﬂepth&‘{] 2ne active over the long termis
absol u ecegsary.in t hi Rat ho < : :
A TR SRAET s BT Ebi Bl S PR iR R repatic, cardie,
haefnPloBBRESS WhidElimk 986y 10h8-terhDudesil mi)é &émimbntk)f nodEih8{1#3Jependent
The associ ation of hyperglycaem a with hyperlipidaenia
p@Hdﬁ@&@@s the risk of cardiovascul ar disease in

Th%éae\y o%@%%}]%m&f E]}%F%;%ﬁt?ﬂ%ept%&e{re iRk dagIAqG and af%bcﬁ:‘ﬁ'v& ¥ver the

I'es nmodem wor I d mar ked by
lon$ teemumtasl@mta@ n%é&s@hrym{hwmholog}ant ities and a chronic

ack of exercise. The i ncr eas freque of those
Mofsavsiol lygrRiRamics i GHlisnh8DEGE) i ALY (IARFe ccate: 1995, 18

(su rfe%ﬁe%? ?gt8l6ﬁ8 @ﬂe*ﬁﬁéas%&%u Vof ?Eérgl‘ﬁf@aénﬂa %ﬁlﬂlﬁbﬁ@[dﬁ@ﬂhﬁa increases

nmpoun avi'ng an exce og ycaem C and

the hylpof tpdievdscular ﬂusease in Mbdtlss famrgﬂyqagmtah by perkipidesmia @nd obesity
observed

. | di
e et e B L S SUE P e

ua}lme%%nﬂatchfﬂnggﬂa%@f@{egw@re i ndi cat ed espeC| ally in the
treat ment of non-insulin- degendent g) Il diabetes
[

The dncrease uini rﬁ@qp@myph’értmsel pathologiep e@|11§t e gfieyefgpment of new

ormalisin ucose,. 20 cont rol
theipettes MR Ay TS o g CBndstnadbfipbll heidEn excellent
hypoBM@Rdmie %@%ohb&m@ﬁ@ﬁﬁtw%ﬂmim del side effects @baambd with
are excell ent hypogl ycaem ¢ and. hy pégl paem ¢ %/e ol ¢
thia"ihledlp¢CbeleﬁStar¢ AvssEvesHY rvenabestigigh B Be sreginygnl gnd/gr prpphylaxis o

thoSe EBQ&B&%S of df At %’cjhgatéd &pecx%lly in the treatment of non-insulin-dependent
type II diabetes for reducing peripheral insulin resistance and for normalising glucose

control.

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

above pharmacological criteria and are excellent hypoglycaemic and hypolipaemic agents.

The present invention relates more especially to the compounds of formula (I) :
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R3B -04aR NO YaX RNOR wherein: X represents
an oxygen atomor a sul phur atom A represents a
(Cl-C6)al kyl ene chain in which a CH2 group may
optionally be 5 replaced by a hetero atom sel ect ed
from oxygen and sul phur, or_4ay an NRa group (wherein
Ra represents a hydrogen atomor a linear or branched
(C-Co6)al kyl group), or by a phenylene or naphthyl ene
group, Rl and R2, which may be ideRticgl or different,
each represents a hydrogen atom 0| i near or
branched (Cl-C6)al kyl group, a li or branched
(C2- C6) al kenyl group, a lingar br'gnched
(C2- Co6) al kynyl group, an aryi% 1

aryl - (Cl -C6) al kyl group’in i chot he al kyl noiety may
be linear or bra -C6) al kenyl group in
whi ch the al ke _noj & y bejlinear ognbranched, an
aryl - (C2- C6) al kyny P T~y whi ch the al kynyl noi ety
may be |inear or bt , a heteroaryl group, a
heteroaryl 15 (C -&6)al kyl group in which the alkyl

noi ety may be linear or branched, a heteroaryl -
(C2-C6) al kenyl group in which the al kenyl noiety may be
|'inear or branched, a heteroaryl-(C2-C6)al kynyl group
in which the al kynyl noiety may be |inear or branched,

whegeinGa- C8) cycl oal kyl group, a

(C3-C8) cycl oal kyl - (Cl - C6) al kyl group in which the
al kyl noiety may be linear or branched or a linear or

o Xrasnehac mGxyga) ohyor aXdifhat atatkyl group, -4-

A represents a (C-Cealkylene chain in which a CH, group may optionally be
replaced by a hetero atom selected from oxygen and sulphur, or by an NR, group
(wherein R, represents a hydrogen atom or a linear or branched (C;-Cg)alkyl group), or

by a phenylene or naphthylene group,

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

haloalkyl group,



10

15

20

25

R3 and R4, which may be identical or different, each
represents a hydrogen atom a hal ogen atom or an R, OR
or NRR group wherein R and R, which nay be identical
or different, each represents a hydrogen atomor a
linear or branched (O -C6)alkyl group, a linear or
branched (C2-C6)al kenyl group, a |inear or branched

alfgsfmcd?é \ié%l;%:rk%sﬂ & chggceﬁm rﬁ#%ﬁ 3 ou&aﬁe%ﬁse%l e}%ydrorgaen atom, a
\t}ﬁaloc%eh%h A arPR a@thﬁ%Rﬁﬂgr@ﬁ% lwhee2r Rehal Ikewichgmupe {dentical
[ t al kenyl

noi ety may I i near or branched
aorydiffereat, %ﬁhlrmwntsga iy proigan whine for tahknesy 1oy FAnahed é?yCe)alkyl

@pgﬁ? gal}rlﬁlap g ra@%}je I(%/'I@Sq[f%e&ﬁl Er%%ﬁ#j Ia{%éé% of B%]glﬁ cf(Cz-Cé)alkynyl
h &), YanT&RY1 ?ﬁ)dp' ﬁﬁ%fleC J@I&ﬂ@}h gdourAin which the alkyl moiety may be
et er oary

group in_ which % ﬁpe alkeby
niiest yr h@y_cw B ﬁgé-l(cb-ﬁ,y Yakgarhggup which the alkenyl moiety may be
het K,

e &l Oahlé? 1%%2 Pncé)eﬁ‘ r(&% @dm g]hgrg{qg in ?ﬁﬂic‘fﬂh@ Eg(gﬁ%laﬁaﬁ;ty may be
gﬁ&ldp or Branckelt, Golaato9Blgiop; acaetem)raL@+caga1bylpgrpnp whindikch the
the al kyl noiety may be |inear or &5: ¢331§gr ﬁ | i near ...
oalkpr mpietemmay GF- ]@@F{)@I Yrarkes R\ ete@?%&g 2T RSN ERE,
toge tﬂ&%&l W tl{g tn[?a? 8?[1993? UQRRhERT { YibiBEbaF IR QY- O@’}hﬂ@n&h gsbup in
ars ¢carri ed § acent car bon atonms, forma
r whghtthatallgegpricses mayobe 61nearntg lmanﬁ@dsag(ﬁld-(}g}pgploaﬂqy group, a

SlisposeiSitirspelt %@tr?%% oS B RhGE g B AR ppar or
( %n%h%}r |§3ﬁne&r &Lﬂi’a&ﬁedﬂ% ' LOgBslyRdlo Ak ANEHgs

kenyl group, se groups being substituted :
2ar Rbynch@ rtogmh@mﬂmhmladoomatqms casry(mglﬁlemmvl\ﬁﬁ sy e caryied by

two a<§{ 5ce§1te Rirbos g o§nsa folrmqa:ermgl}lﬁe% con‘éréeslg‘ or 6 ring members and that

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

B represents a linear or branched (C;-Ce)alkyl group or a linear or branched

(C,-Cg)alkenyl group, those groups being substituted :

¢ by a group of formula (II)) :

R
—< dn
R®
wherein :
Z V4
* RS represents a ——H———OR ’ ——H——-NRR' i

Z
|

— NQR)C—R' or —NR)C — OR' group wherein Z represents an oxygen
atom or a sulphur atom and R and R', which may be identical or different, are as

defined hereinbefore,
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- N(RI 11-R or -N(R C- OR group wherein Z
represents an oxygen 25 atomor a sul phur atom and R
and R, which nay be identical or different, are as
defi ned hereinbefore, -5- * and R6 represents an aryl
group, an arylal kyl group imswhich the alkyl noiety
contains from1l1l to 6 carbon atons and may be |inear or
branched, a heteroaryl group, a heteroaryl al kyl group
in which the al kyl noiety contains from1l to 6 carbon
at oms« and mypr@@ntsl @eﬁm grb?b fa@ﬂﬁﬂeﬂiyl giGhp i efhichztbé elkyl m01ety
-OR, -NR', - N(R) - z NNRCGOR or -Oil-R % )
wher ei ncoztams fegm dde ﬁ@é@oﬁéﬁe@%?@éﬂ%%yebea]ﬁ‘%faﬁohlﬂan@ed a heteroary
whi ch ey . 8HF1 to 6
roani ngaoue S FRERY Honph ShERG I gPiclcH St B3IF
R7 r epr@ﬂﬁjmt i ngatemEN, tedr az mag R\be\ / Rénear P| (K | R brnched,
-N(R) I ~V. 0Or v ~~ ||2é wherein Z is
as deflﬁgdwﬁéﬁe?nﬁ_T Be'ﬁﬁ jfr h may be
identical or 15 different, nay take t sane meani ngs
as defined hereinbefore, n represents 1, 2, 3, 4, 5
or 6, and R8 and R9, which nay_ be i dentical or
di f fer ent; NBIRTOB ¥ents Oz Giydkogen atom or a Iinear
or branched (Cl-C6)al kyl groupg), wherein R8 and RO
cannot sinultafreously represent a hydrogen atom or B
represents a group of forrmula (I1) or a group R7 as
defi ned hereinbefore, 20 it being understood that :

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

different, may take the same meanings as defined hereinbefore,

4 or by a group R, R" representing a CN, tetrazole,

—N(K)T—K —N(R)T—OR‘ or —O

wherein Z is as defined hereinbefore and R and R', which may be identical or
different, may take the same meanings as defined hereinbefore, n represents 0, 1,
2,3,4,50r6,and R® and Rg, which may be identical or different, each represents
a hydrogen atom or a linear or branched (C;-Ce)alkyl group, wherein R® and R’

cannot simultaneously represent a hydrogen atom,

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

it being understood that :

* the oxime RI-C(=N~OR2)— may have the Z or E configuration,
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* the oxime R-C(=N-OR2)- may have the Z or E
configuration, -6- * aryl is understood to nean a
phenyl , naphthyl or biphenyl group, wherein those
groups may optionally be partially hydrogenated, *
heteroaryl is understood to grean any aromati ¢ nono- or
bi -cyclic group containing from5 to 10 ring nenbers,

which in the case of bi ycI eterparyl groups_mm 5
b SMTFGODE PR BN aE GaLAEP RS EaTHe: SRereE s groups
1 to 3 hetero atons
Iﬁéﬂ%@@ﬂ m? B%gyggﬂgocﬁggggen and sul phur, wherein the
aryl and heteroaryl groups so defined nay optlonally be
substituted by oml| to 3 identical or.differe
* hetesenpy! sSeW@@f%%OC{ Fo PR RBR A Rt; BRERRET PETY ) %‘i°“¥}|°°mammg

ﬂédrﬂ ealo gr() nﬁé &}H&Hﬁéils ($kicBhPr@k yhad oal BﬁWdlC' hdﬂ@aéryl) rgroups may
ranched (C1- Co) al koxy, hydroxy, carboxy, 10 farnyl

dptmary be phrtiailg Hodragehat@bpaoyk, ofath@ynngs WRJOUGW@E diom 1 to 3

dent| different, each
}i'eéeﬁ? a@§+ﬁ5§1e\§@ﬂ$m§’\é¥€€8t Igll’ﬁog%l N Sul %{ldr br anched
(d-Co6)al kyl group, an aryl group or a heteroaryl

group), ester, amdo, nitro, cyano, and hal og e gg
wheteintihehny] ebhéteomne groud seaBned Ee SRRy bENED situgd B from 1

to %d{%ﬂtl %gt&l arlerllt rgccseﬁﬁe%gégef'&mngﬁgfg%f iﬂﬂbéﬁﬁ CglEJG hnear or

braﬁ’dh@@ p@@@@ptﬂ?hﬁdé&tlkﬁ? Miheamyr b‘ﬁamsheﬂl @e@G)al\kDXY]ohydroxy, carboxy,
In an imtation,

fonny]d ,h@gqrrdm anxé&yeg (C $‘Q6)§‘ﬁﬂr p@yﬁﬁ]@%é{g\@ém bcemg Cpf°d which may be

1deﬁfc% be dl?%hgrt éé'chfr%ﬂggeﬁ%caehﬂf&og&il Homl Q(Hn'eﬁr &Cbﬁncﬁéﬁr(@‘{-l@@)alkyl

, succinic glutaric acid,
groﬁp&mﬁfarﬂ oacurlor 4 lnttraniyt gmapy estem bmidp, aticd cyasios idhajegea, atoms,
ascorbic acid, nethanesul phonic acid, canphoric acid,
oxalic acid, etc... 20 Anpngst the pharnaceutically

to @féﬁe @ﬁﬁmoﬁlepﬁsa%ﬁ Hﬁ%ﬁeoﬁ@bﬁeﬁe ARNkIso N phivinideewtically acceptable
rmplyirng any limtation, sodlun1hydrOX|de pot assi um

addhvylr sak dmedfw‘éiaﬂwcaiwmasc ert-butylamne, etc.
Preferably, the group R-C(=N-OR)- is in the b or ¢
position. A preferred group for R3 and R4 is the

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

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

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

Preferably, the group R!-C(=N-OR?)x- is in the b or ¢ position.

A preferred group for R? and R” is the hydrogen atom.
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-7- Preferably, A represents an al kyl ene chain in which
a CH2 group may optionally be replaced by a hetero
atom and nore especially by an oxygen atom The
invention relates nore especially to conmpounds of
formula (1) wherein A represents an ethyl eneoxy group.
5 Preferred R2 groups are the hydrogen atom and al kyl

rqoups, such as, f exanpl.e,. the . ne | aro .
preffeibii: gEBUSTY et HE SR80 HROHDIC G ol ¥ Ry Spronally be
replﬁ@éf‘&?i hdtttoeflorand whed bdpetigltly By al08ey@h atdir e

substituents selected from groups such as al kyl,

al koxy, and hal ogen atons, and RL represents nore

e =) S i) € nﬂib%ﬁ RHRa 4P wReRf A Rgresents
TM@?@%%% e%?%quﬁy%gé%ggr&%ﬁ§l gr%%%gf and ﬁgre ?
an @bylewdoal lgyouml kyl groups, COORX COORSCOORS substituted

by a ---< _ --< NHCORY ORY NRYRZ COORS or group,

NHCOCRY wherein RS, Ry and RZ, which may be identica
Prefiredi R¥ B108P4 aree@l%rhyﬁ?c@f'eﬁsa@cﬁﬁ Sind K rRees, slidimsyforaékample, the

al&yl group, such as, for exanple, a nethyl, ethyl,
methybgplip. 15 i sopropyl, butyl, isobutyl, tert-butyl,

pentyl, isopentyl, neopentyl or hexyl group, a

pol yhal oal kyl group, such as, for exanple, a
R! hdvahtagesRReleBiscith atphbdi was@ehinit ugsubstitutedosr sabgitetey by one or

or benzyl group. The invention relates nore. e pecialky iR
motepsubsiiponih deleeed fionnatoaps puchyaselisilnalisor ﬁf@é@ﬁ?«g&n gpms, an

repga%é?gsg mo %%lgcﬁgﬁ)h@ gr?sg%étitgtre@ BRerY PRfupt uted by a group

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

COOR, COOR, COOR,
substituted by a ——< > A< > ——<
NHCOR, OR, NRR,
COOR,
or group,
NHCOOR,

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

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

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

or a phenyl or benzyl group.

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

COOR,
alkyl or alkenyl group substituted by a % group wherein R, and R are

OR,

are as defined hereinbefore.
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ORY 20 are as defined hereinbefore. -8- Likew se
advant ageously, B represents a group CH3 CH3 2 fl C
COORX wherein n and R are as defined hereinbefore.
COORX Even nore especially, B represents a group -CH
ORY wherein R and Ry are &s defined hereinbefore. 5
The invention relates very advantageosly to conpounds
represents an oxygen atom

vikgisgSbirRet e SRR Puis euhe s & G GO enain.
R3 and R@E@lnuCHaneously represent a hydrogen atom 10

Réprzseﬁﬁéﬂén ung%g@§gfaﬂg;;ghgg&ghgzgﬁé£ﬁgggﬂg .

