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Tri azepi nones, process-.for their preparation and their

t herapeutic application The present invention relates to novel
triazepine 5 wisysessi ves, to a process for their.preparati OPCHERD06100
phar maceuti cal corrp05| ti ons cont ai ni ng t hem The invention

rel ates nore speci &I cal %g novel tl’fl az I ne derivatl Vesadxtﬁhi gh, are
useful in t her apy2f “??ﬁﬁsdl B ERe PRaLT Tt FHFPEF AR 5PeHH its
oxi dation products (a-dicarbonyl thierarentiiceappdénation gs gl yoxal or

met hyl gl yoxal ) with the am ne groups of proteins, and which
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conpl i cati ons. sent 1nvention 1s
Corrpounds of g%ne,dgriygpwpa, to a process for their preparptiom and to [err]

in which: 20 - phRrmacehoiesl feoupasitidnegeantdiming themhyl group

and a group of forrmla Théerﬂwenucﬁﬂd relates Bﬁafér]sﬁé’&ifRéai‘i chpsen,
independently of each

t
b) a derr] al l&ﬂ"el c}&lié‘FEFéP?])éFﬂﬂan‘&%ﬁ:I oresh ars sefdl  in” |

therapy for inhibiting the reaction of glucose or of
10 its oxidation products (o-dicarbonyl derivatives such -
as glyoxal or methylglyoxal) with the amine groups of
proteins, and which consequently find an application in
the treatment of diabetes and its complications.
The subject of the present invention is thus
15 compounds of general formula: '
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N
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Rampn” NE N
Y
rR{ Ry
in which:
20 - R is chosen from a hydrogen atom, a methyl group

and a group of formula:

/Yc HzOH

OH

and
- Ri, Rz, R3 and Ry are chosen, independently of each
25 other, from:
a) a hydrogen atom,
b) a C;-Cs alkyl, cyclo(C3-Cslalkyl, cyclo(Cs~-

Cs)alkyl (C1—Cg)alkyl, cyclo (C3-Ce)alkyloxy (Cy-
Cs)alkyl, cyclo(C3;-Cg)alkyl (Ci-Cs)alkoxy(Ci1~Cs)alkyl,
30 . {C1-Cg)alkoxy (Cy~-Cg)alkyl, (C31-Cg) hydroxyalkyl, (Ce-
Cia) aryl, {Ce~C14)  heteroaryl, hetero{Cs-

Ci4) aryl (C1-Cg)alkyl, {Ce~Ci4)aryl (C1-Cg)alkyl, (Ce—
Cig) aryl (C1~Cg) alkyl (Ce-Ciq)aryl, (Ce—Ci4) aryloxy(C,-
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Cerr]) alkyl (Cerr]) alkyl, cyclo (Cerr]) alkyloxy((err]

Cerr]) alkyl, cyclo((err])alkyl(Cerr])al koxy((err])al kyl, 30
(derr]-alkoxy(Cerr])alkyl, (Cferr]) hydroxyal kyl, (Cerr]- -
Cerr]) ar Yivo oonagdosl err]) het eroaryl, hetero(Cerr]- pcI/EP/00@ Err])
aryl (derr])alkyl, (derr]) aryl (CJerr])akyl, (Cerr]

el ) 2ovt L9 er]) it 98 )26 A LD b e (B Pl
Cerr])al kyl or (CeeepPyriyl ((err])al kyl oxy(derr])al kyl group,

it being possible for ﬂ:hﬁe‘iﬁ@ ga.ssﬂsyé £y daldadious aryl, cgaﬂoaﬁtﬂ oaryl
groups to be substitut eg hegeroaryegl ?upgs opvge %%Der ﬁtugreéb%ﬁ' tuen Ves

chosen from a (C[err oxXy roup,
hal ogen choséh withf romtel ubr snbsta;huemtme chl9rssm necamhdai olffin€s) and a

