Description BENZOD OLE-2-ON DERIVATIVES AS LIPASE AND
PHOSPHOLIPASE INHIBITORS The present invention relates to
benzooxazol-2-one derivatives of the general formula I, to their
pharmaceutically useful salts and to their use as medicinal substances.
Benzooxazolone derivatives of similar structure are described in DE
3102907, FR1469297, However, these are used as pesticides and
fungicides. Compounds having an inhibitory effect on hormone-sensitive
Descriptitipase are described in the prior art for example in W02004/035550,
W02005/073199 or W003/051842. Compounds with an inhibitory effect
on endothelial lipase are described in the prior art for example in
BENZODNSZIMUBHA4G38 DERMATIVEE3AS. liFASEAND BHOSHHSENPASE
INHIBIT isclosure to provide alternative compounds which have an inhibitory
effect on hormone-sensitive lipase or endothelial lipase, According to a
first aspect, there is provided a compound of the formula | R3 R4 Rc; R2

R6 () D R1 wherein.the meanings are R1 (Cs-Cic}-alkyl,
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gteroaryl, cycloalkyl or bicycle may be substituted one or more times by
alogen, (C,-C5)-alkyl, (C,-C3)alkyioxy, hydroxy, (C,-Cs)-alkylmercapto,
amino, (C,-Cs)-alkylamino, di-(Cz-C,2)-alkyiamino, mono-(C,-Cs}-
BenzooxZUAE BRARIRRAL of iefaP draliuiasRLamdy R e bRl

FR1489297. However, these are used as pesticides and fungicides.
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Compounds having an inhibitory effect on hormone-sensitive iipase are described in
the prior art for exampis in WQO2004/035550, WO2005/073198 or WOD3/051842.
Compounds with an inhibitory effect on endothelial lipase are described in the brior
art for example in WGO2004/084394, W02004/0943€3.

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

an inhibitory effect on hormone-sensitive iipase or endothelial iipase,

According to a first aspect. there is provided a compound of the formuiz |

R3
Rd\/\“O
D
P
R N R
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wherein the meanings are
=1 (Ce-Cog)alkyl, (C+-Cy)-alkyiene-(Ce-Copiary, (Cs-Co)-alkylene-(Cs-Cop)-

heteroaryl, (C+-Cq)-alkylene-(Cs-C.z)-cycioalky!, {Ce-Ca)-bicycie, where ary,
heterparyl, cycioalkyl or bicycle may be substituted one or more times by
haiogen, (C.-Cej-alkyl, (C+-Cs)-alkyioxy, hydroxy, (C+-Cs)-alkyimercapto,
amino, {C.-Ceh-alkylamine, di-(Co-Cqp)-alkyiamina, mono-(C-Cgi-
alkviaminocarbony, ti-(C-Co)-alikylarninacarbanyl, {C-Celalkoxyoarbonyl,



la (C,-CS)-alkylcarbonyl, cyan, triffuoromethyl, triluoromethyloxy,
alkylsuffonyl, aminosuffonyl; R2 Qydrogen; R3, R4, RE, R6 independently
of one another hydrogen, halogen, (G-Cs)-alkyl, (C,-
C3)-alkyloxy-(C,-C3)-alkylene, hydroxy, (C,-Cs)-alkyimercapto, amino,
(C,-Cs)-alkylamino, di-(C2-C12)-alkylamino, (C,-Cs)-alkylcarbonyl,
COORC;-BiHatuwirasbii! (Erane) ailodsuhami, (rntsts Yo .
amin%@ggggﬂe%gﬂﬂﬁgé%sulfﬁnyl, (Ce-C,o)—arﬁfﬂ(%?-)g%ﬂ%et r'oeg'ry , o)
CO-NRIR10, O-CO- alok

O-CO-(C,-Cs)-alkylene-CO-0-(C,-Cs)-alkyl, O-CO-(C,-Cs)-alkylene-

R2 CO-Ohlideded-(C,-C5)-alkylene-CO-NR9R10 or unsubstituted or mono- or
poly-F-substituted (C,-Ce)-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, R5 or R6 is

