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( (A noi m’nonet hyl ) am nélﬁ.@ﬂtﬂ’%'ﬂ#ﬁﬂ“&xam des and their applications in
therapy 5 The present i tes to the use of derivatives of the
((am noi m ngREdAYle) @M no) al kevear boxani de type in the tr ety qks
pat hol ogi es associated with insulin resigstance syndrone. The present
i nvention therefore provides 10 pharnaceuti cal conp03|t|ons conprising as
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NH 15 i n whi ch: (fhmigoinipepethyl)smigreadkanpeaskd¥arides grdupleir H -
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15 in which:

R; is selected from one of the fcllowing groups:
- H;
- (C1-Czp)alkyl substituted or unsubstituted by
one or more of the following groups:

20 amino, hydroxyl, (C1-Cs)alkyl, (C;-Cs)alkoxy,
(C;-Cs)alkylthio, (C;-Cs)alkylamino, trifluoromethyl;
. R, and R; are selected independently from
- H;

- (C3-Cg)cycloalkyl substituted or unsubstituted
25 by one or more of the following groups:
amino, hydroxyl, (C;~Cs)alkyl, (Ci-Cs)alkoxy,
(C1-Cs)alkylthio, (Ci-Cs)alkylamino, trifluoromethyl;
- (C3-Cg)heterocycloalkyl containing one or more
heteroatoms selected from N, O and S and substituted or
30 unsubstituted by one or more of the following groups:
amino, hydroxyl, (C1-Cs)alkyl, (Ci-Cs)alkoxy,
(C;-Cs)alkylthio, (Ci;-Cs)alkylamino, trifluoromethyl;
a nitrogen atom can additionally be substituted by a
(Ce—C14) aryl, (Ce-Cis)acyl or (Ci-Cs) alkyl group;
35 - (C¢-Cis)aryl substituted or unsubstituted by

one or more of the following groups:

G
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25 30 35 - 2 amno, hydroxyl, hal ogen, (Cl-C5)alkyl, (C1Cs) al koxy,
(C1-Cs) alkylthio, (Cl-Cs) al kylam no, trifluoronethyl, cyano; - '
(C1l-C23) heteroaryl containing one or nore heteroatons sel ected from N, O
and S and swBgbMdopi €d or unsubstituted by one or nore of tplag/Epsddosesl NQ
groups: am no, hydroxyl, hal ogen, (Cl-€sjatkyl, (ClCs) al koxy, (Cl-CS)

al kylthio, (Cl1-CS) al kylaamqeg) r{yrdlfolxlyqronﬁl en cy@@p,csgapkﬂ ogega, atom can
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(CL-Cs)alkyl, (01 C5) 4l kogyc,qf §dt&8das)kyldditainiGl Coheal byl afibr,

trifluoro thyI C | ected fromt ou
- CHz- 0H2-rTE e ly%%oﬂ‘& ﬁelegkegt o r[\@mg ’{-Hi §1a("%r1 ﬁgéféwg?ds%stl t ut ed
or unsubst i tut@dsmsmﬁelt@ld Fivr enefox heofepldfowhnag fgt bopsng agdawes :hydr oxyl ,
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ri f1 uor omet hy cyc i tuted or un ut ed” by one or
more of the fof1éMi¥REYer oups: g‘mck% l’ﬁ’bﬁg‘r |, (c1-Es ésgla%ﬂy&a’(‘%ﬁo(:s)

al koxy, (CL- Csﬁrafkgdrtdme&h}’(tmcxﬁsr)oal kyl ami no, trifluoromethyl; -

(C3-C8) heaeroc%cmeusgéncg%ﬁl iag R0 1ondRL Y het ey gatons rag! %fg; fromN,
O and S and substitutéed or unsubstltuted é %}r;e Qr gore of the fol

oW ng
groups: ami no, (Fdroh@AYL( EksTeap) AFRY 19 ( grogRi- c5) al kyl t hi o, ¢
(01-0s) alkylam no, tr+ fI UCﬂs@ﬂBi fayely L - 4C Qs egemat osubam’adnbctl onat |y be

substituted by, apyl r Glde 3y kn@r s6E ) roup;
PCT/ EP99/ 10468 &&Qg\% 00/ 42001 PC'IC'?EP99/610468 ang %el r sgc‘{ esg and

phar maceuti cal | y accept &8s al IOy  h R BV FHTY | é@b&p%ab]ﬂél'sel €cted in
particul ansfr ooa)mwwodyl,, pyri nCoiayhlk§ehig, pyrrol(gh-CH atlkiveéayino,
benzot hi azol yl , ggoog%q)wl g%]gj)n‘i dazol yl, benzot hi enyl, indolyl,

benzof uryl and Tm
and A is selected from the groups:

-CHz-,
-CH,-CHz—,
20 ~CHR4-,

Ry being selected from:

- H’-

- (C1-Cz0)alkyl substituted or unsubstituted by
one or more of the following groups:

25 amino, hydroxyl, (C1-Cs)alkyl, (C1-Cs)alkoxy,
(C1-Cs)alkylthio, (C;-Cs)alkylamino, trifluoromethyl; .

- (C3-Cs)cycloalkyl substituted or unsubstituted

by one or more of the following groups:
amino, hydroxyl, (C;-Cs)alkyl, (C;-Cs)alkoxy,
30 (C1-Cs)alkylthio, (Ci-Cs)alkylamino, trifluoromethyl;

- (C3-Cg)heterocycloalkyl containing one or
more heteroatoms selected from N, O and S and
substituted or unsubstituted by one or more of the
following groups:

35 amino, hydroxyl, ({Ci1-Cs)alkyl, (Ci-Cs)alkoxy,
(C1-Cs)alkylthio, (Ci-Cs)alkylamino, trifluoromethyl;
a nitrogen atom can additionally be substituted by a
(Ce-Ciq)aryl, {(Cs-Cigq)acyl or (C;-Cs) alkyl group;



The heterocycl oal kyl groups are selected in particular from piperidinyl,
nor phol i nyl , pi perazinyl, tetrahydrofuryl, tetrahydrothienyl, pyrrolidinyl
and 10 tetrahydropyranyl. A preferred group of conpounds of formula I is

constituted,dqfich RL is Hor (Cl-C6)alkyl. A preferredpgfppnsiks
conpounds of forrrula Tis constituted-in which: 15 RZ is sel ected from -

