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- WD 2006/ 131233 PCT/ EP2006/ 005097 Descri pti on

.BENZOOXAZOLE- 2- ON DERI VATI VES AS LI PASE AND
PHOSPHOLI PASE 5 | NHI BI TORS The present invention
rel ates to benzooxazol -2-one derivatives of the

WO 2008ne3@33 formula 1, to their pharmaceuti calRQT/EF2006/005097
salts-and to their use as nedi ci nal substances. 10
Benzooxazol one derivatives of simlar structure are
described in DE 3102907, FR1469297. However, these

| Descrigtien used as pesticides and f ungi ci des. Conpounds

havi ng an inhibitory effect on hornone-sensitive
|'i pase are described in 15 the prior art for exanple

BENZOQ% éiﬁéﬁRlVﬁWéSWﬂWASE NQO3PADEPHOLIPASE

an inhibitory effect on endotheli al

| INHIBITI'DMe are described in the prior art for exanple in

W02004/ 094394, WD2004/094393. It is an object of the
present invention to provide alternative conpounds

" The pré@érﬁ*’h\}%\t’@n réité@dtd BénRidkarsl-2bhederivatives of the general

hor none-sensitive |ipase or endothelial |ipase. The
formulg hie theibpharstagesdically veslubsalisaNd . el useras, mediaal of
e general formulal R3 R4 25 :11# OOR5 NR2 R6
substahf 5 (1) in which the nmeanings are: 30 Rl
(C5-C16) --al kyl, (Cl-C4)-al kyl ene-(C6-Clo) -aryl,

Cl-C4)-al k Iene Ch5-Cl12
Benzoéxazolon)e deI"IV)étheS og similar s%ructure are described in DE 3102807,

FR1469297. However, these are used as pesticides and fungicides.

Compounds having an inhibitory effect on hormone-sensitive lipase are described in
the prior art for example in W02004/035550, W02005/073199 or WO03/051842.

~ Compounds with an inhibitory effect on endothelial lipase are described in the prior
art for example in W02004/094394, W02004/094393.

It is an object of the present invention to provide alternative compounds which have

- an inhibitory effect on hormone-sensitive lipase or endothelial lipase.

The invention relates to benzooxazol-2-one derivatives of the general formula |

R3
R4

>=o
R5
R6 }\N

(N
in which the meanings are:
R1 (C5-C1g)-alkyl, (C4-Cy)-alkylene-(Cg-Cig)-aryl, (C1+-Cs)-alkylene-(Cs-C1z)-

heteroaryl, (C1-Cy)-alkylene-(Cs-C1z2)-cycloalkyl, {Cg-Ci4)-bicycle, where
aryl, heteroaryl, cycloalkyl or bicycle may be substituted one or more



heteroaryl, (Cl-C4)-al kyl ene-(C3-C12)-cycl oal kyl,
(C6-C14) - b| cycle, where aryl, heteroaryl, cycloal kyl
or bicycle may be substituted one or nore 2 tines by
hal ogen, (C1-C6)-al kyl, (Cl-C3)-al kyl oxy, hydroxy,
(Cl-C6) - al kyl mercapt o, anpno, (Cl-C6)-al kyl am no,
-(C2-C12) - al kyl am no,
rmno L) Ca)
Cgﬂgg) h@?pg%aq%g@g%m1 (?61 (%i)_alkyloxy, hydroxy, (C+-Ce)
C6) ablkykyemapt ydmind X6 €6y)-alk W i, i Gh-C1glyaikgamino,

FOmCane i ———
( C1- CB).)-alks¥ycarBbniil @P@sﬁglkfﬂ@éfﬁdn%@yﬁﬁb nbbrdniethyl,

‘nitrogen atom bearin hém a’ nonocyclic, 10 saturated
or patn‘fiua)lrdnytethMyu( t@d) akybu!fonyieamlfeny{g system
or a bicyclic saturated or partially unsaturated 8-
to 14 menbered ring system of which individual

R2  nmenbepgd@gehh@CChPalkyisbens may be replaced by one to
three atons or atomc groupsfromthe series -CHR8-,
-CR8R8a-, -(C=R8)-, -NRO9-, - -, -0-, -S, -SO,

R1T ancglgrgz egonjrbto‘ﬂ'e I%rtvﬂﬂ*g%re%fr@g%ﬁ g?c}m {IHQ'tF\ a f% @gh%)%

R4, ReatuRfiet nﬁwmll@rmrls;atm‘htm @nbtﬂwnbémdrmg&system ora
2%; ogs;gyp gg%l,atgﬁ o3 k%grt@yéwéatqggmdog@o 14 membered ring

( Cl S&?@Y’k %‘i&ﬁﬂﬁﬂndL%Im{éinber%%f(tﬁérﬁé)sy@iéﬁé %r%é

al kyl am no, (Cl-C6)-al kyl carbonyl _
t r i f | ceqlaest lhybne(t@lhr%)aiMR;drﬂmmmgﬂoups from the series

o SR (ot 08 2oy, 0. 5. 0. 50,

( C5- Ghith ﬂhbe R5\RSS Hat twSOnRABO the S GRINRRRIQS—, ~SO-, ~SO,-
O CO (C1-CB) - al kyl ene-CO- O (C1-C6) - al kyl,

O CO- (nay-reé peaadigtate- CO- OH, O CO- (Cl- 06) - al kyl ene- CO
25 NROR1O or wunsubstituted or nono- or
pol y- F-substituted (Cl-C6)- al kyloxy; with the proviso
R3, R4t Rat Reotindapendehéiy opbRe @hothee hedbsder, bafdgenREC,-B4)-alkgl, (C1-

Cs;)-alkyloxy-(C4-Cs)-alkyiene, hydroxy, (C1-Cg)-alkylmercapto, amino,
(C4-Cs)-alkylamino, di-(C2-C1z)-alkylamino, (C+-Cg)-alkylcarbonyl,
COORT,.triquoromethyI, (C4-Cs)-alkylsulfonyl, (C4-Ce)-alkylsulfinyl,
aminosulfonyl, pentafluorosulfanyl, (Ces-C1o)-aryl, (Cs-C12)-heteroaryl,
CO-NR9R10, O-CO-NR9R10, O-CO-(C+-Cs)-alkylene-CO-0O-(C1-Cg)-
alkyl, O-CO-(C4-Cg}-alkylene-CO-OH, O-CO-(C1-Cg)-alkylene-CO-
NROR10 or unsubstituted or mono- or poly-F-substituted (C1-Cg)-
alkyloxy;

with the proviso that not more than one of the substituents R3, R4, R5

or R6 is halogen;
and with the proviso that not more than one of the substituents R3, R4,

R5or R6 is (C1-CG)~aIkyI;
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or R6 is halogen; 30 and with the proviso that not -
nore than one of the substituents - R3, R4, R5 or R6 is
(C1-C6)-al kyl; 3 R7 hydrogen, (C -C6)-alkyl, benzyl;
R8, R8a independently of one anot her P-C6)-alkyl,

hal ogen, trifluoronethyl, 3COOR7, cycl opropyl,

cycl opr opyl ene 5 R9, RlO i ndependent |y of one anot her

' hydr o
R7 (C5-C

950k, 1AL phk¥ pehs O ) - eyl

té oary cycloalkyl

‘ (Ca-A4) - al kyI ene- ( C6- Clo) - aryl
R8, R agi gr;deag ﬂ)éofgcﬁe %é%eri@ ég-raﬁv,,,halogen,triﬂuoromethyl,

(C8- CmoﬁﬂﬁﬁéISprobgl heobripyisry;i ¢ forms of the

conmpounds and the p

ysi ol ogi cal ly tolerated salts

thereof Preferred conpounds of the fornula | are

R9, Ricy- cjepbelBli o7 eas ey St RyGRR (U Dokl 4G Crabant

C12) -

(C8-Cl4

§- Blgg’ie’cbroa(r@ m;}(ﬁ?d: gldwloen@{ ((C4- @akww! ~(G¢-Cyd)-aryl,

ere ary het er oar cycl oaIkyI
b bi £5uCe - pikylepe-Gatisei-halarabhd Corc MM fCry
hal I Cl-C3 | kyl , hyd ,
i noceiggyCHE o Mexsig o DR vor oiet %y{% s

anm no

hﬁdrogen (Cl1-Cp) - gl kyl; or and R2 toget her W th
the taulainan Eoor g BTGNP S8 Wﬁﬁdo%w?%qw%&"té e

thereoisaturat ed or -partially unsaturated 9- to 10-nenbered
ring system of which individual nenbers of the ring
systens may be replaced by one to

R1

R2

R1 and R2

" Preferred compounds of the formuia | are those in which

is (Ce-Cy2)-alkyl, (C4-C3)-alkylene-(Cs-C1g)-aryl, (C+-Cs)-alkylene-(Cs-

' Cqp)-heteroaryl, (C4-Cs)-alkylene-(C4-C12)-cycloalkyl, (Cg-Cqg)-bicycle,

where aryl, heteroaryl, cycloalkyl or bicycle may be substituted one or

“more times by halogen, (C1-Ce)-alkyl, (C4-Cs)-alkyloxy, hydroxy, amino,

(C4-Cs)-alkylamino, trifluoromethyi;
is hydrogen, (C4-Cg}-alkyl; or

together with the nitrogen atom bearing them are a monocycilic,
saturated 5- to 6-membered ring system or a bicyclic saturated or
partially unsaturated 9- to 10-membered ring system, of which
individual members of the ring syetems may be replaced by one to
three atoms or atomic groups from the series -CHRS8-, -CR8R8a-,
-(C=R8)-, -NR9-, -O-, -S-, with the proviso that two units from the

series —0—, —S— may not be adjacent;
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three atons or atomic groups fromthe series -CHRS-,
-CR8R8a-; -(C=R8)-, -NR9-, -0-, -S-, with the proviso
that two units fromthe 30 series -O- -S- may not be
adj acent; 4 R3, R4, R5, R6 are mdependently of one
anot her hydrogen, (Cl C3)-al kyl'oxy-(Cl C3)- aI kyl ene,
hydr oxy, nono- (Cl-C8) - al kyl am nocar bonyl , -(C2-C8) -

R3, R4 g&y gf?" 4 E@PQ&?@E&I%&& %@E&ya@{)&éﬂ 5(@' fc%')‘-ldlky!oxy (Cs-

pent aflQz-atkytarle, aggiaoxy( CONCHE)- @g);dlkylamlnocarbonyl di-(Co-Cg)-

(C85 N%ﬁ%ahn‘?l@er o%@&%@g) y{%u SV c,-Co)-alkylsulfinyl,

| kyl O} i
g C>(/} ?@ngé%|f8gﬁ/fbr@§g%m@rdfwlfan l, é;%‘? Cia)-aryl, (Cs-C12)- heteroaryl
(C1: Cmie-élskylkemrmw GORMBORMY, DsCRYNRIFIR, O-CO-(C-Ce)-

o, P s 0 o

tri fIRg@{_ kyleneGCORNRORNCL, opr opyl, cycl opropyl ene;
' 0 are |ndependently of one another hydr ogen,

(Cl C6) -al kyl, (C6-Clo)-aryl, 15 (C5-C12)-heteroaryl,

(Cl %ﬁ%ﬁég% ﬁ@((@ %@)Sﬁﬁ% élr ggl;lne (C6- Clo)-aryl,

(C1-A) - al kyl ene- (C4 Cl12) - cycl oal kyl. 20 Preferred
ounds of t

R8, R&as”?osrecmepﬁnaw '%@%'0 eﬁ*leﬁglfe'gﬁ Eﬂbﬂ W?'yfh e

(C1-
S Sinatnbang G b ckbopyone
(C8- Cl4) - bi cycl e, where aryl, heteroaryl, cycl oal kyl

‘R9, R1 2” 25% . C#n eﬁg&%ﬁf@iﬂb Sr% %I%tlt Eéﬁyirpﬁﬁpg@[@{?gﬂk@@f’ -eYo)-aryl,

GoT lerf&(GsC !
2, 10(Ce CaHBRahy ARy oalHaCh s} Byl o vith
the n GwrGg)ealkulﬁam(ﬁeé¥1lzhbeterﬁ@a.ﬁyhr(61&4%@%@@ -C12)-

cycioalkyl.

Preferred compounds of the formula | are also those in which

R1 i (Ce-Co)-alkyl, (C1-Ca)-alkylene-(Cs-Cro)-aryl, (C1-Cs)-alkylene-(Cs-
Cy2)-heteroaryl, (Cq-Cg)-alky[ene-(C4-C12)—cycIoalky], (Cg-C14)-bicycle,
where aryl, heteroaryl, cycloalkyl or bicycle may be substituted one or
more times by halogen, (C4-Ce)-alkyl, (C4-Ca)-alkyloxy, hydroxy, amino,
(C4+-Ce)-alkylamino, trifluoromethyl;

R2 is hydrogen, (C4-Cg)-alkyl; or
R1 and R2- together with the nitrogen atom bearing them are a monocyclic,

saturated 5- to 6-membered ring system or a bicyclic saturated or
partially unsaturated 9- to 10 membered ring system, of which
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saturated 5- to 6-nenbered ring systemor a bicyclic
saturated or partially unsaturated 9- to 10 nenbered
ring system of which 5 individual nenbers of the
ring systenms nay be replaced by one to three atons or
atom c groups fromthe serges -CHR8-, CR8R8a-,

-(C=R8)-, -NR9-, -0-, -S-, with the proviso that two

uni s, jdg@% ggems% heqm ry@’terﬁ@?‘nﬂ%e Replathbg ohe 6

are one anot her

hydr otfree afdlhs GBhtcahlcygrows (rﬁm tlTéss)erwsky@IdFﬂé, . TtfiRSar,

a nos(éﬁ%%w KB i ol HepiovResal g B B e

| car bonyl ,
N(R%%%S o m%r@ﬂyoﬁalb@%ﬁ%m’ car bony

OCO(CI CG) alkylene COO(C -Co)- aIkyI

R3, RipREoR e ea)ddhatyrBNE Lo Rt fusrogen, G Slallyiony-(Cr
(G - Cg), -allkgfnéhe hﬁﬂéxy C@)@FRB (ﬂ&%)@@lsmgemcmb-y of

one anot her (Cl-Cs6) - al kyl | ogen, trifluagromnet

COOR7alk&b%ulf@m @Wnos@wybm%wmﬁ@sulmyl F(@@rcaﬁ)eaWP (Cs-Cr2)-

d f
(Co- chasrayY (€-caEugRmtiy, MOLARER1 B CERNRIRAY.
tF’ﬂrt | QUCax(CH- (Eg)eélleyléﬁé—mifgtﬁﬂm%)—afkyt @G@lf(mca) -Blkyteme-
ose _in iC enz
(G - O S e el GR SRR & 7 ) - 2
al kyl ene- (C4-Cl 2) -cycl oal kyl , (Cg-Cl14)-bicycle, mhere
aryl, heteroaryl, cycloalkyl or bicycle may be

R7  subst isthydeogam dCeiCaratieyl thareyl; by hal ogen,
(d-Co6)-al kyl, (C1-C3)-al kyl oxy, hydroxy, am no,
(C1-C5)-al kylam no, trifluoronmethyl; 30 R2 is

R8, R8RY dr 0gRMind8pendently of one another (C4-Cs)-alkyl, halogen,
trifluoromethyl, COORY7, cyclopropyl, cyclopropylene;

R9, R10 are independently'of one another hydrogen, (C1-Cg)-alkyl, (Cs-C1o}-arvi,
(C4-Ca4)-alkylene-(Cs-Cqo)-aryl.

Particularly preferred compounds of the formula | are those in which

R1 is (Ce-Ci2)-alkyl, benzyl, (C1-Cs)-alkylene-(Cs-Crz)-heteroaryl, (C1-Cs)-
alkylene-(C4-C12)-cycloalkyl, (Cs-'C14)—bicycie, where aryl, heteroaryl,
cycloalkyl or bicycle may be substituted one or more times by halogen?
(C1-Ce)-alkyl, (C4-Cs)-alkyloxy, hydroxy, amino, (C1-Cs)—alkylarriino,

~ trifluoromethyl;

R2 | is hydrogen; or
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6 Rl and R2 together with the nitrogen atom bearing
them are a nonocyclic, saturated 5- to 6-menbered ring
systemor a bicyclic saturated or partially
unsaturated 9- to 10 nenbered ring system of which

i ndi vi dual nmenbers of the ging systens may be repl aced
- by one to 5 three atons or atom c groups fromthe

R1 an&ﬁ%eﬁ%ge o SOI"FéQﬁB%@en ato&%ﬁ%‘nrg thefifSire a ninocystic,

at “two units om t series -0-,
-S-  nmagturetedh® tadj- meantlere%mgmatemﬁ or Iaeblaydlc saturated or

(G- Sy Rl SRR U rseer flomypSte. dhwingr

pent afddmaHasluhEAbEYs opih%ﬁiﬂ s;fs%m@%ay Bb‘fﬁbl@@é@%@dn’e to
CO- NROR10, O CO- NROR10O, O (d -

ene-
CO 0- @M@e(a’sgumalmwtom@:gmumﬂ@m ti1ek§¢r¢ese ébR&yCRBRSa-

(ot~ Ry NEE R, S W i e o B RETne
anot heeriéd1-006)-5al ey nohbé edfitent;t ri f | uor omet hyl ,
COOR7, cycl opropyl 20 RO, R10 are |ndependently of

one anot her hydrogen (C1- Co) - al kyI A further

R, R R DR g, oo

not hyg)-agegisulfboylt hmnq@uﬁbaylrpelnteﬂupmmtfanyif plidreyl, (C4-Cs)-

f or mul r 0 d her

it eleeartohdnO AR Hafr Ao N RO b e Erbeh efoere-
sat ur whi ch

i ndi wegﬁ étme%@e?rs(ﬁe?étbe g:ri gygbgﬁogy be

repl a@e@%@cﬁﬁe)-aibylem&cé@d‘dﬁglaﬂO,atom c 7 groups from
the series -CHR8-, -NR9-, in which R8 is as defined
above, and R9 is (C -C6)-al kyl or cyclopropyl. 5 A

R7  {sUiydi8gePaChiCilafiely preferred enbodinent are
' corrpounds of the formula | in which _

R8, R8a are independently of one another (C,-Cg)-alkyl, halogen,
triftuoromethyl, COORY7, cyclopropyl;

R9, R10 are independently of one another hydrogen, (C4-Cg)-alkyl.

A further particularly preferred embodiment are compounds of the formula I in which

R3, R6 is hydrogen, R4 or R5 is not hydrogen.