(ot T I, O S i g o bisgeiien
e o ) L T o S
gl)gssi_ bl e for t:/v(r)]gog OtS RRSBaGBUPS C,-Cq glk}:’liillﬂlﬁ@,r mmlrceat)hyimaehmwch OUIO;
form wit h tﬁg ?ﬁ?mgk%ﬁs"b@ars % V\g aﬁ&l@’&%%r@ip §PL Ielﬁn}’

e nitrog
fornul a: 20 [er@mino or sumh%msclq n fGspFe G@rﬁeﬁﬁéM¥$®m 1
to 4 and X drduph)ogan Being -gad=ille ,fod)-two Sof thbkse agoupl -
R .

to form a methylenedioxy group;

15 - it being possible for R; and R, as well as R; and R,
to form, with the nitrogen which bears them, a
group of general formula:

20 ,l,\ ’xl )
’ (CHz)n

in which n represents a number from 1 to 4 and X

is chosen from -CH,-, -0-, -S-, -NH- and -NR’'~, R’
25 having the m_eaning given for R; in b);

) a group of formula:

Rs
—Q—NT_ (2)
Re
- 30
in which Q represents a linear or branched C;-Cj,
alkylene group:;

Rs and Rg are chosen, independently of each other,
35 from a hydrogen atom and a group mentioned above

in b); :

it being possible for Rs and R¢ also to form, with
the nitrogen which bears them, a group of general
formula (1); '



25 havi ng the neaning given for R in b); C) a group of
formul a: : [err] (2) - 30

in which Qrepresents a |inear or branched Cerr] al kyl ene
group; wWO9RsMsr| and R6 are chosen, independently of pewbrwibtRs,
35. froma hydrogen atom and a group-ngnti oned above in b);

It being possible for erny) ﬁ%ﬁ[i‘ér ra}niﬁlafg-lets?.dﬁgr@f \@urs?gr or al?r(iii)g;edt he

nitrogen which bears them a group of gene

d) a bicyclic anine r®®®ue of fused or bridged type, :

and their salts with ek mekeiti sallky adtaptptdmnaceuticallgCidicegtable

The Cerr] alkyl grQupg. can be linear or branched. As exanpl es,
mention may be nade of methhyl , et h%}l( i sopropyl, butyl, isobutyl,
tert-butyl and  pent yiBSyr fupSe 2lkyl groupse” eparrPeal RERF2Hr 08Fs can
simlarly be |inécararkhedr Adrexatples, Asented@Nh®s, be "RAGLOBE HRYhyDE

made of nmet hge%,l et h_pggaia POX Yoo s o SOPT Q%X’ﬁ.“to I_ oX
and pent oxy groups. . . r&;fliﬁe %/meu?!r%s'L<eirqupL groJ: 'S )l})né &t gtgggg t)énrdefer
to a monocycl PR @RAYRS or tricyclic group containing from15 6 to

14 carbon atons. As exaniihes GifCanakkosty qrmyps cadTesiiniQaxlyy Hee 1TREaro
phenyl, x-napht hyby RshaRMHIY.! as éﬂ&nﬁié&re%tg.rcﬁuijﬁay be made of-
methoxy, ethoxy, propoxy, isopropoxy, butoxy, isobutoxy
and pentoxy groups.
The term aryl group is understood to refer to a
monocyclic, bicyclic or tricyclic group containing from
15 6 to 14 carbon atoms. As examples of an aryl group
mention may be made of phenyl, o-naphthyl, B-naphthyl
and fluorenyl groups. '
The heterocaryl groups can be chosen in
particular from pyridyl, pyrimidyl, pyrrolyl, furyl,
20 thienyl, quinolyl, indolyl, benzothienyl, benzofuryl,
benzopyranyl, benzothiopyranyl, dibenzofuryl,
carbazolyl and benzothiazinyl groups.
The expression bicyclic amine residue of fused

or bridged type is understood to denote residues of the
25 type: ' -

' % bridged
30

35 The compounds of general formula (I) contain
basic nitrogen atoms and can be salified with inorganic
or organic acids. Examples of salts, with acids, of the
compounds . of general formula (I} include
pharmaceutically acceptable salts such as, in a non-