B represents a group -CHC wherein R ORY are as
defined hereinbefore. Even nore esp the
Evennvan esmaiatly) Biregsedentstahgrotipl | orrpounds of formula

(1) 15 * ethyl
2-ethoxy-3-[4-(2-{7- [(nethoxylnlno)(phé%yl)nethyl] 3- ox
WhﬁmﬁRggﬂQ%'%&gﬁﬁﬁ%%edh?€¥ﬁg§§3phenyl]propanoate * ethy
3-[4-(2-{
The?lnifé(nﬂnetl nelxips memiGypitesepbly e eompoungs gk umuta @) wWhered- 4 1

benzoth|a2|n 4-yl } et hoxy) phenyl ]-2-(2,2,2-trifluoroetho

X réfd{eh@RAPAAES, atoth or a sulphur atom,
et hyl 2- et hoxy-3-[4-(2-{6- [(nethoxylnlno)(phenyl)nethyl]
- 3- 0x0- 2, 3-di hydr o-4H

A represents a CH;—CH;—O chain,

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

R! represents an unsubstituted phenyl group, and

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

OR,

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

*  ethyl 2-ethoxy-3-[4-(2-{7-[(methoxyimino)(phenyl)methyl]-3-ox0-2,3-dihydro-4 H-
1,4-benzothiazin-4-yl}ethoxy)phenyl]propanoate,

% ethyl 3-[4-(2-{7-[(methoxyimino)(phenyl)methyl]-3-oxo0-2,3-dihydro-4H-1,4-
benzothiazin-4-yl}ethoxy)phenyl]-2-(2,2,2-trifluoroethoxy)propanoate,

*  ethyl 2-ethoxy-3-[4-(2-{6-[(methoxyimino)(phenyl)methyl]-3-0x0-2,3-dihydro-4 H-
1,4-benzoxazin-4-yl}ethoxy)phenyl]propanoate,
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*

*

20 1, 4- benzoxazi n-4-yl } et hoxy) phenyl ] propanoate, 9 *
et hyl

2-et hoxy-3-[4-(2-{7-[ (hydroxyi mi no) (phenyl ) net hyl ] - 3-ox
o- 2, 3-di hydr o-4H

1, 4- benzot hi azi n- 4-yl } et hoxyg phenyl | pr opanoate, *

et hyl

f’ﬁ(g]i[ayg,’ig{q?tpé;mg %h f)fjr{?f%yg}oxy nglgrt)ﬁp%ngl E'X' L3- oxo 5% c%hydr 4'?’—]
bleEJ%QHHﬂﬁéilH- 4%%&@%9393%}:3&%@!&&&@ (2,2,2-trifluoroetho

XYy) pr opanoat e
2- et hoxy-3-[4-(2-{6- [(hydroxy|nrno)(phenyl)nethyl] 3- ox

et e o kg NS oy dro-4 14

gbeg&gkﬁ{?m%rlgf}ggh%zé)%rlgﬁmgr@z)QLtmﬂn@ao(emgmﬂrapmbﬁy| ] - 3- 0x

benzot hi azi n- 4-yl } et hoxy) phenyl ] propanoi c acid, *
é@}@ %Q%,ydé 1 2%{& IR E eny?)ﬁl%th%ﬁ}%)o%tzhzb’h&ryéo%ﬂ

be 1 dakr opanoi c acid, *
3- ?}emx@ﬁhmﬁ%%@?ﬁﬁ/ ]?mna]ﬁ) methyl - 3. oxo-2, 3-di h

ydro-4H 1, 4- benzot hi azin- 4-yl}
t2 ﬁ%Qy ﬁféﬂ&-% %(hgrgfo?(ylzrm}lcr))(phen%ISrngﬁ'rpﬁ@-gfg ancﬂﬂﬂld:ro G 94-

3 YA | thyl] - 3- -2,3-dih
AR oAy 1300023

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

af 83\96¥'§'§ (12 4{_7 ém&@owwao thln Jme Elldhe g »3- dlg{/cirj) -4 1 4-
Obe’nzérhvdzhwry@}]reﬂﬂdxgz)ﬁenﬁmamaw d&rd4 yl}

et hoxy) phenyl ] propanoi ¢ aci d
2- et hoxy-3-[4-(2-{6- [(nethoxylnrno)(phenyl)nethyl]-s-ox

ro 4H-.1 | AT Al S
e?ﬁ%i%%ﬁ 9{%%188%%16?8’9 - _8£Oe_‘%£}r-r(%llh%c}rrgr4s]{ 1,4-benzothiazin
g'%ﬁ{o&%@@ﬂﬁ]-&(zarmtrﬁlrﬁ)@odﬂ{bawm@mblmid ,y acceptable
ition salts 20 with an acid or a base of the

preferred conpounds of the invention forman integra

pi‘] %t(g 47 (,;{r%e%h?%/l 1no LHE:n '1*? thﬁllﬁ—ol%ezsf 2Qin fbV@HII' DBenzothiazin-

e prépar i on of
CW}éunﬁij)phfenylﬁ-Qr(mzul-&rf(do}oeﬂtnxg)promnofwacatt erised in

that there is used as starting material a conmpound of
2-ethoxy-3-[4-(2-{6-[(hydroxyimino)(phenyl)methyl]-3-0x0-2,3-dihydro-4 -1 A4-

benzoxazin-4-yl }ethoxy)phenyl]propanoic acid,

2-ethoxy-3-[4-(2-{6-[(methoxyimino)(phenyl)methyl]-3-0x0-2,3-dihydro-44-1 A-
benzoxazin-4-yl }ethoxy)phenyl]propanoic acid.

The enantiomers, diastereoisomers, and also pharmaceutically acceptable addition salts

with an acid or a base of the preferred compounds of the invention form an integral part of

the invention.



formula (I11) H 1 0 R N(IIl), X OS5 wherein R and

X are as defined for formula (1), which is condensed in

basic mediumw th a conpound of fonnula (1V) R Hal-A

B(1V), 4 wherein A, B, R3 and R4 are as defined for

fonnula (1) and Hal represenys a hal ogen atom to

yield a conpound of forﬂula (V) 10 3B ~1 R4 NO(V)

R CE X O wherein R B and X.are
Thedé\‘eﬁ‘ﬁ’édlnf’%ﬂftl%?%Fsaa](sP)to o] 4o H’&J BEPHIPY of pgompounds of

forrgglta'(g ﬂ?rlﬁf:h % GAIRAUA rm?g O R uBL N 1k & &bl B2cdnfpound of

ef 1 ne (I') to yield a conmpound of
fortholarfila (1) : -11 R3

H
e
" f (I,
X
0]

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

which is condensed in basic medium with a compound of formula (IV) :
Hal—A av),

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

10

Z——l>

V),

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

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



B A~1 RAR 0RX NOR which my be purified
according to a conventional separation technique, is
converted, if desired, into addition salts with a
pharmaceutically acceptable acid or base, and is
optionally separated into _ijgoners according to a
conventi onal separation technique. 5 An advant ageous
variant relates to a process for the preparation of the
conmpounds of forrmula (I) which is characterised in
that there is used as starting mateji al a conpound of
formula (I1l1) : H 1 O Rya (Il1), erein R and X
are as defined for formula (1), 1 h is condensed
with a conmpound of formula R20- ein R is as
defined for fornmula (1) to |eId gpound of formula
(M) : HO R (vI), X NOR - 12-

LT

which may be purified according to a conventional separation technique, is converted, if

desired, into addition salts with a pharmaceutically acceptable acid or base, and is optionally

separated into isomers according to a conventional separation technique.

5 An advantageous variant relates to a process for the preparation of the compounds of

formula (I) which is characterised in that there is used as starting material a compound of

formula (III) :
H
N0
Rﬂ f (1)
X
0

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

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

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

0
N0
R VD),
X
2
NOR
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whe
whi
for
and
a h
B
acc
whegein

rein R, R2 and X are as defined for formula (1),
ch is condensed in basic nediumw th a conpound of
mula (I1V) R3 Hal-A/ B (1V), 4 5 wherein A, B, R3
R4 are as defined for fonma (1) and Hal represents
al ogen atom to yield Eﬁgfnpound of formula (1) R3
A~1T RA NR I (1), whi ch may be purified
ondipg to a conventional separation technique, is
Wer Reehd Xrare ehedefinediforifemgiladdi ti on salts with a

whiglg?sircgﬁg%%;e/é f:nitlbals}f: I%g(ﬁ&l?lt 'EH £ 1|.5c91n8r0f b&sfila ﬁW 1S

con
for
obt

conventi onal chem cal reac

it
hav

Separated 1nto 1soners according to a
venti onal separation techni que. The compounds of
mula (111) are commercial_jroducts, or readily
ainable by the person skflled in the art by
3B or cribed in the
erature. The ggrpouhd e pr t invention
e very val uabl e pharmacglpgy¥cal properties. 15 The

Ay

conmpounds denonstrate especigjly an excellent activity

in
pro

| onering bl ood glucose I|®vels. As a result of such
perties they can be used therapeutically in the

treatment and/or prophyl axis of hypergl ycaem a,

wh%¥i§1

| A P O@e sy ieR BRd a5 WBfifeHP Esthitld ) ahdiHahepresergat helogen atom,
non-1nsul i n-dependent type || diabetes, glucose

to yiieltl elcompnem] oftfosonldéls - 13 associated with syndrone X
(i ncl udi ng hypertension, obesity, insulin resistance,

which may be purified according to a conventional separation technique, is converted, if

desired,

into addition salts with a pharmaceutically acceptable acid or base, and is optionally

separated into isomers according to a conventional separation technique.

The compounds of formula (III) are commercial products, or readily obtainable by the

person skilled in the art by conventional chemical reactions, or described in the literature.

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

The compounds demonstrate especially an excellent activity in lowering blood glucose

levels. As a result of such properties they can be used therapeutically in the treatment

and/or

prophylaxis of hyperglycaemia, dyslipidaemia and, more especially, in the

treatment of non-insulin-dependent type II diabetes, glucose intolerance, disorders



10

15

20

25

at heroscl erosi s, hyperlipidaema), coronary artery

di sease and ot her cardi ovascul ar diseases (including
arterial hypertension, cardiac insufficiency, venous
insufficiency), renal disorders (including

gl omerul onephritis, gloneruligsclerosis, nephrotic
syndrone, 5 hypertensive nephrosclerosis), retinopathy,

di sorders associated with.the activatio T :
s ek G0 BB Sl Dt Rl Bl g resisance
athSYREANE, h?ﬁé?ﬁfgl’_iﬂbe?miaﬁi ahiehiry empml ideabdeonad amedr cardiovascular
osteoporosis. They can be used as_ al dose reductase
discastyi Ghelodisg f teriahphyputangiono gididey inspificiancpnyenqys nsufficiency),
ementia and f.or the [ ecati [ t :
rend R & AP oy L S Rerlos LR, Fepimotie sypdrome.
lum@ﬁaﬁh%ah&ﬂﬁémﬂ@wﬁgrk@ﬁ@bﬁhﬂﬁHﬁoumananodawdTw&habtHmﬂwmkm,of
of these conmpounds is also recomended for the . o
endpthelial raSHE. RFRHAYS: Rﬂ‘ll’fﬁﬁ% QYAr¥ SYRYrogien asmeHtias éléaggt’w complications
i ncl udi type | diabetes, hypertriglyceridaem a,
and§§%8ﬁgﬁégx, insulin 10 resistance, dyslipidaemain =
The§i édpebe Gsed y péddse pediaest dnhibitpsr oh dhpstver cagrifiva functions in

arterial hypertension, cardi i nsufficienc an .
deriaiiy Bvndoitar araugiooehebasy ihiSotapiliyy disorders
myc'ﬁ'aﬁic‘agé‘fpcg%@fgﬁarﬁfe%ﬁﬁgrﬂt@ﬁé%&ié, Reiifahed for use in the

gulation o

re appetite, especially in the regulation
of food intake in subjects suffering fromdi sorders

such. as_.gbesi t norexia, bulim ' -
The aeliyiss 9f 8‘\f%e Q ﬁ%gﬁqysre%ogﬁmg%c[ggﬁ”ﬁg ltl% ee%ﬁ Esuzdéorl %rophyla)us
of $th& PEEMENLAQRIAE tyfERUMBBles, Hypehid potaihlensd, eyyndmere X, insulin

obesity with advantggeous effects on hyper|ipi daem

resintapess ygsli@jémnai,a wsd Woé’ﬁﬁ?tligidﬁ%@e_hmFW}l@F%ﬁE ’em?é, arterial
hyp:ﬁggrilflsi(%ng carlr%fc'ajcsiﬁs%%ae&ﬁfdg{dsé%frﬂg\'}asscﬁlgr 258 eshddsdily! dtherosclerosis.

nce I's a secondary physi opat hol ogi cal nechani sm
20 The use of those conpounds enabl es reducti on of
total cholesterol, bod mgf ht, leptin .resistanc .
Theysompaangs arcoEhermqrg iRfieaisdglos usq p) be Tepplion, itefits, especially
in Rxlear%gaa{i&? of ff@&%Xrﬁ%@ 648 subjdbls SnEleReY Tbin CRdbrdes WEEH ak Mobesity,

associratron wt CoA reductase 1 nhibitors,
anobéxia, dubmja amd anotdxid weraesad, chol estyram ne, col esti pol,

probucol ,, GLPI, netform bi guani des or l ucose
The ocARRAUBHS oFeY nT’ﬂ_cBT‘{“EﬁJ% gﬁdu %ﬁ Iﬂqu%l P ]helvgl_?ﬂeorn ed”" treatr.nent of
hyfeR@8IebRIolmial dbédi9r eRttht | MWEnthGecast efRBtsi NosY NEheYipidaemia,
the patient treated: i ) . . ; .
hyperglycaemia, osteoporosis, glucose intolerance, insulin resistance or disorders in which

insulin resistance is a secondary physiopathological mechanism.

The use 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,
nicotinic acid, cholestyramine, colestipol, probucol, GLP1, metformin, biguanides or
glucose reabsorption inhibitors and can be administered together or at different times to act

in synergy in the patient treated.
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- 14 They furthernore exhibit activity in cancer

pat hol ogi es and especi al | y hornone- dependent cancers,
such as breast cancer and col on cancer, and al so have
an inhibiting effect on the angi ogenesis processes
inplicated in those pathol aghes. Anmongst the

phar maceut i cal conpositions according to the invention

th h
Theg RGBS BLGH STV RSPt AR TOgleare pipre gy Holilheefendent

canbdr@NSiclk Y BREMUSIncer’RAIRlon RAtd] Aglake h@@dﬂirﬁlnhﬁiﬁtmg effect on the
respiratory admnistration and especially tablets or

angiheagesesproceseds| inpheated inabpsetpathodegithet s, paquets, gelatin
capsul es, gl ossettes, | ozenges, suppositories, crearns,
oi ntnents, dermal gels and drinkable or injectable

AmBHPR ‘tﬁegﬁlarrﬁﬁ&uﬁ@ﬁ *ELpYEITib@Sactirdapao It]dﬂlm&emtwm there hmysmemtloned
age and wei ght of the patient, the g1n|strat ;
morequpealbHBostavhick st Suit A CHa M BETIE R L ab T ot BFgfitancous

recta e%%rﬁ%g]h LG of I &ﬁﬁrﬁﬁ‘)@‘% Scldﬁﬂgstfa%%ﬁ ea§1df dspBRI Ry taPltd @gr Hragges,

ours tak more adm ni strat’i ons.
subnﬁ@&e Riblétayveishétonpagabas gslam sapsuhasaglnewttas dozinges, cﬂﬂpposltorles

bet ween a heterocyclic,c f. formula (1) as

creafas, RN GBS B AR CaR N SHURTPEYEH 1 or
obt ai ni ng pharmaceutical conpositions for use in the
treatment and/or prevention of obesity and 15

Tha)\desa/gel getl’[eschlalaamrmczse‘dltlb)ﬁha doudypeeresd WaEak cg°r thgt patient, the

than 25. The ti oxi dan nts ac
adni“ﬁ%fgﬁ?‘?lb ﬁo‘étFe%QWE“ %s?)ge & %Iliyap ? g rcggoé adi gtel any assoclated
trea%ﬂ@ﬁlg Sn®fankELRomad flto ti@fRPRAGodGeEKeR,in 1 or more administrations.
antili poperoxi dant agents, chelating agents or agents

capabl e of regeneratlng endogenous antioxidants such as

| o oun
Theggxi%f%t Ilhv%lr;]lgg? Yk t{s% Ml G ol Q¥ 48 15{1 Bret@Bh 2hs@rRgdid écﬁﬁb d

Arvaceuti call y acceptable”acid
of GbrrR@s e (1) 28s Theineat lhepemﬂ)afdre ag&htanofantlbmdanis ageutt ifon obtaining
according to the invention is nDre

pharmpeessiedlt cummayitions Hohase Bhﬁtfu%eém% Al Efﬁv%gﬁ}%o%feo%ﬁslty and
ove%?rg %ﬁy %B{El%ﬁ%f%(ﬁ@? EIBO fn%ssaﬁd%( erfe%tgleﬂlﬁﬁ‘db'cal t rappi ng

o capabl regenerating vitanin
TthaanDxﬁ)deﬁf eperes amdmg ab ithe iraenioom areg moage ehpeciatlye Arti-fige radical

is 3-{4-[6-(hydroxyi mno nmet.h
S AT e e ————
caph PR Pé dendGlify BfdheRoEQRNEN It ®0h as glutathione, vitamin C or v1tam1n

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

The antioxidant agent of the association according to the invention is more preferably
represented by quinone compounds such as ubiquinone or coenzyme Qio, which acts as a

free-radical trapping agent but which is also capable of regenerating vitamin E.