: 5)-alkyk AC.-CH)- l, l; R9, R10 jnd dentl
= e S Sy o bl o s
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the f a ined_abo ording to-a thir pec e
prov?ﬂéngﬁébbgéqg?&? c%olgrg gfﬁﬁgg’ %h%%?mﬁ}agféﬂ’ %ﬁé:%lféé-a%afkyiane-
meanttyS ate R ¢S cas)2iianeca N RER| Repeursybstilaspi mono- or
(C1-Gobyyaifieyleutii (Bt (1.2)-alkyloxy;

with the proviso that not more than one of the substituents R3, R4, R5 or R8
is halogen,;

and with the proviso that not more than one of the substituents R3, R4, RS ar
R6 is (C+-Cs)-alkyl:

R7 hydrogen, (C:-Ce}-alkyl, benzy!;

R, R10 independently of one another hydrogen, (C+-Cq)-alkyl, {Ce-Cro)-aryl, (Cs-Cya)-
heteroaryl, (Cs-Cqp)-cycioalkyl, (C4-Csj-alkylene-(Ce-Cio)-aryl, (C1-Cy)-
alkylene-(Cs-C1p)-heteroaryl, (C1-Cy)-alkylene-(C,-Cip)-cycloalkyl, (Co-Cia)-
bicycie;

the tautomeric forms of the compounds and the physioiogically tolerated saits thereof.

According to a second aspect, there is provided a medicament comprising one or more
compounds of the formuia | as defined above.

According to a third aspect, there is provided the use of the compounds of the formula |
in which the meanings are |

R1 ‘ (05-015)-alkyl, (01-C‘g}-aikyiene-(Cema)@ryI, (C@'Cﬂ,)“&ik}’iﬁﬂ&“(CrCu}"
hetersaryl, (C‘.«,-(.'34)~a§kyiene~{03-612}-—cycioaiky£‘ (Ce-C1q)-bicycie, where aryl,
heteroaryl, cycloalky! or bovcle may pe substituted one or more times by



heteroaryl, (C,-C4)-alkylene-(C3-C12)-cycloalkyl, (Cs-C14)-bicycle, where
aryl, heteroaryl, cycloalkyl or bcycle,may be substituted one or more
times by 1b halogen, (C1-Cs)-alkyl, (C,-Cz)-alkyloxy, hydroxy,
(C,-Cs)-alkylmercapto, amino, (C,-C6)-alkylamino,
IS o sfeut= Tl eRie o U v N p———
Cs)-aRyram|fedajbairylarn@heCd)-akaxyra lb;ﬁ(ammécn@ﬁf, &;%&gyﬁgﬁbon%/'hz
cyan trifiveromethyioxy. alkylsuifon ingsulfonyf;
hydrc% l?égwgéiﬁ%}l%r%%é%% oir?r??(%e?ﬂgr \K*fﬁagnﬂéaiﬁﬁ’sﬁﬁﬁbmyh
atom( bemng SHRORG RYERSidiBuaTemeting: tfiatimnetiiyyated-Gy to
7-mestiyanaitbrifg ByBiesaRng bicyclic saturated or p_rti unsa- -rraalsteo d
n a- to 14' ~,4 partially u~aa~u membered ring system, of which individual
members of the ring systems may be replaced by one to three atoms or

R2 atonTYrsieds frorkdhalisdries -CHR6-, -CRBRBa-, -(C=R6}-, -NR9-,
-C(=0)-1 -O-, -5-, -SO-, -SOz-, with the proviso that two units from the

eries -0-, -S-, -SO-, -SOz- may not be adjacent; R3, R4, R5, R6

R1and R"Fnde{?’erﬂb‘é"rﬁﬁ"lﬁf&ﬁ@ o NERIRT RSB Pasting SreTce- Dey ey Gaturated or
Cl’i)]aWwW%aﬂWk#llwfhﬁdmwﬁ(&én@wk | 'b fﬁi%ﬂé%iggg}arated or
alkylaming,. dk(Cz-C17)-al -Cs)-alkylcarbonyl,
nflubee hg{(ﬁ,gcé"%ﬁg%if%ﬂ?’%ﬁeﬁégﬁa%f%ﬁﬁ% WOlER iRy
pentIRIBrESUAAH rRSsSrsieNa MRy 08 BRRtRidr an ICOFERARIG, o
O-catd\waaopﬂra@«fé,s@ﬁé@um:m&agga%)@ﬂ%}p SRICGsh,
alkyl_@elgo‘ﬁ,_%OQ_O-(C,-C5)-a|ky|ene-C0-NRgRI or unsubstituted or "'
mono- or poly-F-substituted (C,-Cs)-alkyioxy;

with the proviso that two units from the series ~0O~ -5— -80~ -80~ may
not be adjacent;