Further preferred compounds of the formula | are those in which

R1 and R2 together with the nitrogen atom bearing them form a monocyclic,
saturated 5- to 6-membered ring system, of which individual members

of the ring systems may be replaced by one to two atoms or atomic
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R2 is hydrogen. 10 Very particularly preferred
conpounds of the forrmula | are those in which Rl is
(C6-C12) - al kyl, benzyl, -CH2-(C5-C12)-heteroaryl,
(C8-Cl14)-bicycle, where benzyl, heteroaryl: or bicycle

~may be substituted one or rore -tines by hal ogen,

(C1-C6)-al kyl.,, (d-C3)-al kyl oxy, hydroxy, am no, (G

15 _Cﬁ)qql‘égfrﬁ h%m fHé sérfésf lenremetirb. in RhidsRBYS é@%‘ﬁned
ogen; 4, R5 ar’e i ndependently of one

| anot ha’odwbdan@% iSH@d@'ﬁJkMﬁDHOY‘E'@"O@@)

al kyl am nocar bonyl , - (C2- C8) - al kyl am nocar bonyl
COOR7, (Cl-Co6)- al kyI suI fonyl, am nosul fonyl, phenyl,
(d -C6)-al kyl carbonyl, O CO NRORLO,

O CO (CJ-Co)-al kyl ene -CO-. O (C1-Co) - al ky

A furtk@r@artgqglar@spre;ﬁ@'rgqi ragnb@dgnema@q compounds of the formula | in which

R2

O CO (C-Co)-al kyl ene-CO- NROR1O; R6 is hydrogen. 30
Particularly preferred conmpounds of the formula |I are
tifagerogenwhi ch 8 Rl is (C7-Cl12)-al kyl, benzyl,
(C1-C3) - al kyl ene- (C5-C12) - heteroaryl, (Cl-C3)

al kyl ene- (C4- C12) - cycl oal kyl, (C6-Cl14)-bicycle, where
benzyl, heteroaryl, cycloalkyl or bicycle may be
substituted by hal ogen, (Cl-C6)-al kyl, (C1-

Very pétjcutdrgypreerred compblinds ofittehipkmuba IR2reithode tir whish.

- R1

R2

R3

R6

Further very particularly preferred conmpounds of the
formula | are those in which 10 Rl is (C6-C12)-al kyl

or bengyt, cye @ Y- (03-CHRREIHAGH (CRE QFbicycle,
nor e tlmes by (C1- CG) Ik
“where benzyl heteroaryl or b|cycle may be substituted one or more
times by halogen, (C+-Cg)-alkyl, (C1-Cs)-alkyloxy, hydroxy, amino, (Cq-

Cs)-alkylamino, trifluoromethyl;
is hydrogen;

is hydrogen;

R4, R5 are independently of one another hydrogen, hydroxy, mono-(C4-Ce)-

alkylaminocarbonyl, di-(C,-Cg)-alkylaminocarbonyl, COOR7, (C4-Ceg)-
alkylsulfonyl, aminosulfonyl, phenyl, (C1-Ce)-alkylcarbonyl, O-CO-
NRIR10, O-CO-(C1-Cg)-alkylene -CO-O~(C+-Ce)-alkyl, O-CO~(C1-Cg)-
alkylene-CO-OH, O-CO-(C¢-Cg)-alkylene-CO-NROR10; |

is hydrogen.

Particularly preferred compounds of the formula | are those in which
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R2 is hydrogen; 15 R3 is hydrogen; R4, R5 are

i ndependently of one -anot her hydrogen, hal ogen or
(Cl-C6)- al kylcarbonyl; 20 R6 is hydrogen. Very
particularly preferred conpounds of the forrmula | are
al so those in which 25 R18is benzyl, '
(C1-C3) - al kyl ene- (C5-C12) - heteroaryl,

Rt (Cl-Cy @b@%ﬂ@n (@vyp%éx-@y@h@%dwtoycm) heteroaryl, (C+- -Cs)-

-(C8-C1 I"e, whére benzy
cycl oallwyjane (ﬁ:;—@uc}wmeaﬂwy (Be-céwbblpwlat wbetg/bemuhd&r’ceroaryl,

(S-SR aBhY oy 56 M BL S bRTo4 BbbeR! R M, (-

Conpomﬁ-‘élk@foxyh&friﬂumdrﬁem :n the formof their salts,
racemates, ‘racemic mxtures and pure enantiomers, and

to their d| astereoners and mxtures thereof. 5 The

aIkyI in the substituents Rl, R2, R3, R4, R5,
R2 %%88‘]?@ RO and RIO nmay be either

stral ght chain or br anched. Hal ogen is fluorine,

chlorine, bromine or iodine, in particular fluorine

or chlorine. 10 Aryl neans an aromatic carbocyclic

e it Which

e Bl B S o e

nono- or b| cycl ic aromatic ring systemhaving 5 to 12

R Cyob el Gt @Fa%%ﬁﬁ%,?\&w%ﬁéé@&Fﬁ@?n"@%b”sﬁﬂed dn¥br
more times by (C¢-Cs)-alkyl;

"R2 is hydrogen;
R3 is hydrogen;
R4, RS are independently of one another hydrogen, halogen or (C1-CS)-

alkylcarbonyl,

R6 is hydrogen.

Very particularly preferred compounds of the formula | are also those in which

R1 is benzyl, (C4-Cs)-alkylene-(Cs-Cz)-heteroaryl, (C4-Cs)-alkylene-(Cs-
C12)-cycloalkyl, -(Cg-C14)-bicycle, where benzyl, heteroaryl, cycloalkyl
or bicycle may be substituted by halogen, (C+-Cg)-alkyl, (C1-C3)

alkyloxy or trlfluoromethyl

R2 is hydrogen.
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15 and S. Suitable "heteroaryl rings" or "heteroaryl
radi cal s" are, for exanple, benzimdazolyl,
benzof uranyl, benzot hi ophenyl, benzoxazol yl,

benzt hi azolyl, benztriazolyl,.benztetrazolyl,
benzi soxazol yl, benzi sot hi &olyl, quinolinyl, furyl,
furazanyl, im dazolyl, 1Hindazolyl, indolyl,

1, 2, 3-oxadi azol yl, 1,2, 4-oxadi azol'yl, 20

1, 2, 5-oxadi azolyl, 1,3, 4-oxadiazolyl, pyrimdinyl,
The mp@/mt:m reydtes foy camplogahds p:;‘fthej@drmulgllr lndhg form ofitheirsalts,

3-thi.adi.a adlazol '

racemtss, EqeRa HISGErY phd PLe STERIGIP R, B o thelf pigsiespgers and
mixurdd thdrgberoaryl rings or heteroaryl radicals may be

substituted one or nore tinmes by suitable groups. 25

A cycl oal kyl radical is a ring systemwhich conprises

oo e ok OEUTBRIA) e, 88 RRLAGERT IRl Reg, o ano

 R10 ma9ba éiftéretraifht- dh@nrp@nﬁ@&eﬁe@miﬁugew@ Humine; zhlwvime, bromine

atons. 30 Bicycle neans bicyclic ring systens which
or ioding.dn partialanfhosies’ Gietineal 1y unsaturated form and
whi ch, apart from carbon, may al so conpri se one or
more heteroatons such as, for exanple, nitrogen,:
Aryl meaiyg en acomatit tarbocbiismabebt or bicydicalirmpsysteinubishrdomprises 6

0 systens whjich conprise a fused benzene nucl eus.
to 10 ag@ﬁ'ﬂl%/ W@ﬁ"\‘r&? B¥S-nenti oned are the
tetrahydronapht hyl, al pha- or beta-tetralon-, indanyl-
or indan-1- on-yl radical. Preferred bicyclic radicals

Heteroangd is hosenasforfhieyalic @romatic riog @ystem favingd te112ring members,

AR M BB SFD P P R R B 0 .

andS.initial or basic corrpounds particularly suitable for
medi cal applications. These salts nust have a
Suntabighd?&fa@@lnylurtmsl or d&f@fﬁaéﬂl radigalsoRrefoE axamRle, 10

om0 foBRR RGBS BGOSR AL b ooiibiy.

benztnamw@@nztea@zdm Wlmaww behtieoih@zaﬂyldqumolmyi furyl,

dr obrom c
furazany){ imidazolyl, 1H-indazolyl, indolyl, 1,2,3-oxadiazolyl, 1,2,4-oxadiazolyl,

1,2,5-oxadiazolyl, 1,3,4-oxadiazolyl, pyrimidinyl, pyrazinyl, pyrazolyl, pyridyl, pyrrolyl,

~ thiazolyl, 1,2,3-thiadiazolyl, 1,2,4-thiadiazolyl, 1,2,5-thiadiazolyl, 1,3,4-thiadiazolyl,

thiophenyl.
The heteroaryl rings or heteroaryl radicals may be substituted one or more times by

suitable groups.

A cycloalkyl radical is a ring system which comprises one or more rings and which is

_in saturated or partially unsaturated (with one or two double bonds) form and which

is composed exclusively of carbon atoms.

Bicycle means bicyclic ring systems which are in saturated or partially unsaturated
form and which, apart from carbon, may also comprise one or more heteroatoms

such as, for example, nitrogen, oxygen or sulfur. This definition also includes ring
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phosphoric, nmetaphosphoric, nitric and sul furic acid,

and of organic acids such as, for exanple, acetic

aci d, benzenesul fonic, benzoic, citric,

et hanesul fonic, frumaric, gluconic, glycolic,

isethionic, lactic, |actobi®mnic, nmaleic, malic,

nmet hanesul foni c, 15 succinic, p-toluenesulfonic and
systemsivh Rh i< a %géo%&rﬁze%am@&@@x@ﬁws Al |b@

I'c salts are anmonium salts, alkali netal sal

mentlo@ed e dise tairihyaremaphploy! aslphanor baﬂat-te)rammal iatlaayli arelndan 1-
nes m_and, cal ci um

on-yi r&fpric Prhired iR Ris T g of tommaiIc

(2- am no- 2- hydr oxyiret hyl - 1, 3- pr opanedi-ol ), :

di et hanol anine, |ysine or ethylenedianmne. 20 Salts

h a-~pharmaceutical |y unacceptabl e ani on such as,

_ gxampl e, trifluoroacetate |ikew se bel ong Wi t hi n
e fi

'Bter*"

gwor k of the invention as useful

di at\gih EQH &he preparation or purification of
phar maceut'i cal 'y acceptable salts and/or for use i n
nont herapeutl c, for exanple in vitro, applications.

a0k TR A e LA B U 8

than th@ebf tﬁ@tmmm 6f basi6 BAPOURISS pAriculary %Uttia@l@ f@f niedal
formula I, for exanple an ester

whi
applicatiens nl kesesaltsmust bavmaq%lﬁr@a@wwﬂyfa@pe@tﬁﬁfﬁﬁ@on &r cation.

Swtabfggfﬁaagma eﬁ‘ﬁ’é&ﬁlﬂe&%ﬁfﬁmlé g‘:iﬁgé;&détxorgé?ﬁéwgf thggb:‘rnééao@ds of the
inventibm ereeéits dflinoRjardd atidgistahlas Hwinod:hlomahcde hycha)brmnm
al so include prodr s_.of th

f t
phosphagiFe Aatarhesphorisy "E’%‘aﬁ%’?’ gu RiicerBos o PhOTganig agids spoh as,

-~ for exaﬁ*ple S0l HdRzeREb Iqrﬂ@gfblnzoﬁzmtﬁc? -d@hanedififonic, fru;nanc

odrugs can 'be meta |ze n vivo to a conpound O
g!uconichglycohce satbionic; lactive ketghionics mgieicrpalic: aneibagesulinnic,

succingob e e IR A b RSB o8

basic s@ﬁ?b%‘QHﬁn&ﬂgnﬁée}Aﬁi %llda*hﬁﬁe@%d[f@(s@:ﬁﬁ% dctiiimR-andl potassium
ol ynorphous fornms ™ of the conpounds of the invention

salts) amen alkalingi edrim mettal saitarfeu@h Rs plagriesiumeedtcadsiuanzalts) and

'salts of trometamol (2-amino-2-hydroxymethyl-1,3-propanediol), diethanolamine,

lysine or ethylenediamine.

Salts with a pharmaceutically unacceptable anion such as, for example,
trifluoroacetate likewise belong within the framework of the invention as useful

" intermediates for the preparation or purification of pharmaceutically acceptable salts

and/or for use in nontherapeutic, for example in vitro, applications.

The term “physiologically functional derivative” used herein refers to any
physiologically tolerated derivative of a compound of the invention of the formula |,

for example an ester, which on administration to.a mammal such as, for example, a

human is able to form (directly or indirectly) a compound of the formula | or an active

metabolite thereof.
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These (pmd rug)s gy t:hemsa%e&:

10 are a further aspect of the invention. Al

references to "conpound(s) of formula |I" hereinafter

refer to conpound(s) of the fornmula | as described

above, and their salts, solvates and physiologically

functional derivatives asidescribed herein. 15 Use

The conpounds of the invention of the general fornula

I in which the neanings are: 20 Rl (C5- C16) al kyl ,

(Cl-CA4) - al kyl ene- (C6-Clo) -aryl,
Physmqagieaw)fuabmnaéniemms;asﬂ;o ineiuds peadyugs of the compounds of the

inventibgiscidr SR e eschRer ot Fa Rl Shegh PRy Bifl 994

42, 5791, GuenPred iRy d2 &Jhﬁaﬁo&t@d 9 RROdD an@csmpommmafsthl@wnvent.on.
hal ogen, (C1-C6)-al k (C1- &) - al kyl oxy, hydroxy,
é@ﬁ@tweaﬁl’ Aet. (C1- C6) - al kyl ami no,
- (C2-C12) - al kyl ami no,
nDno (C1- Co6) - al kyl am nocar bonyl
The cdﬁhpdl%s@)th@hrk\belnatm mesyasieorexist if) Garious polymorphous forms, for
) - al koxycar bonyl,  (Cl1-C6) - al kyl car bonyl ){
examp!q asp emarehehiand cr)ts,taplm@gp RA'R pté,g(fprms All po ymorphous forms

orthe ElpBBogLNE MIARY oM ORBYL Aot et and

are a forthecasechbbihebieaentian. t hem a nonocyclic, saturated or
partially unsaturated 4- to 7-nmenbered [ ng system or
a bicyclic saturated or partially unsaturated 8- to

Al reféénmeﬁgﬁwﬂduﬂg(s)%Y%ﬁ{UIa ‘P'fhé’l@lrféﬁe'r ?@Fbr/tcdo@hpamﬁd(ey Sf the

he ring systens may replaced by one to

formulaxl aasieecnmd)ab@veg mm!pibefrrsaits,t srivalesiand phy@rqﬂisg!caily functlonal
-NR9-, -C(=O)-, -0-, -S-, -SO,
deruvatwg&ls ge%"tb%g’f}?zg'ﬂr oviso that two units fromthe
series -0-, -S, -SO, -S2- may not be adjacent; 10
R3, R4, R5, R6 |ndependently of one anot her hydrogen
hal ogen, (d-C6)-al kyl, (G -

Use

The compounds of the invention of the general formula | in which the meanings are:

R1 ~ (Cs-Cas)-alkyl, (C1-C4)-alkylene~(Ce-C1o)-aryl, (C1-Ca)-alkylene~(Cs-C1z)-
heteroaryl, (C1~C4)-alkylene-(C3-012)-cycloalkyl, (Cs-C1a)-bicycle, where
aryl, heteroaryl, cycloalkyl or bicycle may be substituted one or more
times by héiogen, (C4-Ce)-alkyl, (C1-Cs)-alkyloxy, hydroxy, (C+-Ce)-
alkylmercapto, arhino, (C4-Ce)-alkytamino, di-(C2-C12)-alkylamino,
mono-(C4-Cg)-alkylaminocarbonyl, di-(C2-Cs)-alkylaminocarbonyl, (C4-
Cs)-arlkoxyca-rbonyl, (C1-Cg)-alkylcarbonyl, cyano, trifluoromethyl,
trifluoromethyloxy, (C1-Cs)-alkylsulfonyl, aminosuifonyl,

R2 hydrogen, (C1-Cs)-alkyl; or
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C3) - al kyl oxy- (Ca- C3) - al kyl ene, hydroxy,

f _.(Cl- C6) - al kyl mercapto, amino, (C-C6)-alkylam no,

-(C2-C12) - al kyl ami no, (d -C8)-al kyl carbonyl, COOR7,
trl fluoromet hyl, (d -C6)-alkylsulfonyl,
(d - 08) - al kyl sul finyl, amzosul fonyl,
pent af | uor osul f anyl , (CG Co)-aryl,

R1 and ﬁ%}ck%}n ggj;e?r'icﬁq%}ﬂ theﬁtr@%lm@%%a%@mnocychc

kyl ene- CO- G-C6)- a g/
o CcO- @am:)ttedl d(mam@Ly@mmra@oD@ {o7-nesybereryinsheystem or a

o Gl u Do E@?ﬁb tog Ep%%lp%&ﬁé%ﬁgﬁ%dﬁ%@ﬁ 4Fm%yfbsetréa ‘ﬁ‘nﬁd
benzyls stBﬁw oﬁ%ldmiﬂ@mmﬁémw& &fthe aiNGidystems may be
(G- Co6) - al halo% trifluoronethyl, COOR7

“cycl operd@w?/ by poEdp eyl dams arstemic GIoups Fesp hrieeres

° oo & ar ﬁRgﬁ’%’%Q@?ﬁéﬁet FREAO), -0- -5, -50- 80z

( CS Clvith-tay provdsdHat tWELn@4 fromh kiyd emes( CB-CLS-, ad0~, ~SO--
(d-CA4)-al ky Iene-(C5 d 2) - heteroaryl, _

(Cl1- Cﬂ)aYafI'Qit)h jagett: C12) - cycl oal kyl

(C8-Cl14)-bicycle; 30 the tautoneric forms of the
conpounds and the physiologically tolerated salts

R3 R4t RS, ®RE |ndmamcmn$lyrqﬁonela1r@th\eﬂhwﬁr®gnry heldgsst, (GnCes)-alkyl, (Ci-

R7

RS p SR B end eadBu et Rk fngi858 Bmino,
respoE@ gk)ealkglérﬂ[ﬁ? diitc i, ?Pbﬂ’(?l@ﬁ*mﬁé (@tQS)Ld]kiIQérb@ﬁyl

and t ransferrin at constituents into the

bl 00d CQPRE&alfluprimethil, (b1-6%)- aHﬂylzﬁuﬁazynﬁ?n—@evaléﬂElnal

i val ent I I
of Ut namitsulBnd peBEEhb Ry S e ot W e TRAERE
free C@H-NRIFIHD-OD- NR@?’!ID ®CC©¥(@ iﬁs)-blllqmegmbﬁb@Q -Cs)-
They can t herefore be enp or_ netabo

der angife - Q%(@hca)sa[ki/@ﬂeeéﬁ)ngl"e 9&’(01"(36 a!?(ylene-CO-
non- i ggmﬁp betyc
syndrgﬁgﬂgn for %?{eué?d %gﬁioﬁi‘)a{a? E’ I"a; PI%Ubg@t{flﬁeedj (@ GE)I
corrpoglk?ls;xpf the invention of the general formula I,
especially those in which R2 is hydrogen, may
additionally have an inhibitory effect on endotheli al

| paSﬁydrgbgn, (C1-Co)-alkyl, benzyl;

| R8, R8a . indepehdently of one another (C4-Cg)-alkyl, halogen, trifluoromethyl,