(C3-Cs) cyclo yl ti ’h?{ép f the

fol |l owi ng grogbg gﬁlggg %“?%‘% g&ta%‘(fgg P¥l€%§l&) o%ﬁl (C1-Ch)
al kyl thi o, (C#2&8%-al kyl ani no, trifluoromet hyl; 20 - (C6- Cl4) aryl
substituted or unsubsthé ut etetyroarelor mupepef theef ol sOvédrphroups: am no,

hydr oxyl , hal (C al kyl
(CL-CS) al k o %“%‘rg%? F%%né%’ﬁléﬁ Cé%‘@mz@”yl ]f“g} ﬁi’f‘te‘%uol
cont ai ni ngsyonéhélenbférebl*?@tzé’?ibéﬁé%ylsel Eéf‘éﬂxﬁl?‘b]rﬁll\d ’Eﬁ%lﬁwsﬂaa?ﬂjlﬁubstl t ut ed
h)rl unsubsEICt u&eﬁlzbm@eeyw i yaf, bbazﬁohtpwmi%m:mﬁol@m no, £¥drfﬁy:
al ogen, ~ al ky a t al ky
am no, trifluoromnet h JFhe :%g‘gm:%?r?ocziJ gg)élx %%%pom gén aé%l?cl('%eln I I1351 be
substi t ut ed byvaa‘t(tee @_4)framy|plpeeed@g} a@yrpmll(ml@glmzk%lrgﬁloup A
particul arly prekahy8dogioPp, of taIRYShOEn DS Mubdr 851 ddirsy1congid tuted in
whi ch RZ ios S%|6$Ct§d froma (£6-Cl4) aryl group possibly substituted as

i ned above. hg kR0 ge of the Applicant, the conpounds of formula
“ are novel wi that erebegapd grroupA® D0LcerpoUnds 4 ofpf formula I is
a- guani di noac%to@ﬁgltllltq%dv\m thucﬁh daesggl}lpepk b(y; N@bz)la)_d@rl (1 nd| an Drugs 1989,
27,' 5, 292), i. t he cqogpogl gul d & ngl ll[:\r)é phenyl
and R8 = H 5 The PnRARSEETE Is%ror‘bq a? CPB‘p?H% talto rr“ﬂ:ulfaor i%0 the
enanti oners, dioastecebedoherehiarid epi ners of the conpounds of gener al

formula ({9 . The cenppyunds Lf-gerebgl fornula (1) have ba5| C nitrogen atons
and can be m)nosalnzl ed or dis 0?31' ed %é? 1Q m neral or ani c acids. The
r

conmpounds of formula (E#)Cedafyh By tre cPFnEjnﬁuk&% fothff & for mul a:
R~ RZ /Q ~N-Hnel io) AoR8 45 whé hEcd lomipguadowds: fornmula: FIN N -~ TN NHT ~

or 5 Rsin V\,hlaqﬂno 5 1S ﬁ%@&,&ﬁd from(CSQ-Sl?);algw_azol yl(@r Cs%xﬁ”d
’ (Ci~Cs)alkylthio, (Ci-Cs)alkylamino, trifluoromethyl;
20 - (C¢~Ci14) aryl substituted or unsubstituted by one
or more of the following groups:
amino, hydroxyl, halogen, (C;-Cs)alkyl, (C;-Cs)alkoxy,

(C1-Cs)alkylthio, (C;~Cs)alkylamino, trifluoromethyl,
cyano;
25 - (C1-Ci3) hetercaryl containing one or more
. heteroatoms selected from N, O and S and substituted or

unsubstituted by one or more of the following groups:

amino, hydroxyl, halogen, (Ci-Cs)alkyl, (Ci1-Cs)alkoxy,

(C1-Cs)alkylthio, (Ci-Cs)alkylamino, trifluoromethyl,
30 cyano;

a nitrogen atom can additionally be substituted by a

(Ce~Ciq)aryl, (Ce¢=Ciq)acyl or (C;-Cs)alkyl group.

A particularly preferred group of compounds of formula
35 I is constituted in which Ry is selected from a (Cg-Cyy)
aryl group possibly substituted as defined above.

To the knowledge of the Applicant, the
compounds of formula (I) are novel with the exception



20 T is a tert-butyl oxycarbonyl or benzyl oxycarbonyl protective group. The
conpounds of formula (11) can be prepared in accordance with a process in
whi ch: a) a conpound of forrmula: 25 1 R3 H PCT/ EP99/ 10468 in which R2 and
R3 are as dwbdiomedoiabove is reacted with an acyl halide of pgemsessalbsskor mul a
(M) WO 00/ 42001 PCT1EP99/10468 _ = % -~Z (V 1) Oin which: Ais as
defined above, o Lo~gpaasienhsadettatidrides orwiiradm nes at agsefileéd achbivat ed
ester form Z yrepresents hl ori ne or m atom qr, pr ot ect am no
group, to for m&%g%%rr%%un(&%ggaaendel}u S f%)?ér%'l ar}?\’/l g %8222 R3 &~ ~§gﬁlll) 4 in
whi ch R2, R3, pompeM el Herrkeld nedimbdvieh B thél,.cdapsuptienflgener al
formula (M 1) rs$ epacted with potassium phthalimde and then with 15
hydr azi ne nohydrate r el.se with a_nitride faollowed reduction to
forma corrpggund of gen@}eal * g?r\{\rr% A sy )reﬁr?t\?\ﬁi P R’igé I%Ta.u%PH‘efﬁ'é case
where Z is a pforesi edo amifoerprdiemers i diappeopri samenso adapeptiaersit at
this stage to ferfnelcsmpimung gengeaer8brdranylza ,(11). The conpounds of
general formula (I1) ipwhich RLis (gther thfm H caﬁg’fb ogtaai ngd %
reacting a conpound of *31r#itRLURISI PEwEERSERT aht T (‘één 3F PBFHEI a
(VIT1) 25 RINHgit¥bge¢n atdie ashpesi beonsnasebifiieny aw disalpfesenby
inventionqare Msgbuhi oy theydi@atpept, of pathol ogies 30 associated with
insulin resistance syndrone (psoyn(glro X) .
The compounds of formula (I) can be prepared by .
reacting a compound of formula:

)
c

Renor N ANy )
A

R3

15 with a compound of formula:

TN NHT
]

Rs
in which:
Rs is selected from -SCHi, pyrazolyl or -SOsH, .
and
20 T is a tert-butyloxycarbonyl or benzyloxycarbonyl

protective group.
The compounds of formula (II) can be prepared
in accordance with a process in which:
a) a compound of formula:
25
'fz
N W)
/ \
Rs H
in which R; and R; are as defined above is reacted with
an acyl halide of general formula (VI):