The heteroaryl groups can be chosen in particular from pyridyl,

pyrimdyl, pyrrolyl, furyl, 20 thienyl, quinolyl, indolyl,
benzot hi enyl, benzofuryl, benzopyr anyl , benzot hi opyranyl , -

di benzof uryl , wosssemsbazol yl and benzot hi azi nyl groups. . PCT/EP99/001861€
expression blcycllc am ne residue of fused, . or brldged type |s

understood to denote resi dues of the 25

The conpounds of SFEABFEEVEor mifapReE)) coﬁ%’éf‘hcnhr’(é%i c aniB@]Bﬁm&’f‘?ﬁm and
can be salified wuilphrher ganseccinaty, or gwlieataci ds fulraapees ohalbates,

Wiht h aci dts 0{ | t %rtrafﬁgm&nﬁizlp}%ategen%@ﬁ as f Hethadesuibhonatd, ncl ude
phar maceuti cal | y- acceptabl e, sa

- 4- exhaustl\;>nzeR h P°nateH?ﬁféfﬁpﬁpﬁﬁgepﬁ°nﬂ§%Tobron1de

sul phate, sugcinate, Rhkegpapoundgnafatfermulan/lataan be prepaxsde kind

sul phonat es such &%c%&bhaaesw-ﬁ@@@aetmehydesbsﬂzse&a%phﬁﬁmaand
t ol uenesul phonate. 5 he conpounds of formula | can be prepared by
reaction of [err]-keto aldehydes of general fornula:

Rj\(“‘ (n
10 . '

O

with biguanides of general formula:

H
H\ /
15 XX
R R .
1\til ?il t“, 3 ({1)]
Ry H Ry

Biguanides of  formula (IXI) are described in

particular in US-A-2,455,896, FR-A-2,085,665, FR-A-
20 1,518,398, FR-A-2,230,347 and US-A-2,961,377.

This reaction can bée carried out in an alcohol
of low molecular weight (for example methanol) or, more
advantageously, in water.

The structure of the compounds obtained was

25 confirmed by analysis of the 'H, !N and ¥C spectra.

The example which " follows illustrates the

preparation of the compounds of formula (I).

EXAMPLE 1 .
Preparation of 2-amino-4- dxmethylam;no-7-
30 methyl-5,7-dihydro(1, 3, S)trzazepzn-s-cne (and
hydrochlorxide)

25.8 g (0.2 mol) of base N,N-dimethylbiguanide
(metformine) and 100 ml of water are introduced into a
250 ml three-necked flask; after complete dissolutien,
35 the solution is cooled and, while maintaining the
internal temperature between 0 and +5°, 34 ml
(0.210 mol) of agqueous 40% methylglyoxal
(pyruvaldehyde) solution are run in.



[err] wi t h bi guani des of general formula: [err]

Bi guani des of formula (111) are described in particular in

US- A- 2, 455,896, FR-A-2,085,665, FR-A- 20 1,518,398, FR-A-2,230,347 and
US- A- 2, 961, 37 A¥0 99/36396 This reaction can be carried out PET/EPIIAIIBNOI
of | ow nol ecul ar wei ght (for exanple nethamol-) or, nore advant ageousl y,

i ter. The,. st ft | 25
Icgn:‘l\?r (ranred by anal ysis of E‘Pﬁew&?H%grSfN %ﬁﬁg glrjr 2%2‘%‘%”29 #3cva The

exampl e which fVseRdLipe| precipatate hdorms. nTBEaMitYRSofis het BFASHuUNnds
of formula (1). for a furtheEXAMRbErd at +20°C. ThePpepdueti b8 filtdred