R3, R4, RS RE ingepandently of one anather hydrogen, halogen, (C+-Cg)-aliyl, (C.-
Csa)-alkyioxy-(C+-Cy)-alkyien, hydroxy, (C.-Cej-alkyimercapto, amino, (C-Cek
alkylamine, di(Co-Ciz)-alkylamino, (C-Cq)-alkylcarbony!, COORY,
trifiuoromethyt, (C~Cealkyisulfonyl, (C.-Cej-alkylsulfinyl, aminosulfony!,

- pentafiuorosulfanyl, (Ce-Cro)-aryl, (Cs-Cool-heteroary!, CO-NRBR1D, O-C0-
NRER1L, O-CO~{(C.-Cs)-aliylene-CO-0-(C-Cg)-aliyl, O-CO-(C.-Ce)-alkylene-
CO-0M, O-CO-(C-Cg)-alkylene-CO-NRSR 1D or unsubstituted or mono- or
poly-F-substituted (C.-Cs)-aliyioxy;

R7 hydrogen, (C.Cg)-alkyl, benzyi;

RE, RBa independently of one another (C.-Cg)-alky!, haiogen, trifivoromethyl, COORY,
cyclopropyl, cyclopropylens;

RE, R10 independentiy of one another hydrogen, (C.~Cg)-alkyl, ~(Ce=Crp)-aryl, (Ce-Cio-
heteroaryl, {Cz-Co)-cycloalky!, (C1-Cy)alkyiene~(Ce-Coolaryi, (C1-Co)-
alkviene-(Ce-Cyo)-heteroaryl, (Co-Cyi-alikylene-(C-Cqop-cycloalkyl, (Cp-Cog)-
bicycie; ‘



R7 hydrogen, (C,-Cs)-alkyl, benzyl; RE, RBa independently of one
another (C,-Gs)-alkyl, halogen, trifluoromethyl, 300R7, cyciopropyl,
cyclopropylene; R9, R10 independently of one another hydrogen,
(C1-Cb5)-alkyl, -(Cs-Cl10)-aryl, (CS_C1z}- heteroaryl, (CrC12)-cycloalkyl,
(C1-C4} alkyiene (Gs Clo)-aryl, (G;-C4c alkylene-(C(C12)-heteroaryl,
(C,C4)-alkyiene-(C4-C1z)-cycloalkyi, (C6-314)- bicycle; 1c the tautomeric
forms of the compounds and the physiologically tolerated salts thereof for
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as defined above for producing a medicament for the treatment and/or
prevention of disorders in which insulin resistance is involved. Accordin
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According to a sixth aspect, there is provided the use of the compounds of
th% formula | a§f defined above for\Producin a medicament for the
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AcEBReThePRY i gavetithinsp Eadigaarenidop tbeiderintiget @se/ ofrtiswention of diabetes
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medicament for the treatment and/or prevention of conditions associated
WiH{l:Cthr%.m(?tabolit% syndrome. Accordjng to an eiﬁghth aspect, there is

provided the 28& B ArRE RO T IR SPIHEFSAR O1AP S darrkLhlGjarTypa | as
progftiehgizPifeficaventingr thasdarmenit indiier yesaleatioarsfocaneltorrn of
assetpatediaithdecdusced dHa khkewelthAccording to a ninth aspect, there is
provided the use of the compounds of the formula | as
According to a seventh aspect, there is provided the use of the compounds of the formuia !
as defined above for producing a medicament for the freatment and/or prevention of
conditions associated with the metabolic syndrome.

According to an eighth aspect, there is provided the use of the compounds of the formuia |
as defined above for producing a medicament for the treatment andfor prevention of

conditions associated with reduced HDL level.

According to a ninth aspect, there is provided the use of the compounds of the formula | as
defined above for producing a medicament for the treatment and/or prevention of

atherosclerotic disorders,

According to a tenth aspect, there is provided the use of the compounds of the formula |
as defined above 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., ‘

According to an eleventh aspect, there is provided a process for producing a medicament
comprising one or more of the compounds of the formula | as defined above, which
comprises mixing the latter with a pharmaceutically suitabie carrier and converting this

mixture into a form suitable for administration.