WO 00/ 42001 PCT/ EP99/ 10468 6 Insulin resistance is characterized by
areduction in the action of insulin (ef. PresseMedicale, 1997, 26 (No. 14),
671 -677) and is involvedin a large nunber of pathol ogical states, such
as5di abet eg,, QWre particularly, non-insulin-dependent gt%pgﬁgﬁgtype I
di abet es or dysl i pi daem a, obesi sy~" arterial hypertension, and
certai nm crovascul ar and macrovascul ar conplications such
asat heroscl erosi s, retinopathies and neuropathies.10ln this context,
reference may be nade, forexanple, D abetes, Vol. 37, 1988, 1595-1607;
Jour nal of Di abetes and its cog%l tio I998(Vl}2 110-119,0or Horm Res.
1992, 38) 28-32.1n particular, thd] conpositions of thel5invention exhlblt a
strong hypogl ycaem ¢ activity. TheCronpositions according to the
presentinvention can also be used for treating the chronicconplications due
to the fornmatiignwdichadvancedgl ycosyl ati on end products”, witten AGES,
whi ch resul t 20f romat he gkysexirdat iamovieeacti on bet ween gl ucose, itsoxidation
derivativ and the a ti fRLatei [ [ o-£al | ed
Mai | | ard ‘raéeactl ons?‘of g%‘é}oe{"i o(r%’ o? Sﬁhg'é))%a tEf o&e?é%bggT%&gﬂar ?raceutl cal
conposi tions aBGvaited €698 h’@linhventl on can be provided in forns which
arei ntended for parzentzé Béseriall a regletingPebrUCHLGNITPeERtBhanepus

m ni stration. The therefore be provided in the form ofsolutions or

pensi ons fdt*q Cé(?fjl 8RBY #i1R”- dose30bottles, in the formof plain or

coat ed tabl et sto fidrm eoapwhovab| &l gengabdr f@arp@-h@ esVIel atin
capsul es, pjlls, cachets, powders, suppositories or rectal capsules, or
sol utions or suspensions for percytaneoususe in a polar solvent or for
per mucous use. 35The excipients whiisp are suitable for suchadm nistrations

are derivatives of cellulose orm c¢focryshalline cellulose, alkaline earth
met al car bonat es, magnesi um phesp a s; iMlfiedstarches, and
001 / EP99/ 10468 7 For rectal

| act ose for the solid formns. 3O 00/

use, cocoa butter or polyethylene glychl stearates are the preferred

exci pients. For parenteral use, water Maqueous sol utions, physiol ogical

sal ine and isotonic solutions 2208 qthe 5 veh |.es us st judiciously. The
dosage can var’gf‘vﬁlﬂﬁ Rar 02l i mf's ?from‘?bs nfg teg %nggng) dependi ng on
the therapeutic indicattiben andpphedadef nigtretdlon fosBEéa ak¥lial sotdn the

age and weight .of .4he ipdiyi Qtlassi@nThentahl oMiag exsapl esenl | wstrate the

preparation of the conpounds of formula of va I ous lnt er medi ates. A
- PreparatPon EX ’é"eofm?fb‘?sﬁyéjﬁﬁ&§ (?frf Sr#.ul"%lﬂr&( 17)! i %araéﬁ%vrqleof

N- (2, 6-di met hy}bphanyde)d\ﬁmhhorto- picoparmneeegound. ehr e@nﬁ%keéomaék is
charged wt hlzhg rwar&c@ @l netdyl ani | i ne, 300 m of isopropyl-ether and
150 M of water. 12 3- chl ol:‘ogr o:%)anoyl 20c or| e _are added at a rate
ch that the mternal%’brﬁﬁ?r &CaPeYN'§ Bet weRn® N AR PNE B of
iaddl tion, tlne i eagpp ospmiedieurei septotecd forat3 tfhllSTIs@pgectpi fore forned
is filterg g % x\g@g Mtdfo en\é@yﬂegg\f,ﬁﬂd sarnopyl ether and then with
inally

wat er and ried. of white cr stals £ ?btalnedgl

134- 136C1H NVR ( DVBO- déhe 2%“%% sp 0t 89@§66g& formylay (S5f) . 13 HBL %)*B 2H) :

7.03(d, 3H); 9. 40 (s, | bkB&dhenkar nnul amnante ¢ hartadinedi sby ¢ scedctdogpoaindsof
formula (VI1) have been col i n Tabl e

ConmpoundSt r uct ﬁP@ﬁ‘?‘ﬁ 8 q': #—% f(lqgﬂ 26’(13‘“ %Psklﬁé\/ﬁ%oﬂ?%ﬁfl

PCT/ EP99/ | 04680mﬁ)@)uh‘61§t1r ucturemp. in CLH NVR(Kofl er)200 MHz dppmlC

H3146- 198BMSO-d6NN |it.:2.25 (s, 6H) 9.35 (s, 2H) 146-1989.10 (s, 3H)9.62

(s,I'H R,NH, (VIII).

The compositions according to the present
invention are useful in the treatment of pathologies
30 associated with insulin resistance syndrome (syndrome

X).



WD 00/ 42001 PCT/ EP99/ 10468 2 H3C CH3 148-150 CDC13 1.20 (d,12H) lit.: 3.00
(m2H) ~ ~~ 15|.4- 4.20 (s,2H) 151.9 7.20 (m3H) 7.82 (s,|H H3C g CAS -
197-199 DVBO-d6 2.65 (2s,9H NHC) lit.: 9.50 (s, 2H 190-192 7.13 (s,IH /
~ 10.06 (s, WobookRfey N 'S CH3 4 C H3 134-136 DMSO-d6 2.18 Giopafbindbs! ~

lit.: 2.81 (t,2H 134-136 3.88 (t,2H) ~~&.-~3 7.03 (d, 3H) 9.40 (s,!|Hr

VO 00/ 42001 - 10 PCT] FROPLA0AOR Compiuan Sy UOLYE Lol g ddy | VR, C 200
MHz 8 ppm ( Kof | 3DWVo3H6 i || g 6H) 4.15

(mlH 176-178% idéﬁt %“2H}“ ghﬁo @STaRy 7053 (BsElny. 45%¢q, |PF4)°-59€20

(s, H DNBC>d6M2dQQa%%,6F§9Brhﬁ518H018642 9671s6BH) 4n85is,i2Mplv¥edO (s, 2H)

9. 62 (s, 1H) H3C 4t ﬂ%f@b number of pathological states, such as

5 diabetes and, more particularly, non-insulin-dependent

diabetes (type II diabetes or NIDDM), dyslipidaemia,
obesity," arterial hypertension, and certain
microvascular and macrovascular complications such as
atherosclerosis, retinopathies and neuropathies.