2- ani no- 4- di met i no- Z- thyl -5, 7-di , ' i Ny 60N
Cand | hydrochia] o2 & stheeP! Alled, TN el BEELTAGH i el
N, N- di met hyl bf guatiqRr  Vacupet f r nPALS FRPAOOhHCSf PRREVFT areeighingtiuced

into.a 250 nisihreetypsidrd Sdeskanal melcangplat e2ei-sxggod | Rs£LRr the
o re” okl e MbEnR T AN Moyt ceon
aqueous 40%dimetiilifprgrpidal Its hydyechinmidfy déds sSe¥eRat et arddd un
i n. this meltsTA€ DEEL2EE°Q S(KSELeEeBah®Ry .1 hour at +5[err]C. A
10 The compounds of the invention can be used in’
the treatment of diabetes and its complications.
The chronic complications of diabetes are due
to the formation of Advanced Glycosylation End-
Products, known. as AGE'’Ss, derived from the
15 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.
Compounds of ©biguanide  type, such as
20 métformine, inhibit these reactions by interfering in
the reactions between the amino groups of proteins and
the o~dicarbonyl derivatives of glucose, in particular
methylglyoxal. :
Now, the theory of glyoxidation in the
25 _pathogénesis of diabetes 'complications involves several
metabolic routes:

Standard glycoxidation route
Glucose + Protein -

AGE’s

50%
< 4 two routes which
Schiff's bases —————» Glyoxal - involve Maillard-

type reactions

Amadori products —» Gyoxa %) (91¥cation)



crystalline precipitate forns. The mixture is stirred for a further 4
hours at +20[err]C. The product is filtered off on a sinter funnel,
washed with water and dried 5 under vacuum A pale creamwhite
product wei ghwoge363ss 18.2 g (yield: 50% and nelting at 264pefbwrooiod

(Kof I er bank) is obt ai ned. It Lsg -recrystallized from

di met hyl formam de. I1ts hydrochl ori de was prepared, and this nelts at
260-262[err] C (K[ err]fler bank). 10 The corrpounds of the invention
can be used in t he trat¥fermhust s¢enbthat 50% ¢f stlooMEE pabducts in

The chroni c conpl teat lEtB&fo whidet esrar G:égt%ns:.bletofb?'e ftﬁé”%h?&‘n?é
Advanced d ycosyl 2L derived

from the 15_gly woﬂd%%nﬁlooﬁ’ e%%tiibgb%%%%eﬁrﬁlggﬁé‘éeg FFE“‘O)‘(’FE‘&H“E)?P
derivatives afd th’é"‘alﬁm faliwsmiadns of proteins, i ncl udi ng the

so-called Maillard reactiths 9416 yeat 'tﬂ@ compo%fndgl Y ormhQ €GP £

Conpounds of guani de t netformne, 1nhj
t hese reactions bghl At erl? e | r?ﬁygp tapagf? hé% e E"?’F'Bﬁ?%t Fﬂec‘aH-%
groups of protei ndahhtrrd readiddns: by- desasbofiyh Uscavendings effetticamse, in

p?rt i Cgl ar natayegtysnsal - der:.vat:.vesf sg@ﬁ\g ast @yoklgfor %éndOf thesel

gl yoxi dationggq in.g $ enesis of_dighetes conpli |.ons “Invol ves
sever al net a ollgl c routl\lﬁek;leﬁ ave en antiglyeatich &ftdar d -

gl ycoxi dation route Thig 2ffectpoft dphibiting the Maillard reagEtion
gO‘;f_) iy ] by the ccgmpounlds accordlng I\t;-t; EH@ Eﬁbﬁzﬁﬁ.dﬁq'ﬁb been
chiff's bases xa i nv ve i |