COORY7, cyclopropyl, cyclopropylene;

R9, R10 independently of one another hydrogen, (C+-Cg)-alkyl, -(Cs-C1o)-aryl,

(Cs-C1o)-heteroaryl, (C3-Cq2)-cycloalkyl, (C1-C4)-alkylene-(Ce-Cyo)-aryl,
_ (Cq-C4)-alkylene-(C5-C1é)-heteroaryi, (C1-Cy)-alkylene-(C4-C12)-
cycloalkyl, (Cg-C1a)-bicycle; |

the tautomeric forms of the compounds and the physiologically tolerated salts thereof |

' have a surprising inhibitory effect on hormone sensitive lipase, HSL, an allosteric

enzyme in adipocytes which is inhibited by insulin and is responsible for the
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10 The preferred substrate for EL is HDL, which has
anti at herosclerotic activity. A reduction in the HDL
| evel | eads to progression of atherosclerosis and its
sequel ae such as coronary heart di sease and noreover
favors devel opnent of the 1@tabolic syndrone and its
sequelae di abet es. An i nhibition of EL should thus

break Latinlfaachiist \éefﬂi tergﬁsf%ﬁn@t ¢ Eeﬁﬁhﬁéﬁ’ﬂé'lﬁto th(:al blood

|sor ers and in rec uce the probability of

. strearrpémipbﬁowolf lhzaenzymeeaﬁwefore leqﬂonai@té@ @naeswébldm gitpct of the

compaignts ot ot FRetr ot JF SR o Aenlfer S04 i acias in

the b|o&argﬁ{c%f Sleécmu%ohel ‘P‘héyebﬁrﬁhéféfdr@ bbeérﬁblbs?@d 6 Meheblic
pases. The conpounds” of the invention of the fornula

derangemmts slsh asafos examphi for nenynsainedapenggnt fiiaQBSﬂ‘,Se'ﬂelﬂBJS for

et S R B 2 22 Y

Di sorders of fatty acid netabolismand gl ucose
utilization disorders 25, 2. - Disorders of .the

The carmpaunds of de invieptien obthergenerabfarmela b egpaeighy Higpeds which

ot o TABHATRN B RS BB

The prefeeneeindubsirated for HE :ssmumvamhmtmﬂmmsuercﬁw ad*h[wty A

_r(aduct;ggliyté:tl'ge;ubl&g,{fe1 gﬁgg s onp%%:r%;gﬁgaf aﬁﬁ'ﬁr nq@qpﬁﬁ and its sequelae

such a§%%l'o°ﬂ H8art d:ééﬂ?sreoéllﬁi%eé\fbr%m%vb@p%&mﬁthe metabolic

protection of the pancreatic I's - prevention of
syndroma&:aml ntaselqmlee oliatates.ahn mmtmtm pﬁ ELsshouldXfeisigsingealydsad

. to prevgpﬂ% E@ﬁ@ uellegr%’n}: iaesrot?gérssauncdw lnalrectﬁyp red%)%wga ‘fjrobablhty of

people with an increased risk for diabetes becoming ill.
It has further been found that the inhibitory effect of the compounds of the invention

- of the general formula | is selective in relation to other lipases.

The compounds of the invention of the formula | may also have an inhibitory effect

on triglyceride lipase.

Compounds of this type are particularly suitable for the treatment and/or prevention

of

1. - Disorders of fatty acid metabolism and glucose utilization disorders
2. - Disorders of the insulin sensitivity of myo-, adipo- and hepatocytes (insulin
resistance) - metabolic syndrome |
3. Diabetes mellitus, especially type 2 diabetes, including the prevention of the
sequelae associated therewith.
Particular aspects in this connection are

- hyperglycemia,



10

16

20

25

30

coronary heart disease, cerebrovascul ar disorders
etc., especially those (but not restricted thereto)
whi ch are characterized by one or nore of the
followng factors: 10 - high plasma triglyceride
concentrations, high postprandial plasma triglyceride
concentrations - |low HDL chol esterol concentration -
—mllctﬁ}%/éﬂgﬁ‘ti RERiPIRIdaganCent rations - - high LOL

ster concentrations 15 - small dense LDL

- inggrol@sitat ol glpesde Wierance, hi gh apoB | i poprotein
concentrations 5. Vari ous ot her conditions which may

- pioiecionsfitae pangraaicfieeliset abol i ¢ syndrome, such as:
- p%@ent@?Sﬁh}%}ﬁf- r?l%br | i dléd}ﬁétﬁj' ng central

beés ses ypercoagu e and
prothronbotlc stages (arterial and venous) - high

O Be PR et S SR

COI’bHé@{ I‘FédrP&rseﬁé{é’eéér@&%ivéi@%m&a&'éoﬁie?@%&? &pecially those (but not

car di sorders or conditions in
resmutemthanéﬂoammmage chenacieoned by anel or maie oltherfollewingn
; Q;E% for exanple be involved are: - atherosclerosis
aCfeh as, for exanple (but not restricted thereto),

- hi§RpREAMY trigigdedidRsdchceRghtichd) %%‘ggbmrmamamg friglyceride

myocardi al” 1 nfarction, stroke - vascul ar
ceneemlionsor reocclusion - chronic inflammtory bowel

anpl e, Crohn's disease and
- of SEE PR el B! =, O o0
- low apoA lipoprotein concentrations
- high LDL cholester_ol concentrations
- small dense LDL cholesterol particles

- high apoB lipoprotein concentrations

. Various other conditions which may be associated with the metabolic syndrome,

such as: _

- obesity (excess weight), including central obesity .

- thromboses, hypercoagulable and prothrombotic stages (arterial and venous)
- high blood pressure

- heart failure such as, for example (b_ut npt restricted thereto), following

myocardial infarction, hypertensive heart disease or cardiomyopathy

. Other disorders or conditions in which inﬂ,ammato'ry reactions or cell

differentiation may for example be involved are:
- atherosclerosis such as, for example (but not restricted thereto), coronary
sclerosis including angina pectoris or myocardial infarction, stroke

- vascular restenosis or reocclusion
- chronic inflammatory bowel diseases such as, for example, Crohn’s disease

and ulcerative colitis
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other inflammtory states retinopathy adi pose cell
“tunors 5 - adi pose cell carcinomas such as, for

exanpl e, liposarcoma solid tunors and neoplasns such

as, for exanple (but not restricted thereto),

carci nomas of the gastroi m&stinal tract, of the

liver, of the biliary tract and of the pancreas,
ﬂ@@étlﬂg tunors, carcinonmas of the |ungs, of the
neys and of the urinary tract, of the genital-

btm'tlnﬂqma'ﬂt@westai&sm nomas etc. 10 - acute and chrom c

oproliferative disorders and | ynphomas -
%%%@Ws& s neurodegenerative disorders -
ﬁj&br@[; tSmersease - nmultiple sclerosis 15 -
Parkinson's di sease - erythemato-squanous dermat oses

gdmsas:ellfqarcmmplwch@ofqra@ﬁasnple liposarcamaari s -

SR bl B iR e JUC SR P L REEHSlRRS thereto)

Batyinsiassef tHd gastralgtestibaltiit softhe #iser, b@the&izuﬁargd teact and of
seborrheic dernmatitis or hotoderrmtltls f ti

HRiPRREreesseRACHIAR tHRIOTS, cﬁar@ﬁamﬁS@ the Btng%e e kldneys and

SRR OARRy 25 dr e BERBAIRRE pRSIIOARIBAORIS,
kelie aisd elmrd)nkﬂingeldapmlmﬁlajnwauilsmrdérs-anmllytrmhqm udi ng

condyl omat a or condyl omata acum nata - human papill oma
@FQ‘QHS(‘% i nfections, such as, for exanple, venereal

Hépi e@@ﬁéﬁatavé'oﬁ%rd%ts such as, for exanple,
mol 1 us

um cont agi osum 1 eukopl akl a
Alzheimer's disease
multiple sclerosis
Parkinson's disease
erythemato-squamous dermatoses such as, for example, psoriasis
acne vulgaris '
other skin disorders and dermétological conditions which are modulated by
PPAR
eczemas and neurodermatitis
dermatitis such as, for example, seborrheic dermatitis or photodermatitis
keratitis and keratosis such as, for example, seborrheic keratoses, senile
keratoses, actinic keratosis, photo-induced keratoses or keratosis follicularis
keloids and keloid prophylaxis
warts, including condylomata or condylomata acuminata
human papilloma viral (HPV) infections, such as, for example, venereal
papillomata, viral warts such as, for example, molluscum contagiosum,
leukoplakia
papular dermatoses such as, for example, lichen planus
skin cancer such as, for example, basal cell carcinoma, melanomas or

cutaneous T-cell lymphomas
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- papul ar dermatoses such as, for exanple, lichen
pl anus 30 - skin cancer such as, for exanple, basa
cell carcinoma, nelanomas or cutaneous T-cel
| ynphormas 16 | ocalized benign epidermal tunors such
as, for exanple, keratodertg, epidermal naevi
chilblains . high blood pressure 5 - syndrome X
- Wé’cla)fi%&tb'eﬁiq&vﬂiié{?ﬁﬂélq{!ﬁﬁ?s CHGORY, forekiviBle, keratoderma,
osteoarthriti upus erythemat osus (LE) or _
- iepideaamahheeyi r heumati ¢ di sorders such as, for 10
eggw |l e, rheumatoid arthritis - vasculitis - wasting
- 6 ERi a)

- gout - ischenial/reper(usion syndrone 15
- higfbbediResdurat ory distress syndronme (ARDS) Conpounds
whi ch inhibit endothelial |ipase are particularly

- suhdebheXf or the treatnment and/or prevention of 20 1.

| | pi dem as n i mpairments of lipid -
- _%’fyz%gﬁ'q gﬁ%&ﬁﬁﬁﬂ%ﬁ&@@?@e}l ae such as, for exanple,
- akhfn®scl erosis, coronary heart disease,
"cerebrovascul ar disorders etc., especially those (but

- Aetegaddritisct ed thereto) which are characterized by one
- B R0 Ss B RhR Sheumahi ailAgiFaych as, for
~ exagipye ehedmatald adbritent r at i ons,

- vasculitis

- wasting (cachexia)

- gout

-~ ischemia/reperfusion syndrome

- acute respiratory distress syndrome (ARDS)

Compounds which inhibit endothelial lipase are particularly suitable for the treatment

- and/or prevention of

1; Dyslipidemias and general impairments of lipid metabolism and their sequelae
such as, for example, atherosclerosis, coronary heart disease, cerebrovascular
~ disorders etc., especially those (but not restricted thereto) which are

characterized by one or more of the following factors:

- high plasma triglyceride concentrations, high postprandial plasma triglyceride

~concentrations,

~ low HDL cholesterol concentration

- low ApoA lipoprotein concentrations
- high LDL cholesterol concentrations
- smalf dense LDL cholesterol particles
- high ApoB lipoprotein concentrations
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- low HDL chol esterol concentration - | ow ApoA

i poprotein concentrations - high LDL chol esterol
concentrations - small dense LDL chol esterol
particles 30 - high ApoB |ipoprotein concentrations 17
2. Various other conditiong which may be associ at ed
with the netabolic syndrone, such as: - obesity

. Varﬁ'ﬁ‘séﬁ@%r Yi@ﬁ(ﬁﬂéﬁs whitH M%grﬂa‘é £R0ER ?«ﬁﬁf’(hé Ynetabolic syndrome,

. oses, hypercoagul abl e and prothronbotic stages
suchaaid:eri al and venous) 5 - high blood pressure - heart

ol b, L R T
- thmseﬁ%ﬁ]ﬁﬁ%gmabm &R pfotAforhBtY ﬁﬁﬁg@géﬂfé’rial and venous)

di abet es itds, in particular type i abet es

- highdlaati prgssure prevention of the sequel ae associ at ed

therewith (h I ' 1 [ f
- negPeifts Sut HE 9 RAE e pHEREichH Bl RIchnani® ©
‘fiyeRaFRaISnRrctidn) lypditsaside hearrdisre dri camgiomyophttoh
inflammatory reactions or_cell differentiation may
- diglrtes vaplfiue, Perarkivpy bipeat diabstes RN Begypyenfignof the
. ] i i d ,
38008 ABUATBIE B SR B RESE Wbir o
bahereatic Broells! malksm--andamivibedscus tdistrdes or
reocclusion - chronic inflammatory bowel diseases such
as, for exanple, Crohn's disease and ulcerative

. Oth%PbLstBErﬁ%r% é:?%}f}ﬁgj ﬁigbgtiﬁ which FnPQ%?Méaﬂm BF ¥efpt at es

I pose cel
differentiation may for example be involved are:

atherosclerosis such as, for example (but not restricted thereto), coronary

1

sclerosis including angina pectoris or myocardial infarction, stroke

- vascular restenosis or reocclusion

- chronic inflammatory bowel diseases such as, for example, Crohn’s disease
and ulcerative colitis |

- pancreatitis

- other inflammatory states

. retinopathy

- adipose cell tumors

- adipose cell carcinomas such as, for example, liposarcomas

- solid tumors and neoplasms such as, for example (bth not restricted thereto),
carcinomas of the gastrointestinal tract, of the liver, of the biliary tract and of
the pancreas, endocrine tumors, carbinbmas'of the lungs, of the kidneys and
the urinary tract, of the genital tract, prostate carcinomas etc. |

- acute and chronic myeloproliferative disorders and lymphomas

- angiogenesis |

- neurodegeneraﬁve disorders

- Alzheimer's disease

- multiple sclerosis
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iakdtbad Ackific ﬁé?ai&%lsoipﬁétoamﬁ ukel %Paé@f@@@b/lk@ré'to%is foll
warts y y

- adi pose cell carcinomas such as, for exanple, ,
| i posarcomas - solid tunors and neopl asns such as, for
exanpl e (but not restricted thereto), 25 carcinonas
of the gastrointestinal tract, of the liver, of the

‘biliary tract and of the p&ncreas, endocrine tunors,

carci nomas of the lungs, of the kidneys and the

WWArRinsY¥n''diédase0f the genital tract, prostate

carcinomas etc. - acute and chronic nyeloproliferative
girgbea@ite-sguamopssieomaioses sueli asy dpresiamde, psoriasis

r erative disorders - Al zheiner's disease
AePErfE

cl erosis 18 Parkinson's di sease
ttyd ki tiBosdia mEpidsd sheiaaibgrRes catiiffomswhichrareradaligied by

psoriasis acne vulgaris other skin disorders and

tol ogi cal conditions which are nodul ated by 5
RRAR &S o ABdengAiRder matitis dermatitis such as,

6 exanpl'e, seborrherc dermatitis or photodermatitis

kierrabtitis sucnds ker akaseke, sebbrrasic deaymatitiamp baotodermatitis

eborrhei c keratoses, senile keratqses, .actinic )
keralitis and kesaissssisvah asalarsramleesehortisickeratases, senile

cularis

: i
, I'ncludi ng condyl omata or con omata acum nat a

Kkelvigsaang &eioid praphylaxéd (HPV) infections such as, for

| I il omat i ral t h :
PertSe cinstad Snidvioulh ot st el PR b1 aki a 15 -
h@ﬁﬁnaﬁapﬁlﬁirﬁﬁtvﬂéﬁﬁiﬁv)?ﬁf@ﬁioné%Dcﬁ&ﬂf&f%xahipﬂé‘,%r@r@élus
- skin cancer such as, for exanple, basal-cell

paplipretasiravasissved ass for example, molluscum contagiosum,
leukoplakia

- papular dermatoses such as, for example, lichen planus

skin cancer such as, for example, basal-cell carcinomas, melanomas or
cutaneous T-cell lymphomas '

localized benign epidermal tumors such as, for example, keratoderma,
epidermal naevi |

chilblains

high blood pressure

syndrome X

polycystic ovary syndrome (PCOS)

asthma

osteoarthritis

lupus erythematosus (LE) or inflammatory rheumatic disorders such as, for
exémple, rheumatoid arthritis

vasculitis

wasting (cachexia)

gout

ischemia/reperfusion syndrome

~ acute respiratory distress syndrome (ARDS)
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cut aneous T-cell |ynphomas - |ocalized benign
epi dermal tunors such as, for exanple, keratoderns,

- epidermal naevi 20 - chilblains - high blood pressure
- syndronme X polycystic ovary syndrone (PCOS) -
asthma 25 - osteoarthritis]9 |upus erythematosus (LE)
or inflammatory rheunmatic disorders such as, for
exanpl e, rheumatoid arthritis - vasculitis - wasting
(cachexia) 30 - gout - .ischem a/reperfusion syndrone

Formulatisoet e respiratory di stress syndrone (ARDS) 19
Formul ati ons The anobunt of a conpound of the invention
necessary to achieve the desired 5 biological effect

The arfiSPeia €mpomdTBrthedhvémidronsceskary @R tlhb&:leswed

speci fi ¢ conpound chosen, the intended use, the node
biologieal efthat dppends Po & ramb@r@" fagions.dar exayneie: therspseificiempound

chosergqgé ﬁﬁgf‘%gqgﬁg %E{rpgcg«? t?mﬂ-ﬁ%\f%tﬁir%?fnd ﬂ}et él@béa‘rl‘egﬁd HBAR'BF the
pattentdﬂi@@ﬂﬂy Ridse i ogeralty of tH@OldlyngwrcghO 3 fnytoﬂ(}ihmlge(t@idally
[day. An I ntravenous dose nay be, for exag‘ﬁﬂe in

from 3tnh@tq af @w)rnezfrﬁay andyper lﬁ'@gf%“Pfé’Oﬁﬁ/“Y@gQ fniar @

10 A RSB EFapnk EPeLRoS FLbing8 49903 ma
to 1.0 raglkgt, wovich £am stitedsdy bpmdmiememd;asanfusajmof 13 og to 100 ng per
kliograr%g% pebgpmﬁpi gpi}qlﬂgﬂnfugpﬁgﬁ tlor%pfog %esg pfurr;%rf]sels r%%ytc%ntain
for example from 0.1 ng to 10 mg, typically from 1 ng to 10 mg, per milliliter. Smgie
doses may contain, for examp[e from 1 mg to 10 g of the active ingredient. Thus
ampoules for lnjectlons may contain, for example, from 1 mg to 100 mg, and single-
dose formulations which can be administered orally, such as, for eXample, tablets or
capsules, may contain, for example, from 0.05 to 1000 mg, typically from 0.5 to

600 mg. For the therapy of the abovementioned conditions, the compounds of
formula | may be used as the compound itself, but they are preferably in the form of
a pharmaceutical composition with an acceptable carrier. The carrier muét, of

course, be acceptable in the sense that it is compatible with the other ingredients of

the composition and is not harmful for the patient’'s health. The carrier may be a solid

or a liquid or both and is preferably formulated with the compound as a single dose,
for example as a tablet, which may contain from 0.05% to 95% by weight of the
active ingredient. Other pharmaceutically active substances may likewise be present,
including other compounds of the invention. The pharmaceutical compositions of the

invention can be produced by one of the known pharmaceutical methods, which

| essentially consist of mixing the ingredients with pharmacologically acceptable

~ carriers and/or excipients.