A preferred association according to the invention is 3-{4-[6-(hydroxyiminophenyl)methyl-
3-0x0-4H-benzo[1,4Joxazin-3-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and

coenzyme Qo.
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-15- Furthernore, the association according to the
i nvention has entirely surprising pharnmacol ogica
properties: the Applicant has, in fact, denonstrated
that a synergy exists between the two conpounds of the
association allow ng a very-1si-gni fi cant reduction in
body fat to be obtained, making it useful in the
re n e e d
Fu%heg;%é\%.? Lhte %%%)r%gaé ér ‘ég@g& g 9J ﬁ)lg ?1#%%’%191? %x oefntlrel%l surprising
phetrﬂﬁédﬁbl&@caﬂmopd’rl&ewmhd Applbhat s, nofaes Idémoaitfafat{d‘ Bxaﬂﬁ) sy/ﬁemgy exists
men and 25 % of wonen. Patlents FaVJn a

betwﬁ%ﬁle(@m cemp@p)élﬁtof (t ?sspc%%qnbﬁ OWIngD3 Yeryy %gg an?ntstf{aﬁipction in
o B i, ULl ARGyt gty

of eh26yeighinharacieric&My 2boBOnamnodeaxgreatei tbm 2§25 < BM <
30) can have various origins : they 10 may cone about
foll ow ng deregul ati on of food intake, follow ng

In MErURRE! Stetes tdbeiaN&@ect 70 of Of heian® 2895 o ivdinieat Pefler® h&ving a
treatnent : treating type Il diabetes with

bodyumphroindetir(EA4] =cweaight (feit/i keighf’ @)y Areatorethghtor equal to 30 are
conl%'rgm{ﬁ'd?t”k}é’ %Beg%&%'?. o go?géécggrgggg?de(%ésht? L%Hé«‘éte%@w 350, 423-

42)abb&Ny IBMIN> ?@ggﬁfd&ﬁ/%r\hdig 25 KtWRQSﬁ)?E:%haV%Qfanous origins : they
Internatlonal ress on esity, 1999, 739-746;

mapaerak sbaft folkmemlallerewe]dn@m ﬂ%fooelgggke i@@wmghq@@nﬁiiélﬁwrbame or

fol b AN A of b AeaF - ARelag TR (R LA sulphonylurcas
caud&Spaieatsed i Rvaaglal lfmhlfdrl@'aliﬁ typacl gasgin-deptident)i dikbads, insulin
cerebro-vascul ar_ acci dents and non- insulin-dependent

thegpae s, 2 beisaeveiglyean dupaimse (ndmaist i Obesity Research, 8"
m&f& b AOGS eésfonddtgé tg' @99%? 745 afflat gfhﬁanmsa%g;@gs, 128,

RCT OV HS er’s (nephropat hy, retinopat
l6mngp)opat hy) . Further pathol ogies are the consequence
of obesity or overweight: there may be nentioned, in
particul ar, vesicular calculi, respiratory dysfunction,

Obés‘?t‘{reihﬁlov%%éf?htq{re GRNGRLbANME riéﬁ f'é&@rs ﬁ?%ﬁrdﬁfvaé’&ﬂle}f diseases: they
severe obe premature death (N :

are B9@jat<@38ith ezizgnmam ingrangk, in Imeskzdlbcem wa@my acczaermh@nd non-

ins Hgg Jietpg %ﬁg%g;lgelag tﬁ tlg‘rg@éﬂysg r%(% Ln}%gg]g lir%s?s\é\gnce to dygp pidaemia

andSto 3Y dgpeaiahéedofMBEHERSA difdr@erk (1Sphiopathy! ftiassedly, ahgidpathy).
wi th obesity (Int. J. Coes.

Further pathologies are the consequence of obesrty or overweight: there may be mentioned,

in particular, vesicular calculi, respiratory dysfunction, several forms of cancer and, in the

case of very severe obesity, premature death (N. Engl. J. Med., 1995, 333, 677-385;

JAMA, 1993, 270, 2207-2212).

The association according to the invention allows a weight loss to be obtained which, even

if moderate, significantly reduces all the risk factors associated with obesity (Int. J. Obes.,

1997, 21, 55-9; Int. J. Obes., 1992, 21, S5-9).

The association according to the invention will therefore be found to be useful in the

treatment and/or prevention of obesity and of overweight characterised by a body mass

index greater than 25.
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1997, 21, 55-9; Int. J. Obes., 1992, 21, 55-9). The
associ ation according to the invention will therefore
be found to be useful in the treatnent and/or
preventi on of obesity and of overwei ght characterised
by a body mass 30 index gregter than 25. - 16 The

i nvention accordingly relates to the use of the

associ.ati on hetweepn a conmpound _of formula, (J) and an
Th, SR O AT B T ok U PR G PaPaEBes Diiect s bdiibound of
form@ER@Sirdd ANSibRENIGEn (iR bbtal iy PELALSRIAaIIH REitions intended for

prevention of obesity and of overwei ght characterised
theliseatmdn dyd/nmprsventivde! opestvtand of leserveizha sharretegsadiwre Boly mass
'd5 In fa§%5%§lar, Lhe soci ation according to the
index, gEeAter ginids 94 d$S8M4% Y he treat ment and/or prevention

Y
of obesity and of overwei ght characterised by a body

mass index greater than 25 and |ess than 30 caused by
In partipepm seaiisecietiemaeaonding sudle myentiaagis saful fip the fepsment and/or
o6 1. di . . cor di _
prefipniof, s hEp 8 ERkoy iy UDRRAQR LR COIE Ao Bofr than
25 fued hegd eha 130 canskdeby atictapeititantatagen tudhmsabdagneritfor type I or type
ohar maceuti cal conpositions intended for the treatnent
II 1%r prevention of obesity and of overweight
Th¢ NAVAG @5&&%@9 R %-déé BSRe oFMHEXsBERALE bANRA LSRffind of
ess than 30 caused by a therapeutic treatnent, such as
fortukaiwedtan dntioxilymergenton obtapeng phatinabeities!. corfoFitiens intended for

invention, relates. al so,to pharmaceutical . conposi.t.i o
the SEARRIS ARYOT HEY OB QPRSI A AL iR SHBAtIRHSc by & body mass
indER bR tHah)2503d 1848 A B@hdaNby AdRMpeuds trdghieRe@uch as treatment
herei nbefore, in conbination wth one or nore
for pyrerrmadynst I dabkigs.accept abl e exci pi ents. Anong t he
phar maceuti cal conpositions according to the invention
there nmay be nentioned, nore especially, those that
Théligventibh ablatsf 4150 @6 YPharrPasestidad cdmpokitioAs @bmp#ASing the association
adm ni stration, tablets or dragees, subling tabl ets

| .
betyeeme icampayadphrmulsy, dhaed an asinnidt £85I, »F{a,fméé#ér,embefore, in
con%iﬂét %ﬁh ogef&l@ll)re agrﬂac%hﬁcalla{aﬂcé;%btlé g)&él(i)[ﬁénts.t he

Invention relates to pharmacedtical conpositions
conprising a conpound

Among the pharmaceutical compositions according to the invention there may be
mentioned, more especially, those that are suitable for oral, parenteral or nasal
administration, tablets or dragées, sublingual tablets, gelatin capsules, lozenges,

suppositories, creams, ointments, dermal gels, etc..

In particular, the invention relates to pharmaceutical compositions comprising a compound
of formula (I) as defined hereinbefore and an antioxidant agent, such as coenzyme Qo or

vitamin E, in combination with one or more pharmaceutically acceptable excipients.

The dosage used varies according to the sex, age and weight of the patient, the
administration route, the nature of the therapeutic indication or of any associated
treatments and ranges from 0.1 mg to 1g of each component of the association per

24 hours in one or more administrations.
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of formula (1) as defined hereinbefore and an
anti oxi dant agent, such as coenzyne QLO or 25 vitamn
E, in conbination with one or nore pharnaceutically
accept abl e exci pients. The dosage used varies accordi ng
to the sex, age and weight of;.the patient, the
adm nistration route, the nature of the therapeutic
i ndication or of any associated treatnents and ranges
from0.1 ng to 1 g of each conponent of the association
The BfepardlordardokSnples WRRh F5IIWiIRisRABTRE SiveAidnOB\&-do- nok fimit it in
The Preparatlons and Exanples which follow illustrate
anytWey.i nvention but do not limt it in any way.
Preparation 1 : 7-{[ Met hoxyi m no] phenyl net hyl )
-4H benzo[ 1, 4] thiazin-3-one Step A:
&%___Y' -7 eﬂhbﬁizﬂmﬂt];]bhbhyﬂﬁieﬂtﬁ}-@H@bé‘_nzK[144]@11@im-3 one
enzoi c acid and then 10 g of
4H benzo[ |, 4] t hi azi n- 3-one are added to 100 g of
0 S e I s heated at 160C for
6 %%E_P_SP P%g{]%@é'%ﬁi ﬁeng%ﬁ U |l¢z?}|ljr%emieThe solution is then
hydrolysed, and the preC|p|tate is suction-filtered off

b RSB o o
pol?ﬁ{oﬁﬁﬂaﬁg adi@ THRUYRIAS hdagRd: {600ms:d Hb%fkamﬂﬁnydhﬁbﬁaltsﬁ@mg

product in the formof a belge powder .
Melting point : 211-213C Step B :

7- [,[[Met.haxyi.ni.i noJphe r net.hy 1L
Thes TR GhD HIEO T SO RUPERPE 1 sro i ahsft bl Gl it a
satirft8d GONRAURIrORINALAABshateNsoPitRR Avdafiedn t Wi abshl@e Oilcohol The solid
met hoxyl am ne hydrochloride and 5.7 g of pyridine. The

obtpinsd igresrysiallised fiom talucnasiplyipkd the §tle pioductip thedoryy e beige powder.
stirring. After heating is ceased, the product is |eft
Mettmegrogai: gil{ et/8°C The precipitate is filtered of f and
corresponds to the "E" isonmer of the title compound.
The filtrate is hydrolysed and acidified using 3N HCl ,
and then the precipitate, which corresponds to the "Z"

B 0f- hbxyitnbr JPNERQURE Iy [P-THEbérizef o) tiGhdin-3Mald | ng
po?%?_' Zggh§i6 (“Eg |sonerfyéo 138- 1£8g,(n1xture of

"E" and "Z".- 72/ 28%
There are dissolved in 40 ml of methanol 5 g of the compound obtained in Step A and then
3 g of methoxylamine hydrochloride and 5.7 g of pyridine. The mixture is heated at reflux
for 4 hours with stirring. After heating is ceased, the product is left to precipitate. The
precipitate is filtered off and corresponds to the "E" isomer of the title compound. The
filtrate is hydrolysed and acidified using 3N HCI, and then the precipitate, which

corresponds to the "Z" isomer of the title compound, is filtered off.

Melting point : 214-216°C ("E" isomer)
138-140°C (mixture of "E" and "Z" : 72/28%)
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-18- Preparation 2 :
6- {[ Met hoxyi m no] phenyl ntt hyl } - 4H benzo[ 1, 4] oxazi n- 3-on
e Step A : 6-Benzoyl-41-1-benzo[1l, 4]oxazin-3-on e 8.2
g of benzoic acid and then 10 g of 2H[ 1, 4]
- benzoxazin-3 -one are addedgto 100 g of
pol yphosphoric acid. The m xture is heated at 160C for
6 hours with mechanical stirring. 5 The solution is
P_Wﬂlﬂaﬂl%&'rcﬁ'&@@?ﬁ?o’é)ﬂa"?ﬂEhﬁ?YéE’ieH}Yt'}ai‘@'t?%‘zoﬁ’ oxazin-3-one
suction-filtered off and washed with a saturated
sodi um hydr ogen carbonate solution and then with
ab%ep dt :e6-BengwpbYH-beneo/d fjoxdizobi-anmed is recrystallised
fromtoluene to yield the title product in the form of
a white powder. Melting point : 154-156C Step B :
8.2 & bf Matbreoacid Bzd ARd Plve pYfZet il AWedzokhan Basme adrd addedx@2i00 g of

-3-one 10 There are dissolved in 40 m of nethanol 5 g
polyphospherieanih dha thixbreas rrated jahl 68F @ for & ek Wwihapechanigal girring.

met hoxyl am hydr ochl or i .2 . 0 I &H .
T FAS AL PGPS O PR, B e b 8 i o
satuftéddodn@allydigzeh Sarbeasesdlutibh end thér whl ebsoBitdwlethol. faesblidbitained
~acidified wusing 3N HCl and then the precipitate, which
is respistalisprbiiens iqleene feyieldiheditle prastyctin theitfarnt off & Whitspowdey . 15

Melting point : 147-149C Preparation 3: Ethyl
Melying polrp - (74466°40y| - 3- oxo- 4H benzo[ 1, 4] t hi azi n- 4-

yl) et hoxy] phenyl } - 2- et hoxypropanoate 1 g of the

conmpound obtained in Step A of Preparation 1 is

di ssolved in 30 mM of 20 dinethylformam de and then 1 g

of Stpw Base J/Mbrkatyiaia|gh enplneald S 4HsEn36 fil j4]oxgyin-3-owar r i ed

out at 80C for one hour. Ethyl

3-[4-(2-chl oroet hoxy) phenyl ] - 2- et hoxypr opanoate (1.67

Thed atle issg;véﬁ % ¥@thi 0P n%tﬂ'ﬁnal ﬁg 19 3{EURIpoRhd obtained in Step A and then
d stirr

I met hyl f or mam de an ng 1s carried out overhight
3 gaf nkll@Rylafiiee bydrethiytidomdan? geofipyritiinenThy appone isdicated at reflux

o T o o h b RS R YL I %0 and st
usif RO AB tRANEe pCifREted WREchZR rdRHAES td e HleRBAHpBuR s filtered
Iltered and the organic phase is evaporated. The

offresidue is - 19

Melting point : 147-149°C

Preparation 3 : Ethyl 3-{4-[2-(7-benzoyl-3-0x0-4H-benzo[1,4]thiazin-4-
yl)ethoxy]phenyl}-2-ethoxypropanoate

1 g of the compound obtained in Step A of Preparation 1 is dissolved in 30 ml of
dimethylformamide and then 1 g of potassium carbonate is added and stirring is carried out
at 80°C for one hour. Ethyl 3-[4-(2-chloroethoxy)phenyl]}-2-ethoxypropanoate (1.67 g) is
dissolved in a minimum amount of dimethylformamide and stirring is carried out overnight
at 110°C. The dimethylformamide is then evaporated off, and the solution is subsequently
hydrolysed and acidified. The aqueous phase is extracted with dichloromethane, dried over

magnesium sulphate and filtered and the organic phase is evaporated. The residue is
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purified on silica gel using toluene and ethyl acetate

(8/2) as eluant to yield the title product in the form

of an oil. Preparation 4 : Ethyl

3-{4-[2-(7-benzoyl - 3- oxo- 4H benzo[ 1, 4] t hi azi n- 4-

yl ) et hoxy] phenyl}-2-(2,2, 2-mrifl uoroet hoxy) propanoat e

51 g of the conpound obtained in Step A of Preparation

1. i.s disgsol Vv ' [ ' -
puricl®af SHR Ao E S ARl <o TERY (OO BTABRERS 1M e i
prodadttin & fotth of at 0oB0C for one hour. Ethyl