; t
type reactions = udied ™ i3 AVREET i duc?%say"ﬁgerr]thEny%‘ﬁSWmes
(gl ycati on) (“fructosamine”) produced during - the incubation of

is5 albumin with methylglyoxal in the presence or absence
of a compound according to the invention.
A bovine albumin solution at 6.6 mg/ml in 0.2 M
PH 7.4 phosphate buffer is incubated with 1 mM
methylglyoxal in the presence or absence of 2-amino-4-
20 dimethylamino-7-methyl-5,7-dihydro(1,3,5) triazepin-6-
one at a concentration of 1 mM. The incubation is
carried out under sterile conditions, at 37°C for
6 days. At the end of the incubation period, the amount
of ketamines formed is measured with a commercially
25 available fructosamine assay kit, the “FRA’ kit, Which
- has the product reference: 0757055, Produits Roche
' S.A.) according to the manufacturer’s instructions.
Under these experimental conditions, the 1level of
fructosamine after incubation of the albumin with
30 methylglyoxal in the presenCe ' of 2-amino-4-
dimethylamino-7-methyl-5,7-dihydro(1,3,5) triazepin~-6-
one is 31% less than that observed when the albumin is
incubated with methylglyoxal in the absence of this

triazepinone.

35 The subject of the present invention is thus

pharmaceutical compositions comprising, as active
princ_iple, a compound according to the invention.

The pharmaceutical coml;ositions according to
the invention can be provided in forms intended for



- 6- It is thus seen that 50% of the AGE products in t he

body, which are responsible for the chronic conplications of diabetes,
are derived fromreactions 5 involving gl yoxal. The val-ue of
‘the conmpounds wb9mamil a (1) is that they are capabl e of PCTVEPEVI0100g t he
so-cal |l ed Mai |l ard reacti ons by nmeans-.of a scavengi ng effect on

a-di car bonyl deri ¥§}é}{€%§1‘10ho§§19| yPé@xl.al an %0 go:ﬁ ‘l%n‘éﬁﬁr ef ore
have an anti gl ycatron e |s e of 1D T I 'ng

Maillard reacti onadmmbi/"-’{%%rrpounds accor di ng to the. invention has been
studied in vitro by Théssayllg thidiebe kptewided in €hér UEdr@sagEnen)
produced duri ng - shi8e1 5H08L Ydlentond! U N MELEIE "KL oAl bRt e

presence or absence acco e I nventl on.
A bovine al bufi n bettiesn ir Whe frﬁj?‘m°f| plein m: coagpd abletgsplsagarbuf f er

i s incubated withcbaiBl - tabRéty) gl yagad i|capdifigy,esefain akegiugesf

L0 0, A eI T DUlb SR 8D sy,

one at a concentrg 1 on The I NCU arri ed ouf
sterile conditi on§,aP§P18$O(P‘F o¥olutiopsypys .S“RPeFﬁéC’%%d fAT (RRXqUTE@SaEoN
period, the anbunuuse inoOé HeladristdSentor BEddeﬁ pefsidond wseh a commercially

25 avai l abl eld‘ruct osami gss%r§ rentEh {i@ Q?c'e ﬁq"gﬂle £ sutcge

pr oduct reference 0757 UItS according to the
manuf act urer’ s i n@dPgBiFbFaRtions UAger t@%’éé’aékﬁéﬁl rre‘?ﬁ al cebkale$®ns O%t he
| evel of fructuﬁ&&frbayseélmne ncubenmsna‘ t heaEkdlifie+earth 30 metal

met hyl gl yoxal 0- 4-

di met hyl am no- 7- n{e&taﬁbkggt? %f'ué“ 5 tr| gigtlgh GStarChes' S dé’J‘.f“}'eldess
than that obser veth\Rﬁ'éﬁthén‘&I qsq for thepg PTHst-h et hyl gl yoxal in
t he absence ofsthis t Foazepictale.uss#h cocoa butbersuwlj eséivdtHlene

present invention %lércto?u§tearatp£@r CeMbl ?’ggfef’?g&)oﬁ&é" gﬁtfcorrpri si ng,

as active pri a conpound accofding EAvent on, ]
The phar maceuti cal corrposf'PFoﬁérSEEﬁFﬂ?~ n§Sto WateryhAURANF | YL HHPIFe -
provi ded in forns physdndedital saline and isotonic solutions are the

vehicles used most conveniently. '

20 The dosage can vary within a wide range
depending on the therapeutic indication and the route
of administration, as well as the age and the weight of
the individual.