Pharmaceutical compositions of the invention are those suitable for oral, rectal,

topical, peroral (for example s'ublingual) and parenteral (for example subcutaneous,

“intramuscular, intradermal or intravenous) administration, although the most suitable
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doses may contain, for exanple, from1l ng to 10 g of
the active ingredient. Thus, anpoules for injections
‘may contain, for exanple, froml ng to 100 ng, and
singl e 15 dose formnul ati ons whi ch can be adm ni st ered
orally, such as, for exanp®, tablets or . capsules,
may contain, for.exanple, fromO0.05 to 1000 ng,
mode B%é’dl (R étbétifohgifﬂén%stlﬁ c8eR [ﬁ&VldEQIrcés%%ﬂ 1M et reOhind Béventy of

ovemnenti on conditions, the conpounds of fornula I

‘the conditionéo be drdated and oodhpmhﬁequéleﬂe tompaund eéforarua | used in

esch B! Ch AR ok S5 B BNBEIBRE Rt g boons

* within fReStrameivoROol@iElifventltn. FeeRRiRIY i@ diver leeacierarl bhsticidice-

is compatible with the other ingredients of the
resistapbfgsaiations. SHialhle avstings reistANt torgastec Mtq gofnpgse cellulose

acota Gl B AU AR B A Tkl Rip b it e

phthal&tesiritghreotie gRlyméry ofaxetielcey/liehcil ad hedthylwheibbcngate.
contain fromO0.05%to 95% by weight of the active

i ngredi ent. O her pharnaceutically active substances

' Su:tabfé%%{hﬁ%%ﬁ i%‘?e@én’%ﬁ@ﬂé Eor%ﬁal %Hﬂétfﬂloﬂtlﬂﬁﬁ b@qu&ﬁ of

el nven ion arnmaceuti ca ositions of
separdtdanits syenas,dor eaamipke, m:apduleedcaghmesuckablaéaklatamr tablets,

crch IR R AELN0e. 0 61 c S55Ehtd 8bln SR L bolrs o

‘. granulé’sc%%pécﬁt?cﬁ@ orC@ldpeRE AR HrPaqRstistiraitnaiqudlus liquid; or as an oil-

har maceut | cal conpositions of the invention are those
|n~watarmrtvmielemf-@f emwigion.r Buassl Gompegiliens mayeasphpaqy tnentloned be

orepar AR AN BB BB ek BT i wnicn ne

active ingFs¥enHStheastmion ?&Hl@h iy calsidiof ghetdrenaresddditional
. suitable 20 node of adni nistratjion depends in
ingrediefits) relbeuokAto §ANtas e COEPARKIOBE FES genergfly Pf%ﬁlced by

et g Bl RS TS B st r e

case

divided smmdanero afteandiahoihbgstodlichis shhpad f rfecessdrgt Thus, fat so
bel on within the franework of the |O:I1(¥Ient|o

exampigy aflablghEen pe RIPYEred BY sempressied gastalding japqudey or granules
of the 60?1?;%(%@‘%%% E?EFH rifie w11:ﬁ ﬁ r%o?é’é&éi |ﬂ8ﬁalr|ﬁ§:‘eﬂ’ié‘rﬂ§ to

ric’juice rise ceI acet at e phthal ate,
Comprpsﬁad/ﬁabjdts aaaibetmoﬁhtémhbyﬁmletmygj tl’reoaqrppourpxilin fmee-lﬁywm form

| I
such asudbh GG PIoG A RIVISRY RERVISE. WRETLARPRate Mixed with a binder,
glidant, inert diluent and/or one or more surface-active/dispersing agent(s) in a
suitable machine. Molded tablets can be produced by molding the compound, which

is in powder form and is moistened with an inert liquid diluent, in a suitable machine.

Pharmaceutical 'compos-itions which are suitable for peroral (sublingual)
administration comprise suckable tablets which contain a compound of formula | with

- a flavoring, normally sucrose and gum arabic or tragacanth, and pastilles which

comprise the compound in an inert base such as gelatm and glycerol or sucrose and

gum arabic.
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by SUbﬁHtﬁﬂ‘@@ﬁl. ip{yamusreler AT Hﬁ'@

Sui t abl e pharmaceutical preparations for oral -
adm ni stration may be in the formof 10 separate units
such as, for exanple, capsules, cachets, suckable
tablets or tablets, each of which contain a defined
amount of the conmpound of Zbrnula |; as powders: or
granul es; as solution or suspension in an aqueous or
Pharnﬁ@@&ﬁb&%@%ddsﬁ?éhg suﬁébléﬂ’oﬂﬁal%‘nlteral Bdiistatin compnse
water-in-oil enulsion. These conpositions ma
preferatily statije ﬁquecmnp@pab@orq@rca‘m@ﬁp@byn@ﬁizfomuiaaz |v@uch are

rerrdIRLL Do PR BB 0G0, DR R oo

prefermaﬂﬁﬁnlgﬁeréwmt@veﬁ@ﬂﬁ aaimdug@rmiminmmdneﬁa)%hisartake place
brought into contact. The conpositions are generally
nE@w@@QQ hhese grepraratipns can

preferagoqo)? P%%rb&%e%pbfﬂ'@)g% ttls&“ ch h&l V\ﬂtrﬁg/v%‘{erlfabﬂs é{kmglﬂ*(% Asditing

carrier e pro
solutionaterile any. isdtbnig, witrobiooelx ijedtableacdnatd sitio resaaf tbe invention

produced _by conpressing o | di ng. a powder or
generglly spptaia f f?é“ Bf"'%fé’zizyrrgeeﬁag%) Wﬁé“g"’ﬁﬁﬁmngt e with

one or nore additional ingredients. Conpressed -

tabl ets can be produced by tableting the conpound in

- Pharméceudidal oompgsitionssuialda fasrecta adexaisprhtion are praderabty in the

form Oig§l Igrffose e%%{o%ﬁ&p c%éﬂ?'lrelgﬁt&%g %ﬁ%dgpeﬂ&yemtxmg a tompound of

the foruld P&Eh BREIOf PhétesRevEhiiEn AN Calridrs, fr exdimpRPEdcoa butter,
machi ne. Mol ded tabl ets can be produced by nol ding the

and shapingdhadesyling midere.s i n powder form and is noistened
with an inert liquid diluent, in a suitable machine.
Phar maceuti cal conpositions whi ch are suitable for

Pharmaesutical cérapbsitiogs slitabledon topial aseé on tkesRini are me‘ﬁéxaﬂﬂym the
tabl ets which contain a conpound of fornula

th
form ofrqinlyesntngreans olaN. paste SE5Y: AR RY o aGatr'eé$ which cars be
used a’;er ﬁ%@& Iaﬁé‘lfh Wétﬁ I@ﬁe yﬁ)céle %Q: B@éﬁé@ohﬁ ations of two

i'n an I atirn and glycerol
or mor.of MBMSMesg‘ﬂm acmkn mgretdientih gelmacmlyt preaént in a

OSI sui lLe for nt er al |strat|o
concergghpR cE HoTpid: b vt sbnt o B Sbmro i, drsernasdor 0.5
to 2%, conpound of forrrul a |, which are preferably isotonic

with the blood of the intended recipient. These
preparations are preferably adm nistered

Transdgll"nrééizg rrq]:%%?ra){lbn 1S aPs%u n s%q 'éc’rtn{a%elu ical cc}ﬁ'rgosslt?ontsaskmtable
for transdermal uses can be in the form of single patches which are suitable for long-
term close contact with the patient’s epidermis.. Such patches suitably contain the
active ingredient in an aqueeus solution which is buffered where appropriate,
dissolved and/or dispersed in an adhesive or dispersed in a polymer. A suitable
active ingredient concentration is about 1% to 35%, preferably about 3% to 15%. A
particular possibility is for the active ingredient to be released by electrotransport or
jiontophoresis as described, for example, in Pharmaceutical Research, 2(6): 318

(1986).

“The compounds of the formula | are distinguished by favorable effects on metabolic
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5 by subcut aneous, intranuscular or intradernal

i njection. These preparations can preferably be
produced by m xing the conpound with water and maki ng
the resulting solution sterile and isotonic with

bl ood. Injectabl e conpositpdns of the invention
generally contain fromO.1 to 5% by wei ght of the

disordéfd tﬁ%y%@f?%?&!@ﬁyi @eﬁ%%]ﬁlglﬂcﬁﬁﬂ LiGGHr rReEpeRrh F?ﬂ%allrtlcular they

Sul recta stration are preferably in

lower thedrigfyoeridefe\si agt @rd ssitalsia fpokhiet pevestionTaes treatmendof type I

. roduced b 1 Xi.n onpound of the forpula | with
diabetf 3dartrsecBRE A S FREE seeusias Hi8bto; “exampl o
cocoa butter, and shaping the resulting m xture. 15
Phar maceuti cal conpositions suitable for topical use

The canpetrdsel thedpamplad véthaBR \nydrogareares distingsfishschipyayerable

e Berka o5 puSHL ey BELEROHUPfy oo R DB LOL

- ratio ap@linerbhyd fnpaticiee tite HAILCehE ndrad QoEblY ittes sreventivn and

or npre of these substances. The active ingredient |s ‘
treatmgahel dyslipidenaas andimetgbolioawrdiomea arshtheir §iveseeeguetze such
Q i 0 y idi . . 5
as ath b RYGYE) Gfiondl ot SSRIRE AP iRILAY oBEERPafy LIRS
Phar maceuti cal conpositions suitable. for transdermal
uses cap, be in the formof single patches which are
Comblggpcg%wghpgrpeq 'Bﬁg'-ca{f&r\tﬁ cl ose contact with the
patient's epiderms. Such patches suitably contain the
| 25 active ingredient in an aqueous solution which is
The camgdundsdofithe irevesbiongani ke edmindstesas alode and sembination with

one oS RSPBr e ATl e AR Ml BB e
favorable S¥¥ts B ehataBbli/disRAVENGN dragidditerdreg@éritiycatsatiated

possibility is for the active ingredient to be
therewijth| Bxamelasofgusbinedicamepts @€or | ont ophoresi s as

' ' : i.n. Phar pae i,cal Research,
1. egfeariSie b B g okl RERBRR, 10T |
2. attvdlingrédignissbethadyedtment ebtigsipfideralas, on netabolic 22
di sorders. They beneficially 1nfluence |ipid and
3. 3ntRliherorsieiplt MadicameMsarti cul ar they |ower the
1L el evel and are suitable for the prevention
4. gﬁ{é&étﬁf@gtér%ﬁtté'of type 11
5. antiinflammatory active ingredients '
6. active ingredients for the treatment of malignant tumors
7. antithrombotic active ingredients
8. active ingredients for the treatment of high blood pressure .
9. active ingredients for the treatment of heart failure and
10.active ingredients for the treatment and/or prevention of complications caused

by diabetes or associated with diabetes.

~ They can be combined with thé compounds of the invention of the formula | in

particular for a synergistic improvement in the effect. Administration of the active
ingredient combination can take place either by separate administration of the active

ingredients to the patient or in the form of combination products in which a plurality of
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di abetes and arteriosclerosis and the diverse sequel ae
thereof. 5 The conpounds of the formula | with R2
hydrogen are di stingui shed by favorable effects on
disorders of lipid nmetabolism They beneficially

i nfluence the HDL to LDL 23&tio and increase in
particular the HDL | evel and are suitable for the

- active iﬁg{%&g@ﬁﬂs%@@?@seﬁtﬁr@éﬁ&%rrﬁ%c@é{tﬂdl Pr&lsdh@sn.and

ol'ic syndrome and 'their diverse sequel ae such as
at heroscl erosis, coronary heart disease, heart

£ jﬁai | Hr E‘E'EIO SI t tand di abetes. 10 Conbhi nations with
[Examplgs,whichJgaY%. Rrdpetiched %rgrrpounds of the invention can

be adm ni stered al one or in conbination with one or
nore further pharmacol ogically active substances which
Antidiahgties for exanple, 15 favorable effects on metabolic
di st urbances or disorders frequently associ at ed
therewi th. Exanpl es of such nedicanents are 1.

_ Su:tabl@&ﬂit@&f@lﬂw avdtisbidseddor bxaragiegh dhe Roie histe ddabethapter 12 or

active ingredients for the treatment

in the %@EID'B‘?‘Q}@W 8% USAN gndilntereatinngl Breg |l\@nﬂ€e§|%%ﬁ?§ﬁf@a°°%a
Rockvilfe 2@55':&%5%& ahﬁe a0 |n§é\ﬂﬁ1' S| AHd RETR lf\or tﬁéﬁba@ﬁbh‘éﬁch as, for

I hgr edi |ve|ngr lents e treatment of
examplmLalmﬁt(séelm\@ !an'tus aotn) ionApidraf’] an@otheréastmgntlegl insilms

tive inaredi entsforthetretrre \@ (g}éé g
(see U%ﬁe%%hﬁ%?») b2 1rsewt%mq¢¢%terseﬁ% esgibackin WOSR1/RAES or
else, fo9 xam tﬁ@éédyrselo%ee! 1&9&/069?5/0§§71 BQNS% Ridkdisk aUst he

prevention of conplications caused
The orddby effeliiee qypoglyesmiractivedngiadients inmyds, prateegbly athebe

sulfonyfqg?% wiquhwgé{horgt@ep%ﬂ?‘pﬁm%gaeﬁ{)pétgggfyﬁ\éerbe% el 8P {het Qgta cells
(e.g. dibETBSEY BRI o7 /26088 AHid B 0oABBen) a&?@ém@@s Qﬁeglhﬁmdes

active 1ngredient conbination can take place eit her

glucag@yas’aganM% caanBhPst ageniets, BIPR-Hé infdbitare, inswliy eensivrers,
e.g. PPA% 5 gﬁ&g'nﬁ%ggip{ cﬁ)@gtnﬁeolrn@ré)&eﬁt%nmcﬂaés, ot é%[a?ﬁjﬂg,t S

oxadiazolidinediones, thiazolidinediones, inhibitors of liver enzymes which are

involved in stimulating gluconeogenesis and/or glycogenolysis, modulators of

- glucose uptake such as, for example, glucosidase inhibitors, compounds _which alter

lipid metabolism and iead to a change in the blood lipid composition, compounds

which reduce food intake or food uptake.

in one embodiment of the invention, the compounds of the formula | are
administered in combination with insulin. |

In one embodiment of the invention, the compounds of the formula | are
administered in combination with substances which influence hepatic glucose
production such as, for example, glycogen phosphorylase inhibitors (see:

WO 01/94300, WO 02/096864, WO. 03/084923, WO 03/084922, WO 03/104188).

In one embodiment, the compounds of the formula | are administered in combination

| with an active ingredient which acts on the ATP-dependent potassium channel of the .
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- 23 active ingredients are present in one
phar maceuti cal preparation. Exanples which may be
mentioned are: 5 Antidiabetics Suitable antidiabetics -
~are disclosed for exanple in the Rote Liste 2001,
chapter 12 or in the USP 24 ctionary of USAN and
I nternational Drug Nanes, US Pharnmacopeia, Rockville
beta c%l@%ucﬁ‘%' f?ir%&ﬁh’ip‘?é édﬁ%hyld%a’ﬁ (e.d. H§Fb|utérﬁld%n9hlbé}ﬁjl&mrde
erivatives such ' 0 exanple, Lantus(r) (see

gllpiZldmrglll‘r@ptrmb )orajrglma;deso(@girrapagl;mdm)d ot her fast-acting

In one,BaRdiERt 1B SampobAg st e bt AR AT Efegn cpppbination

“with a avg@@nlc% sUdMOSE 164 éﬁérﬁ?l@‘,jmeﬂfomrQS/ 08871 of Novo

Nordi sk A/S. The orally effective hypogl ycem c active
i ngredients include, preferably, the sulfonylureas

o5 3 LOgBLFEEP YRy A5 BB Ot

- with a POATYHNBE lggonitt G anbgelidinedighe luch desf,or @b(anmrclgl[tazone

antagoni sts, oral G.P-1 agonists, g& glgzors
pioglitazesel rasigliéreane orthe, conapcgmdﬁpﬁim%ﬁﬂ 19941 and
u -OXO0-
Dr. Rey s AR R AT pAoulP S PERTR Bivarosdethy-doxo

2- qu|n&wfol|Inylrmthemz]phe|$yljmmhbrlj-§r4}th|amlmllln&£ﬂomm stimul ati ng
| at.0

i ono SSeRe8EICE b3 a0 1 KRR Y St AL bmatr

with a Dpipiwllﬁmbﬁor FONDHHEY, WiesBnidid, ah WOoBI Thoust #Pobos™31,
lead to a chan&mln the bl ood 1 i |d conposi tion,

wogglﬁa&aaumglam&\w ¢E22%6 WV Or{124RB54t W&%/Q&mgléem I'n
particuf3} 5 ST 5 onled DR o S EATRRAD f s

P- 31/98 n@mrzm (4-[p- ganﬁy@rrm?ddamam—ofytetmmobaoeempwmmilnleez (S)-

nds of dm ni stered
_ carbonaalm),. HEOTL(25 #R) dobivariche turery “Hirasioylotalamipol
RGNS (%5,1-&, I I
acetyl] osp r_g gge [ {r%'Lé’En %‘én?éré%éﬂ%‘%@?&goog m:)ogen

02/ 096864, WD 03/084923, WO 03/ 084922, WD 03/ 104188)

I
In one gﬁ@oﬁgﬁgﬁ 3{2&3"535%%9&%@ Hta drslsre%fdn%|R%tefr?adrl?\J comblnatlon"

with compounds with an inhibitory effect on SGLT-1 and/or 2, as disclosed directly or

indirectly for example in W02004/007517, W02004/052902, W02004/052903 and

WO2005/121161.

In one embodiment, the compounds of the formula | are administered in combination

‘with an a-glucosidase inhibitor such as, for example, miglitol or acarbose.