3-[4-(2-chl or oet hoxy) phenyl ]-2-(2, 2, 2-trifl uoroet hoxy) -

propanoate (1.97 g) is dissolved in a m ni num anount of

di met hyl fonmam de and stirring is carried out

overni ght at 110C. The dinethylformam de is then

Prepaapibornd e dE diyl 3-{d+]2-(Thenddy1-Seixotd Hbenzo[$ ihhdapimet | v
hydr ol ysed and aci difi ed. e ueo ase is
extract ed XA)e[‘h“ﬁ?'&‘}ﬂﬂ}f%‘ﬁ%%ﬁéﬁ@ﬁ0&?‘%8&5%‘}1’3&8@?&;si um

sul phate and filtered and the organic phase is
evaporated. The residue is gurified on silica gel_ using
1 g of ieneompdumst leptaingdeinabiep (8/of) Prgparadpmdnis dissgived in BReml of

bt roduct .in the formof an,oil. .Pr ' : .
iy PrBRRHEDd fn UF oF 55 Bl ByBhdse FRREERE SBHagis capied out
at 89°@! ¥et baxyhabe gyt 2-pt-trodigroobaxpphenyl]-2H(DP 2t thidluoroethoxy)-

conpound obtained in Step A of Preparation é is . ..
progimogts U ©ris Spselvedin a gineuny ppewetidaachnlionnepdg and gfirring
. . o . . r e
is Cgfﬂe%aélﬁégé%%? %g Eg@ﬁmhle %E?%gﬁ?orﬁﬁﬂn&é \ kR Gvdpored bireghd the
sol@idmis( Erbsdguentie hipdeolyspd and lapid et Aihx yqonepanoese i exiv@ted with

i s dissolyed in a m nimum anmount .of . .

dwﬁfw&%&eo SHarioer BRENSYHR S Rya T afiirred a9 the sgeenic phase is
evaRYfEd. TRE @gl?l%.’lggu iHag A qBLYd FRIHERRLESe la8d B acetate (8/2) as

vaporateé of t, né the solutfon IS subsequently
elulmtdo gleldsthd tidla gratrictinfthetbrmienagueous phase is

extracted wth dichl oronethane, dried over nagnesium

sul phate and filtered and the organi c phase is

evaporated. The residue is purified on silica ge

usi ng toluene and ethyl acetate (8/2) as eluant to

Prapiaghtion He Ethyl 3-{4:2-(pbeuzayl-3roxor4E-beprohl Hoxpgingtt . - 20-
yl)ethoxy]phenyl}-2-ethoxypropanoate

1 g of the compound obtained in Step A of Preparation 2 is dissolved in 30 ml of
dimethylformamide and then 1.1 g of potassium carbonate is added and stirring is carried
out at 80°C for one hour. Ethyl 3-[4-(2-chloroethoxy)phenyl]-2-ethoxypropanoate (1.78 g)
is dissolved in a minimum amount of dimethylformamide and stirring is carried out
overnight at 110°C.

The dimethylformamide is then evaporated off, and the solution is subsequently
hydrolysed and acidified. The aqueous phase is extracted with dichloromethane, dried over
magnesium sulphate and filtered and the organic phase is evaporated. The residue is
purified on silica gel using toluene and ethyl acetate (8/2) as eluant to yield the title

product in the form of an oil.
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Preparation 6 :
6- {[ Met hoxyi m no] phenyl net hyl } - 4H benzo[ 1, 4] t hi azi n-3-0
ne Step A : 6-Benzoyl - 4H benzo[ 1, 4]t bi azi n-3-one Step B

6-{[ Met| zoxyi r ni noJphenyl met,l,zyl } - 4H benzo[ 1, 4] t hi azi n-
3-one The procedure is as in Preparation 2 with the
repl acenent of 2H[1, 4] - benzoxazin-3-one 5 with
211-[1, 41- benzot hi azi n-3-one. Preparation 7 :

Preéai{z{tl\&tfbm@q M&H&%ﬁm{d Em%f%@m&& (14 1MiaAh3-Gaon

yl benzo[ ]oxa2|n -one Step B

S BT e benzol L, ) oxazi -
r Q’}Q‘E BerﬂegMe@ﬁoﬁHt Rupnfekhy1}-ABL Bendo[I)¥Fthidn-Bkditd

enzoxazi n- one Preparation 8 : Ethyl
3 {4-12-(7- bcnzoyl 3- 0x0- 4H benzo[ 1, 4] oxazi n-4- yl)

Theeé]ro C%l‘é) hse Iépgrgfrgﬁ(? RE;AP ﬁ’l%or%@ﬁce t %?Qﬁ@g@?%ég%%)?a%inﬁ -one

epara r eplacenen

wﬁ@bﬁﬁﬂp@dmhﬁﬁhﬁbﬁpsémof Preparatlon 2 wth the product
obtained in Step A of Preparation 6. 15 Preparation 9:
Et hyl 3-(4-12-(7-benzoyl - 3-0x0-4H benzo[ 1, 4] t hi azi n- 4-

PrefhfIdAOXY 17-AREGK bryifiid A pRerdy il IOHARLDOMY| it BIAR! ©
replacenent of the product obtained in Step A of

parat h t he oduct _obtained in Step A of
S B e i s ons By

3 -S¥ép B2 7(-Fﬁ‘ﬁ?ﬁ%&mzm%]ﬂ?éﬁyﬁﬁéﬂk}g}llH[-lﬂenﬂJﬂW)&(ﬁnﬂﬁb'n)z eth

oXy] phenyl } hoXypropano ‘ate The procedure is as
in Preparatlon 3 mnth the replacement of the product

obt a of Pr rati,on
GG st bR L Ll S on
witlEt Ay, béﬂghﬁgﬁl}b@ﬁzoyl - 0X0- 4H benzol[ 1, 4] oxazi n- 4-

yl') ethoxy] p henyl}-2-(2,2,2-trif|uoroethoxy)prop

anoate The procedure is as in Preparation 4 with the

repl acenent of the product obtained in

Preparation 8 : Ethyl 3-{4-[2-(7-benzoyl-3-0x0-4H-benzo[1,4]oxazin-4-
yl)ethoxy]|phenyl}-2-ethoxypropanoate

The procedure is as in Preparation 5 with the replacement of the product obtained in
Step A of Preparation 2 with the product obtained in Step A of Preparation 6.
Preparation 9 : Ethyl 3-{4-[2-(7-benzoyl-3-0x0-4H-benzo[1,4] thiazin-4-

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

The procedure is as in Preparation 4 with the replacement of the product obtained in

Step A of Preparation 1 with the product obtained in Step A of Preparation 6.
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Step A of Preparation 1 with the product obtained in
Step A of Preparation 7. Exanple 1

3-{4-[7- (Met hoxyi mi nophenyl ) et hyl - 3- oxo- 4H benzo[ 1, 4] t
hi azi n-4- 10 yl) et hoxy] phenyl } - 2- et hoxypr opanoate 1 ¢
of the conpound obtained inRreparation 1 is dissolved
in 30 mM of dinethylformam de and then 0.92 g of

M@%ﬁ’?ggﬁi(@ﬁﬁ% . h3%94§$e¥1£('>[?%16;§az?n@£.r | ed

3- [ 4- ( 2- chyIpsthetylpkenyBREeH oy Broplafextepr opanoat e (1. 51

g) is dissolved in a mninmmanount of

di met hyl f ormam de and stirring is carried out overnight

15 T i et f ' ' . :

oy g TSR o' B S S0 ORI i i
Step i dfi Friepatatiothe with Ueopredphiabdriried e Stapak b€ Brepatation 7.

di chl oronmet hane, dried over nagnesium sul phate and

filtered and the organic phase is evaporated. The

residue is purified on silica gel using toluene and

ethyl acetate (8/2) as eluant to yield the title

Propacatiant 11 n Ethe] 3-d#i2-67-banzayil-B-oxpet FEibenee{l #] oxazin-4-
m cr oanal i - C N | ted .17 6.09 4,98
T ong e et B thogabhennt T8 o BhroctBosypfimodte

3-{4-[7-(netl roxyi m nophenyl ) net hyl - 3- oxo- 4H benzo |
1,4] thiazin-4-yl)ethoxy] phenyl}-2-(2,2,2-trifluoro- | )
Thfépmﬁ%fﬁrléﬁiéﬂéagrép@!a@orbf‘ vk teorsrdassmeabehithfegradyct obtained in
Ne 0 :
Steg DA A hERN Bplatheg by Slep® of Preparation 7
carbonate is added and stirring is carried out at 80C
for one hour. Ethyl
3-[4-(2-chl oroet hoxy) phenyl ]-2-(2,2,2-trifluoroethoxy)p

oate b ST A R of,

Bl R s M a@oxl Arin B RAR MR Be Tl BB B 4
at 110C. yDetieoxyi phedniyl}-Z-ethwmppbpaneatehen evapor at ed of f,
and the solution is subsequently

1 g of the compound obtained in Preparation 1 is dissolved in 30 ml of dimethylformamide
and then 0.92 g of potassium carbonate is added and stirring is carried out at 80°C for one
hour. Ethyl 3-[4-(2-chloroethoxy)phenyl]-2-ethoxypropanoate (1.51 g) is dissolved in a
minimum amount of dimethylformamide and stirring is carried out overnight at 110°C.

The dimethylformamide is then evaporated off, and the solution is subsequently
hydrolysed and acidified. The aqueous phase is extracted with dichloromethane, dried over
magnesium sulphate and filtered and the organic phase is evaporated. The residue is
purified on silica gel using toluene and ethyl acetate (8/2) as eluant to yield the title
product in the form of an oil.

Elemental microanalysis :

% C H N
Calculated : 66.17 6.09 498
Found : 65.58 6.28 4.71
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10 hydrol ysed and acidified. The aqueous phase is
extracted with dichl oronethane, dried over nmagnesium
sul phate and filtered and the organic phase is
evaporated. The residue is purified on silica ge
usi ng toluene and ethyl acetpate (8/2) as eluant to
yield the title product in the formof a green oil

El e t i Gr lysis : 15 % C H | cul @ ed :

ExigBlEe s Rl Su3 H iRl img Skt Eo AT 5
Et hyl  benzo[1,4]thiazin-4-yl)ethoxy]|phenyl}-2-(2,2,2-trifluoro-
3-{4-[6-(net hoxyi m nophenyl ) net hyl - 3- oxo- 4H benzo[ 1, 4] o
xazi n- 2&theyyaprapappateenyl } - 2- et hoxypropanoate 20 1 g
of the conpound obtained in Preparation 2 is dissolved
in 30 mM of dinethylformam de and then | g of potassium

1 godzanatppund obwdihed imRkpatation i ngdisslearini3@dnbeftdiamtth§i@mamide

f or our. FEthyl . C .. . o
andghpy 03 el R A5yl st el b saisek et e B for oe
houd) E’[h?yl @'—?%@Qﬁ@&oétﬁofy PR DU RORYAE0r8éthoxy)propanoate (1.78 g) is

di met hyl formam de and stirring is carried out overnight
disslvetl 10 € miTihmeurd iametuhty ¢ ff dimetayifoenanside hechstiviag oy caraet] oftfovernight

tli@ the solution is subsequently 25 hydrol ysed and
a idified. The aqueous phase is extracted with
Thdl GRbOK FoRAIRNAE, isdihd cO¥fratedBERE Shd MheUkpEbe @Nsubsequently

filtered and the organic phase is evaporated. The .
hydrelgsed padiasidifas: The eguesys shase dwnexgeicted syifydieblorupehanggdried over

y e (8 s @l hel d:t ' : .
ma%éeg%lancsﬁlgfl%%_ﬂ%xgﬁ%ﬁeg ailﬁtﬂgﬁqrﬁrﬁc Xf)'h%e is Q@ap‘b%attéc? The residue is
purdtefidor] #Hich )@t axinignion@pt eny | et deylate3 (RIXpad dhbaanzofyleld e title

hiazin 4-yl) etb oxy] phenyl}-2-ethoxypropanoate | g of
progiyrd i tgpesinarl ®BtesnABd i n Preparation 3 is dissolved in
al and then 0.4 g of hydroxyl am ne
Elefilafl rogﬁgggénd 0.6 g of pyridine are added. The
mxture is 5 heat®d at €eflux foH 4 hoursNwith
stirring. The mxture i ydroly and t acidified
with 3N H&lSH# he sol ﬁgon is éggractedﬁ%gr
Found : 60.79 5.25 4.34

Example 3 : Ethyl 3-{4-[6-(methoxyiminophenyl)methyl-3-0xo0-4H-benzo[1,4]oxazin-
4-yl)ethoxy]phenyl}-2-ethoxypropanoate

1 g of the compound obtained in Preparation 2 is dissolved in 30 ml of dimethylformamide
and then 1 g of potassium carbonate is added and stirring is carried out at 80°C for one
hour. Ethyl 3-[4-(2-chloroethoxy)phenyl]-2-ethoxypropanoate (1.59 g) is dissolved in a
minimum amount of dimethylformamide and stirring is carried out overnight at 110°C.

The dimethylformamide is then evaporated off, and the solution is subsequently
hydrolysed and acidified. The aqueous phase is extracted with dichloromethane, dried over
magnesium sulphate and filtered and the organic phase is evaporated. The residue is
purified on silica gel using toluene and ethyl acetate (8/2) as eluant to yield the title

product.
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with ethyl acetate, dried, filtered and evaporated. The
residue is purified on silica gel using toluene and
ethyl acetate (8/2) as eluant to yield the title
product in the formof an oil. Elenental m croanal ysis
10 % CHN Calculated : .65.67 5.88 5.11 Found :
65.85 6.27 5.63 Exanple 5 : Ethyl
3-{4-17- (hydr oxyi mi nophenyl ) et hyl - 3- oxo- 4H benzo[ 1, 4] t
hi azi n- 4-yl) et hoxy]

phenyl }-2-(2,2,2-trifluoroethoxy)propanoate 15 1 g of

t he conpound obtalned in Preparation 4 is dissolved in

Jﬂﬂ!ﬁ_ ‘of Etdy h3ni&il7-ghilroxeimingplegy hmethydAdexpc $H hengel1,4] thiazin-
hydr ochl dded. Th
m xt ur o SLD AR T8 Mol PN (T g,

The m xture is hydrol ysed and then acidified with 3N
1 and the sqQlutipon is extracte
I g @fithgicompeund bpiaehinerepgatgne ) 1s gﬂﬁ@lvféﬁmﬁgxﬂ ol g ﬁ}a}l?l g then
0.4 grbislﬁ}ldr&}@d&ﬁ ne L&E}'dﬁgzhlcggieteﬁ’w’@@% @PE#?&H&’ |ar@ﬁ§deﬁt Q"hé %&}ure is
s el'uant” to yiéld the title produc in the form of
heag:delerﬁflslh fopbholes withl séinerg. al mi croanal ysis C H N
ul at

The4m urezlgr%d %S&ﬁﬁgfl é%gzlihesrtﬁ 9&?1%(1 W?igl 519%81 an(i3 916 lustlon 1s extracted
witBethdt &c@tama%@ww@m&raﬂwa brhi¥t T redidox Q;'Iﬂflﬂ%ﬁrbh%ﬁli]ea@epusmg

xazin 4-yl)et oxg% phenyl } - 2- et hoxypr opanoate 1 g
Ae

tolueheartgbqu:dwﬁqtat@tiﬁ @llurﬂirt tpyisfhiha title praiuckinghe %mﬁﬁdmm
e and then 0.41 g of hydroxyl am ne
Ebﬁ%ﬁ?t@ﬁ?%h%ggﬁand 0.6 g of pyridine are added. The
mxture is 5 heatgd at ¢eflux fo 4 hoursNw th
stirring. The m xture i s hydrolysed and then acidified

with 3N HEalawed he solfdt6ion is 288 ract ed
Found : 65.85 6.27 5.63

Example S : Ethyl 3-{4-[7-(hydroxyiminophenyl)methyl-3-0x0-4H-benzo[1,4]thiazin-
4-yl)ethoxy]phenyl}-2-(2,2,2-trifluoroethoxy)propanoate

1 g of the compound obtained in Preparation 4 is dissolved in 20 ml of ethanol and then
0.36 g of hydroxylamine hydrochloride and 0.5 g of pyridine are added. The mixture is
heated at reflux for 4 hours with stirring.