-7- parenteral, oral, rectal, pernucous or percutaneous

adm ni stration. They will thus be provided in the form of
sol utions or suspensions for injection or nmulti-dose 5 bottles, in the
form of plai nwonmadsed tablets, sugar- coated tabl ets, ruatEoveamsul es,.
gel atin capsul es, pills, cachets, pogders, suppositories or

rectal capsul es, or solutions or susgen5|ons for percutaneous use
in a polar solvent, or for permucous use: ARIS The excipients
which are suitable for such adm nistrations are derivatives of

cel | ul ose or m cro I .al kal i ne-earth net al
1. é&%ﬁ&ﬁ:&éé 8.3 geﬁ‘é!r!aﬂ PSfmul c? o

carbonates, nmagnesium phosp ate, starches, starches and
| act ose for the solid formns. rForgrectal use, cocoa butter or
pol yet hyl ene 5 gl ycol stearates are tD__greferred exci pi ents.

For parenteral use, water, aqueous soluk on physi ol ogi cal saline
and isotonic solutions are the vehi ﬂiﬁf d n#kst conveniently. 20

The dosage can vary within a \“th s depenﬁumﬂﬂ“mmlu”un
therapeutic indication and the route of adw,ni strati e
age and the wei ght of t he indi vi aI et s o
CLAI M5 . }0 Conmpounds of general formula:
in which: |
- R is chosen from a hydrogen atom, a methyl group
or a group of formula:

15

/,\chH,OH

OH

20 and
- R;, Rz, Ry and R, ‘are choseri, independently of each
other, from:
a) a hydrogen atom,
b) a C;-Cs alkyl, cyclo(C;—cg)alkyl,. cyclo(Ci~
25 Cs)alkyl (Ci1-Cg)alkyl, cyclo(C3~Cg)alkyloxy (Ci~
Ce)alkyl, cyclo(C3-Cg)alkyl (Cy~Cg)alkoxy (C1-Cs)alkyl,
(C1-Cglalkoxy (Ci1-Cglalkyl, (C;-Cg) hydroxyalkyl, (Ce- '
Ci¢) aryl, (C¢-C1q) heteroaryl, hetero (Cg-
Cis)aryl(Ci-Cglalkyl, (Ce-Cis)aryl(Ci-Cg)alkyl, (Cg-
30 Cis) aryl(Cy-Cp)alkyl (Ce-Cysdaryl,  (Ce-Cis) aryloxy (Ci-
Cglalkyl oxr (Cg-Cyq)aryl(Ci;-Cs)alkyloxy(C1-Cs)alkyl
group, :
it being possible for the various aryl, cycloalkyl
and heteroaryl groups to be substituted themselves
35 with 1 to 3 substituents chosen from a (C;-Ca)
alkyl group, a C;-Cz alkoxy group, a halogen chosen
-from fluorine, chlorine, bromine and iodine, and a
trifluoromethoxy, hydroxyl, cyano, nitro, amino,
carbamoyl, (C;-Cg)alkyl, C;-Cs alkylamino, (C;-Cg)



[err] 10 I n which: - R is chosen froma hydrogen atom a mnet hyl

gr oup. or a group of fornula: 15 [err] 20 and -

Rl err] are chosen, independently of each ot her, from - a) a
hydr ogen at omwo 99/36396 D) a (err] alkyl, cyclo([err])al rgir/EP9/00100
cyclo([err]- [err] ' group,_ It being possible for the