In one embodiment, the compounds of the formula | are adm.inistered in combination

- with more than one of the aforementioned compounds, e.g. in combination with a

30

sulfonylurea and metformin, a sulfonylurea and acarbose, repaglinide and metformin,

- insulin and a sulfonylurea, insulin and metformin, insulin and troglitazone, insulin and

Iovastatin, etc.
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In one grbRAiReRtQfdhe inventisn nthe IMPUNAs ofd

with an active ingredient which acts on the
ATP- dependent potassi um channel of the 24 beta cells,
such as, for exanple, sulfonylureas (e.g. tolbutamn de,
glibenclanide, glipizide, glinepiride ) or glinides
(e.g. repaglinide). In one&snbodi mrent, the conpounds
of the formula | are adm nistered in conbination wth
il j i de such as, for exanple, netformn. 5 In one
Lﬂﬂdﬂgﬁgmﬁﬁﬁgnt t he conpounds of the formula | are
adninistered in conbination wth a PPARganna agoni st
azo I nedi o

1n one gmpidiRsHef ey iona i eSpeuits S B70REnyR Lare
adminiSRISPHNEEMBInatbAaSAth 4 FMQB@BA“ré@BEta@B ikWibitdte€l &s lovastatin,

Research Foundation, in particular

fluvastgtif, [praygsatin cmmiyastaile,wgsimm iavgsatim @torvastatin, rosuvastatin.
2- qui nazol i nyl met hoxy] phenyl ] met hyl ] -2, 4-t hi azol i di ned
ione. In one enbodi ment, the conpounds of the fornula

In one kencRliragm of theean@shtion, ﬂwT&tbrﬁpbum oftheHom BRIave
i nhi bitor as descr.i bed for exanple,. in W98/19998,

adminigeses Enambinalien oyitha bile amser@w inpiiter feesy o qigmple.
Us 6, 2%’7%%56’3 ‘%9‘1 &wzgﬁ?ﬁ 217'7“8310 {;WsF’E&?dé%% ﬁ4

cycl open 2'0xd anahmoni um
Chlorlde) 15 P- 31/98 LAF237

* In one S{paTbaT B RO T r'@gg@”d@&%ﬁ YL ARAC Qs o - 2

admmlélé}ecf'ﬁ&dfﬁbi‘ﬁailloﬁ Wit é"}égﬁ/ﬁ’?@frc]bll% é&ld@ﬁ@b’ﬂb@hm{uérﬂﬂ’s et -

acetyl ]| pyrrolidine-2-carbonitril

examplep sbbleshtaming, fcolesesplam.n one errbodl ment, the
conmpounds of the fornmula | are adm ni stered in
conbination 20 with conpounds with an inhibitory

In one 8frbREIMERt GGhE ifvertishotheXompohdichfare doshuiadary or
indirectly for exanple in W2004/007517,

administepesbity aBRbipationse fogssiemlapsorolion dubpierassdesqriped for

exampggﬁi‘/ﬁﬁg@?gﬁﬁ? no'{:&%o' Hﬁg%f%f’ \R%"F{% (gjggmélg?u::oz |r Sasel

i nhi bitor such as, for exarrpl e, mglitol or acarbose.

I n one enbodi nent, the conmpounds of F' ? formula | are
@ ferp nxﬁéeof t he

adminibAERRU BREHoE WAL récéhiof dBEEPisRa! fd?réx‘éﬁﬁﬂb a
US 6,342,512).

“In one embodiment, the compounds of the formula | are administered in combination

with bulking agents, preferably insoluble bulking agents (see, for example,

carob/Caromax® (Zunft H J; et al., Carob pulp preparation for treatment of

hypercholesterolemia, ADVANCES IN THERAPY (2001 Sep-Oct), 18(5), 230-6)).
Caromax is a carob-containing product from Nutrinova, Nutrition Specialties & Food
Ingredients GmbH, Industriepark Hoechst, 65926 Frankfurt/Main).' Combination with
Caromax® is possible in one preparation or by separate administration of
compounds of the-formula | and Caromax®. Caromax® can in this connection also
be administered in the form of food products such as, for example, in bakery

products or muesli bars.
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sul fonylurea and netformn, a sul fonylurea and
acarbose, repaglinide and netformn, insulin and a
sul fonylurea, insulin and netformn, insulin and"
troglitazone, insulin and 30 |lovastatin, etc. 25
Li pid nodul ators I n one erg®di nent of the invention,
the conpounds of the fornmula | are admnistered in
conbi nation with an HM3CoA reductase inhibitor such as
| ovastatin, 5 fluvastatin, pravastatin, sinmvastatin,
In oneievaisadimient of thevingernticn Iheac@masndas oﬁtherfosruu@dtaeu n. In

* aamin@ed L Cor BBt yinE EFAEAbhE Hashinar t o w ih a bil e

aci d absorption inhibitor (see for exanple, US
6, 245, 744, US 6, 221,897, US 6,277,831, EP 0683 773, EP
In one eagIdimant ofiheiRvertione Misoapmeatnads of e orvelliasa, t he

i GRIBRI g et PR BB e . o

examphs AZ 042 é@saglﬁbzar Q&Bpr(&I[EI(dnhﬁmaneelhI&ﬂqﬂtﬂy@h‘enﬂliethnxy]
one enbodi nent of the invention, unds of the

phenyla Sret)PEyRroRIoaic agieh, rﬂl\é$&9§é85r(Nc[&4ﬂm@¢Bw &perpcgrbonyll-N-
DAL e A5 ot Y ARV ABEIRa by b cescrbe i
wo O0pBRB R, M OrRO/G287 A Oodrbd G Tb N DD 1404 aenv\ma/amza he |

wo o gBTEFR DRI ra) S R BrbaBhrwe ol R S HB b0 Bge7e.

exanple, US 6,342,512). In one enbodi nent, the
conpounds of the formula | are adm ni stered in

Inone em’cmdmenbtnf thwm\rerﬁl@nkthegccsrg@w@ds piigedpapulia liafgol ubl e

admlnl?tf %clfl Prp?_g?rgs |0r§%\ﬁt% qﬁﬁr{%géﬁpﬁ gr i%xg&%ﬁ é%b‘?mae)f (r)
gemfibidAatiibtatef beAfibeitehol est er ol emi a, ADVANCES | N |
THERAPY (2001 Sep-Cct), 18(5), 230-6)). Caronmex is a

carob-contai ning product from Nutrinova, Nutrition °

R e

- administered in combination with nicotinic acid or niacin.

In one embodiment of the inventibn, the compounds of the formula [ are
administered in combination with a CETP inhibitor, e.g. CP- 529, 414 (torcetrapib).

Inone embodiment of the invention, the compounds of the formula | are

administered in combination with an ACAT inhibitor.

In one embodiment of the invention, the compounds of the formula | are
administered in combination with an MTP inhibitor such as, for example, implitapide.

In one embodiment of the invention, the compounds of the formula | are

administered in combination with an antioxidant.

“Inone embodlment of the invention, the compounds of the formula | are



Caronax(r) IS possible in one preparation or by
separate adm ni stration of 30 conpounds of the formul a
| and Caromax(r). Caromax(r) can in this connection
also be administered in the formof food products
such as, for exanple, in b2kery products or nuesli
bars. 26 |In one enbodi nent of the invention, the

| admm%@ématm%mbfnétm e Bu Pfotéhﬂ;pa@é%fﬂbﬁérered in

conbi nation wth a PPARal pha agonist. 5 In one

enbodi nent of the invention, the conmpounds of the

. i e 3 e, B8 s A R 6 SePuBARY 0 PRl K
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adminidferéd in cbemattiohadiei an ATP citrate lyase inhibitor.
(S)-3-(4-[2-(4-nmet hanesul fonyl oxyphenyl ) et hoxy] -

phenyl ) - 2- et hoxypr opi oni ¢ aci d) BVMS 298585

In oneH}ﬁ@{Cﬁﬁ%ﬁ ﬁg%ﬁsmﬁﬁ EQH‘X’ 3$ he f BW aplhaerﬁyl ] et

adminigtdred liy combjnationagittde squileee synthleﬂawmmmmz VO

99/ 62871, WD 01/40171, WO 01/40169, W96/ 38428, WO
01/81327, WD 01/21602, WO 03/020269, WO 00/ 64888 or WO

In one MRS %nt of fP\eQH rﬁmho%é@ﬁhpeﬁn&é‘@f !h'é"f%ﬁhhl‘érl arghe

conpounds or mul a admnistered in

“administered nracomblnﬂtroh withf & lipapestsintd) angagdndst. exanpl e,

fenofi brate, 15 genfibrozil, clofibrate, bezafibrate.
In one enbodi nent of the invention, the conpounds of

Antiobb$iy dgsriyl @ | are adnministered in combination with

ni-cotinic acid or niacin. 20 In one enbodi nent of the
i nvention, the conmpounds of the formula |I are

In one %%d@%ﬁ[jgﬂheﬂq\%ﬂfft&gpgﬁ rap%?ﬁd@?ﬁﬁg%hﬂgl o c?trgnre L

adminitieged ivennbmatioh bethca lipasm fitdfor sheh ber fon Iea(ampm,e:rhstat
adm nistered in conbination with an ACAT inhibitor. 25

In one enbodi nent of .the invention, the conpounds of

In one bﬁ@d‘dﬂﬁgﬂ{ he ftfer a%ﬂ{?é pﬁoq%&lbﬁ{jls' f@nﬁ@gﬁ?lﬁé‘bi‘ egxf@nﬂ[]ra?ﬂine.

'tor suc exanpl e, 1nplitapi

In anotheeemtbddnammhmfurﬂm achwsmtgr@enit ibsilndrgroinads of t he
formula | are

In a further embodiment, the compounds of the forn‘iu!a I are administered in
combination with CART modulators (see "Cocaine-amphetamine-regulated transcript
influences energy metabolism, anxiety and gastric emptying in mice" Asakawa, A,
et al., M.: Hormone and Metabolic Research (2001), 33(9), 554-558),
NPY antagonists, e.g. naphthalene-1-sulfonic acid {4—[(4—aminoquinazblin-
2-ylamino)methyl]cyclohexytmethyl}amide; hydrochloride (CGP 71683A)),
MC4 agonists (e.g. 1-amino-1,2,3,4-tetrahydronaphthalene-2-carboxylic acid [2-(3a-
benzyl-2-methyl-3-oxo-2,3,3a,4,6,7-hexahydropyrazolo[4,3-c]pyridin-5-yl)-1-(4-
chlorophenyl)-2-oxoethyllamide; (WO 01/91752)), orexin antagonists (e.g. 1-(2-
methylbenzoxazol-6-yl)-3-[1 ,5]naphthyridin-4?ylurea; hydrochloride (SB-334867-A)),
H3 agonists (3-cyclohexyl-1-(4,4-dimethyl-1 ',4,6,T-tetrahydroimidazo[4,5-c]pyridin-
5-yl)propan-1-one oxalic acid salt (WO 00/63208)); TNF agonists, CRF antagonists
(e.g. [2-methy|-9-(2,4,6~trimethylphenyl)-9!—|_—1 ,3,9-triazafluoren-4-yl]dipropylamine
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30 adm nistered in conmbination wth an antioxidant. In
one enbodi nent of the invention, the conpounds of the
formula | are 27 admnistered in conbination with a

| i poprotein lipase inhibitor. In one enbodi ment of the
i'nvention, the conmpounds at8the formula |I are

adm nistered in conbination with an ATP citrate |yase

(WO 00!6‘65*855)0CRF58P%rﬁﬁg0ﬁ§B0(@' dRItbedtting, RBoEAARIgoARts,t he

conpounds of the fornula |~ are administered in
[33 aganistbiaat i ga-ohidrb- Ebcnmjhah%w‘osylmetbylabenylhﬁr[Bf(fZ@r dlme’chyl -1H-

it SRS e B PR 8 W LS S v
sttmulétmqgj’rﬁ\tdﬁ'e‘j‘ (a?b?ﬁfg Wlﬁb%omé{t%t ('e@f{%[hé(4%ﬁi“rb% 52 one

ment "o e i nventi ounds of th

dimethbaypheny|)H5- &@yojbhamyiﬁthyis)ﬂ‘eaém—z yicehamnawd}-5 3rdimethylindol-
o35 B BEELS AR D ) S B b

(e.g. déﬁ@ﬁﬂ%ﬂﬂhé‘)ﬁ nﬂke@@éf&@ﬁlhé@@‘aﬁé noradrefBAii®edbmpounds (e.g.
nbodi nent,” the further active ingredient is

WO OOéT m&&)aﬁm‘ﬁ@gomsw g-& (F-etyibeszabupndnyl)ripgrazine@lia gsid

ot 3 PRI By 550 AT, B S Py IO bt

humantgramhonﬁonea)n@k@mﬁhd&:&nm@j/eamigab@rhpsund@(ﬁebenwwyﬂ -(2-

* diisoprfgvirmio AU ARRN S draBudRe i Sespiolngsgstbodyic acid
| terhary%iﬁﬂﬁ;%@% W@Fb\ﬁ@?(?%‘%?’nﬂﬁﬂsa 15‘,3? see, for example, EP.0 462 8 884),

C aCI 4-am noqul nazol | n-

uncoupﬂmglmnierrm)Zrmt&mb}:luL&tdmshtap}nhmmatg tadicd dor éxatnlehl or i de

oo ORS00 TP b g ety Pt

Leptin ﬁﬁbl‘ﬂs{s?ad§®otent|al approach to the treatment of obesity. Drugs of the
benzyl - 2- net %3 3- 0X0- 2 3a, 4, 6, 7- hexahydr opyr azol o[ 4

Future (206]1 bﬁﬁ(@) B13-§87 ), DA agonlsts (bromocrlptlne Doprexin),

llpase/%rpy%agﬁrﬂyﬁﬁo%é%gg"w&t@?/41)8@@ JerARRRASRY., orexin

- WO oow%ahml) tRRRAN840Itds W ahorigtgpht hyri di n-4-yl ur ea;

hydrochl ori de (SB 334867-A)), 30 H3 agonists
(3-cycl ohexyl -1-(4,4-dinethyl-1,4,6, 7-tetrahydroi m daz

In anotﬁér émboli#ﬁ”r{td e further active ingredient is a cannabinoid receptor 1
antagonist (such as, for example, rimonabant, SR147778 or those as are described
in, for example, EP 0656354, WO 00/15609, WO 02/076949, W02005080345, |
W02005080328, W020051080343; WO2005/075450, W0O2005/080357,
WQ02001/70700, W02003/026647-48, W02003/02776, W0O2003/040107,
W02003/007887, W02003/027069, US6,509,367, W0O2001/32663,

 W02003/086288, WO2003/087037, W02004/048317, W02004/058145,

WO02003/084930, W02003/084943, W0O2004/058744, W02004/013120,
W02004/029204, W02004/035566, W02004/058249, W02004/058255,
WO2004/058727, W02004/069838, US2004/0214837, US2004/0214855,
US2004/0214856, W02004/096209, W02004/096763, W020041096794,
WO2005/000809, WO2004/099157, US2004/0266845, W0O2004/110453,
WO02004/108728, W02004/000817, W02005/000820, US2005/0009870,
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5-yl )propan-1-one oxalic acid salt (mo 00/ 63208)); TNF
agoni sts, CRF antagonists (e.g.

[2-nmethyl -9-(2, 4, 6-trinethyl phenyl)-9H 1, 3, 9- triazaflu
oren-4;yl]d|propylan1ne 28 (WD 00/ 66585)), CRF BP
antagoni sts (e.g. urocortipd, urocortin agonists, 03
agoni sts (e.g.

wozobsko‘bgqla' W@zéomﬁ h‘@@ﬁ%w W\Rﬁyd)(ﬁﬁﬁq Wie@is@nmm%obﬂﬂ@sé d

i ndol - 6-yl oxy) et hyl am no] et hanol

| WbZOﬁﬁﬂIHdHﬁoW@%OQWDGZ& 1UB2005/00BH {HeN 926051027837,

wo20p5/q2a8s, IfodRisBEE 682 W 20057061808 WB2Bb8107738);

di met hoxyphenyl ) - 5- (2- cycl ohexyl et hyl ) t hi azol -2-yl carb
anoyl| di met hyl i ndol - 1-yl}acetic acid

In onet&mbwéjm@éthecmaent@prsém@ fyrier gotive Fmgegiens isleplmi n

reuptake inhibitors (e.g. dexfenfluram ne), m xed
serotoni nergi c and noradrenergi c compounds (e.g. WD
In one%ﬁﬂddi#%ht thiffurtigamactive igredient is dexamphetamine, amphetamine,
(3- ethylbenzofuran 7-yl)piperazine oxalic acid salt
maszéw}@oasmglem)me bonbesi n agoni sts, gal ani n ant agoni st s,
grow h hornone (e.g. 10 human growth hor m)ne) growm h
hor none-r el easi ng conpounds (6-benzyl oxy-1-(2-

In one(ﬁmtg,qq;m@pp,ﬁgqmamqudg@,f Hensymulas| atejpgipinigered in combination

with mEQEBARALE RS oFe il AT LroRBhlarcuadd Fota e Vocl ™

-systenﬂ@itcﬁ&a%) for exzaple] AGE |ph|0itersn(e29 qansprifdneditaments which act

tin onlsts far e Lee njel W;
on the ERBIURRS WRTIRSHSET. JSHE ARAPAT A Bata RRRkes et
Grasso, Patricia. 15 Leptin agonists as a potenti al
approach to the treatnent of obesity. Drugs of the
In one emhodimennahg coapEands Sﬁﬂm@Imulajba@@ﬂmmsiered in combination

nocei pti.ne, se/ anyl ase i nhibitors
with medleBTes Ba)ig 550 M MR AR RBEEs (2. g, VO
00/78312), RXR modul ators or TR-[3 agonists. 20 In
anot her enbodi nent, the further active ingredient is a

In one eathestinaet, dhe eempounda of the: fegshlask aresadininiserelgh combination

it mERERPE PR i 8  c D855 2yt

WO 02/ 076949, WO2005080345, W0O2005080328,
WO2005/.080343, WOR005/ 075450, WO2005/ 080357,
It will bp@rpuasiatsrObat ersyseitablesprolinatiopebtie eampeunds of the

mvenh%ﬂ@%%@%&gwﬁgw%%gg%é%ﬁ%é co%%soggcp ggmonaliy one or

more other pharmacologically active substances is regarded as falling within the

protection conferred by the present invention.