The mixture is hydrolysed and then acidified with 3N HCI and the solution is extracted
with ethyl acetate, dried, filtered and evaporated. The residue is purified on silica gel using
toluene and ethyl acetate (8/2) as eluant to yield the title product in the form of a greenish
powder.

Elemental microanalysis ;

% C H N
Calculated : 59.79 4.85 4.65
Found : 60.08 5.13 4.28
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with ethyl acetate, dried, filtered and evaporated. The
residue is purified on silica gel using toluene and
ethyl acetate (8/2) as eluant to yield the title
product in the formof an oil. 10 Exanple 7 :
3-{4-[7-(11ydroxyi m nophenyl ) net hyl - 3- oxo- 4H benzol[ 1, 4]
t hi azi n-4- yI)ethoxy]phenyl}giiethoxypropanoic acid 1 g
of the conpound obtained in Exanple 4 is dissolved in a
tetrahydrofuran/water m xture (12/8 ml), and then 0.13

(O b Cde dissol ved | ) ;
NN N W e .
over ni ghu-yjetBéd§]pHds 1L Bletitkyfif sffanbast i s then

evaporated off and then the solution is hydrol ysed and
subsequently acidified with 3N HCO . Extraction with

ohfEYdand, p L t] ; evapor at i.qn _of
| R AU AN PO R B o
0.4dug iof ihgdroamlagiih¢ hpdigehlorids and 0 g lolf @iy Aok Ao ada@id The mixture is

met hangl (95/5) as.elyapt to yield the title product in
}w?%iaWﬁﬁH¥%ﬁﬁhahu%wﬁgﬁﬁguﬁbmder. Mel ting point : 74-76C

=y i i N . . )
THE HARRE: To T RaT AN Mep et MR O e B gs extracted
with iyl [agetatee thed filteiadold emvyporated.HiHe-18si duois 4drilfied 2a[sllicd gkl using

hi azi n- [)cth henyl } - 2- et hoxypr opanoi c. aci d g .
o2l Bunlalsied bt & e e PEC G oot o

t et rahydrofuran/water m xture (12/8 ml), and then 0.13

g of lithium hydroxide dissolved in a m ni num anount of
water is 5 added. The reaction m xture is stirred

Loght gt -50C . The tetrahydrofurgn is then -
R S
subsequepbéthorgliptiehy1Bd-othbtyprdpakdic agyt raction with
ethyl acetate, drying, filtration and

1 g of the compound obtained in Example 4 is dissolved in a tetrahydrofuran/water mixture
(12/8 ml), and then 0.13 g of lithium hydroxide dissolved in a minimum amount of water is
added. The reaction mixture is stirred overnight at 50°C.

The tetrahydrofuran is then evaporated off and then the solution is hydrolysed and
subsequently acidified with 3N HCIL. Extraction with ethyl acetate, drying, filtration and
evaporation of the organic phase are then carried out. The residue is purified on silica gel
using dichloromethane and methanol (95/5) as eluant to yield the title product in the form

of a beige powder.

Melting point : 74-76°C

Elemental microanalysis :

% C H N
Calculated : 64.60 5.42 5.38
Found : 64.32 5.89 5.02
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evaporation of the organic phase are then carried out.
The residue is purified on silica gel using
di chl or omet hane and net hanol (95/5) as eluant to yield
the title product in the fornn 10 of a yellow sh
powder. Melting point : 77-79C Elenmental m croanal ysis
CHN Calculated : 65.15 5.6 5.23 15 Found : 65.33
5.90 5.57 Exanple 9 :

Exanfpde B7- BHel7 e thixyd pimepHepyiinlethyl-3-aooet Hthelnee{2 @] thiakjin-4-
hi azi n- 4- L
y1) et hoxyPgthexyiphenyl-2-ethoxynropangic acifhoxy) pr opanoi ¢
acid 20 1 g of the conpound obtained in Exanple 5 is

di ssol ved | t.et r ahydr of ur an/{.wat er,. m xt ure 12/ 8 :
1 OSSPl el GRS T RIRDE o beePhF ol ubaepminere
(128 mAly)iafd BhearMLNg oOfithieh B drogide AkdEIfed EmiBARH £Rount of water is
m xture is stirred overnight at 50C. The

added Thayaaebenminiuieds stivess aeapsitat 80°Gf f and then the i
i i s hyd n i di f.] Wi, t
TS et el ek EAPRRRE oft EREREC ML PEgH 1 athila ana
sulfsefaemally | aoidi e witAS3 N R0 Ea’gh@ra)naﬁ/itm l&fhfyo bgﬁaﬂiepd@'h@ i Qil@itfim and
then. carrjed out. The residue.is purified on silica gel
evwrfﬁgnoqf%? Bregs asR A tbe e ethet. (o5 esidugds Briider on silica gel
usili\ﬂ/g Rih1drBRettahd EnPRRAUGS ('g@/5§ EFelﬁJQﬁtnt‘o yadld %&ﬁ@@ﬁo@ﬁ%ﬁ rﬂzf: form
Iting point : 85-88C -26- enental” m croanal ysI's :
of glypllovdsh pewvdgred : 58.53 4.39 4.88 Found : 58.39 4.68
4.42 5 Exanple 10 :
Me¥idepdin-.(Wef92oxyi m nophenyl ) met hyl - 3- oxo- 4H benzol 1, 4]
t hi azi n- 4-

Eleppeonéal nnigrppptipniy | } - 2- (2, 2, 2-t ri f | uor oet hoxy) pr opanoi ¢
aci d o c H N
Calculated : 65.15 5.66 5.23
Found : 65.33 5.90 5.57

Example 9 : 3-{4-[7-(Hydroxyiminophenyl)methyl-3-oxo0-4H-benzo[1,4]thiazin-4-
yl)ethoxy]phenyl}-2-(2,2,2-trifluoroethoxy)propanoic acid

1 g of the compound obtained in Example 5 is dissolved in a tetrahydrofuran/water mixture
(12/8 ml), and then 0.12 g of lithium hydroxide dissolved in a minimum amount of water is
added. The reaction mixture is stirred overnight at 50°C.

The tetrahydrofuran is then evaporated off and then the solution is hydrolysed and
subsequently acidified with 3N HCI. Extraction with ethyl acetate, drying, filtration and
evaporation of the organic phase are then carried out. The residue is purified on silica gel
using dichloromethane and methanol (95/5) as eluant to yield the title product in the form

of a green powder.

Melting point : 85-88°C
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1 g of the conpound obtained in Exanple 2 is dissol ved
in a tetrahydrofuran/water mxture (12/8 ml), and then
0.11 g of Iithium hydroxide dissolved in a m ninmm
anount of water is added. The reaction mixture is
stirred overnight at 50C. 10_The tetrahydrof Iran is
t hen evaporated off and then“the solution is hydrol ysed
and subsequently acidified with 3N HCO . Extraction
El%@ﬂﬁﬁéﬂﬁ¥ﬁﬂédé§ate drying, filtration and evaporation
of the organic phase are(fhen carrj.ed out he residue
is purified on sili'éa gel” using J{chloro hane and
met hanol ( @alco)atab: eluaagsgo {gekg?%he tlthgﬁprogzcg6kﬁ
the form of a green powder ing point :
El enent al EPEW%gnalysP35&3ﬁ N ca#-@hil ated 4489. 18 4.62
4.76 Found : 59.53 4.31 4.54 20 Exanple 11
3-{4-[6-(Fydroxyininophenyl)nethyl-3-oxo-4kkben;o[1,4]o
xazi n- 3- yl)ethoxy] phenyl } - 2- et hoxypropanoic acid 1 g

Eﬁ%&@ﬁﬁﬂﬁ%5?553?331%E%@eﬂxeﬁeéwwm%yﬁ%%ﬁ% gl A hitvin-d-
0.13 ?1)&%%%]&5%1?&’1@&0@2'2dﬁtﬁﬂ§&%|eﬁﬁ gw} oafldit i

anount of water is "~ added. The reacti xture 1s
stirred overnight at 50C. The tetrahydrofuran is then

1 gevfapoE@heshindfobtand ﬁlhﬁﬁnfpthez %Qiléé%lvgﬂ 1111 8 t&%ﬂ?@oﬁﬁ%?w@ﬂ: mixture

subsequently acidified w traction w
(1243 Y. and thentlel 1 gipflithgim hydlrbmdt: dcsaolaedjm | @hinimewepooattiobwater is

f n ha t he Jed out. The residue
ad&éd. Tﬁeere?&ﬂ%l Ilgﬁ(t%ell? %[greéie qvenﬁ@?tﬁggéi(gh' or omet hane and
Thereteﬂmhjrdfof(l&ﬁ/ B) thRs @}apafatea effyirfl ehenhéhet 81180 ﬁmgefolys%d and
t he f?rn1 of a bei owder. Melting point :
subsequently acidified with 3 Cl. Extraction with ethyl acetate, drying, filtration and
evaporation of the organic phase are then carried out. The residue is purified on silica gel
using dichloromethane and methanol (95/5) as eluant to yield the title product in the form

of a green powder.
Melting point : 64-66°C

Elemental microanalysis :

% C H N
Calculated : 59.18 4.62 4,76
Found : 59.53 431 4.54

Example 11 : 3-{4—[6-(Hydr0xyiminophenyl)methyl—3-0xo-4H-benzo[1,4]oxazin-3-
yDethoxy]phenyl}-2-ethoxypropanoic acid

1 g of the compound obtained in Example 6 is dissolved in a tetrahydrofuran/water mixture
(12/8 ml), and then 0.13 g of lithium hydroxide dissolved in a minimum amount of water is
added. The reaction mixture is stirred overnight at 50°C.

The tetrahydrofuran is then evaporated off and then the solution is hydrolysed and
subsequently acidified with 3N HCI. Extraction with efhyl acetate, drying, filtration and
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5 El enental mcroanalysis CHN Calculated : 66.66

5.59 5.55 Found : 66.53 5.31 5.34 Exanple 12 :

3-{4-[ 6-(Met hoxyi mi nophenyl ) et hyl - 3- oxo- 4H benzo

[ 1, 4] oxazi n-4- 10 yl) et hoxy] phenyl }-2-et hoxypr opanoi c

acid 1 g of the conpound obtained in Exanple 3 is

di ssolved in a tetrahydrofuréan/water m xture (12/8

m), and then 0.13 g of |ithium hydroxide dissolved in
evgpomdtivnmfrthantaanic Pfasewateghern earriedideld Tha iesidugds piofied on silica gel

mxtyre is.stirred gvern at. 50C. 1 e.. .
s eicTab s ahe etERantab sSbupaidostfe Hiiits rdpsign the form
of aBkigtipewders hydrol ysed and subsequently acidified with
3N HClI. Extraction with ethyl acetate, drying,
Mdliihd p&ihi Oors-aed evaporation of the organic phase are
then carried out. The residue is purified on silica ge

Eldisémg miiceahgiveiget hane and met hanol (95/5) as eluant to
yield the title product in the form of a yellow sh
powder. 20 Mel ting “point G 63-65C}{Elenent§ﬂ

m cr oanal ygi N Ca ated < &7. 17 5. 5.40

Found : 67.@%%11%4131' 5, 34“‘% Exarrr?l'% 13: Etﬁg?

3- (4-[ 6- (nEbtrakyi m nophéhys ) net hyl.313- oxo- 4+84

benzo[ 1, 4] t hi azi n- 4-yl ) et hoxy] phenyl ) - 2- et hoxypr opanoat

e The procedure is as in Exanple 1 with repl acenent of

t he conpound of Preparation 1 with the conpound of

Preparation 6. The title product is obtained in the

Expmple b : 3r{4dp+(Methgxyiminaphenyin ethyt 8 aanad jdiegzo[1,4]oxazin-4-
yDethoxy]phenyl}-2-ethoxypropanoic acid

1 g of the compound obtained in Example 3 is dissolved in a tetrahydrofuran/water mixture
(12/8 ml), and then 0.13 g of lithium hydroxide dissolved in a minimum amount of water is
added. The reaction mixture is stirred overnight at 50°C.

The tetrahydrofuran is then evaporated off and then the solution is hydrolysed and
subsequently acidified with 3N HCI. Extraction with ethyl acetate, drying, filtration and
evaporation of the organic phase are then carried out. The residue is purified on silica gel
using dichloromethane and methanol (95/5) as eluant to yield the title product in the form

of a yellowish powder.

Melting point : 63-65°C

Elemental microanalysis :

% C H N
Calculated : 67.17 5.83 5.40
Found : 67.53 6.11 5.34

Example 13 : Ethyl 3-{4-[6-(methoxyiminophenyl)methyl-3-ox0-4H-
benzo[1,4]thiazin-4-yl)ethoxy]phenyl}-2-ethoxypropanoate

The procedure is as in Example 1 with replacement of the compound of Preparation 1 with

the compound of Preparation 6. The title product is obtained in the form of an oil.
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CHN Calculated 66.17 6.09 4.98 Found 66.53 6. 31
4.94 5 Exanpl e 14: Ethyl
3-{4-[ 6- (et hoxyi mi nophenyl ) et hyl - 3- oxo-4H benzo
[1, 4] t hi azi n-4-yl) et hoxy] phenyl | -2-(2,2,2-trifluoro-
et hoxy) propanoat e The proced%{e is as in Exanple 2 with
repl acenent of the conpound Of Preparation 1 with the
compound of Preparation 6. The title product is

Elententsl nseropmalysie: f orm of a yellow oil. 10 El enent al
m croanal ysis CH § Cal cul at ed :§PO'38 5.93 4.54
Found : 60.69 5.25°%.34 Exanple 1
Et hyl 3- { 4- Cdicliaridhoxyi nggiopheny| pet hyl - 3-pg@- 4H 15
benzo[ 1, 4] oxazi n- 4-yl ) et hoxy] phenyl } - 2- et hoxypr opanoat e
The procedie@di's as in &&hple 16wt h repldenent of
t he conpound of Preparation 1 with the conpound of
Preparation 7. The title product is obtained in the
formof an oil. Elemental mcroanalysis % CHN 20

Cal cu] at L .68.12 6.27 5.12 29- Exanple 16: Ethyl
EE%‘EP&LE’- ’(%ﬂt%‘ ﬁa&yﬁ%rﬁﬂrfébwgﬁwwéﬁﬁwmsth@fké:%ﬂ-ﬁnzo [1, 4]

oxazi n- 4 he 0% Atbixkd. 510-

et hoxy) prr)%dg)gﬁ%@%mkrﬁe‘?gpg%lggﬂ]&éeggggs&izlfﬁi %ggﬁ% % 2 with

r epl acengthoxypropmoatarpound of Preparation 1 with the

5 conpound of Preparation 7. The title product is

obtained in the formof a colourless oil. El enental
ThébecehReliy$iif Example 2 with replacement of the compound of Preparation 1 with

the compound of Preparation 6. The title product is obtained in the form of a yellow oil.

Elemental microanalysis ;

% C H N
Calculated : 60.38 5.07 4.54
Found : 60.69 5.25 4.34

Example 15 : Ethyl 3-{4-[7-(methoxyiminophenyl)methyl-3-oxo-4H-
benzo[1,4]oxazin-4-yl)ethoxy]phenyl}-2-ethoxypropanoate

The procedure is as in Example 1 with replacement of the compound of Preparation 1 with
the compound of Preparation 7. The title product is obtained in the form of an oil.