10 In this context, reference may be made, for
example, to Diabetes, Vol. 37, 1988, 1595-1607; Journal "
of Diabetes and its complications, 1998, 12, 110-119,
or Horm. Res., 1992, 38, 28-32.

In particular, the compositions of the

15 invention exhibit a strong hypoglycaemic activity.

The compositions according to the present
invention can also be used for treating the chronic
complications due to the formation of “advanced
glycosylation end products”, written AGEs, which result

20 from the glycoxidation reaction between glucose, its
oxidation derivatives and the amino functions of
proteins, including the so-called Maillard reactions of
glycation of glyoxal for example.

The pharmaceutical compositions according to

25 the invention can be provided in forms which are
intended for parenteral, oral, rectal, permucous or .
percutaneous administration.

They will therefore be provided in the form of
solutions or suspensions for injection or multi-dose

30 bottles, in the form of plain or coated tablets, film-
coated tablets, wafer capsules, gelatin capsules,
pills, cachets, powders, suppositories or rectal
capsules, or solutions or suspensions for percutaneous
use in a polar solvent or for permucous use.

35 The excipients which are suitable for such
administrations are derivatives of cellulose or
microcrystalline cellulose, alkaline earth metal
carbonates, magnesium phosphate, starches, modified
starches, and lactose for the solid forms.



CH3 DMBO-d6 1.0 (t,3H) 7 CV ~CN30 1.18 (d,3H) 1.25-2.00 \
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The dosage can vary within wide limits (from
0.5 mg to 1000 mg) depending on the therapeutic
indication and the administration route, and also on
the age and weight of the individual.

The follewing examples illustrate the
preparation of the compounds of formula (I) and of
various intermediates.

A - Preparation Example of compounds of formula (VII).
Preparation of N~ (2, 6~dimethylphenyl)~-3-chloro-
propanamide
A 2 1 three-necked flask 1is charged with
121.8 g of 2,6-dimethylaniline, 300 ml of isopropyl
ether and 150 ml of water. 126.5 g of 3-chloropropanoyl
chloride are added at a rate such that the internal
temperature is between 5 and 10°C. At the end of the
addition, the reaction medium is stirred for 3 h. The
precipitate formed is filtered off with suction, washed
with isopropyl ether and then with water and finally
dried. 126 g of white crystals are obtained.
m.p. = 134-136°C
'H NMR (DMSO-dé6, 200 MHz):
2.18 (s,6H); 2.81 (t,2H); 3.88 (t,2H); 7.03
(d,3H); 9.40 (s,1H)
The formulae and characteristics of compounds
of formula (VII) have been collated in Table 1.

Table 1

Compound | Structure m.p. in °C [!H NMR
{Kofler) 200 MHz d

ppm

C
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119-121 3.28|(s,2H) NHz 6.8 , ﬁﬁ H3C / CH~ lit. 3.00 (m,2H)
Cl 151.4~- 4.20 (s,2H)
0 151.9 7.20 (m, 3H)
/ CHa 7.82 (s,1H)
H,C
3 H;;C\ 197-199 | DMSO-d6
‘ S 2.65 (2s,9H)
NH lit.: 4.50 (s,2H)
l N ] Cl 190-192 | 7.13 (s,1H)
= ) 10.06 (s, 1H)
HC ™ NS
CH3
4 CH3 134-136 | DMSO-d6
NH CI 2,18 (s, 6H)
lit.: 2.81 (t,2H)
o) 134-136 | 3.88 (t,2H)
(;H3 7.03 (d,3H)
9.40 (s, 1H)

C (Kofler)iH NVR 200 MHz d ppmlCH >260DM60- d6( HC1) 2. 15 (d, 6H) ~NH23. 90 (d,
2H) Iit.:7.12 (s, 3H)2968.40 (s, 3H)10.15 (s, | H 2HOC ~H3118- 120DVSO- d60. 8B (s,
I2HNH2 . 77 (m 2H)11 23. 1 (s, H6.92 (m3H ~9.07 (s,IHH3 C WO

00i azoo~ - ,3@4 . ﬁg{/ EP99/ 10468 3 C ~S 132-134 DMSO-d6 2. 40;,&%@5),04351 NH2
2.48 (s, WaPl(s,3H) o 4.26 (s, 3H). +§3CNS690(SIH)CHS ~~~
239-241 DMSO-d6 NH NHZ (HCl) 2.22 (s, 6H) 2.44 (t,2H) / Olit.: 2.88 (t, 2H)
CH3 239-240 707 —s+3H) 9505 tH—Conpount——Strtecture—mp—i—€—1tH NVR 200
MHz b ppm (Kafd er) DIVE!db 1.25 (d, 3H)| B8A\K073}®12 13 (s, |6H NH2
3.50 (m 3H) {7.00 (s,|3H) DVSO-d6 2.09 (s, @H) 2.18 [s5.:3H)a,628) (VH




N 79-76 1.7B (m 3H)
WO 00l 42001 '~
3H) CH CHs oil 2.21
C ~#CrEpdodosd®. 90 (d,
s, 6H 3.27 (d, 1H
oH 9 .59 (d, 4H) \
1 H)
~HgN\MR 91" 3. 24
~N~

CH - - DMSO-d6 1.04 (t,3H) 1.20 (d,3H 1.30 (m
~N~1 2.25 (s,6H) 3.35 (d,IH 0 7.13 (s, 3H 9.40
15 PCT/EP99/t 0468 CH DMBO-d6 ~ 1.0 (t, 6H) 1.63
s 6H ( . ) Wo®®azoom | H) \ N N~ 7.12 (s, 3H CHO DVBO
3H g H: 71-73 1.05 (d,3H) N ~ 2.04 (MUoHy N~ 2.25
CH- 7 .03 (S, 3H DVBO-d6 10 oil 3.00 {s,2H) 3. 59 (s,
NN7.33(mIO%TO B0 06 3.57 (s, T08- 110 W. 69 (S, 3F) LI 7.5t (1
7.75 (d, 2H) "EPUEMEO- d6 1. 47° %‘Eté 1.91 (m SHP 1% N