defined above for producing a medicament for the treatment and/or
prevention of atherosclerotic disorders. According to a tenth aspect, there

is provided the use of the compounds of the formula | as defined above 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. Accordiig to an eleventh aspect, there is
provided a process for producing a medicament comprising one or more
ohtberingnpaunesiobibecfanela bavidedingsabey &rwhiphrireoroppsesds of the
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géRstarfoithula | with R2 hydrogen as defined above, which comprises
reacting -benzooxazol-2-one derivatives of the formula Il with isocyanates
of the formula V:O=C=N-R1. R3 i3ia4 R+ COR6*RsR1s~-alRSD
R1 V The disclosure relates to benzooxazog-2-one derivatives of the
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The disclosure relates to benzooxazoi-2-one derivatives of the general formuta |

in which the meanings are:

R1 (Cs—Cm)-Sik)!i, (07»84)—aikyiene—(ce-cqg}-aryi. (01-04}~aikyiane-(Cg~qu)-
heteroaryl, (C1-Cy4 alkyiene-(Cs-Caz)-oyaioalkyl, (Ce-Cg)-bicycle, where
aryl, hetsroaryl, cycioalkyl or bicycle may be substituted one or.more
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R2

in which the meanings are: R1 (Cs-C7e)-alkyt, (C;
-C4)-alkylene-(Ce-Cao)-aryl, (C,-C4)-alkylene-(Cs-C12}- heteroaryl,
(C,-C4)-alkyiene-(C3-C,2)-cycioalkyi, (CeC14)-bicycle, where aryl,
heteroaryl, cycioalkyl or bicycle may be substituted one or.more 2 times
by halogen, (Ci-C6)-alkyl, (C,-C3)-afkyloxy, hydroxy, (CI-C6)-
alkylmercapto, amino, (C,-C6)-alkylamino, di-(C2-C12)-alkylamino,
mono-(nesPrkglaatioéarbony B dE-c8) ks mndra BorI(EaiCe)-
CG)'alWW@@Q&M%@@,‘?@X@?TWM%W%Pd”d@?%é?‘-%‘%y/\aﬁqino,

trifluoromethyloxy, (C’l-C6)-a!kyIsuI onyl,"aminosulfonyl;

(CL-COPangHGr- A aloRITORRAERRIE iR e M e RBRRBEAThG(C -
them amongeyalica i saturated srpeytiallysrsatvated fifGoromethyl,

7-membered ring system or a bicyclic’ saturated or partially unsaturated 8-
to 14 mefvssrsaatiy oxystm: of valisIHERR Y ATHRASHERDYE the ring
systems may be replaced by one to three atoms or atomic groups from
the series -CHR8-, -CR8R8a-, -(C=R8)-, -NR9-, -C(=0)-, -0-, -5-, -SO-,
-S02-, MydirEeReprotishatt®o units from the series -0-, -5-, -SO-,
-S02- may not be adjacent; R3, R4, R5, R6 independently of one another
drogen, halogen, (C1-C6)-alkyl, (Ci- C3)-alky|oxy-£C1-C3)-alkylene,

h
R1 angh{Rfox{orie 1986 DakyfifetaREreaRm 81020 RETTEE) ARkpIAIRG ocYClic,

di-(C2-Gddkalicylampiaaidhldabialiatsarhorylr GaPABddiy emator a

(C1-C6)-alkylsulfonyl, (C1-C6)-alkylsulfinyl, aminosulfonyl, ,

pentaflBIRGSIRAT 7Ec6L €7 BRARHY (BselisqiRG SR BETNRERIHY

O-CO- MR 0o OB oH GtiGiaral krienedrOoPtiel {pg) spdkyms may be

O-CO-(Cl-C6)-aIkylen-e-C%;_OH, O-CO-éCl-CfS -alléylen?-COt%B NROR10

or unsUBSIRGR B ABhIR Brpoigieiat LRIREY( E13eRy-rom the series
_CHRS-, -CR8R8a-, -(C=R8)-, -NRG-, -C(=0)-, -O-, -5-, -SO-, -50,-,

with the proviso that two units from the series ~O—, ~-5—, 50—, ~50>—

may not be adjacent;

R3. R4, R5, R6 independently of one another hydrogen, halogen, (C;-Cg)-alkyl, (C1-