The activity of the compounds of the invention of the formula | was tested in the
following enzyme assay systems: |

1. HSL inhibition assay

1.1. Preparation of the partially purified HSL:



- 10

15

20

25

30

W02003/ 086288, WOR003/ 087037, WO2004/ 048317,
-W0O2004/ 058145, WO2003/ 084930, WOR003/ 084943,
W02004/ 058744, WO2004/ 013120, WOR004/ 029204,
W02004/ 035566, WOR004/ 058249, WO2004/ 058255,
W02004/ 058727, WOR004/ 069888, US2004/ 0214837,
US2004/ 0214855, 30 US2004/ 0214856, WO2004/ 096209,

sl FRRE 8o RN A0S A Rom st
male raEistar (ZIRR50 \Whby Gl 00esdse, trewipeas o dance with published

mtnodEREEEORIEEL0,, 35 VOE00RL 000 TEs MEROUMIIO orhcon o

al., J. SR QORIrR 0743 8,084SBOPREBOBART ForNHRARS /P 2T 83i6l. Chem. 251,
WOZ005/ 028456, WDR2005/ 063761- 62, WR005/ 061509,

1976, §12609).Ohesar pelisirom heate arpwiasbed thyeettinees by Batation with

50 mi e pRaEAu b RSt 450 25 4886, b

ETDA,dﬁW@TqT, cly) ,quamt fUYRetiAM 0 fg/mNERipAHe | 2 Q/ml pepstattirq) each

_ phentermnine. 1n one enmbodiment, the con‘gounds of e
time andfinallytakeaiup indfimi oft koredgenizatiombuizen dhe fatocalistare

oo A9 g BB 6714 o
1500 rpihand 157G, T Bombgshdtelis beniifeyep (Bl SM2dhtubes, 5@00 rpm,
t he_angi ot ensi n-reni ne system cal ci um ant agoni fﬁ%lgtﬁ

10 minpdi@)- di tatbetween e Bysoaf it at hatoe AEhHPERRS!
rémové&gna %@E%ﬁrihuﬁiﬁnquéﬁé L& 1k bib M@gpltmp th%@fﬁ@rﬁ%
neal canents I'ng anantiinflammatory erfect. n one

centrifuyeabatiaie (Sorviali S Marhdresd 20dT0C fpen,f45 min, &°C) aftee subnatant is
~adminjistered in conmbination wth pedi canen whi ¢h .
removeg, @nsih 0 5 SgPaUR-SephaErse ?P&%W%Ql%%%ﬁ-%& washéd 5x with

- 25 mME{ﬁf@@lﬁ,L&@grﬁ%btmm Négﬁﬁﬁﬁ&é&?ﬁé@gc@@h@éﬁ% for 60 min

ination o e conpoun
(shakingrateintereals off t1 B noing, the mirtuee ¢ céhieftafedr (Soevdli Ski2d tubes,

3000 riTaR B St APEyReran Cagsiistedd Pyt eFasding glacia
sceic 4G4 R MG BB B I RRY DT GAPEEpAR ol Mcctd oy
centrifugadion{8entall B34, 12n@00 tpmut @ minyd’C)tarxt suspendetddn 2.5 ml of
20 mM Tris/HCI, pH 7.0, 1 mM EDTA, 65 mM NaCl, 13% sucrose, 1 mM DTT,

10 pg/ml leupeptin/pepstatin/antipain. The suspension is dialyzed against 25 mM
Tris/HCI, pH 7.4, 50% glycerol, 1 mM DTT, 10 ug/ml leupeptin, 'pepstatin, antipain at
4°C overnight and then loaded onto a hydroxiapatite column (0.1 g per 1 mi of
suspension, equilibrated with 10 mM potassium phosphate, pH 7.0, 30% giycerol,

1 mM DTT). The column is washed with four volumes of equilibration buffer at a flow

“rate of 20 to 30 ml/h. The HSL is eluted with one volume of equilibration buffer

containing 0.5 M potassium phosphate and then dialyzed (see above) and
concentrated 5- to 10-fold by ultrafiltration (Amicon Diaflo PM 10 Filter) at 4°C. The
partially purified HSL can be stored at -70°C for 4 to 6 weeks.
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foll owi ng enzyne assay systens: 1. HSL inhibition
assay 30 .1.1. Preparation of the partially purified
HSL: 30 Isolated rat fat. cells are obtained from
- epididymal adipose tissue fromuntreated nale rats
(Wstar, 220-250 g) by col8fgenase treatnent in
accordance wi th published nethods (e.g. S. Nl sSsson et
i ochem 158, 1986, 399-407; G Fredrikson
12 HE actiHsgalf 00N Chem 256, 1981, 6311-6320; H
Tornqui st et al. . BIO| Chem 251, 5 1976,

To prepeife, %%/JR%I@f%If%ﬁﬁwd' or L3 ateandliEa gl Bntomere) 88 ol of
unlabelsd fﬁleé;ﬁ@y@éroﬁéh%@'@mg @"b hoffpide M sucrose, 1 nmM

ETDA, 1 DIT upept i n 10 g/ anti pain,
(phospﬂmtlglyldwokuwfphmpha)tidghmbsltd Briewhandré mizéd ydriesiowith Bl ang then

taken (3 b afiof 06 RARE! G 7o) o3 yBewis BrafiefiiGransinzso

_ mlcrot%sééﬂlﬂﬁ %52‘ RoemMin Withldh ﬂéﬁgleéf ﬁh[ﬂ)OAﬁédeﬂlﬁﬂh ¥4 ml of KPi

orpgenate 1s centrifuged (‘Sorvall
and rehawed ulfﬁé)sﬁlﬁmdrtreatmﬁm @ ®,30R)c of e with irdeovats d:fe?n(i/\sm) 1 ml

of 20% B it Reane A dina) pancoRisglion etiriodiastak L. For

e rodgl). 1408 SRR 81 PSR afio u aisebiuton
(HSL prepareeicas alsiel djuted mamamimmsemmmme mM EDTA 1 mM DTT,
nmaci a- Bi ot ech, CL-6B, washed 5x with 15

0.02% B9/ Fns/ i mepSIRtn 46 rUrISUPEPRS) SRdpUbAIA 37C for
30 mmlgﬁldﬁ% cﬁrﬁnﬁ mz}gtf b?%[hglgolzl:ﬂgﬂ%ro@rﬁﬁh%ﬂgggﬁ(a %?"f ﬁ@ S £b5 mi

of 0.1 MURES0;, BOADboreracitiopl 10.5%s) folldWed dypkomatghmixirg and finally
adjusted to pH 5.2 by adding glacial acetic acid

centrifygAtiondEeAred 23 MID. Alier Bbask repatiatiop, ane gRviyalest gf @18 upper

phase ﬁ; lei‘%dg%o&?éd f%)%ntg% JEH%%tch\ﬂgfeié%I%ﬁt]é(@iéeﬁﬁﬁi]qu%scgrgﬂta ion-

suspen

measuférmentiCl, pH 7.0, 1 nmM EDTA 65 mM NaCl, 13% sucrose,

1 MM DTT, 10 g/m |eupeptin/pepstatin/antipain. The
suspension is dialyzed against 25 nM Tris/HC, pH

1.3 Ev%gég?,g?f/%@ p{g {I@Igblt&q"@ﬁ&TT 10 g/ | eupepti n,

~ Substances are normally tested in four independent mixtures. The inhibition of the

HSL. enzymatic activity by a test substance is determined by comparing with an
uninhibited control reaction. The ICsq is calculated from an inhibition plot with at
least 10 concentrations of the test substance. The GRAPHIT, Elsevier-BIOSOFT

software package is used to analyze the data.

2. EL inhibition assay:

2.1. Preparation of EL

- EL is released as secretory protein in high concentrétion into cell culture medium

(conditioned medium) by recombinant cell lines (CHO, HEK293). This is employed
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~ 4C overnight and then | oaded onto a hydroxi apatite
colum (0.1 g per 1 m of suspension, equilibrated
with 10 nM pot assi um phosphate, pH 7.0, 30% gl ycerol,
25 1 mM'DIT). The colum is washed with four vol unes
of equilibration buffer at3za flow rate of 20 to 30
m/h. The HSL is eluted with one vol une of

| dA j igentaining 0.5 M potassium
as Q“Zgﬁ‘?sépﬂ‘gﬂti‘g{ %ﬁ% %C%ﬁg?g‘?@zed (see above) and
concentrated 5- to 10-fold by ultrafiltration (Am con
Digflo PM 10 Filter) at 4C. The partially purified
2.2. ELI—%‘?_t'Vté{r‘?sﬁﬂystored at -70C for 4 to 6 weeks. 30 31 1.2
"HSL activity assay: To prepare the substrate, 25-50
laG of [3Htrioleoylglycerol (in tol ueng_, 6.8 nol of
The phospholinase-spaciiceyhsiiaje diobisthd-diflwrad, fdimethyl-4-bora-3a,4a-

. )|, i .
aiaza-PRREERE P eckoevhariveprat PhgpRsholne: Granipgher o
Moiecu‘!émeﬂ)be@?_'ise@bed focHi?actedz¢ fenentyakstic actvity of emdotifelial lipase

MKPi (pH 7.0) by ultrasound treatnent (Branson 250, . . '
and therleetefnhibiiets; hédiolme;ls of therAienta inkags of fils PoaspRsipid by

i a ¢ _ )
the enfirfl bRl 1R Mdrbtert ove B3] whith e B HERRMEPafer,
separatibn 39 teipclayert cmomaidgr2@ty BSAar( HRTKE! plates (silbaegi! G0 Merck) or -

, c.O entraition of ériol eoy.l |r¥C rol 1.7 mM. For 10 the
direct!y i8R FeactonOsSebpY BARSUAal 1S BOESER1S e pi pet t ed

[ 1y f | f -aHauR-5,7-

The subSiBle AR In, BioraPRisEby teldly s 100 (B GRRD SN BAuo
dimethpl-4-borB38a 4apdiagari-ingepenaBiundecangylisrialygaspt3-posaie-

. bat ed 3 i . dit, i F 2. f ' '
oot (AR SReAPEF e 24 AR A ol mo o
DOP —@hofind (VREAEIBYI-Sh-flyWeRPBighoaphdciidlinel th 393 iubof chlbmien

by thorough m xing and finally 15 centrifugation (800
and thep gansfermiicn]57 af nng:r afiesbdeaclin vesseh Altarevagarationfithe

ot g T ERTaAT L F APHTAGE 50 mt cod

chloridegsig & 24EDY sodicatibiv akical Tiee sobsédqueentiBhzimiv teiactioy takes

effect: 20, ) .
place at 37°C for 60 minutes. For this purpose, 45 ul of the substrate solution are

incubated with 1 ul of inhibitor of appropriate concentration (dissolved in DMSO, pure

- DMSO solution is used as control) and 5 ul of enzyme solution (conditibned

medium). Then 3 ul of the assay mixture are loaded onto an HPTLC plate (silica gel
60, Merck), and the liberated fluorescent dye is separated for detection with an
eluent (diethyl ether:petroleum benzine:acetic acid [78:22:1]). After evaporation of
the eluent, the plate is read in a fluorescence scanner. An increased liberation of the

fluorescent dye in the uninhibited reaction is to be observed as a measure of the

enzymic activity.
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Substances are nornmally tested in four independent
“m xtures. The inhibition of the HSL enzymatic
activity by a test substance is determ ned by :
conparing with an uninhibited control reaction. The
IC53 is calculated fromamg3 nhibition plot with at

| east 10 concentrations of the test substance. The

2 3. BVateRlidnTor thL ingﬁbn%h%gE& 25 software package i s used

to anal yze t EL i nhi bition assay: 2.1.
Preparation of EL 30, EL is released as secretory

rotejn in.high concentration intaq cell. cul e i
The efygialic, PR Rdarnne B9 & Ssan didnedaniiph ceRH bsed,
and  tH&EH9Bitor EBh&ehﬁaﬁiFP'aQVﬁrﬂloﬁza HRAFGAAN] Ffﬁ,lrﬁoérhﬁynﬁé”tlcﬁfabﬁmty is
- concentration. 2.2. EL activity assay 5 The
observptds palldd Kase- speC|f|c substrate
1, 2-bi s(4, 4-di fl uoro-5, 7-di net hyl - 4- bor a- 3a, 4a-
di aza-s-i ndacene- 3-undecanoyl ) - sn- gl ycer o- 3- phosphocho
2 4. Furinee EL(iABMitforcasyzgf Mol ecul ar Probes) is used to '
characterize the enzymatic activity of endothelial
| i pase and the effect of inhibitors. Hydrolysis of

o o8l e 0 RIS B rs 2000

diaza- sbmd@eé&e@%@édambym&nsﬁpaerat?p—phobghdidhahne,a@mnufacturer

ol BT B TS LA, 3L 5% Bt pase

and thé“éﬁéé'trdf ﬁhtbﬁ&s Hn&e %é«'@%?ﬁhe M‘%s?értlﬁﬂ(ééé of &% Bhbephdliid by
prepare Ki pg of

‘the enzynie bbsr@ﬂesﬂfm ﬁUOJIe$QBI’ﬁ dye Bbdipy which can be detected after

separalifl by APiBaVah QLB OURBTT BB 3R RO TN S oA MeHE) or

d:rectlypihQHéfﬁéact%n“vé&ePByMéd%@hﬁg‘th@ﬂﬁ&mhc@nd 7.9 ng of
DOP - choline

The supatrateoﬁc&mmas yaparepdar dissolyingsHbea of i ebis(hd stifqsp-5.7-

oo SRS SRR S o oo
cholmeﬁﬂlé&%ﬁgﬁuf&ﬁ%bﬂe@%ﬁ;&éﬂ?&ﬂ)ﬁ}n I1ggl(holfrb:§aﬂel\ﬂsg I_alltrr_d thkirlg wb ir2R@ mg-

of tripakswitin d&ignem) NSS! of kBlasalosaquish conyyines BRG0P ~choline
(1 ,2-d|<5IQgﬁ%n—glycero-3-phosphochollne). 39.3 ul of this lipid mixture are

transferred into a fresh reaction vessel, and the solvent is evaporatored off. The lipid
 mixture is dissolved in 4 mi of 200 mM TRIS-HCI, 150 mM sodium chloride, pH = 7.4,

by sonication twice. The subsequent enzymic reaction takes place at 37°C for

90 minutes. For this purpose, 20 ul of the substrate solution are incubated with 2 4l
of inhibitor of appropriate doncentration (dissolved in 10% DMSO, using 10%
strength DMSO solution for control) and 2 ut of enzyme solution (conditioned
medium). The 4 ul of the assay mixture are loaded onto an HPTLC plate (silica gel
60, Merck), énd the liberated fluorescent dye is separated for detection with an
eluent (diethyl ether:petroleum benzine:acetic acid {78:22:1]). After evaporation of
the eluent, the plate is read in a fluoresceh(:e scanner. An increased liberation of the
fluorescent dye in the uninhibited reaction is to be observed as a measure of the

enzymic activity.



pl ace at 37C for 60 m nutes.

For this purpose, 45 pl

of the substrate solution are 20 incubated with 1 pl
i nhi bitor of appropriate concentration (dissolved

of

in DMSO, pure
of enzynme solution (corgltioned nedi um.

ol

DMSO sol ution is used as control) and 5
Then. 3 pl

of the assay m xture are | oaded onto an HPTLC pl ate

(si

dye is separated for detection with an

lica gel

and the |iberated fl uorescent
el uent

60, Merck),

In this &séay, iyé cetripeunpe of tHecexarbplesishewedeahe dolbmvidg 1Cso values:

[752

22 1'I\

lib
rea

Examgled IC-

t

T

503 read in a fluorescence scanner.

After evaporation of 25 the eluent, the
An i ncreased
of the fluorescent dye in the uninhibited

enz

ydi18 act

L=linhi hitd

'to be observed as a neasure of the
ivity. 33 2.3. Evaluation of the

r ed

Led as

'———**Usedﬁfﬁgnnr

f-'maxi ml

ry effect: The enzymatic activity is

a function of the inhibitor concentration
the inhibitor concentration at which a
Im enzymatic activity is 5 observed is

| @911 CS(

L $95( 4, 4

D. 2.4. Further EL inhibition assay: The

sphol i pase-specific substrate

|- di f | uor o-5, 7-di net hyl -4- bor a- 3a, 4a- 10

Z I m
e, (manu

lacene- 3- undecanoyl ) - sn- gl ycer o- 3- phosphocho
if acturer Mol ecul ar Probes) is used to

ch

the Al ester

ragBeri z

e the enzymatic activity of endothelia
| the effect of inhibitors. Hydrolysis of
| i nkage of this phospholipid by the

enzyme |iberates the fluorescent dye Bodi py which can

"be detected after
chronatography on an HPTLC plate (silica ge
15 directly in the reaction vesse
“measuring the. fluorescence.

Mer

ck) or

separation by thin-Iayer

60,

_ by

The substrate solution is

prepared by dissol ving 100pg of

1, 2-bis(4,4-difluoro-5,7- dinethyl -

4-bor a- 3a, 4a-d

I aza-s-indacene- 3-u ndecanoyl ) -sn-gl ycer o- 3- phospho-

chol i ne (nanufacturer
DMSO and taking up in 2.4 ny

in

393 pl

Mol ecul ar Probes) i.n 100 pl of

of tripalmtin (Sigm)

of chl orof or m whi ch conprlses 20 ng/ m

DOP-chol i ne 20

(1, 2-di ol eoyl -

sn-gl ycero- 3- phosphochollne) 39.3 pl of

this lipid mxture are
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transferred into a fresh reaction vessel, and the
solvent is evaporatored off. The lipid mxture is

di ssolved in 4 mM of 200 nM TRI S-HCl, 150 nmM sodi um
chloride, pH = 7.4, by sosscation tw ce. The '
subsequent enzym c reaction takes place at 37C for 90
MArénstration pleosssbdhi s pur pose, 20 pl . of the substrate
solution are incubated with 2, U 25 of inhibitor of
appropriate concentration (dissolved in 10% DVSO,

dse semaomgs efttheifvrniomnies geteld fogAule bare papared|by maHipds
Rhov?{ p@RZ YR b akykitioR bf {UBemaicd bANRGbstifeRi deRlooxdAE2-4np!

f th , t ' d t HPTL I '
%§T‘Yﬁt'§9§6}§‘é‘ﬁy c §°WPE§§S 'Qﬁﬁgﬁ%&?f’@%% Sé%geﬁ%&geragﬁfe&m- |
dyezdogasePpanadeaidatives || dib pldsgene avietiivaients glchent

BB PG S BSIEHERE R Bkt
shiatoforingterapd dirther raaqtipp ot tbe taskibieg Repasrraro-2RRetaRPBILREH!