Elemental microanalysis :

% C H N
Calculated : 68.12 6.27 5.12
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CHN Calculated : 62.00 5.20 4.66 Found : 61.79 5.25
4.59 10 Exanple 17: Ethyl

3-{4-[ 6-(hydroxyi mi nophenyl ) et hyl - 3- oxo- 4H

benzo[ 2, 3]t hi azi n-4-yl) et hoxy]

phenyl } - 2- et hoxypr opanoat e T?&_procedure iIs as in
Exanple 4 with replacenent of the conpound of
Preparation 3 with the conpound of Preparation 8. The

Example 16 &dbyl3-{4[hmathesyinmophenylpmethyfl-aoyer How

owder. Meltin o.nt : -66C 15 Fle l .
P or oanaPytral L A ekiain - igtRerslphamy Fcleh  drigioso
Found : Gm@A9)prdfinsated Exanple 18 : Ethyl
3-{4-[6-(hydroxyi m nophenyl ) net hyl - 3- oxo-4H 20
benzo[ 1, 4] t hi azi n- 4-yl ) et hoxy] phenyl }-2-(2,2,2-trifluor

- et hox rropanoate The procedure is as i anple 5 .
T e B A BRI 2oNE eRABSTHL GRS S or BRPR Gyt hvith the
coﬁag@n@m@e@paﬁﬁ@ﬁ 7PrigRak ?&dd@& iQobtdifed fnithd RrR@EYsburlds oil.

obtained in the formof a white powder. Ml tingpoint :
Elamental 7aicroagalysigl enent al ni croanal ysis C H N Cal cul at ed
: 59.79 4.85 4.65 (foundc' 60. 01 3,07 4.38 5 Exanpl e
19: Ethyl 3-{4-[7-(hydroxyi m nophényl ) met hyl - 3- oxo- 4H
benzo [ 1, 4ALalxizddt- 4- yl yBOBOXY] 5.20 4.66
phenyl } - 2- et hoxypr opanoat e The procedure is_as in
Exanmpl e 4 WPl epl acengh?? of thé-%orrpound‘l-éﬁl
Preparation 3 with the

Example 17 : Ethyl 3-{4-[6-(hydroxyiminophenyl)methyl-3-oxo0-4H-
benzo[2,3]thiazin-4-yl)ethoxy]phenyl}-2-ethoxypropanoate

The procedure is as in Example 4 with replacement of the compound of Preparation 3 with

the compound of Preparation 8. The title product is obtained in the form of a yellow powder.
Melting point : 65-66°C

Elemental microanalysis :

% C H N
Calculated : 65.67 5.88 5.11
Found : 65.89 5.60 5.75

Example 18 : Ethyl 3-{4-[6-(hydroxyiminophenyl)methyl-3-oxo-4H-
benzo[1,4]thiazin-4-yl)ethoxy]phenyl}-2-(2,2,2-trifluoro-

ethoxy)propanoate

The procedure is as in Example 5 with replacement of the compound of Preparation 4 with

the compound of Preparation 9. The title product is obtained in the form of a white powder.

Melting point : 171-173°C
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conmpound of Preparation 10. The title product is
obtained in the formof a yellow powder. Melting point
. 84-86C 10 El enental mcroanalysis CH N Calculated :
67.66 6.06 5.26 Found : 67.33 6.41 4.90 Exanpl e 20:
Et hyl 3-{4-[7-(hydroxyi m nophenyl) net hyl - 3- oxo-4H 15
benzo[ 1, 4] oxazi n-4-yl) et hoxyF henyl }-2-(2,2,2-trifluoro
- et hoxy) propanoate The procedure is as in Exanple 5
with replacenment of the conpound of Preparation 4 with
.Preparation 11. The title product is
Eldmé A HRARA g'form of a white powder. 20 Melting
poi nt : 84-86C El ésentalC m croangfysis % QiH N
Cal cul ated 61}3. 43 4.98 4.78 Found : 61.08 5.29 4.51
_31- Exan'ppéICE ted : 59.79 4.85 4.65
3-{4-[6-( yi m noph ) met h - 0X0- 4 enzo[ 2, 3]t
hi azi n- 4 D/Iﬁz)é)lhe}%'oxy] phenggl'?! 2- et héslx%r opanoﬂtlé?aci d The
procedure is as in Exanple 8 with replacenent of the
conpound of Exanple 1 with the conpound of Exanple 13.
The title product is obtained in the fonn of a yell ow
ExRBRWIET9 : EPhE3-k4-i loRVimi Hg,rrvy 4H-
—m'%nal ys}iw? E I[—Iﬁglhﬂ(}:lg?gg? lgt% gg%lgg% 5. %gd gl.qzs
benzo[1,4]oxazin-4-yl)ethoxy]phenyl}-2-ethoxypropanoate

The procedure is as in Example 4 with replacement of the compound of Preparation 3 with the

compound of Preparation 10. The title product is obtained in the form of a yellow powder.
Melting point : 84-86°C

Elemental microanalysis :

% C H N
Calculated ; 67.66 6.06 5.26
Found : 67.33 6.41 4.90

Example 20 : Ethyl 3-{4-[7-(hydroxyiminophenyl)methyl-3-oxo-4H-
benzo[1,4]oxazin-4-yl)ethoxy]phenyl}-2-(2,2,2-trifluoro-

ethoxy)propanoate

The procedure is as in Example 5 with replacement of the compound of Preparation 4 with
the compound of Preparation 11. The title product is obtained in the form of a white

powder.
Melting point . 84-86°C

Elemental microanalysis :

% C H N
Calculated : 61.43 4,98 4.78
Found : 61.08 5.29 4.51
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Found : 65.13 5.61 5.34 10 Exanple 22:

3-{4-[6-(Met hoxyi m nophenyl ) net hyl - 3- oxo- 4H benzo[ 1, 4] t

hi azi n- 4-

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

acid The procedure is as in_gfanple 10 with repl acenent

of the conpound of Exanple 2°with the conpound of

Exanple 14. The title product is obtained in the form

of a white powder. Melting point : 66-68C 15 El enent al

m croanalysis CHN Calculated : 59.18 4.62 4.76

Found : 58.79 4.71 4.62 20 Exanple 23:
Ex3am{ple DB (smqﬁmémoﬁpmarhMsﬂ)xhyﬁry&somﬁ#&mm §1Fﬁiatzin-4-

hi azi n-4- yl) et hoxy] phenyl } - 2- et hoxypr opanoi c aci d The

pr ocedur ¥1)F§10§§]Phﬂﬂbzﬁa?rpﬂé)xwmnaﬂqi@pﬁécerrent of the

conpound of Exanple 4 with the conpound of Exanple 17.

The title product is obtained in the formof a beige
Thpoevatedure-i32s iVEkiuhplg Poithtreplacediend 30 heRoailuad 44 Example 1 with

3-%gihg-(§%droxyininophenyl nmet hyl - 3- oxo- 4H benzo[ 1, 4] t
thergommpopndi of Example 13. The title product is dbtained in the form of a yellow powder.

| ) et hoxy] phenyl }-2-(2,2,2-trifluoroethoxy)propanoic

Meggegpoime @E@%ure is as in Exanple 9 with repl acenent

of the co ?und of Exanple 5 with the 5 conpound of
Ek@%ﬁ#%ﬁ§gﬁggliﬁ%5title product is obtained in the form

of a white powder. o, Meltiohg point i 97- 99Cyfl enent al

m croanalysis % CHN Calculated : 58.53 4.39 4.88 10

Found : 58Ca&oulated8 4. 72685&npl e 233 5.23

iégﬁhgz:(pﬁ&ﬂﬁxyim nopmﬁﬂyi)neth%k13-oxo-3{§Penzo[1,4]0

Example 22 : 3-{4-[6-(Methoxyiminophenyl)methyl-3-oxo-4H-benzo[1,4]thiazin-4-
yDethoxy]phenyl}-2-(2,2,2-trifluoroethoxy)propanoic acid

The procedure is as in Example 10 with replacement of the compound of Example 2 with the

compound of Example 14. The title product is obtained in the form of a white powder.

Melting point : 66-68°C

Elemental microanalysis :

% C H N
Calculated : 59.18 4.62 476
Found : 58.79 4.71 4.62

Example 23 : 3-{4-[6-(Hydroxyiminophenyl)methyl-3-oxo-4H-benzo[2,3]thiazin-4-
yl)ethoxy]phenyl}-2-ethoxypropanoic acid

The procedure is as in Example 7 with replacement of the compound of Example 4 with

the compound of Example 17. The title product is obtained in the form of a beige powder.



10

15

20

yl ) et hoxy] phenyl } - 2- et hoxypr opanoi ¢ acid The procedure
is as in Exanple 8 with replacenent of the compound of
Exanple 1 with the conpound of Exanple 15. The title
product is obtained in the formof a white powder. 15
Melting point : 54-57C Elenggtal m croanalysis : CHN
Calculated : 67.17 5.83 5.40“Found : 67.20 6.08 5.21

20 Exanpl e 26
Medungpqint { Mt hBK$ mi nophenyl ) met hyl - 3- oxo- 4H benzo[ 1, 4] o

xazi n- 4-

yl ) et hoxy] phenyl }-2-(2, 2, 2-trifl uoroethoxy) propanoi c

Exaﬁi[}ri Ji‘es 40%@%?&@&@1351&?%5%@1%0& %I%%E&gzoifﬁﬁlazm 4-
Exanpl e gzl)eth'ﬂxg]lthddye} EI(QQLB:trlﬂﬁoﬁhﬂﬁu}@ﬁrd&b_ntgz@caélﬂr m

of a yell ow powder. -33- [ting point
El emental mcroanalysis : CHN Calculated : 60.84

by TR o S A SO Bt 3y

coprazidrof Exambpeclt8h Ghy jid proflidt-iRetetinakinpho famnaifa vadiehonaer.
procedure is as in Exanple 7 with replacenent of the

Metawgmoind: w98Canpl e 4 with the conmpound of Exanple 19.
The title product is obtained in the formof a white

Elgmesntd micib@ndliesis i ng poi nt : 95-97C El enent al

m croanal ysis CH N Cal%ylated I?6.66 5.%? 5.55

Calculated ; 58.53 4.39 4.88
Found ; 58.39 4.68 4.72

Example 25 : 3-{4-[7-(Methoxyiminophenyl)methyl-3-oxo-4H-benzo[1,4]oxazin-4-
yl)ethoxy]phenyl}-2-ethoxypropanoic acid

The procedure is as in Example 8 with replacement of the compound of Example 1 with the

compound of Example 15. The title product is obtained in the form of a white powder.
Melting point : 54-57°C

Elemental microanalysis :

% C H N
Calculated ; 67.17 5.83 5.40
Found : 67.20 6.08 5.21

Example 26 : 3-{4-[7-(Methoxyiminophenyl)methyl-3-oxo-4H-benzo[1,4]0xazin-4-
ylethoxy]phenyl}-2-(2,2,2-trifluoroethoxy)propanoic acid

The procedure is as in Example 10 with replacement of the compound of Example 2 with

the compound of Example 16. The title product is obtained in the form of a yellow powder.
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Found : 66.53 5.31 5.34 15 Exanpl e 28:
3-{4-[7-(Hydroxyi m nophenyl ) net hyl - 3- oxo- 4H benzo[ 1, 4] o
xazi n- 4-
yl) et hoxy] phenyl }-2-(2,2,2-trifl uoroethoxy) propanoic
acid The procedure is as in £§anple 9 wth repl acenent
of the conpound of Exanple 5"with the conmpound of
Exanpl e 20. The title product is obtained in the form
Mebingapowti: t6é-G#3Gder . Melting point : 86-88C 20 El enenta
m croanalysis CHN Calculated : 60.22 4.51 5.02
Elemspislmicrgmadesisr, 74 4. 81 - 34- PHARMACOLOG CAL STUDY
Exanple A : Acute goxicipy study Acute toxhcity was
eval uated after oral admnistration to groups each
conpri si ngC&cuintee : (26 6084gr ans) 4.7Fhe ani A9 wer e
observed regul ar intervals during the course of the
5 first dayPWdnd dai|yffeoo?\3tm weéks fol | 6Wi*ng the
treatnment. The LD50 (dose that causes the death of 50%
of the aninmals) was eval uated and denonstrated the | ow
toxicity of the conpounds of the invention. Exanple B

oo Gy o SRS 4B bl At yopagin-s-
dietary %ﬁ%??ﬂ?&gﬁy‘?'z'%bﬁﬁ@ﬁpﬁ%“dﬁw oprent of

ani mal I Ng~non- i - dependent di abetes and
hyper | i pi daem a associated with obesity and with

LA LS iy SR S5 TR LRl g i

comipVfd oPERImSIE Y 8! BRAafIPo MR isQUfideaRPIRLBImh 65a WRitOps eder.
to understand the physi opat hol ogy of those 15 diseases

MeBP gﬁpgg%gm@ffectiveness of new anti di abetic
coffpounds (D abetes, 1983, 32, 830-838).

Elemental microanalysis :

% C H N
Calculated : 66.66 5.59 5.55
Found : 66.53 5.31 5.34

Example 28 : 3-{4-[7-(Hydroxyiminophenyl)methy!-3-oxo-4H-benzo[1,4]oxazin-4-
ylethoxy]|phenyl}-2-(2,2,2-trifluoroethoxy)propanoic acid

The procedure is as in Example 9 with replacement of the compound of Example 5 with the

compound of Example 20. The title product is obtained in the form of a white powder.
Melting point : 86-88°C

Elemental microanalysis :

% C H N
Calculated : 60.22 4.51 5.02
Found : 59.86 4.74 4.81
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Anti di abetic and hypol i paem c effect in the ob/ob nouse

The 10-week-old fermal e ob/ob nouse (Harlan) is used for

the in vivo tests. The aninmals are kept in a

| i ght-darkness cycle of 12 hours at 25C. The npuse has

a basal hyperglycaema 20 of 2 g/l. The aninmals are

randomy selected with regard to their glycaema to

form groups of six. The conpounds tested by the

i ntraperitoneal rBHARMASCQLOGICAISTHIY mi xt ure of

di met hyl sul phoxide (10% and Sol utol (15% to be

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

twi ce per day for four days. By the per os route, the

conmpounds are tested at 30 ng/ kg adm nistered in a
&‘ﬂﬂ%é ‘dreute OxigiRostedy 1% HEC twi ce per day for four

days. 25 The control groups receive the solvents under

the sane conditions as the treated groups. -35- The
Acatettoxicity vak evhleated afiec bml iadministdiahad doyupseashiicon@rising 8 mice

triglycerides and insulinaema 24 hours

|
e égéar?!nmﬁg Therpimalinyeir sbpavedodt wadlapntewals during theggurse of the
firs n%rgnd% g3for thJ‘%e&g H(lfl\pﬁll { trla%]tﬁleh{“ﬁ@tLI%O édose .that causes the

tra a ver goo cap
dedth ioffl 306€ roif dks aanﬂals)nwué evaestd and blyénmytrzﬁzéd ﬁieamw ®0x1¢1|f}e of the
conpound of Exanple 11 5 adm nistered at a dose of 3
COTHROYNYS ShBARENYE™I8, r educti on in gl ycaenmia, a 45%
reduction in triglycerides and a 22% reduction in
insulinaema, with an insignficant variation in body
ExwmiptinB : Bfeictieenssslar gmecsmmhlxondl tions rosiglitazone
exhibits a significant increase in four days. In
addition, no side effect was observed during the in
Muties tif %b%ratg?sﬁﬁlhﬁlscand A8 Hﬁ?&&ﬁts’eﬁﬁﬁw@i@m aieﬁr? Reghfhens have
1000 tabl ets each containing a dose o

all@”’q@tﬂeﬁd@ﬁm@@ iofri andpdl erp gl sraataiple - lgmems)ulglg dependent diabetes and
hypegh %llgae l% o]cloa]t %Z‘?(% 3‘%"}/ btg’ ﬂ\f,@ t¥l] gﬁlgg%crq}to 12ns% 11t11 OXypropano

Genetic. mice. models (ob/ob) (Diabetes, -1982,. 31 (1), 1-6)-and. Zucker (fa/fa) rats have
bee@@egélbia@j by vagiqysdaporatories in order to understand the physiopathology of those
diseases and test the effectiveness-of new antidiabetic' compounds (Diabetes, 1983, 32,

83®@B38). | actose

..................................