Cs)-alkyloxy-(C1~Cs)-alkylene, hydroxy, (C+-Ce)-alkylmercapto, amino,
(C4-Cg)-alkylamino, di-(C2-Cyz)-alkylamino, (C4-Cs)-alkylcarbonyl,
COORY7, trifluoromethyl, {C+-Ceg)-alkyisulfonyl, {C+-Cs)-alkylsulfinyl,
aminosulfonyl, pentafluorosulfanyl, (Cs-C1g)-aryl, (Cs-C12)-heteroaryl,
CO-NROR10, O-CO-NR9R10, O-CO-(C+-Cg)-alkylene-CO-0-{Cy-Cg)-
alkyl, O-CO-(C4-Cg)-alkylene-CO-0OH, O-CO-(C4-Cg)-alkylene-CO-
NROR10 or unsubstituted or mono- or poly-F-substituted (C4-Ceg)-
alkyloxy;

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

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

R5 or R6 is (C4-Cg)-alkyl;
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alkyloxy; with the proviso that not more than one of the substituents R3,
R4, R5 or R6 is halogen; 30 and with the proviso that not more than one
of the substituents R3, R4, R5 or R6 is (C1-C6)-alkyl; 3 R7 hydrogen,
(C1-C6)-alkyl, benzyl; R8, R8a independently of one another
(C1-C6)-alkyl, halogen, trifluoromettkyl, COORY7, cyclopropyl,
cyclopropylene; 5 R9, R10 independently of one another hydrogen,

R7  (c1-celvkgpecéCatfo-ali!. e p)-heteroaryl, (C3-C12)-cycloalkyl,
(C1-C4)-alkylene-(C6-C10)-aryl, (C1-C4)-alkylene-(C5-C12)-heteroaryl,
(C1-C4)-alkylene-(C4-C12)- cycloalkyl, (C8-C14)-bicycle; 10 the

R8. R§automepreipnicotine’iaiis it the ok eany tilHaeE ey,
thereofd e ds\fid | are those in which 15 R1 is
(ce-c1@3@?’(@1@@3)-5ﬂweﬁ- CG?C{/‘lg(f!)iryl, (C1-C3)-alkylene-(C5-
C12)-heteroaryl, (C1-C3)-alkylene-(C4-C12)-cycloalkyl, (C8-C14)-bicycle,

R9, Rhere &l hetrraatyl osvrlaalkheeof A sityted o -aryl,
more timesﬂl?f/ halogyércl), (C1-C6 -a|ky[ﬁ?(cﬁ:41§9c@3)¥§?fy]%>§?/, Pwk%iero(xy@?ﬁ)nary

Q,
20 (C1E8)CmyhgtfrRRtnlbrotetricioalty hydraber aiengy Qirst ek ary!.
R1 a”d(B?@g@m?féﬁﬁh(@mmm@@@m bezyiog)taemiane2C,-C )-
monocyclic, 25 saturated 5- to 6-membered ring system or a bicyclic
saturat&y@ralkyl, (Cs-Cia)-bicycle;

the tautomeric forms of the compounds and the physiologically tfolerated salts

thereof.
Preferred compounds of the formula | are those in which

R1 is (Ce-C1z)-alkyl, (C4-Cs)-alkylene-(Cg-C1g)-aryl, (C4-Cs)-alkylene-(Cs-
C1z)-heteroaryl, (C1-C3)-alkylene-(Cs-Cqz)-cycloalkyl, {(Cs-C14)-bicycle,
where aryl, heteroaryl, cycloalkyl or bicycle may be substituted one or
more times by halogen, (C4-Cs)-alkyl, (C+-Cs)-alkyloxy, hydroxy, amino,
(C1-Cs)-alkylamino, trifluoromethyt;

R2 is hydrogen, (C1-Cg)-alkyl; or

R1and 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
individual members of the ring systems may be replaced by one to
three atoms or atomic groups from the series -CHR8-, -CR8R8a-,
~(C=R8)-, -NR9-, -O-, -8-, with the proviso that two units from the

series —O—, -5~ may not be adjacent;
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partially unsaturated 9- to 10-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 -CHR8-, -CR8R8a-, -(C=R8)-, -NR9-, -0-,
-S-, with the proviso that two units from the 30 series -0-, -S- may not be
adjacent; 4 R3, R4, R5, R6 are inddpendently of one another hydrogen,
(C3-C3)-alkyloxy-(Ci C3)-alkylene, hydroxy,