H 7
s, | H
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6
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(s,2H) 3.77 (
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3900( BHZ2 ) pph3

Hy cx—«o

NH N
s

176-178
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.23

.15
.90
.90
.23
.45
.20

DMSO-d6

(d, 3H)
2 (s, 6H)
(m, 1H)
(s, 2H)
(s,3H)
(s, 5H)
{d, 1H)
(s,1H)

'\ Cl
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.40 (s, 3H)
.35 (s, 2H)
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WO~ N e RN

.30
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.20
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.69
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Preparati on Exanpl e of conpounds of

formula (11) Preparation of N-(2,6-dinethyl phenyl)-2-nethylam noacetam de A

cl osed st ai nl ess- st eel

reactor is charged 5 with 80 g of

N- (2, 6- di nR§dydabgny! ) - 2-chl oro-acetani de and 600 nl of apdfiRpRAbR
The mxture is hemted with stirring at 80Cfor 4 h

met hyl am ne s

and then concentrated under vacuum The crude product

ol uti on.

i's taken up i n water

and washed wrtt—d+rehtoroneth ge to—aqueous—sotut+gi—+s—b S‘E)_i_ e usi ng
sodi um hydr oxi de sol Jtlgﬁ aﬁf Mﬁi’é@t ed with dichloronmgthangg Theggrigani c
phase is driéd oyer sodi um Hul phat elland concentrated td gi \ne760(mg1mf a
colourless oil. 1H N \ﬂﬁ’\ﬂ 15 (5, 8H): 2-33 (es68H); 3.50
(s,2H); 6.50|(s, 1H) 70ll(s, H3H) : 9ll58 [, lfl—é e f dril Geltind
characteristics of co ndgwhave been col e in Tablle 3.2 bglge . 20
ConpoundStrug¢turemp] in C (EE)err)lH NVR 200 MHz 8 panIVBC}j 219 (js, 6H) IN
H~ Hoil2.49{(s,3H) 8. 50 (s) 2H)N6.50 (s, |IH) {CH37.07 |[(s) 3D (%,ﬁ.dil-h 8
(s, 1HHZN 413C NVR|50NHVHz S ppm O CHoi | DMSO} d6339. 80 CH3-. MiS4A.s281)
CH2180. 09 C=0 Q DMSO-d6
4,30 (s, 4H)
10 4.40 (s, 2H)
' 7.02 (m, 10H)
oil
® N
Y e
ES °
DMSO-d6
4.33 (s, 2H)
11 172-174 7.42 (m, 3H)
N 8.21 (s, lH)
Y\NHZ
Q
DMSO-d6
N\[(\Cl 1.39 (m,5H)
12 114-116 1.80 (m,4H)
3.66 (s,2H)
0 4.16 (s,2H)
8.25 (d,1H)
DMSO-d6
3.99 (s,2H)
13 133-135 4.16 (d,2H)
. N 7.16 (m, 5H)
Y\Cl 8.62 (s,1H)
0




WO 00/ 42001 PCT/ EP99/ 10468 1~ D - Preparation Exanple of conpounds of
formula (1) Preparation of 2-am noini nonethyl am no-N-(cycl ohexyl ) atetanide
5 A round-bottonmed flask is charged with 15 g of

2- am no- N- (Gipabmiexy! ) -acetam de, 14,6 g lam noi m nonmeht ylppyedddHofes
hydrochl ori de and 100 m of di oxane. After-18 h stirring at reflux, the

reaction medi ym. %I@?@Jr@@lbﬁ m&}ﬁm@razerc%tn%anagdoforf&ﬂnmltaat6:1}0 whi ch has
formed is filtered Wt h SUCt'oZ% 16901\5 &lgn |d are obtalned
mp. - 232-234C*R3TRVR°IDVEO- d6, 200 N7 (idf“e%&}' phenygh-{mm 5H) ;
3.46 (mIH,; ZmvigcpdopHpamid@l (s, 4H); 7 68 15 The fornmul ae and
characteristics of compaynds- ﬁchcQ&nPiéslUis hawer heen, 6l | afedhi noeTabl e 4.
WO 00/ 42001 PCT/ EP99/ 10 &8 - gbl e 4 %gpl e S}" gcture m |nC 1H
NVR (Kof | e?) 208 1@ 1 CH§ NH 285- 257 ‘bl\ég limethy PBe‘?Y-’QB‘f

~NH NHZ stog)crmarzz@:(os,anamde a@l 9%.15g(Sf Pera€kBud ph®balsmidH) 8. 35

I 10. 10 69¢ 2 O I NH NH~NH
ESHC1H>?/> 59 m 2H ‘Je'il) 32h %@ E‘ﬂ%r%‘i‘n Qe x_ﬁgflqyi( tclil@ J:eﬁg:tg.gn x%%% Lzm Z o1
(s,2H) 9.91 (SCQQ% to ro m t mperature an 600 l of water are

added. Stirring is continued for 1.5 h. The precipitate
10 formed 1s filtered off with suction and washed with
water. 140 g of white «crystals (m.p. >260°C) are .
obtained.
The crystals are charged to a three-necked
flask with 800 ml of 95° ethanocl and 23.7 g of
15 hydrazine monohydrate. After 3 h of stirring at reflux,
39 ml of concentrated hydrochloric acid are added and
stirring is continued for 1 h. The precipitate formed
is filtered off, and washed with ethanol and the
ethanolic phases are concentrated. The crude product
20 obtained is taken up in water; the insoluble material
remaining 1is filtered off and the aqueous phase is
concentrated to give 108 g of a cream-white solid.
m.p. = 239-241°C
'H NMR (DMSO-d6, 200 MHz):
25 2.22 (s,6H); 2.44 (t,2H); 2.88 (t,2H); 7.07
{s,3H); 9.50 (s,1H). .
The formulae and characteristics of compounds
of formula (II) have been collated in Table 2.



wo 00i 4a00i - 19 PCT/ EP99/ 10468 3 ~C S (1JH 249-251 DVBO-d6 2.90 (3s, 9H)
NH NH-NH 2 (HO) 4.15 (s, 2H) 6.92 (s,IH u~ 7.49 (s,3H) 7.74 (s, 1H 9.8 B
(s, 1H 9 CH3 223-225 DMSO-d6 NH NH-NV2 2.16 (s, 6H) 2. 65 (t, 2H CH NH