9 -
various. aryl, cycloal k , and heteroaryl,. groups_tq be s %Si I tuted
t hensel ves 35 #{‘}ﬁl’ih’f%“ér&bgﬁﬁf ‘é‘l sen §76m a a?‘ i}?? )]
al ky) group, a ([err] phbhpky gudpponplissinmgeor chudphamoyl (Ci+Gairalkudrine,
chlorine, brom ne andchLedbA¢1af{¥b 8group, iérbé;{&ir?@éiﬁ’l@:f&wdf_w%f
cyano, nitro, am-no, carbam)g/l' Igmqaerrl_‘}‘a .Cerr] al kyl am no,
(Cerr]-C these groups to form a methylenedioxy group;

5 _ .
- it being possible for R; and R, as well as R; and Rq
to form, with the nitrogen which bears them, a
group of general formula:

” e I

(CH3)n

15 in which n represents a number from 1 to 4 and X
is chosen from -CH;-, -0-, -S-, -NH- and -NR’-, R’
having the meaning given for R; in b);
c) a group of formula:

20 Rs

—a—NC (2)
Rg

. in which Q represents a linear or branched C;-Ciq
25 alkylene group; |
' - Rs and Rg are chosen, independently of each other,
from a hydrogen atom and a group mentioned above
in b); N
- it being possible for Rs and Rg to form, with the
30 nitrogen which bears them, a group of formula (1);
a) a bicyclic amine residue of fused or bridged
type, . .
and their salts with pharmaceutically acceptable acids.
2. Compound according to Claim 1, which is 2-
35 amino-4-dimethylamino-7-methyl-5,7-
dihydro(1,3,5)triazepin-6-one, or its salts with
pharmaceutically acceptable acids.
3. Process for preparing compounds according to
- Claim 1, in which a compound of formula:



-O- ralkylthio (C[err] alkyl sul phinyl, Cerr] al kyl sul -
phonyl, sul phonyl am no or sul phanoyl [err]alkyl - car bonyl am no
group, it being possible for two of t hese groups to forma-

met hyl enedi oxywQoesesss 5 it being possible for R err]rcumEposBolasc wel |
as R3 and R err] to form wth the gi;rogen whi ch bears them a
group of general formula: 10 [err] i in which n represents a
nunber from1l to 4 and X is chosen from-CH2-, -0-, -S-, -NH and
-NR -, R havi ng the neaning given for Rerr] in b); c)

a group of fornul a: [err] in which Qrepresents a linear or
branched Cerr] 25 al kyl-ene groi'\rﬂ “m Rlerr] and R err] are
chosen, independently of each otherR froma hydrogen atom and a
group nentioned above inb); o - it being possible for R err]
and R6 to form with the 30 ni trogen which bears them a group of

formula (1); ] d) a hicyclic am ne residue of fused or bridged
is reacted with'a biguanide of formula:

N S T
0

15 R, Ry, Rz, Ry and R; having the meaning given in Claim 1.
4. Pharmaceutical composition comprising, -~as
active principle,’ a- compound according to Claim 1 or
Claim 2.



type, *# and their salts with pharmaceutically acceptable acids. 2.
Conpound ~ according to Caim 1, ' @%S 35 . T
am no- 4- di net hyl am no- 7- net hyl - 5, 7%6600 (T, 3,15) tri azepi (iR
its salts wiPCT phar rrmmmweﬂnﬁ%vﬁam Rty ANATIoNS .
Process for preparing _conpounds acc e (0] Claiml1, _
conpoun O}N'Jpgpx ONAL APPLICATION PUBLISHED UNDER THE PAYENT COOPERATION} TREATY (PET)
r eact ed] G tkerratidosl Patenn Cleksificadon f or mul a: A(,m ln{,ﬂgtro]ﬁ,] Publlcation R{,ﬂe{z} andwi¥ 99/36396
havi ng f hecoranssase, asyesssy Claiml. A1 4. armaceuti ca
conposition conprising, as act i ve |¥13) Intetptioesl PyblicedonPaseind a2 HitydpI @20799)
Claim 1 or Clai m 2. NN
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The inventio_n relates to compounds of general formula (T) which find an application in the treatment of diabetes.