R3, Rdnbiio-RE3-@6) alisnandrstbrbbayie dn@ber Sy Hrgfimifocarbaiigyioxy-(Cq-
COORY, (( @ﬁ@'kbfgﬁ%a Yt 58)-allyvisulfininaminaskiioarlc,-c.)-
pentafluoar)g?ﬁanyl,’( 6-Clg -aryl, (gg?cfy-he{{ero;ryl, 5 Hv (Cz 8).
(C3-CoREMPRUMBEATP 0T - 0, 6-c6» fays K casghsylsulfinyi,
alkyleng;GiQaQufferv SletafuOir$1C@; 8e/C efdroaryt,
(C3-C6)-a|kOlene-Cg:’-%RgRlO; R7 is wf%@&%%fﬁ%ﬁz °70
R8, R8Haré i kbyRALIRYbI GHe RItREY (B1CEH VAR IfalbheR)-(C1-Cs)-
trifluoromeifave B4 EyEoPsaRy] GYCSIORCRAENSIFRRIGEIOH, 0-CO-
independently of one agg%the@hy%% en, (C%-C‘:)é)-a{llkyilé?(CG-C10)-ary|, 15

(C5-C18y:hewrabpyeres:L Reridalkyl,
(C3-C4)-alkylene-(C6-Clo)-aryl, (C1-C4)-alkylene-(C5-C12)-heteroaryl,
(C3-C4)-aIkerne-(C4-C125l-ml? cloalkyl. 20 Preferred compounds of the
R7  formuldd BY&86Mbse fre i}éwﬁ}f'i‘b’«(@e-mz)-amyL
(C1-C3)-alkylene-(C6-C1lo)-aryl, (C1-C3)-alkylene-(C5- C12)-heteroaryl,
(C1-C3)-alkylene-(C4-C12)-cycloalkyl, (C8-C141—bicycle, where aryl,
R8, Rigeteroalf, BanangeoH il ererRay b slibshitateltdhd 81088 thore times

by haloggmidietn&ibyialRhiR3; C3Liatadpyy, dpseoxypUBinRg,
(C1-C6)-alkylamino, trifluoromethyl;

R9, R10 are independently of one another hydrogen, (C+-Cg)-alkyl, (Cs-C1g)-aryl,

(Cs-Cqp)-heteroaryl, (Ca-Cqo)-cycloalkyl, (C1-Cs)-alkylene-(Cs-Cig)-aryl,
{C+-Cy4)-alkylene-(Cs-Cyz)-heteroaryl, (C1-Ca)-alkylene-(Cs-Cqy)-
cycloaikyl.

Preferred compounds of the formula | are also those in which

R1 is (Cg-C12)-alkyl, (C1-Cs)-alkylene-(Cs-Cip)-aryl, (C4-Ca)-alkylene-(Cs-
Cqo)-heteroaryl, (C4-Cs)-alkylene-(C4-C1z)-cycloalkyl, (Cg-Cqs)-bicycle,
where aryl, heteroaryl, cycloalkyl or bicycle may be substituted one or
more times by halogen, (C4-Cg)-alkyl, (C4-C3)-alkyloxy, hydroxy, amino,
(C+-Ceg)-alkylamino, trifluoromethyl;

R2 is hydrogen, (C4-Cg)-alkyl; or
R1and R2 together with the nifrogen 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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R2 is hydrogen, (C1-C6)-alkyl; or 30 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 5 individual members of the ring systems may be
replaced by one to three atoms or &omic groups from the series -CHRS-,
-CR8R8a-, -(C=R8)-, -NR9-, -0-, -S-, with the proviso that two units from
the sefedvidiabmeiapais BelleljAoe iy S eR3s R RE Rpkgead by one to

indepepaently; g ans angmer R@Wg&%r&%e% @L‘y'@ﬁr@l _CR8R8a-,

C3)-alkylene, hydrox )-alkylsulfonyl, (C1-C6)
alkylsutiaR&minoy ﬂmyroperﬁaﬂmrbébwawgﬂvrest@o*warym eham the

heteroaryhC1- @6) a@glqﬁm b@gmw 0O-CO-NR9R10, 10
0-CO-(C1-C6)-alkylene-CO-0O-(C1-C6)-alkyl, O-CO-(C1-C6)-alkylene-

CO-0OH, O-CO-(Cr-C6)-alkylene-CO-NR9R10; R7 is hydrogen,

Ch)al f -
v TSR A el Foram e ebes o

CyclomeyakeeRe. R GHE RBHIS oD T OBV rcGen.
(C1-Coliliifir- Ghahandi géﬁtéﬂﬁy&aed@ﬁfﬁlmswlg)%% 05-012)