3.50 (t, E’? %’é‘g&?qB Es 3H 7.31 (m3H) 7.85 (s,2H) 9.69 (sctibookthizg NW

227- 229 2.05 (s,6H) ~N N3(HG) 2.a8 (S, 3 CH3 4.25 (3, 2H)
3 6. 95 (s, 4H) 9. 68 (s, 1H) 20 - 20 PCT/ EP99/ 10468 Corrpound
Structure mp. in 1H NWVR C 200 VHz 80%6% :%Gfler) C. H3 NH DVsO d6 1.53
(d,3H) NH 2.27 (s, 6H) ~"~"NH NH= 4 85(m1H)6~/ 0 159-161 7.20 (s, 3H)
7,55 (5,20 (el 0,0 (d 1H) 10 00,4, [F) CHL [NH.DNSO- [i6 2.:450ks, 6H] 7 ~
THONm€m>ZE i s, 3H (HC) 6.90 (s, 2H CHO 7.870 (2300 &Hl—zbd%pzo (s, H
- o (Ksfler)
1 CH3 >260 DMSO-d6
NH (HC1) 2.15 (d, 6H)
T(\NHZ 3.90 (d,2H)
o) lit.: 7.12 (s,3H)
CH, 296 8.40 (s,3H)
. 10.15 (s, 1H)
2 HSC CH3 118-120 | DMSO-d6
0.88 (s,12H)
NH 2.77 (m, 2H)
NHz 3.11 (s, 2H)
O 6.92 (m,3H)
CHa 9.07 (s,1H)
H,C




anmor phous 1.30 (mlIH g &G ~AdI~Nfl 1 m1 .50 ( ( H j~~ (HC1) 1.93 (m H)
~NH NHZ 2.25 (s, 6H) !l 4.60 (d, 1H) / OCH 7.17 (s, 3H 7.95 (s,2H) 9.55
(s,IH DWVMSO-d6 |.05 (d,6H) ~ 1.69 (m3H 9 C~iafi'C~ Nn' 2.18 (s, 6H)

anor phous 4wBboksel H N-~NH NHZ (HC1) 7. 15 (s, 3H) 8.02 (eramefohisl0. 18

(s, 1H s WD 00/ 42001 PCT/ EP99/ 1046814 21 - DVSO-d6 2. 25 (m 7HF 10. ~
N ~ anor phous g 57 (t IH) ~N NHz (HCl) 7.12 (s 3H) " ( 8.08 (s, 2H) 10. 20
(s,IH CH CHB — 6272194 St— (s 2H—N-NHINHEATHED)—4—68 (s,
4H 11 ~ ~ 7, 3 (m S—I) N § d6 NH 4,30 (d, 2H}37189 ((@MeP9as12 \ N |H~ ~
181-183 7.91 s, I H) ~N NHx (HCI) 10.45 is, 1H) ol ~c~ | DMBQsdlén3. 00
(s,3H 13 ~, ,} >250 3 ~N 1H2 | 0 NH
DVBO-d6 1.19 (m5H) 1 PR
3.34 (s, 3H)
4.26 (s,3H)
6.90 (s,1H)
4 239-241 | DMSO-d6
(HC1) 2.22 (s, 6H)
2.44 (t,2H)
lit.: 2.88 (t,2H)
239-240 | 7.07 (s,3H)
9.50 (s, 1H)

o H NMR |
Compound Structure m.p. in °C 200 Mz 5 ppm
(Ksfler)
DMSO-d6
CH3 ?Hi’ 1.25 (d,3H)
5 ; 73-75 2.13 (s, 6H)
NH NH 3.50 (m, 3H)
2 7.00 (s, 3H)
0
CH,

CH DMSO-d6
Q ? 2.09 (s, 6H)
6 NH 119-121 2.18 (s, 3H)
AN NH 3.28 (s, 2H)
| ) 2 6.87 (s,2H)

o @]

H30 CH,
CH, DMSO-d6
1.04 (t,3H)
CH, 1.20 (d,3H)
SHy H i 1.30 (m,1H)
! N ; 74-76 1.78 (m,3H)
= \rf\NH 2.25 (s, 6H)
l l 2 3.35 (d, 1H)
Z 0 7.13 (s, 3H)
CH, 9.40 (s,1H)




~NH ~ NH 3.46 (m 1H)
(d,I'H DMBO-d6 4.04 (d,2H) 15 ~ N ~ 144-146 4.42 (d, 2H)

99 (m 9H) 7.
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WO 001 42001 PCT/ EP99/10468 __ - 25 CLAIMS 1. Pharnmaceutical conposition
conprising as active 5 principle a conpound of general formula (T) OR- RZ
~~NNHSy ~NAR3 NH inwhich:RL is selected fromone of the follow ng
groups: 10- Wo-004204r CZ0) al kyl substituted or unsubsti tut edplyapsy/@iggnOr e of
the followi ng groups:anmino, hydroxyl, (@8- C€5)al kyl, T
(C1- C5) al koxy, ¢ Cz-EGarsddatithi Braffle G5 aidnploamidsoost £ofhuwny oppfyhy! ; 15Rz and
R3 are sel ect egl-ddenangdent f g, Has alkyl _substituted or
unsubsi i t ut edby_one oy rl)(ri:)nr el%f the f’?l Féé‘mgﬁ%%%kg%@sﬁar%%g}:%h'?/a?‘b&?ﬂ,

(C1-C5) al kyl , 2F¥LREH al koxy, 20( G -Cs) al kyl thio, (Cl-C5) al kyl am no,
trifluoronethyl;- (C3ACByhesedocytd indldeyl-seestai fréagtcane i@r BRAEHES er oat ons

sel ected fgom d,S S s Sty t ut by ope or nore of
the foll ovmsng Jg%%rg g?a i nﬁ?%yg}giﬁ&%?gﬁ@gﬁkﬁ ,&ﬁ(leé%PCéfe@amlde

al koxy, 25( C1- &%l RYP t Ri 0°%( €1-48%) A%Aprasi AGLhypRimer 8abekidn a Tid r ogen
atom can addi tmixaldey be auhstit utied by ia¢CAgCla) 0% , £§£64CH) a8yl or

C1-CS) al kyl - (CB- | L Lyt ed tituted b
rore of the ol B3 Gr A aontes kot oy ThartudR weries By