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

The control groups receive the solvents under the same conditions as the treated groups.
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hydr oxypr opyl cellul ose

................................... 2 g Exanple D:
Variation in body weight Male C57 Black 6 ob/ob mice 8
to 12 weeks ol d were used. er being placed in 20
quarantine for one week, they were wei ghed and then
selected randomy with regard to weight, and 6
Thp ebiyineduie gprodpess (ls,teamltuawg bmur@aswm glsicgrniei ¢rglyberides and
insflid BHE R bl Rer P e oo el M B B B Peiah oy
intraperitoneally once per day for 7 days. The
nol ecul es are injected in a 5% DVSQ' | 5% Sol utol/q
Therompennisi dnths daradop slepmustiae ansnr 80gbeePagity e |1w¢ro$iycaemla
365 heat
trl%-ll—ﬂ&églgél %%15 elﬁlrarlllﬂgéa 2y @&9 # gfan\%l@ a}%/grgﬁ ) rgih 8¥ %xample 11
admnngdfrbd ated daserndd mg/ke Bho?(zvs‘iaw ®édubt1exahﬂ§maeh'ﬁ7a raet504t ekeldction in
he resul ptained clearly denonstrate ; hat the.
rgXEHaPatibh 22&:{?@&?% P HBaTRFe R gt yamation in body
weft PRI uRderf1RE A dohditiBhd r@&hte{koﬁ@tek%hg %n§1g1ﬁﬁgﬁ{t increase in
l'ows a significant reduction in the wei ght of
foum Weye [maddation, matsideleleet Was cdbsegyeddyyngoibe iewmo tdsts. 2
conponents of the association, the |loss in weight
ascertai ned being far greater using the association
t han when usi ng each conponent administered on its
own. Exanple E : Pharmaceutical conposition 10 100
Example€ s Pharmagetical empositiefose of 30 ng of
3-{4-[ 6- (hydroxyi mi nophenyl ) net hyl - 3- oxo-
4H benzo[ 1, 4] oxazi n- 3-y1) et hoxy] phenyl } - 2- et hoxypr opano
1000catdets ehchnehtdiflingy dode of Ge@imzofite{4-[@lydroxyiminophenyl)methyl-3-oxo-
nmet hyl - 3- gxo-4H-benzo

4H%) %&2&4&%@% ch g}‘fﬁ%ﬁ%%‘%ﬁm{ywmﬁ@ @ﬁ%@ﬁml‘égb}m d58

g
15 coenzyne Qo
TNAIZE STATGHL. s 1ot r v ae e rae et mr s ar s st asea s aren s st ss e esmsessae s ebeasesessonsssmesssasmesens o o o 20 &
................................................. 1lg
lacm%at T 0 PR 30g
magnesm-m SLEATALE .1t e L e L e e e L e e e D L 2 g
.................................................. 20 g
SILIQRRE - 20+ S GF- Gl ++eeveererrrrrerrietieteeeeeeteeteteeteete et et e steeaseeseesseereeseetesnestseresneearssnnen lg
hydroxypropyl cellulose’. L. Ll L L L L L L L L L L L L L L L L 'g' 2g

Example D : Variation in body weight

Male C57 Black 6 ob/ob mice 8 to 12 weeks old were used. After being placed in
quarantine for one week, they were weighed and then selected randomly with regard to
weight, and 6 homogeneous groups (starting weight not significantly different) were
formed. After having been weighed, the different associations to be tested are injected
intraperitoneally once per day for 7 days. The molecules are injected in a 5% DMSO/15%

Solutol/q.s. HyO solution heated to 65°C to ensure good dissolution. The solution is in
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attained-after 7 glay% oﬁye%{n%(rx E)sr r%ggrldeg.el l'ul ose

The results.obtained clearly. demonstrate - - - - - - 2g- 37- CCAIMS 1.
Cogpounds,of formula (1) : RBB a R4 NO val) C(
- theg thegsgocigtionagsprding to e inyventipn befaisers a spmpsynskef fatrowta¢h) and an
(&£)..: t ' L kyl ene.
By (iSSR0 Bt (AP K e
- thigytherchie taegynemly dratwednettit dcdrionenps kgahe agdciatb®NHE Jos8hin weight

by an roup (wherein R represents a hydrogen atom
as‘b?v“aé“qdil\ﬁez%@g folr Srsilon e herasewnyialiany thag rwhes) Usigg eaply cmponent

adBBIRMRING i oW@pht hyl ene group, 10 R and R2, which
may be identical or different, each represents a

hydrogen atom a linear or branched (G -C6)al kyl
group, a linear or branched (C2-C6)al kenyl group, a
I i near or branched (C2-C6)al kynyl group, an aryl group,

Exafipla By PR£rin£ehat o nffoli#Rdnl N

100 tablets each containing a dose of 30 mg of 3-{4-[6-(hydroxyiminophenyl)methyl-3-oxo-
4H-benzo[1,4]oxazin-3-yl)ethoxy]phenyl} -2-ethoxypropanoic acid and 10 mg of coenzyme
Quo

3-{4-[6-(hydroxyiminophenyl)methyl-3-ox0-4 H-benzo[ 1,4]oxazin-3 -yD)-

ethoxy ]phenyl}-2-ethoxypropanoic acid (Example 11) ...o.ovveveeerveeeoosoesnn, g
COBNZYITIE Q10 1euvverrieeriereneernseseseteteseesest s ceeseseeeeeeeeeeesse s eseseesseses s eeesseseneen. lg
WREAE STATCH.......cooiieccce e e 20g
IMAIZE STATCH. ..ot e 20g
JACTOSE ..ottt et ettt 30g
MAZNESTUM SEEATALE .......veveeerieieet et eee e s e e 2g
SHICE 1.tvtite ettt lg
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whi ch the al kyl noiety may be linear or branched, an
aryl - (C2-C6) al kenyl group in 15 which the al kenyl
noi ety may be linear or branched, an
aryl - (C2-C6) al kynyl group in which the al kynyl noiety
may be linear or branched, a_ heteroaryl group, a
heteroaryl - (G -C6)al kyl groab in which the al kyl
noi ety may be linear or branched, a heteroaryl -
(C2-Co6) al kenyl group in which the al kenyl noiety may be
l'inear or branched, a hetgy iyl - (C2- C6) al kynyl group
in which the al kynyl noiety may be |linear or 20
branched, a (C3-C8)cycl oal kyl group, a
- C8) cyclgal kyl -(C1- C6) al kyl group in which the
p#ﬁﬁ%ﬁ HE aéé linear or branched or a linear or
branched (Cl1-C6)poly - 38 - hal oal kyls group, R3 and
R4, which may be identical or differgnt,Beach
represents a hydrogen atom a hal atom or an R
OR or NRR group wherein R and R may be
identical or different, eachArepresents a hydrogen
atomor a linear or branghed ¢CI-C6)aIRyI 5 group, a
l'inear or branched (C2-56)al kq Q@roup, a linear or
branched (C2- C6)al kyny oup, lan aryl group, an
aryl -(Cl-06)al | J whi ch the al ki) noiety may
be linear or branched, ~gh aryl - (C2- C6)al kenyl group in
whi ch the al kenyl mopgty may be linear or branched, an
aryl-(C2-C6)all cynyl group in which the al kynyl noiety
nay be linear or branched, a heteroaryl group, a
het eroaryl - (Cl - C6) al kyl group in which the 10 al kyl
WhetSiht v may be |inear or branched, a
het er oaryl - (C2- C6) al kenyl group in which the al kenyl
nmoi ety may be |linear or branched, a

e heltrepesenyd ar{ G366 pwinkyny ulpinoatm,n  whi ch t he al kynyl

noi ety may be |inear or branched, a (C3-Cg)cycl oal kyl
group, a (C3-Cg)cycloal kyl-(Cl-C6)al kyl group in which

B R T T L

Réeplaced) by hee hetaiat htotrh eeleded Gromabxygen ceandr spilpigur t bnehy anhéR, group

t carried t wo ad ace t carpon ato

(R Re PRSI e e0dR o5tk Pt Ve P (Cpitio A Rl roup), or
9? Eﬂﬁb&%wqgah@hﬂﬂ@n@g&ﬁﬁo atom sel ected from oxygen,

su ur "and ni trogen,

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

the alkyl moiety may be linear or branched or a linear or branched (C;-Cg)poly-
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B represents a linear or branched (Cl -C6)al kyl group or
a linear or branched (C2-C6)allcenyl group, those
groups being substituted : 20 by a group of formula
(I'l') RS KR6 wherein z Z * R5 represents a HOR'
~NRR  Z 1l Il - NNRCGR or_- NNR C- OR group
wherein Z represents an oxyg%%'-SQ- atom or a sul phur
atomand R and R, which nmay be identical or different,
ah@loglkyl grepp.ned herei nbefore, * and R6 represents an
aryl group, an arylal kyl group in which the alkyl

noi ety contains froml to 6 carbon atons and may be

| Rhead RIr whi@nglethe ideRhEbOAI M tent, Seadh Qi escdts a hydrogen atom, a
het eroaryl al kyl _group in which the al kyl noiety

cBHO &0y gRn Ry §F ox NiRBO sramporfecreindR andrRy whech magde identical

-OR._-NRR,. - NR-C
R R g B S et o 5 e Rt (C-Conton
heroep b Eher @r dnchcRed(T - )alkeil Ghoupay 11ear Gesdhichad (0J-Cg)alkynyl
different, ma ake tge sanme meani ngs as defi ned

t > .
h&PEPne Bl e,%,fg% PRy a((Griedpkrzerony 1k ghids thet alky moiely may be
t BhdaR 8P bfanci, BR aryl-(C,-Cg)alkenyl group in which the alkenyl moiety may be

linear or branched, an aryl-(C,-Cg)alkynyl group in which the alkynyl moiety may be
linear or branched, a heteroaryl group, a heteroaryl-(C;-Cg)alkyl group in which the
alkyl moiety may be linear or branched, a heteroaryl-(Cy-Cg)alkenyl group in which
the alkenyl moiety may be linear or branched, a heteroaryl-(C,-Cg)alkynyl group in
which the alkynyl moiety may be linear or branched, a (C3-Cg)cycloalkyl group, a
(C3-Cg)cycloalkyl-(C-Cg)alkyl group in which the alkyl moiety may be linear or
branched or a linear or branched (C;-Cg)polyhaloalkyl group,

or R? and R?, together with the carbon atoms carrying them, when they are carried by
two adjacent carbon atoms, form a ring that comprises 5 or 6 ring members and that

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

B represents a linear or branched (C;-Cg)alkyl group or a linear or branched
(C2-Ce)alkenyl group, those groups being substituted :
¢ by a group of formula (II) :

R
—< D
RS
wherein :
Z Z
* RO represents a ‘—H—OR ’ —H—NRR' ,

Z Z
| |

— NR)C—R' or —NR)C— OR' group wherein Z represents an oxygen



10

15

20

-N(RI'i -R , -N(RI i -OR or -O(CH2)n C - COOR
group Z z 15 wherein Z is as defined herei nbefore and
R and R, which may be identical or different, nay
take the sanme neani ngs as defined herei nbefore, n
represents 0, 1, 2, 3, 4, 5 ol 6, and R8 and R9, which
may be identical or differeﬁg,'each represents a

hydrogen atomor a linear or branched (C -C6)al kyl

gr oup AtoFRkEF aishlpRer aip ard R 26l Ramhish nsaynbe tdeniéelist yifferent, are as
repre - n atom or B represents a group of
fornu?%ﬁ%?fygéggggg?oup R7 as defined hereinbefore, it
bei ng understood that : * the oxine R -C(=NOR2)- may

have th@ﬁ or E configuration, -40- * aryl is . )
under st 8%4Rt &°DFesERisANFRE EFPup, g ght Y] Feubipwhishithe alkyl moiety
group, wWighglhdhhe$Es g{n%yﬂ? atorrﬁaa}ﬁd nRlehYoianch d,.a heteroaryl
partially hygrogenate , eteroaryl 1s Under st 004 *to

mean anygraupgahitiecoandaléyl @oupin ehichitiee gkpupoeonéaitdindom 1 to 6
from5 to,10 ring nmenbers, which in_ the case of

bi cycl i E2H8Rer o0& gr offfs malfaY 5 offi ondfPe§ pe or  branched,
partialkyihmﬂﬁ@genaLejan_Lmﬁuyﬂ__ﬂmgjL' g and

containing froml to 3 hetero ato S ’ectéd from

oxygen, nitrogen and sul phur, wherein e aryl and

het eroaryl groups so defined may optionally be

subst i t utedvpy)cLrogn & t o 3pident gcal or different

gr oups selecteq fromlinear or|branched (G -Co) al kyl,

i near or bran¢hed (G -C6)pol ypal oal kyl, |inear or

branched (J -C6) al koxy, hydroxy, 10 carboxy, fornyl,

| inear or branched (C j-C6)acyl, aroyl, NRbR~ (wherein

Re and R, _which may be jdentical _or different, each

r epr e¥BREEY % 1KyradshBe herempeiarq anbBrangrR', phighcmey be identical or
(O - Cajrpedey! m& kP gie%n@rrﬂéang{gg YPdHned hgxee%r?t{e?@r%yl
am do, nitro, an

group), ester, cyano, al ogéh at ons,
enanti oners and di astereoi soners thereof, and al so

har maceuti cal | ceptabl e
P ¢ or by a group 1%6 ﬁgreppesenting a CN, tetrazole,

R8 R
N/
—N(R)‘(II——R' > —N(R)‘(’Z—OR' or —O0—(CH,))— C— COOR group
Z Z
wherein Z is as defined hereinbefore and R and R', which may be identical or
different, may take the same meanings as defined hereinbefore, n represents 0, 1,
2,3,4,5 or 6, and R® and R, which may be identical or different, each represents
a hydrogen atom or a linear or branched (C,-Cg)alkyl group, wherein R® and R’

cannot simultaneously represent a hydrogen atom,

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

it being understood that ;

* the oxime RI-C(=N-OR2)- may have the Z or E configuration,
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15 addition salts thereof wwth an acid or a base. 2.
Conpounds of fornula (1) according to claim1 wherein
the group R-C(=N-OR2)- is in the b or c position,
enanti omers and di astereoi soners thereof and al so
pharmaceutically acceptable addition salts thereof with
an acid or a base. 3. Cbnpouﬁﬂé of formula (1)
according to claim1 wherein R3 and R4 represent a 20
hydrogen atom enantioners and di ast ereoi soners t hereof

SR R PORt B & el whEESP af Dbt o Gt fasss eroups
(thly @@k Ny BYpi@al) 8y dodentft@r ei n A represents an

et hyl eneoxy group, enantioners and di astereoi soners
t hereof and al so pharmaceutically acceptable addition

alts thereof with an acid or a base. -41..5. Conpounds . .
SRS RSt Tl o R e bt kgl BUD Sonaining
rfeph €S entls AnHYAERBaE whicANn 8adké YIelisydddheteroaryl groups may
di ast ereoi soners thereof and al so Eharnaceutlcally

fptiepalibbe pamighy thydrpesaated on nae edfthevrings,aandagintpining £rom 1 to 3
faormula (1), ageording to claim1

P i RRRY T, Bl MG b sTBRES' Cnant i omer s

and di astereoi soners thereof and al so pharmaceutically

acceptabLe addition salts thereof with an acid or a

ba¥wrein theamp sad ditapaybeinypa s dytingdcwraiopgoralychapehstituted by
WHESHR i1 o &déﬁicﬂn&%%ﬂghﬁrgg%so&lec&ﬂ%% ‘iiﬂgﬁ%r %pcﬁm'ag%d d(Cl-Cs)alkyl,

group, enantioners an ereol somers thereo

allswar phaneed uid; 6&d)poly lmbtedipt aAlihear ad didniched @ﬂ—C@alfkoxy, hydroxy,
thereof with an acid, or e, .10 8. ounds _of |

{ Gt FrohdisraphgRnshe GG oicibaierh Mooy resisin Bo and Re
aRvhiSioRRy B¢ KdentiBAIOMP PR | éa‘dflerg%n@é’en?s 9rRMP & WIGHE b inear or
Rx and RY which may ORY be identical or different,
eaeinchepasenalkyhgioynr aganl gooprona heterckydydrogy)pesper, amido, nitro,

cyano, and halogen atoms,

enantiomers and diastereoisomers thereof, and also pharmaceutically acceptable

addition salts thereof with an acid or a base.

Compounds of formula (I) according to claim 1 wherein the group RI-C(=N-OR2)- is
in the b or ¢ position, enantiomers and diastereoisomers thereof and also

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

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

acceptable addition salts thereof with an acid or a base.

Compounds of formula (I) according to claim 1 wherein A represents an ethyleneoxy
group, enantiomers and diastereoisomers thereof and also pharmaceutically acceptable

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

enanti omers and di astereoi soners thereof and al so

phar maceutically acceptable 15 addition salts thereof

with an acid or a base. 9. Conpounds of formula (I)
according to claiml1 wherein B represents a COOK group
CH < X wherein R and RY, whjch may be identical or
different, ORY each represents a hydrogen atom or an

aIkyI grou enanti oners and di astereoi songrs thereof

a Qmﬁp%féismfaﬁ@ﬁﬁé]@u@) aegording ée elpimbl evhserdn (] oepreaents a hydrogen
t e

ng[n gflan\#l ;Tlgésg%gi?& :a%%r%{ns&n Ié R%Q?ﬁsaqnd]q?m é‘i? ?ﬁéﬂl{&%algf acceptable
2ac&ht|imxgalt3 tHedleof 2+i{h/an acid or a base.