- ldehefiad Wi anfihed 10@meihbd!BY. EEE&MIpoBHR ih WhitMR2 isHyalabén, tied

t to be ob d ; f th ‘
SR DI YAy T st et g™ bR gPRRRBBunas of

tidoeyamatea RisN=Crived t he fol |l owi ng | C50 val ues:

Exanmple | C50 [NM EL 1 0.13 2 0.51 3 0.06 4 0.01
50.95 6 0.02 7 0.23 35 Preparation process The
conpogds of the invention of the general for a l

ye p epared by nethoeis known per se, e. 954 o)
ac ot of sgl_bstltut;chﬁz unsubsti_t utged >=0
ben; A N&E -one 0"\, RS N R
R5 H : R6 }‘N\

R6 c R1

i T | |

R3 7 R3

_ R4 0

R4 ° l 1% R2 : /\’_:0
RS N Ci cl \ RS }\ /

R6 | R6 o N\R1
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5 derivatives Il. with carbanoyl chlorides Il (nethod .
- A), or in tw stages by reacting benzooxazol -2-one
derivatives Il wi th phosgene or equival ents such as
trichl oronmet hyl chl orocarbonate, ditrichloronethyl
carbonate or 4-nitrophenyl 36chl orof ormate and further
.reaction of the resulting benzooxazol - 2- onecar boxylic
acid derivative with amnes IV (nethod B). For
conpounds in which R2 is hydrogen, the 10 R3
. Benhzooxazol - 2-one derivatives Il can al soghe rédact
Wih the appropriate isocyanates V Rl -N=C=0 >z:0
=0\l RL LB N R6 6QR}, 11 11l 15 R3 \ O
4 ~ 00+ O+H\R I »=0 R5 HC 'R RS&H
RL Il IV36RZ3 RBRAI R4 pp- -1 \OO REO N
R6”5 / NH RS HRL R6 ONR6 RL o R1

1l _ ' \Y; I

Since acids are usually liberated in these reactions, it is advisable to add bases such -
as pyridine, triethylamine, sodium hydroxide solution or alkali metal carbonates for
expedition. The reactions can be carried out in wide temperature ranges. It has
usually proved to be advantageous to operate at from 0°C to the boiling point 6f the
solvent used. Examples of solvents employed are methylene chloride, THF, DMF,-
toluene, ethyl acetate, n-heptane, dioxane,'diethyf ether or pyridine. If anhydrous
conditions are used, strong bases such as lithium hydride, sodium hydride or
botassium tert-butoxide in aprotic solvents such as THF or DMF have also proved

suitable.
The benzooxazol-2-one derivatives employed as starting compounds Il are

" commercially available or can be prepared by processes known from the literature

(e.g. C. Flouzat, Y. Bresson, A. Mattio, J. Bonnet, G. Guillaumet J:Med.Chem 1993,
36, 497-503; F. Mutterer, C.D. Weis, J. Het. Chem. 1976, 13, 1103-1104)..

The examples detailed below serve to illustrate the invention without, however,

restricting it.

Examples

Example 1:
6-Acety|—2-oxobenzooxazoIe-3-ben2ylcarboxamide .

100 mg (0.565 mmol) of G-acetyI-SH-benzooxazoIQZ-one were dissolved in 5 ml of
pyridine. Addition of 90.3 mg (0.678 mmol) of benzyl isocyanate was followed by

- stirring at 80°C for 5 h, addition of the same amount of benzyl isocyanate once again -
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Il V Since acids are usually liberated in these
reactions, it is advisable to add bases such as -
pyridine, triethylam ne, sodium hydroxide solution or
al kali. metal carbonates for expedition. The reactions
can be carried out in w de3Tenperature ranges. It has
5 usually proved to be advantageous to operate at from

and sti¥fing at 10e° G e 8 ﬁg"rﬁ@réﬁct@h rh&ﬁjreﬁt@ééfé‘éﬁcéﬂﬁr%@ed Eﬁ@ﬁghﬁéd by

of solvents enployed are nethylene chloride, TH
preparayve &, C é‘?Rﬂ& a@eéoaltrde/watmé@ﬂ&n&ﬂm Yielh@7 mgéﬂ ﬁ% ), M+H+:
311 1.6t her or pyridine. If anhydrous conditions are used,
strong bases such as |ithium hydride, sodium hydride
or potassiumtert-butoxide in aprotic solvents: such
as THF or DMF have al so proved 10 suitable. The

Exampied; ooxazol - 2- one derivatives enpl oyed as starting

conmpounds |1 are commercially available or can be

| B-Acetyl-2mapbenyoxazoteed {2snéthylaentyljcarbbeamideer at ure  (e..g.

C. Flouzat, Y. Bresson, A Mttio, J. Bonnet, .G

100 mgup |5|66u11ﬁfol)~bflﬂ%§céible®ﬁ-lwﬁoox§zﬁ>l 28le 3% réactdbliin enalbgy to

em. 1976, 13, 1103-1104).. 15 The
Examﬁé%ﬁwﬂb%&emg.(péf%@m» @f&v@thﬂbenmﬁwﬁea ndield: 63 mg

'(34% é\gsﬁgt 39? 1\@ t hout, however, restricting it. Exanples

6- Acetyl 2- oxobenzooxazol e- 3-benzyl carboxa mid e 100
Examptg3( 0. 565 nmol ) of 6-acetyl - 3H benzooxazol - 2-one were
dissolved in 5 mM of 25 pyridine. Addition of 90.3 ng

6-Acet{I? 6%§b&ﬁ%ﬂ&<a@6le@-ﬂé¥§lcb%&¥ﬁ1@é e was followed by

stirring at for 5 h, addition of the same anount

B L R R -

Exampiend withr 86.2atig 69.678 mamai)adfi visotiaratOMBRdhe. Yield: 77 mg (45%),
M4H+' C t1ot_§1itri le/water 0.1 % TFA). Yield: 27 ng (16%,

Example 4:

- 5-Chloro-2-oxobenzooxazole-3-hexylcarboxamide

100 mg (0.59 mmol) of 5-chloro-3H-benzooxazol-2-one were reacted in analogy to

.Example 1 with 112.6 mg (0.885 mmol) of 1-isocyanatohexane in the presence of

ethyldiisopropylamine in THF at 70°C. Yield: 125 mg (71%), M+H+: 297.1.

Example 5:
2-Oxobenzooxazole-3-(2-methylbenzyl)carboxamide

100 mg (0.74 mmol) of 3H-benzooxazol-2-one were reacted in analogy to Example 1
with 130.7 mg (0.888 mmol) of 1-isocyanatomethyl-2-methylbenzene.in dioxane at
60°C. Yield: 76 mg (36%), M+H+: 283.25. |



311.1. 5 Exanple 2: _ _

6- Acet yl - 2- oxobenzooxazol e- 3- (2- met hyl benzyl
)carboxamid e 100 ng (0.565 mmol) of

6- acetyl - 3H benzooxazol - 2-one were reacted in anal ogy
to 10 Exanple 1 with 99.838y (0.678 nmol) of
2-nmet hyl benzyl isocyanate. Yield: 63 ng (34%, MtH+:

Exampé®; 15. Exanple 3: 15
6- Acet yl - 2- oxobenzooxazol e- 3- hexyl carboxam de 100 ng

'_ 25 13 affsbiligdH benzooxazol - 2-one were
zoxoéée?%ct xg 20 %H%F‘%'S? ) Y’Egnpl el with 86.2 ny (0.678

_ B , : =
100 mm&h i%%}gjr)lc'%fsﬁ-z- aeré%é%ez)é?- ?O@Y@%;'g Beagem érf'aﬁo/gy to Exampie 1
with 11331-@ @QEB AEROIY BE OligocyaRatoHanb W abxade a2 80100Yidt: 163 mg
‘ ~(0.59 mmol ) of 5-chl oro-3H benzooxazol - 2-one were .
(84%).rMatitedb68d3anal ogy to Exanple | with 112.6 ng (0. 885 '
mol ) of 1-isocyanat ohexane in the presence of '
ethyl diisopropylamne in THE at 70C. Yield: 125 ng (71
%, MrH+: 297.1. 30 Exanple 5: '
) - Oxobenzooxazol e- 3- (2-net hyl be nzyl)carboxam i de 100
Examq?{@ﬁ(o_ 74 mmol ) of 3H benzooxazol -2-one were reacted in
anal ogy to Exanple 1 35 with 130.7 ng (0.888 nmmol) of
5-Chloto-2spopenzooxanotsB-enaytdaybdyenaidae i n di oxane at  60C.
Yield: 76 mg (36%, MrH+: 283.25. 38 Exanple 6: 2-0O
100 mg ¢0.B9anmob@f G-adore3H-iserixookazuly2-bne avard reactad i andlogy to

‘ , ., 100 (0,74 mmol|) .of 3H benzooxazol - 2- pne were R
- Examp?% Ad’fiﬁhgg MY Wol)&f B%ﬁﬂ@tometwlgﬁni%e ng?'?@%%ét 80°C.
Yield: 7AW 4qi:/d)1m.ﬁ_q>.p:ym9_hexane'in di oxane at 80C. Yield: .
- 163 T , _
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(84% , MrH+: 263.13. 10 Exanple 7: 5-Ch to
'r 0- 2- oxobenzooxazol e- 3- benzyl ca rboxam de 100 ng (0.59
nmol ) of 5-chl or o- 3H benzooxazol - 2-one were reacted in
analogy to 15 Exanple 1 with 94 ng (0.7 mmol) of
WO 206¢948233 onet hyl benzene i n3#li oxane at 80C. POT&ERROOBAHOS097
(41 %9, M+H+: 303.05. WD 2006/ 131233 39
PCT/ EP2006/ 005097 dains 1. A conpound of the fornula .
1 5R3 RAO0O ~=o RRNi RR RRON (I) RL 10
Claimsyher ei n t he meanings are Rl (C5-C15) - al kyI
(C1-A4) - al kyl ene- (C6-Clo) -aryl,
(Cl-C4) - al kyl ene- (C5-C12) - heteroaryl
1. A doBpdiid-aflthy femed4 3- C12) - cycl oal kyl , o
(C6-C14) - bi cycl e, whepe aryl, heteroaryl cycl oal kyl
or bicycle may be subStituted one or nore 15 tines by
hal ogen, (Cl-C6) R4 @ - C3) - al kyl oxy, hydroxy,
(Cl C6) - al kyl mer caf am>ﬁﬂo (G - C6) - al kyl ani no,
-(C2-C12) - al kylam g N R2
rmno (G -C6)-al kyl'am mocar onrxfl
di - (C2- CB) - al kyl ani noBQrﬁ?,\ (G, -
Ce) --al koxycgpbonyl, (G ) - al &Yyl car bonyl , cyano,
trifluoronethyl, trlfluororrethyl oxy, ' :
wheremcmeamammgtyawl fonyl, am nosul fonyl; 20 R2 hydrogen,
(G -C6)-al kyl; or R and R2 formtogether with the
_ nitrogen atom bearing them a nonocycli c,
R1 (Cs-C1g)-alkyl, (C4-Cy)-alkylene-(Cg-C1p)-aryl, (C1-Cy)-alkylene-(Cs-C1z)-

heteroaryl, (C1—C4)—aIkyléne-(Cg—C12)—cycIoaIkyl, (Ca-C14)-bicche, where
aryl, heteroaryl, cycloalkyl or bicycle may be substifuted one or more
times by halogen, (C;-Cg)-alkyl, (C4-Cs)-alkyloxy, hydroxy, (C+-Ce)-
alkylmercapto, amino, (C1-Ce)-aikylémin0, di-(Co-C1z)-alkylamino,
mono-(C+-Cg}-alkylaminocarbonyl, di-(C.-Csg)-alkylaminocarbonyl, (C4-
Cg)-alkoxycarbonyl, (C4-Cg)-alkylcarbonyl, cyano, triflucromethyl,

trifluoromethyloxy, (C+-Ce)-alkylsulfonyl, aminosulfonyl;

R2 hydrogen, (C1-Cs)§aikyl ;. or

R1and R2 form together with the nitrogen atom bearing them a monocyclic,
saturatéd or partially unsaturated 4- to 7-membered ring system or a
bicyclic saturated or partially unsaturated 8- to 14 membered ring
system, of which individual members of the ring systems may be
replaced by one to three atoms or atomic groups from the series
-CHRS-, -CR8R8a-, -(C=R8)-, -NR9-, -C(=0)-, -O-, -S-, -SO-, -SO2-,
with the proviso that two units from the series —O—, —S—, -S0—, —SO—

may not be adjacent;

R3, R4, R5, R6 independently of one another hydrogen, halogen, (C+-Cg)-alkyl, (C+-
| Cs)-alkyloxy-(C4-Cs)-alkylene, hydroxy, (C4-Ce)-alkylmercapto, amino,
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“saturat ed or. partially unsaturated 4- to 7-menbered

ring systemor a 25 bicyclic saturated or partially
unsaturated 8- to 14 nenbered ring system of which
i ndi vi dual nenbers of the ring systens nmay be

.replaced by one to three a4@®ns or atom c groups from

the series -CHR8-, -CR8R8a-, -(C=R8)-, -NR9-,
- O =0)(€4-Cd ?—"aikylac-imna #xC,- C§8%!kylarerH‘ g@h@spénglcéﬂoddw

two units fromthe series -

not bQERAG érifluorageting, (%e)%kylwmhd@m&aﬂwlwﬁ@y
I s

(CI O@O@URQRWOI03(DOONR8RI1OQOFCG)OﬁCqGC&)-é]@IeaéJQ@@n(@QCs)-
-(C2-C12) - al k% am_no C1 CGbLJ kyl car banyl

t r| f 1 @b GPHC(&- 3@89'3%% -9 fGP-(C1-Ce a‘kyie”e €0-
(Cl1- I Il y=u Ce)-
bent C??%%ﬁ?lgg SI? h@blﬁ%ﬂt?tggac@{ﬂ?ﬁé'a r@rﬁ{&fy F-substituted (C1-Ce)

(cs CkRyidat er oaryl,  CO NRORLO, O CO- NR9RLO,

O CO (C1- o) - al kyl ene-COO(Cl-CG) 5 al kyl, _

O CO (C1-C6) -al kyl ene-CO- 01, O CO (Ci-CB)-al kyl ene- CO-
NRngvafPlrthHrtﬁH{?l%b'tﬁéﬂrﬁﬁ n%re'fﬁ@ﬁbn@rofﬁﬁ’é ¥obsudst] FQBHF@AP' R5

(C1-Co) - yl oxy; wt e proviso that not nore th

-one obrﬁﬁelsshamem uents R3 R4, R5 10 or R6 is

2? | ? %%nglmﬂfl q@ﬁrﬁytsg%g{ %‘rﬁgrt %tp q%%tqﬁﬁe%ubgﬁtﬂeﬁﬁeRS R4,

(C1- CRs &l RBlis (BRZChydikpgen, (Cl-C6)-al kyl, benzyl; 15
R8, R8a i ndependently of one another (Cl- CG) al kyI

hal ogen, trifluoronethyl, COOR7, cycl opropyl,
cyclo ng~ Ry pendent|y of one anot her
hydr oggﬁwf&%gwlﬁ be%& Clo)-aryl, 20

_ " (C5-Cl2)-heteroaryl, (C3-Cl2)-cycloal kyI
Cl-c4 Ik I C1
R8, R8(a r?de%en er(?’trl])(re oi‘one angt)her (C¥ -Ce)-alkyl, halogen, trlﬂuoromethyl

COORY, cyclopropyl, cyclopropylene;

RY, R10  independently of one another hydrogen, (C4-Cg)-alkyl, -(Cs-Cao)-aryl,

(C5-Cqz)-heteroaryl, (Cs-Cq2)-cycloalkyl, (Cq-Cy)-alkylene-(Cs-C1o)-aryl,
(C1-Cy)-atkylene-(Cs-C1o)-heteroaryl, (C1-C,)-alkylene-(C4-C12)-
cycloalkyl, {Cg-C44)-bicycle;

the tautomeric forms of the compounds and the physiologically tolerated salts

thereof.
2. ~ A compound of the formula | as claimed in claim 1, wherein
R1 is (Cg-C12)-alkyl, (C4-Cs)-alkylene-(Cs-Cqo)-aryl, (C4-Cs)-alkylene-(Cs-

| Cz2)-heteroaryl, (C4-Cs)-alkylene-(C4-C12)-cycloalkyl, (Cs-C14)-bicycle,
where aryl, heteroaryl, cycloalkyl or bicycle may be substituted one or
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R2

(Cl: C4) - al kyl ene- (C5- C12) - het eroar yl ,
(Cl1-A4) - al kyl ene- (C4-C12) - cycl oal kyl

- (CB8-C14)-bicycle; the tautoneric forms of the.

conpounds and the physiologically tolerated salts 25

~thereof. 2. A conpound of #the fornula | as claimed in

claim1, wherein 30 Rl is (C6-Cl12)-al kyI

Cl-
(c12) Cﬁl‘?@‘i*gﬁ?il W&ﬂ;@éﬁwm% 12) - cyclg%'bgg’lammo’

(C8- Cli#%y= Qn)@wf@wnwra‘k@r@m{hyl het eroaryl, cycl oal kyl

or bicycle may be substituted one or 41 nore tinmes by
hal-ogen, (Cl-C6)-al kyl, (Cl-C3)-al kyl oxy, hydroxy,

am nois hy@ibgen) (@4-By}-alkyiner trifluoromethyl; R2 is
hydrogen, (Cl-C6)-alkyl; or 5 R and R2 together wth
the nitrogen atom bearing them are a nonocyclic,

R1 an& Zuu: gt%gr%hér Mtg atﬁ nS‘%gﬁ'{ bé a@@fhgm ?Fe %ﬁ%&éﬂr’fgd '

R7

" R1

r i ng sphiratad @ﬂov&mdnnberedlnngjswemmblsydic sd&a'atemgr
systerrB be r one to 10 three ato
o BN SAHERIE g Fing i, which

-( C-Réﬁidlwduﬁl%emb'e@s of the: mnd"s%éleﬁﬁ%ﬂ{r %\é'réﬁi Egé'bgtdﬂé to

units fromthe series -0-

. R3, RihreRzmtoRe ct{rc‘éommj@pepaémyhe){sem -ahldﬂaaleCRSRSa-

yar os RIS - S5Y e iRt Rt §s from the

-al kyl sgfiés nyd--, - rrﬁésahbpmbd eentaf | uor osul fanyl

(C6-Clo)-aryl, (C5-C12)- heteroaryl
(C1-Co) - al kyl carbonyl CO NR9RL1O, OCONR9R10,

R3, R4O CErER gy o %Qa(qgﬁeqaajd%é%ﬂ’(C1-Ca)-élkyloxy-(C1- |

O CO Ceralklena| kydene COOMRBRI:Clkylsulfonyl, (C1-Cg)-
alkylsulfinyl, aminosulfonyi, pentaﬂ.uorosu‘lfanyl, (Cs-C1o)-aryl, (Cs-C12)-
heteroaryl, (C4-Cs)-alkylcarbonyl, CO-NR9R10, O-CO-NR9R10,

| O-CO-(C1-Ce)-alkylene-CO-O-(C1~CB)-alkyI, O-CO~(C4-Cs)-alkylene-
CO-OH, O-CO-(C4-Cs)-alkylene-CO-NR9R10;

is hydrogen, (C+-Cg)-alkyl, benzyl;