(C1- C5) al koxytaken -Wm)im| ¥31¢hidd (WEEhes) witky |[ddrehdorone thams oyl |
cyano; - OI( Ca- Céé:’c)\héﬁﬁ o@bylit cont aisni Egspflﬁed)(rjugﬂhgheé&ﬁ% OWd?@iﬁ&é ed from
N, 0 and S an titut or 35unsubsti t ut .0 or re" of the

fol | owi ng gr ou?o(??m:s%% 0%’?%208§g§aibe&15 Yo-s ébcg;go;o m¥’a<e{’rﬁ'no,TkH?ydr oxyl .
hal ogen, (CL- GH9atigy| PhagleCS)isal kaigd (e¥ecs) satikyht hfelphat<Cl-L8)

al Eyl ami noéI L r&&dd(,@ftqra&te;aylto §Y 98060 a;grajft raolgamoa%%élre@csa%uﬁgdi tionally be
substituted by a - _ - acyl or - al kyl group; -
(C6-C14) aryl - (Cl%ﬁhgl E@f{é%é&lzﬁ}t Qazgr unsubstituted by one or nore of
the foll owWPng groups:1oani (fo,6Hnydr @xy¢H, Hal 8gken, BCIO CSfsatkyi , €.GACS)

al koxy, (Cl-CS)saldeyl tthize, (6C3uP)9 AKylsaaypo, trifluoromethyl, cyano; and
Ais selected fromth roups: .-CHzZ-, - -CH2-, -CHRg-, Rq being selected
from - H - (Cl-Czo) glh%ylycgﬂ‘ﬁ’s‘ﬁet A %E‘Z%%tt?ors"tsittl&tse& yCOMRC W Sor e of
the fol |l owi ng gpupgsenagoddathgdimxBdble( G1- C5) al kyl, (Cl-C5) al koxy,
(C1-CS)al kylthio, (Cl-Cs)alkylam no, $4ifd woromethyl; - (C3-C8)cycl oal kyl
substitut%l or unsubstituted by one or nore of the follow ng groups:

Compound | Structure m.p. in °C |*H NMR
(Kéfler) 200 MHz &

ppm
CHs DMSO-d6

.15 (s,6H)
1 NH oil .44 (s, 3H) .
.50 (s,21)
.50 (s,1H)

.07 (s,3H)
.58 (s,1H)

H,N 13C NMR 50
\[(\WH MHz 8§ ppm

2 oil DMS0-d6
O CH, 34.80 CH3-N
54.28 CH2

180.09 Cc=0

Z
X
O~ W




am no, hydroxyl, (C1-CS) al kyl, (Cl-CS) al koxy, (Cl1-CS) al kylthio, (Cl-C5)
al kyl am noo trifluoronethyl; - (C3-C8)heterocycloal kyl containing one or
nore heteroatons selected fromN, 0 and S and substituted or unsubstituted
by one or the foll ow ng groups: am no, hydroxyl @wﬁskky'
(C1-Cs5) al L‘g‘iﬁﬁ’ﬂ%‘& C5) al kylthio, (CL-G%) .al kyI am no, trlﬁuor omethyl: a
nitrogen atom can dd| tiqnall ubs%| t ut ed (
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L10% & () - ‘K‘;’Le%lg‘"()- L10% & () - TTTTTTIQ:bUH')?4UdL10%&PE:%V-EPﬁ8 &'8-
L1098 & ()- L10% & ()-

CLAIMS

1. Pharmaceutical composition comprising as active
5 principle a compound of general formula (I)

0 R
|
R:*/ NH

in which:
R; is selected from one of the following groups:
10 - H;
- (C;-Cyg)alkyl substituted or unsubstituted by
one or more of the following groups:

amino, hydroxyl, (C1-Cs)alkyl, (Ci-Cs)alkoxry,
(C;-Cs)alkylthio, (Ci-Cs)alkylamino, trifluoromethyl;
15 R, and R; are selected independently from
_H;

- (C3-Cg)cycloalkyl substituted or unsubstituted
by one or more of the following groups:
amino, hydroxyl, (C1~-Cs)alkyl, (Ci-Cs)alkoxy,

20 (C1-Cs)alkylthio, (C;-Cs)alkylamino, trifluoromethyl;

- (C3-Cg)heterocycloalkyl containing one or more

" heterocatoms selected from N, O and S and substituted or
unsubstituted by one or more of the following groups:

amino, hydroxyl, ({Ci-Cs)alkyl, (Cy1-Cs)alkoxy,

25 (C1-Cs)alkylthio, (Ci=Cs)alkylamino, trifluoromethyl;

a nitrogen atom can additionally be substituted by a
(Ce=Ciq)aryl, (Ce-Cis) acyl or (Ci-Cs)alkyl group;

- (C¢-Ci4)aryl substituted or unsubstituted by
one or more of the following groups:

30 amino, hydroxyl, halogen, (C;-Cs)alkyl, (C;-
Cs)alkoxy, (C1-Cs)alkylthic, (C1~Cs)alkylamino,
trifluoromethyl, cyano;

- (C;-Ciz)heteroaryl containing one or nmore
heteroatoms selected from N, O and S and substituted or

35 unsubstituted by one or more of the following groups:



L10% & ()- TTTTTUUd: bUH ) 24UdL10% & ()- L10% & ()- L10% & ()- L10% & ()-
L10% & ()- UU UUUUUd: bUH ) 24UdL10% & () - L10% & ()- L10% & ()- L10% & ()-

L1096 & ()- UUUUUUZUQJ U [:' Y10% #. & ()- ' Y: 1109 #T & ()-G
Y: 1 10988" 38iv0)oo/kPA 0% 0% L' ZLOW&’ () - ZL10% & () - i U UUUUdyiebos/Racs
) 10% #. & ()-9!03 )10% #. & ()-9! 3 )10%#2&() oI (%3 )10% % & () 813

)10% #. & () - 9'3)10%# 8311(3)119'%}&@6\{(\{,1\/I 0% #e 91{1 Cim

) 10% #. & () - 9'&2 10% #. &'\/% 9'3 1%# &'a) 9'§§Ld§)a §' _(1

)10% #. & () -9! 5( PV@/r Vs hio, (C1-Cs) alkylamino,
trlfluoromethyl, cyano,

a nitrogen atom can additionally be substituted by a

5 (Ce~Cyq)aryl, (C¢-Ciq) acyl or (Ci1~Cs)alkyl group;