[ (et hoxyi m no) (phenyl ) net hyl ] - 3- oxo- 2, 3-di hydro-4H1, 4

- benzot hi azi n-4-yl }- et hoxy) phenyl ] propanoat e, et hyl

. 3c&141p&@nd{s%f&&rﬁﬁﬂbgmwraﬁ ecpasf?ryh %JIM Rt %Ie%gat ally! group,

3-di hydro-4 benzot hi azi n- 4-yl } et hox
2¢r21m291ln|3115f hmd)r(hathemmeepSZthemoﬁpaldoatse pbamydceutlcally acceptable

‘%f%pn%‘ F%’%z(\f_éh - [ (et hoxyi mi no) (phenyl ) met hyl | - 3- ox

1 4- benzoxazi n- 4-yl } et hoxy) phenyl ] propanoat e, et hyl
2-eth 3-[4-(2-
(ompy s ooty fonmsy (Brvsegainsethghnl otosen R inyuedbsiied o
1, I h
S RERACLRRAR! BrctipY! dranfORGAY LPRSINLLRL QBARAA Fure i B aiso

2 }&nﬁamdm}yﬂddcaptﬁblbemabmm lﬂméomlﬂﬁarh@x&bpbsmll 2-(
2,2,2-trifluoroethoxy)- propanoate, ethyl
2- ethoxy 3-[4-(2-{6-[ (hydroxyi m no) (phenyl ) net hyl ] - 3- ox

PRy of Pl ssearing o daip, whoreln B represpmis an oot
, 2-ethoxy-3-[4-(2-{7-
[(hydroxyinino)(phenyl)nethyl]-g- -2,3-dilrydro-4H1,
4- benzot hi azi n-4-yl }- ethoxy)p ﬁgﬁﬁpropanoic aci d,
2alksylisyn sibpututesl Byza gropet haxyn‘% no) ( phvemy¢ipmgtang R}, wifich may
3- oxo0- 2, 3-di hydro-4H-1, 4- benzot@RaZ|n 4-yl ) et hoxy) pheny
I]propan0|c acid, 3-[4-(2-

{1%4 [1%631&1651%13”%%1@%& pﬁeﬂﬂebfé@érﬁé/b] hPdiexen Zatdmdbhydr atk¢Hgroup,
enzot hi azj n-4-yl }-
EHRBHI PR | digstqrooisomers r iheregbrapdt AloRy pharaisasisicellucicaeptable

3ad[i410§1%aﬂts7 mgeg?m)%l c1dI (ﬂ%)base

Compounds of formula (I) according to claim 1 wherein B represents a
COOR,

group _CH:;_< wherein R, and Ry, which may be identical or different,

OR,

each represents a hydrogen atom or an alkyl group, enantiomers and diastereoisomers
thereof and also pharmaceutically acceptable addition salts thereof with an acid or a

base.

Compounds of formula (I) according to claim 1 which are ethyl 2-ethoxy-3-[4-(2-{7-
[(methoxyimino)(phenyl)methyl]-3-0x0-2,3-dihydro-4 H-1,4-benzothiazin-4-yl}-
ethoxy)phenyl]propanoate, ethyl 3-[4-(2-{7-[(methoxyimino)(phenyl)methyl]-3-oxo-
2,3-dihydro-4H-1,4-benzothiazin-4-yl}ethoxy)phenyl]-2-(2,2,2-trifluoroethoxy)-
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(phenyl )nmethyl] -3 -oxo -2, 3 -dihydro

-4H 1, 4- benzot hi azi n-4-yl } ethoxy)phenyl] -2-
(2,2,2-trifluoroethoxy)propanoi c acid,

2- et hoxy-3-[4-(2-{6-[ (hydroxyi m no) (phenyl) 15

met hyl ] - 3- oxo- 2, 3-di hydr o- 4FL1 4- benzoxazi n- 4-yl } et hoxy
)phenyl]propan0|c acid, 2-

et hoxy-3-[4-(2- [(nethoxyln1no)(phenyl)nethyl]-s-oxo-
zpl‘gp@nqqy:dr ethyl- mhqj(e'n&-{4-(2-{6-[(methoxyimino)(phenyl)methyl] 3-0x0-2,3-

AR AT ISR RIS AN 5851, TR SOBLS -

a{fbﬁ(hycabkﬁnﬁﬁl@(}ﬁheﬁm)ﬁla{htyﬁ 3-beg-20tdilgdrb-42n 1 A0z hiadin-4-y} -
base. 11. Process for the ELeparatlon of the conpounds

o@th@Wr)ﬂhﬂnallpHOPa%%r gihyly 3-6+-C- bi-Hhydrox piginméphesy mﬁé@H 3-0x0-
0?3-(#1?%)15-'&'?1{ §4- %ﬁﬁ%zﬁﬂ—%%@é%ﬂ%@a]% '(;& 2%1%85%%&10@)

debpaedtef oretifydr Mutthoxsl-3- [4-\6&H{61ﬁ(hyﬂrcﬁ(§?ﬁﬂmﬁ§(pﬂedy[bn{bﬁﬁyl}33 oxo -2,3-
By P BaerRER el RS RN rrarogie. s Asfionen-[4-C-(7-
f[@ﬁyér@;éﬁ]gﬁgﬁ%(oﬂa% dﬁg}?et?? 3r(¢,g,r %§ Ql%y%ir@daia @-%%%Zo %EBHMR{’@

ethoxy)phenyl]propanoic acid, 2- ethoxy 3-[4- (2 {7 [(methoxynmno)(phenyl)methyl]-
3-o0x0-2,3-dihydro-4H-1,4-benzothiazin-4-yl} ethoxy)phenyl]propanoic acid, 3-[4-(2-
{7-[(hydroxyimino)(phenyl)methyl]-3-ox0-2,3-dihydro-4 H-1,4-benzothiazin-4-yl} -
ethoxy)phenyl]-2-(2,2,2-trifluoroethoxy)propanoic acid, 3-[4-(2-{7-[(methoxyimino)-
(phenyl)methyl]-3-0x0-2,3-dihydro-4 H-1,4-benzothiazin-4-yl }ethoxy)phenyl]-2-

(2,2,2-trifluoroethoxy)propanoic acid, 2-ethoxy-3-[4-(2-{6-[(hydroxyimino)(phenyl)-
methyl]-3-0x0-2,3-dihydro-4 H-1,4-benzoxazin-4-yl} ethoxy)phenyl]propanoic acid, 2-
ethoxy-3-[4-(2-{6-[(methoxyimino)(phenyl)methyl]-3-0x0-2,3-dihydro-4H-1,4-benz-
oxazin-4-yl}ethoxy)phenyl]propanoic acid, enantiomers and diastereoisomers thereof

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

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

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

H
N0

" f (1),
X

O

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

which is condensed in basic medium with a compound of formula (IV) :
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X s wherein Rl, R3, Ra, A B and X are as defined for
formula (1), which is subjected to the action of a
compound of formula R20-NH2 wherein R2 is as defined
for formula (1) to yield a conmpound of forrmula (1) : R3
B A~1 R4 OR (1), x NO. 10 which may be purified
according to a conventional separation technique, is
converted, if desired, into 9ddition salts with a

phar maceutically acceptable Bcid or base, and is
optionally separated into j
conventional sepapgtioq te que. -44Y),12. Process for
t he preparation of the cony ds of formula (I)
according to claim1, charactgrised in that there is
used as starting material a Eonpound of (Il1l) H O
Ryo~N.f (Ill), x Owlerein R and X are as defined
for formula (1), 5 which is condensed with a conmpound

ofyhfef ! B, RRGhAHZ Mber 8ifhedZol Boramild@) e dial Rdpresents a halogen

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

OngIB according to a

| fo V),
R

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

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

3
R" B

A
| R
N

O
R} f ,

X
NOR?

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

optionally separated into isomers according to a conventional separation technique.



5

10

formula (1) to yield a compound of formula (VI) : HO
R (VI), X NOR wherein R, RZ and X are as defined
for formula (1), which is condensed in basic nmedi um
with a conmpound of forrmula (IV) R3 B 10 Hal-A/ (1V),
R4 wherein A, B, R3 and R4 gre as defined for fornula
(1) and Hal represents a halogen atom to yield a
compound of formula (I) : -45 -3 B RA NOR(l), X
NOR which may be purified according to a conventiona

td technique, i onvert.ed i.f desired. ..into . .

12. 25808 (6t BEBM® o i, SRREIRT o ol SR RGBS glaim 1
athabi@®eisedindhatshere plusedad diattisepateabietdcdniount SO(TEN S
according to a conventional_separation technique. 5 13.

Phar maceut i cal conpositionchonprising as active
ingredient at |least @ co u of

RI

(11D,

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

which is condensed with a compound of formula RZO-NHz wherein R? is as defined for

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

H
e
R! f (VD),
X
“NOR?

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

which is condensed in basic medium with a compound of formula (IV) :
Hal'—A (IV))

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

to yield a compound of formula (1) :
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13.

14

15.

formula (1) according to any one of clains 1 to 10, or
a pharmaceutically acceptable addition salt thereof
with an acid or a base, alone or in conbination with
one or nore pharmaceutically acceptabl e excipients.
14. Pharmaceuti cal conpositLgps according to claim13
for use in the manufacture of a 10 nedi canent for the
treatment and/or prophyl axi s of hypergl ycaeni a,
dysl i pidaem a and, nore especiaIIyR?infihe treat ment
of non-insulin-dependent type Il dyabekes, insulin
resi stance, glucose intol erance, ffer s associ at ed
with syndronme X, coronary argery O gAse and ot her
car di ovascul ar di seases, ren%% di sordeyss, retinopat hy,

di sorders associated wt actiyvation of endotheli al
cells, psoriasis, y 15 syndrone,
denentia, ostedp 3 estimal inflarfyatory

di sorders, myotoni dysi+Ophy;” pancreatitis,
arteriosclerosis, j-homa, and al so in the treatnent
or the prevention type | diabetes, obesity, the
regul ati on of appetite, anorexia, bulima, anorexia
nervosa, as well as cancer pathol ogies and especially
hohivhneaydeppnifest acco@ngeios contédtions] Rpeatibn RER e, a0 donverted,
c%h%grc ncer, and for use as angi ogenesis inhibitors.

2 :

ciad¥g Adgtionriatnmphi s PhigmacebppbugeRiRbIE deifuprabsse) and is
agﬁ%gﬂl}n&g%ﬁteﬁ']%oqgﬁﬁﬁg ac%éﬁﬁ olatcgm{e}lgogﬂgg%?%io% d:e%hgique.

ant 1 oxi'dant agent. socration ac
claim 15, wherein the conmpound of fornula (I) is

~{4-[6 . .. .. . .
?%@F&?‘%&%}ﬁ“ﬁ?lr?%weﬂ?%mwlﬂ% BREUHNBEALSH 2t 1839 2B pofopound of
yiohetRQXYiRbrmY to d1y @ﬁeh@fxéiﬂfrﬁplafbo}(f oGl arﬁ%ﬁ&a?@i{c?gptable

and di ast ereoi soners thereof and al so ar maceut
aaddepmatslteherdel withan saidie atthies, edinewir tih cambaetion edthaone or more

Associ.ation .according to claim15 or 16,
&ﬂere?%uﬁﬁgbgﬁ?g%%iagﬁ?p%ﬂ%ht is coenzyme Qo. 18.
Associ ation according to claim15 or 16, wherein the

ggtioxidant agent_is vitamn E. 19. Association

%eﬁec%l GORIPRFIRODS agnordipg Wwhickeimilg for use in the manufacture of a
e M EROBP I pivleris o epsiyphian i iniecmia
etntpxyqpe espeddlly, dai te afghtment of non-insulin-dependent type II diabetes,
insulin resistance, glucose intolerance, disorders associated with syndrome X,
coronary artery disease and other cardiovascular diseases, renal disorders, retinopathy,
disorders associated with the activation of endothelial cells, psoriasis, polycystic ovary
syndrome, dementia, osteoporosis, intestinal inflammatory disorders, myotonic
dystrophy, pancreatitis, arteriosclerosis, xanthoma, and also in the treatment or the
prevention of type I diabetes, obesity, the regulation of appetite, anorexia, bulimia,
anorexia nervosa, as well as cancer pathologies and especially hormone-dependent

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

Association comprising a compound of formula (I) according to any one of claims 1 to

10 and an antioxidant agent.
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10 coenzyne Q o. 20. Pharmaceutical conpositions
conprising as active ingredient an associ ation
according to any one of clains 15 to 19, alone or in
conbi nation with one or nore pharmaceutically

accept abl e excipients.. 21. Pharmaceutical conpositions
according to claim20 for use in the manufacture of a
15 nedi canent for the treatnent and/or prevention of

16. opyesripjion pocording ripedesmt | S arhesdmless sampmmd af forraladg Dt s 3-{4-[6-

L N T e e

o&tmmt@ansued dwyd,a djﬁﬁltyomdffasshndndﬁXst@E@@drﬁérst hﬁﬁeaﬁ afnd also
ss than % 23. Hﬁe %_ an associ atjion according to
aFﬁV“Bﬁ‘@uHFa &1 2 riabls agditiqmsally thiseefi il 2w or a base.

phar maceuti cal conpositions intended for the treatnent
and/ or prevention of obesity. 24. Use of an

17. aAssociahon epcoadiogrtdictegmt I any6,omeerah the antioxid:mt tagerit 9s koenzyme
olt ai ni ng pharmaceuti cal conpositions intended for the
tr&at nent and/or prevention of obesity caused by a
therapeutic treatnent. -47- 25. Use of an association
according to any one of clainms 15 to 19 in obtaining

18. phesepratiene¢cording tmglaisi 13 onkod, iwleraiel 8 ahtipxitdhns agersds mgamin E.
and/ or prevention of obesity caused by treatnent of
type | or type Il diabetes. 26. Use of an association

19. a&gsemdumg at:ébrdi’m}g nelah 16 af M6 Which s 19 {4106-Pbfdb:BiimehopBenyl)-
har maceuti cal conpositions intended for the treatnent

dﬁ%t}“}ﬁ]r3'ﬁ?‘@\ﬂ%b‘?f@ﬁ[1@4]0XW%13v§é)e§mXY]iﬁamdhze¢th@§@rWnalC acid and

QRQM |ndex greater than 25 and | ess than 30. 27.
%ﬁ % associ ation according to any one of clains 15
to 19 i n obtaining pharnmaceutical conpositions

t ended .f r the treatnent ,and/or. pre

tion of _ | .
20. Rhareseyfiee] cRaPREtion) SEPTHEGAISHYS HEEEiTHdeesyrission pecording
ttbaﬁh}z%n@ngf |<§a§§15t |T9nto3Q9C%H§1%dor 30 DmBnkdie! INBHUNE or more

treatment . : an associ ation accordi ng to any
mﬁ@nmceml@lkysacg@tabie @chplmtsbt ai ni ng

21. Pharmaceutical compositions according to claim 20 for use in the manufacture of a

medicament for the treatment and/or prevention of obesity.

22. Pharmaceutical compositions according to claim 20 for use in the manufacture of a
medicament for the treatment and/or prevention of overweight characterised by a body

mass index greater than 25 and less than 30.

23. Use of an association according to any one of claims 15 to 19 in obtaining

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

24. Use of an association according to any one of claims 15 to 19 in obtaining
pharmaceutical compositions intended for the treatment and/or prevention of obesity

caused by a therapeutic treatment.
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phar maceuti cal conpositions intended for the treatnent
and/ or prevention of overweight characterised by a
body mass i ndex greater than 25 and | ess than 30 caused
by treatnment of type | or type Il diabetes.

25.

26.

27,

28.

-47-

Use of an association according to any one of claims 15 to 19 in obtaining
pharmaceutical compositions intended for the treatment and/or prevention of obesity

caused by treatment of type I or type II diabetes.

Use of an association according to any one of claims 15 to 19 in obtaining
pharmaceutical compositions intended for the treatment and/or prevention of

overweight characterised by a body mass index greater than 25 and less than 30.

Use of an association according to any one of claims 15 to 19 in obtaining
pharmaceutical compositions intended for the treatment and/or prevention of
overweight characterised by a body mass index greater than 25 and less than 30 caused

by a therapeutic treatment.

Use of an association according to any one of claims 15 to 19 in obtaining
pharmaceutical compositions intended for the treatment and/or prevention of
overweight characterised by a body mass index greater than 25 and less than 30 caused

by treatment of type I or type II diabetes.