R8, R8a are independently of one another (C4-Cg)-alkyl, halogen,

trifluoromethyl, COORY, cyclopropyl, cyclopropylene;

R9,R10  are independently of one another hydrogen, (C1-Cg)-alkyl, (Ce-C1g)-aryl,

(C1-Cy)-alkylene-(Ce-Cro)-aryl.
A compound of the formula | as claimed in claim 1 or 2, wherein

is (Ce-C12)-alkyl, benzyl, (C4-Cs)-alkylene-(Cs-C12)-heteroaryl, (C1-Cs)-
alkylene-(C4-Cz)-cycloalkyl, (Ce-Cq4)-bicycle, where aryi, heteroaryl,
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R7 is hydrogen, (C1-C6)-alkyl, benzyl; R8, R8a are

i ndependently of one another (Cl-C6)-al kyl, hal ogen,
trifluoromethyl, COOR7, cyclopropyl, cyclopropylene;
25 R9, R10 are independently of one another hydrogen,
(C1l-C6)-al kyl, (C6-Clo)-ar42, (Cl-C4)-alkylene-(C6-Cl
o)-aryl. 3. A conpound of the formula | as claimed in

- ¢l ai mlcleaikyl ombie @éﬁna@@e@hbbﬁtu(@o@@) nﬂiré!’l’nes by halogen,
“benzyl , (C1-C3 kyl ene- (C5- C12) - het eroaryl,
zg&m

al kyl éheCepalkyl
aryl,
substlt

(C1
Bﬁﬂ!w hy@'@&y@m}ﬂcbl(@yﬁséallﬂmémao
o?é,‘?%‘i , 42 cycloal kyl or bicycle my be
or nore tinmes by hal ogen,

, (G -Co6)-al kyl, (G -C3)-al kyl oxy, hydroxy, am no,
; (G - C6)-a|ky|amno trifluoronmethyl; 5 R2 is .
R2  hydr og?ehydreaemorand R2 together with the nitrogen atom
beari ng them are a nonocyclic, saturated 5- to
6- menbered ring systemor a bi cyclic saturated or |
R1 angp&2t i dddethaneith theammbgen dtomlifeariegiiberdane annaysyain,

R
- f r om bE&raﬂ?ru'ngéturﬁéaaa-ato'1@3%8%91‘% rih§sH8tem, of Mfch

proviso that two uhifs fromthe

ser i ede\Odl,lal @embays oioheingsljsieroatmay be m;plamd brenepe -

are i pd nt | on the hydr oge dr

RS IRR o e el BR T e YR PRt e,
pent af(bﬂﬂsas ulNRaY | -O-pbenwith (Helpi)so thbkie anitfrgn the
CO- NR9R10, 'O CO-NROR10, O CO- (Ci - ce) al kyl ene-
CO O pelieTsP—at-Ryimayneihe ediacent:al kyl ene- CO- OH,
OCO(C1-C)-al kyl e ne-CONRO R 10;

R3, R4, R5, R6 are independently of one another hydrogen, hydroxy, COOR7, (Cs-

Ce)-alkylsulfonyl, aminosulfonyl, pentafluorosutfanyl, phenyl, (C1-Cs)-
alkylcarbonyl, CO-NR9R10, O-CO-NRSR10, O-CO-(C,-Cs)-alkylene-
CO-0-(C-Ce)-alkyl, O-CO-(Cq-Cs)-alkylene-CO-OH_,
O-CO-(C4-Cg)-alkylene-CO-NROR10;

R7 . is hydrogen, (C1-Ce)-atkyl;

R8, R8a

R9, R10

R3, R6

are independentily of one another (C4-Cg)-atkyl, halogen,

trifluoromethyl, COOR7, cyclopropwi;
are independently of one another hydrogen, (C4-Cg)-alkyl.
A compound of the formula | as claimed in claims 1, 2 or 3, wherein

is hydrogen, R4 or R5 is not hydrogen.
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20 R7 is hydr ogen, (Ci -C6)-alkyl; R8, R8a are
i ndependently of one another (Cl-C6)-al kyl, hal ogen,

~trifluoronethyl, COOR7, cyclopropyl; 25 R9, R10 are

i ndependently of one anot her hydrogen, (d -C6)-alkyl.
4. A conpound of - the formu& | as claimed in clainms 1,
2 or 3, wherein 30 R3, R6 is hydrogen, R4 or R5 is

not hydeQaBBund 37 tife fofmuRTPAYBRIAéd Ih8lafrRs AUbal, Whasein
claimed inclains 1 to 4, wherein R and R2 together
with the nitrogen atom bearr ng them form a nonocyclic,

Rt and Rt Rietneuhf 152 FREUER k! ooy BFL gk A oot

R1

R2

R3

r epl agaflir@tedomneot@niambared Fihgdystdrabowhigh ondisidliabmembers -

the series -CHR8-, -NR9-, in which R8 is as defined -

abov e Of Hiering syste(nsimes pedeRiaced oYcSRg iopispgtomseor atomic
PRl e YoPHL AR, CIRETh Lfich 16 Pad dbfindd

- CH2- @Bbv&lad Retie (OaOg)-alkl/Cor @ﬂzk)prbp;zlycl e, where
benzyl heteroaryl or bicycle may be substituted one
‘nore tinmes by hal ogen, (Cl-C6)-alkyl,

(ct- Chle cﬁhnééﬁﬁﬁbﬁf thMahALil | AAfhed ﬁ%aﬁ@ 18 %ytmerérg

trifluoro s hydrogen; I's hydrogen
R4, R5 are |ndependently of one another hydrogen

D BB n  EER R , 5y vt

al kyl ghkfob¥hz laﬁét@%étylfrﬂ*btbycl@hﬁﬂb’ﬂae substituted one or more
(Cl- Co) - al kyl car bonyl
times by halogen, (C;- Cs)-alkyl (C4-Cg)-alkyloxy, hydroxy, amino, (C1-

Cs)-alkylamino, trifluoromethyl; .
is hydrogen;

- is hydrogen;

R4, R5 are independently of one another hydrogen, hydroxy, mono-(C4-Cg)-

R6

R1

alkylaminocarbonyl, di-{C2-Cg)-alkylaminocarbonyl, COOR?7, (C4-Cs)-
alkylsutfonyl, aminosulfonyl, phenyl, (C4-Ce)-alkylcarbonyl, O-CO-
NR9R10, O-CO-(C4-Cs)-alkylene -CO-O-(C1-Cg)-alkyl, O-CO-(C4-Cg)-
alkylene-CO-OH, O-CO-(C4-Cg)-alkylene-CO-NROR10;

is hydrogen.
A compound of the formula | as claimed in claims 1 to 6, wherein

is (Cs-Cq2)-alkyl or benzyl, where benzyl may‘be substituted one or

- more times by (C1-Cg)-alkyl;
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NROR10, O CO (C1-C6)-al kyl ene - CO O (C1-C6) - al kyl,

O CO (Cl1l-C6) - al kyl ene-CO OH, '

O CO (C1-C6) - al kyl ene- CO- NROR10; 25 R6 is hydrogen. 7.
- A conpound of the formula | as clained in clains | to

6, wherein 30 Rl is (C6-C4#)-al kyl or benzyl, where

benzyl maybe substituted one or nore tines by

.R2 (Cl1- C43 holitagen; 44 R2 is hydrogen; R3 is hydrogen; 5

R4, R5 are independently of one another hydrogen,
hal ogen or (C1-C6)- al kyl carbonyl; R6 is hydrogen. 10

8. A ' t conprising one or nore conpounds of _
R3 t he fﬁ%@g’réfgﬂz{s clainmed in claims 1 to 7. 9. The use

of the conmpounds of the fornmula | in which the
meani ngs .are 15 Rl (C5-C16)-al kyl ,
R4, Rg c1- care indgpeadentiyst ene pngfhgr hydrogen, halogen or (C1-Cg)-
. (C1- = e- (C5-Cl2)- heteroaryl,
(C1- %k@#é@{)@é (C3-C12) - cycl oal kyl , :
(C8-C14) - bicycle, where aryl, heteroaryl, cycl oal kyl
or bcyc|e naé be substituted one or nore tines by
R6  hal ogéhhvqregees) - al kyl, (Cl- C3)-al kyl oxy, hydroxy,
- (C1-C6)- al kyl nercapto, am no, (Cl-GC6)-alkylam no,
- di-(C2-C12) - al kyl am no, 20 -
8 mono- EGhediEpnit woarrisbupohe oy more compounds of the formula | as

h . I, - - C8) - al kyl am nocar bonyl, (Cl-

clalme%@? g’%’%x tt?g}r'bonyl , (C1-Ce)-al kyl carbonyl, cyano,

trifluoronmethyl, trifluoronethyl oxy,

(l_Cl- C6) - al kyl sul fonyl, - am nosul fonyl; R2 hydrogen,

(6e-uss) ofghr gompsunda Bf e farenuia! nowhich dge NMranings &et he

nitrogen atom bearing thema nonocyclic,

R1 (Cs-C1o)-alkyl, (C1-Cy)-alkylene-(Ce-C1o)-aryl, (C1-C4)-alkylene-(Cs-C12)-

| heteroaryl, (C4-C4)-alkylene-(C3-C12)-cycloalkyl, (Cs-C14)-bicycle, where

aryl, heteroaryl, cycloalkyl or beycle may be substituted one or more
times by halogen, (C1-Cs)-alkyl, (C+-C3)-alkyloxy, hydroxy, (C1-Ce)-
alkylmercapto, amino, (C1-Cg)-alkylamino, di-(C,-C12)-alkylamino,
mono-(C4-Cs)-alkylaminocarbonyl, di-(C.-Cs)-alkylaminocarbonyl, (C4-
Cg)-alkoxycarbonyl, (C1-Ce)-alkylcarbonyl, cyano, trifluoromethyl,
trifluoromethyloxy, (C4-Ce)-alkylsulfonyl, aminosulfonyl;

R2 hydrogen, (C4-Cg)-alkyl; or

R1 and R2 form together with the nitrogen atom bearing them a monocyclic,
“saturated or partially unsaturated 4- to 7-membered rihg system or a
bicyclic saturated or partially unsaturated 8- to 14 membered ring
system, of which individual members of the ring systems may be
- replaced by one to three atoms or atomic groups from the seriés
-CHR8-, -CR8R8a-, -(C=R8)-, -NR9-, -C(=0)-, -O-, -S-, -S0O-, -SO¢-,
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saturated or partially unsaturated 4- to 7-nenbered
ring systemor a bicyclic saturated or partially
~unsaturated 8- to 14 nenbered ring system of which

i ndi vi dual nenbers of the ring systems may be 30

repl aced by one to three ag®ns or atom c groups from
the series -CHR8-, -CR8R8a-, -(C=R8)-, -NRO-,

C( =Olgith the: prow§b thaﬁ@b umt%%m the sema§ hobe gr 038@9 —80,—
that two units fromthe series -0-, - SO

may naovaypeohl ad@eent, R3, R4, R5, R6 |ndependently of
- one anot her hydrogen, hal ogen, (Cl-C6)-alkyl, (Cl- 5
C3) - al kyl oxy- (C1-C3) - al kyl en, hydroxy,

R3, R4, H5 ¢66 @Ubwéﬁ@ém@mf@neaéndtﬁer h)(d?ég&@) haﬂbgéﬂ a(m1% _/yl (Cy-

di - (C2- C12) - al kyl ami no, - 06) - al kyl car bony

trifl lQmB-@HMqWI- C1t@1)- mj@)lem mgdrgw f(@mﬂs) alkylmercapto amino,

pont afbigrsHT DR 4 G BRI RS, (Cr-Copatkyicarbonyt,

( C5- CLR)ORt affm@mhethyf;@cmm I@iﬁ@leEERDQ) alkylsulfinyl,
O COo(CL- CG) al kyl ene- CO- O 10 alk

o CO @clnm foawkﬂe@tﬁlue@ anzzi- &@p Can-argh (faasw%zz)efﬂféewryl

(o1 NI o e e & BRI BRGG e

15 Rsau@aa)mmﬁemgxatwy;em-omq@mﬁba@{q cg)-mytemk@o-

ol oBRon 10 qe RS or a8 Ao - SR baRltd (3 G

hydr ogfioxt/C1- C6) - al kyl, -(C6-Clo)-aryl, 20
(C5-C12)-héteroaryl, (C3 Cl12) - cycl oal kyI ,
(Cl C4) - al kyl ene- (06 Clo)-aryl,

R7 (Cl g(d@ﬁﬁér E‘%ecé)%kglé} hﬁyg{gg{ ﬁlw
(CG Cl4)-bicycle; the tautoneric forns of the

onmpounds and the physiologically tolerated s
R8, RSsaheremdepged@mﬂst alonsaneiiint SCofe-akyk balagea. tnﬂa@romethyl

cl al Mg R7 S dBropyit BydiohlpyRi %duc' ng a

R9, R10 independently of one another hydrogen, (C1-Ce)-alkyl, (Ce-Cro)-aryl,
(Cs-C1z)-heteroaryl, (03-012)-cycldalkyl, (C1-Cs)-alkylene-(Cg-C1o)-aryl,
(C1-Ca)-alkylene-(Cs-Cqz)-heteroaryl, (C1-Cq)-alkylene-(C4-Crz)-
cycloalkyl, (Cs-Ca)-bicycle;

the tautomeric forms of the compounds and the physiologically tolerated salts thereof
or the compounds of the formula | as claimed in claims 1 to 7 for producing a
medicament for the treatment and/or prevention of disorders of fatty acid metabolism

and glucase utilization disorders.

10.  The use of the éompounds of the formula | as claimed in claims 1 to 7 or 9 for
producing a medicament for the treatment and/or prevention of disorders in which

insulin resistance is involved.
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medi canent for the treatnment and/or prevention of
disorders of fatty acid netabolism and gl ucose
utilization disorders. 10. The use of the conpounds of
the formula | as clainmed in clainms | to 7 or 9 for 30
produci ng a nedi cament ford4he treatnent and/or
prevention of disorders in which insulin resistance

1. iThe (8bMed.coffboublis oFitRe tiienuté | bb@lmmﬁqn mﬁmeﬂ fol®or 9 for

formula | as claimed in clains 1 to 7 or
produging ausedigament tardasiieatment amd(or prayention OBﬂ@Pstes mellitus and
s nellitus and the sequel ae
the se %§é§?§%8§a&%ereﬂgﬁﬂ? 5 12. The use of the conpounds
of the formula | as claimed in clainms 1 to 7 or 9 for

produci ng a nedi canent_for th rea nment, .an
12 Jhesa e he@pwnﬂﬁlqiéheﬁyrmﬁ% ap '@sad'épg?@“tsﬁefpgowgfor
produchy o THEaRef rdrify SREROL b bRASHBTE! 3y biadgmias and
the sequelae dnenedf.f or the treatment and/or prevention of

condi tions asSociated wth the nmetabolic syndrone.

14. The use of the conmpounds of the formula I as

13.  Gindi i8rbftRe CofgBundsidl tie Rimflld Pés cRiiMEd Gh BRirAs 1 to 7 or O for
medi canment for the treatment and/or prevention of

producinmédinedinamastiocithe treatmenimndion prgveatioHpl condjiions associated

i o gy gremognds of ihe Tormia | es ol med

the treat rrent and/or preventi on of atheroscl eroti c
di sorders. 2 The use_of the conpounds of th

14, PRt tha 6OTIDGLARR of Ere fomua | 25 GIATMER IHCidimS 1 1o 7 or O for

producl?rﬂ”f'g?e | en@ﬂ?m fol 11 trbSRRENIUH/EM liebéﬁh&fo c‘,’cﬁhdltlons associated

producing a nedi canen

with retiue=d DIt lemeld/ or prevention of disorders in which
insulin resistance is involved. 25

~15.  The use of the compounds of the formula | as claimed in claims 1 to 7 or 9 for

20
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30

producing a medicament for the treatment and/or prevention of atherosclerotic

- disorders.

16. The use of the compounds of the formula | as claimed in claims 1to 7 or 9 in

~ combination with at least one further active ingredient for producing a medicament

for the treatment and/or prevention of disorders in which insulin resistance is

involved.

17. A process for producing a medicament comprising one or more of the

| compounds of the formula | as claimed in claims 1 o 7, which comprises mixing the

latter with a pharmaceutically suitable carrier and converting this mixture into a form

suitable for administration.

18. A process for preparing compounds of the general formula [ as claimed in
claims 1 to 7, which comprises benzooxazol-2-one derivatives of the formula Il



17. A process for producing a nmedi canent conpri sing
~one or nore of ‘the conpounds of the formula | as
claimed in claims 1 to 7, which conprises mxing the
latter with a pharmaceuti ddlly suitable carrier and
converting this mxture into a form suitable for
adm ni stration. 30 18. A process for preparing
conMpousdseif adyRR A REARMbACABHides|of #8 féHhaiamed i n
clainms 1 to -7, which conprises benzooxazol - 2-one
deri vatii ves of the formula Il 47 a) being acyl ated
wi t h ciar i anoythgesttetwirebeteddist Witk phaxgend @ eqlivalentpsudb)asi n
: two sta
5 equi vpl g{rﬁ g&ghgﬁy[ cﬁ@%glﬁpﬂég l%gtPc\éMIthg}Hamﬁ%&%t@& |
| chl or ocat-bisariteay! clictaferariecng ired p@ﬂon%apwm\r@me& of the
4- nltropgﬁmmé“phlorofornate and in a second step with

am nes the substituents
P Ty e sumiiuabS hvRine T aan e es rco \r N H
R6 NR6 ORL 10 it 111l t R3R3R4\OOR4\O+>O
+ "R >0R5S HC G HNRL RS NR2 O R6R6~/R3NR1
Il 1R8 Ra
Ra 0 R2 /Eo
o >=o + d}“q’ T s
RS N | Ri R6 }“N
R6 . o R1
10 { | m 1
R3 R3
R4 0
R4 0
o R2 - 0
>=O + /U\ o+ HN N/\= .R2
R5 ~ N cl cl \ RS /
ke | ® R6 %N\
R1
It v I

19. A process for preparing compounds of the general formula | with R2 hydrogen
16 as claimed in claims 1 to 7, which comprises reacting benzooxazol-2-one derivatives .

of the formula Il with isocyanates of the formula V: O=C=N-R1.



19. A process for preparing con‘pbunds of the general
formula | with R2 hydrogen 15 as clained in clainms 1
to 7, which conprises reacting benzooxazol - 2-one
derivatives of the formula Il with isocyanates of the
~formula V: OFC=N-R1. 48 R#8R3 R4 R4 3 0 01 O >==0
N>=+ -NR5/ NH R HRL R6 ONN R R1 11 v

' _ ' ' R3
- R3 | | R4 o
.>:0 + —-——-..N\ — R5 N y
N | R1 ~ R6 O%N

\

R6 R1

no V. - o