- (Ce-Crq) aryl-(Cy-Cs)alkyl substituted or
unsubstituted by one or more of the following groups:
amino, hydroxyl, halogen, (C;-Cs)alkyl, (C;-
Cs)alkoxry, (C1~Cs)alkylthio, (C1=Cs)alkylamino,
10 trifluoromethyl, cyano;
and A is selected from the groups:
—-CHz-,
-CH,-CHz-,
-CHR4—-,
15 Ry being selected from:
. H;
- (C1-Czo)alkyl substituted or unsubstituted by
one or more of the following groups:
amino, hydroxyl, (C1-Cs)alkyl, (Ci-Cs)alkoxy,
20 (Ci-Cs)alkylthio, (Cy-Cs)alkylamino, trifluoromethyl;
- (C3-Cg)cycloalkyl substituted or unsubstituted
by one or more of the following groups:
amino, hydroxyl, (C1=Cs)alkyl, (C;i~Cs)alkoxy,
(Ci-Cs)alkylthio, (Ci-Cs)alkylamino, trifluoromethyl;

25 - (C3-Cg) heterocycloalkyl containing one or more
hetercatoms selected from N, O and S and substituted or
unsubstituted by one or more of the following groups:

amino, hydroxyl, (Ci-Cs)alkyl, (Ci-Cs)alkoxy,
(C1-Cs)alkylthio, (Ci-Cs)alkylamino, trifluoromethyl;

30 a nitrogen atom can additiocnally be substituted by a
(Ce=Cia)aryl, (Ce-Ci14) acyl or (Cy-Cs)alkyl group;
and solvates and pharmaceutically acceptable salts
therecf,

2. Composition according to Claim 1, comprising as

35 active principle a compound o0f general formula I in
which R, is selected from H and a (C;-C¢)alkyl group.

3. Composition according to Claim 1, comprising as
active principle a compound of general formula I in
which R; is selected from
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)10% #. & () - 9ldhnino, hydroxyl, (C;-Cs)alkyl, (Ci-Cs)alkoxy, (Cy-Cs)

alkylthio, (Ci-Cs)alkylamino, trifluoromethyl;

5 - (Cg=Cis)aryl substituted or unsubstituted by one
or more of the following groups: ‘
amino, hydroxyl, halogen, (C;-Cs)alkyl, (C,-Cs)alkoxy,
(C1-Cs)alkylthio, (C1~Cs)alkylamino, trifluoromethyl,
cyano:;

10 - (C;-Ci3)heterocaryl containing one or more

" heteroatoms selected from N, O and S and substituted or
unsubstituted by one or more of the following groups:

amino, hydroxyl, halogen, (Cy;-Cs)alkyl, (C.-Cs)alkoxy,

(C1-Cs)alkylthio, (C1~Cs)alkylamino, trifluoromethyl,

15 cyano;

a nitrogen atom can additionally be substituted by a
(Ce=Ci4) aryl, (Ce—Cigq)acyl or (Cy-Cs)alkyl group.

4. Composition according to Claim 1, comprising as
active principle a compound of general formula I in

20 which R, 1is selected from a (C6-Cl4) aryl group
possibly substituted as defined in Claim 1.

5. Compounds of general formula (I)
OllQ,
RJ\N NH, (
® ISNTAT 2 0
RS
3 NH
25
in which:

R; is selected from one of the following groups:
- H;
- (C1-Cz0)alkyl substituted or unsubstituted by
30 one or more of the following groups:
amino, hydroxyl, (Ci-Cs)alkyl, (C1-Cs)alkoxy,
(C;-Cs)alkylthio, (C;-Cs)alkylamino, trifluoromethyl;
R, and R; are selected independently from
- H;

(N3
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)10% #. & () - g1y one or more of the olow1ggro
amino, hydroxyl, (Ci-Cs)alkyl, (C,-Cs)alkoxy,
(C1=Csyalkylthio, (C;-Cs)alkylamino, trifluoromethyl:;

5 ~ (Cs-Cg)heterocycloalkyl containing one or more
heteroatoms selected from N, O and S and substituted or
unsubstituted by one or more of the following groups:

amino, hydroxyl, (C;-Cs)alkyl, (C;-Cs)alkoxy,
(C1-Cs)alkylthio, (C;-Cs)alkylamino, trifluoromethyl:;

10 a nitrogen atom can additionally be substituted by a
(Ce-Cre)aryl, (Ce-Cis) acyl or (Ci1~Cs)alkyl group; (]

- (C¢-Ciys4)aryl substituted or unsubstituted by
one or more of the following groups:

amino, hydroxyl, halogen, (Ci-Cs)alkyl, (Ci-

15 Cs)alkoxy, (C1-Cs)alkylthio, (Ci-Cs)alkylamino,
trifluoromethyl, cyano;

- (Cy=Ci3)heterocaryl containing one or more
heteroatoms selected from N, O and S and substituted or
unsubstituted by one or more of the following groups:

20 amino, hydroxyl, (Ci-Cs)alkyl, (Ci-Cs)alkoxy,
(C1-Cs)alkylthio, (C1-Cs)alkylamino, trifluoromethyl,
cyano;

a nitrogen atom can additionally be substituted by a
(Ce~Cirq)aryl, (C¢-Cia) acyl or (Ci-Cs)alkyl group;

25 - (C¢-Crg)aryl-(Cy-Cs)alkyl substituted oxr
unsubstituted by one or more of the following groups: ‘
amino, hydroxyl, (Ci-Cs)alkyl, (C;-Cs)alkoxy,
(C1-Cs)alkylthio, {C1-Cs)alkylamino, trifluoromethyl,
cyano;
30 and A is selected from the groups:
~CHz—,
-CH,-CH;—-,
-CHRy—,
Ry being selected from:
35 - H;

- (C1~=Czo)alkyl substituted or unsubstituted by
one or more of the following groups:
amino, hydroxyl, (Ci-Cs)alkyl, (Ci-Cs)alkoxy,
(C;-Cs)alkylthio, (C;-Cs)alkylaminc, trifluoromethyl;
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HN NHZ n or TNQT/NHT
T V) ®
5 Rs
in which:
Rs; is selected from —-SCH3, pyrazolyl or -SOsH,
and
T is a tert-butyloxycarbonyl or benzyloxycarbonyl

10 protective group.

10. Use of a compound as defined in Claim 1 for the
manufacture of a medicament for the treatment of
pathologies associated with insulin resistance
syndrome.

15 11. Use of a compound as defined in Claim 1 for the
manufacture of a medicament with hypoglycaemic
activity.

12. Use of a compound as defined in Claim 1 for the
manufacture of a antiglycoxidational medicament. "

20 13. A method for treating a patient suffering from a
pathology associated with insulin resistance syndrome,
comprising administering to a patient in need of such
treatment an effective amount of a composition of Claim
1.