Particularly preferred compounds of the formula | aré those in Which

(C6-C125i81RANefizyICel BlEssaRG AL N HotbtSeRiN 3¢S )
25 alky@l@d% A mgleakddCRE€14biekle, whem @ylchpigkgriib-

cycloa I or br%ﬁle may be substituted one or more times by halogen,

(C1-C 3 Glioks ieress GRS R EYE-c6)-alkylamino,

R7 is hydrogen, {C4-Cg)-alkyl, benzyl;

R8, R8a are independently of one another (C,-Cg)-alkyl, halogen,
trifluoromethyl, COOR7, cyclopropyl, cyclopropylene;

R9, R10 are independently of one another hydrogen, (C1-Cg)-alkyl, (Cs-Cio)-aryl,
(C4-Cy)-alkylene-(Cg-Cyo)-aryl.

Particularly preferred compounds of the formula | are those in which

R1 is (Ce-Ciz)-alkyl, benzyl, (C4-Cs)-alkylene-(Cs-Cp)-heteroaryl, (C1-Cs)-
alkylene-(C4-C12)-cycloalkyl, (Cs-Cq4)-bicycle, where aryl, heteroaryl,
cycloalkyl or bicycle may be substituted one or more times by halogen,
(C4-Ce)-alkyl, (C4-Cs)-alkyloxy, hydroxy, amino, (C+-Cs)-alkylamino,

trifftuoromethvl,

R2 is hydrogen; or
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trifluoromethyl; 30 R2 is hydrogen; or 6 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 individual members of the ring

systems may be replaced by one tof three atoms or atomic groups from

" the series -CHR8-, -CR8R8a-, -(C=R8)-, -NR9-, -0-, -S-, with the proviso
R1 andwaﬂtwdmgwomtkh@es@ﬁ@@ aiS“TWﬁGQH@%@]@(E@m RO RYCRB,

R6 are quo q%‘ﬂt % LA QQ?PF;H%%QSH*. BY‘H%y&?QA?;%\é)%_H &P

C6)-alkyls amlnosulfony pentafluorosulfanyl, phenyl, (

alkylcamﬁﬁllwmtﬁ@i ® @dﬁum@mmr@im(armpam eh
CO-O-(Gi 40k al oS G 1l hia (%%?ﬁ st hyd’be replaced hy one to

O-CO-(Ci-Cb)-alkylene-CO-NR9R 1 rogen, (Ci-C6)-alkyl,
R8, R8#haee m@@&%ﬁﬁ@ﬁ@lm@f@’ﬁ@%&%@m w&ﬁkgﬂfﬁaﬁgeﬁ%%a—

uifluorometiah CORRY., Xelontapy a9 oy aradsRs tdRsthcn e

another hydroden, (C1-C6)-alkyl. A further partlcularly preferred
embodlﬁ%ﬁﬁar@tonﬁroﬁﬁ@éwttﬁ@ﬁﬁiﬁﬁ%i in which 25 R3, R6 is
hydrogen, R4 or R5 is not hydrogen. Further preferred compounds of the
formula | are those in which 30 R1 and R2 together with the nitrogen atom

R3, Rb&35inG Shareiiideramdnaily afonsaaneier By@edsanmereding?OR7, (Ci-
systemcof. ‘éﬁk@@dﬁgw@'%‘n’ﬂ%mhﬁfﬁy%@%m%%tﬂmﬁc @wegac

by one to two atoms or atomic 7 8roups from the series
which FgkdeaIRrRIesO-NROR10, O-CO-NRBGR10, O-CO- (C1~CB) aikyiene-—

CO-0-(C4-Cp)-alkyl, O-CO-(C4-Cg)-alkylene-CO-OH,
0-CO~(C4-Cg)-alkylene-CO-NRIR10;

R7  is hydrogen, (C4-Cg)-atkyl;

R8, R8a are independently of one another (C4-Cg)-alkyl, halogen,
triflucromethyl, COORY, cyclopropyl;

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

A further particularly preferred embodiment are compounds of the formula | 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 fo two atoms or atomic
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above, and R9 is (C1-C6)-alkyl or cyclopropyl. 5 A further particularly
preferred embodiment are compounds of the formula | in which R2 is
hydrogen. 10 Very particularly preferred compounds of the formula | are
those in which R1 is (C6-C12)-alkyl, benzyl, -CH2-(C5-C12)-heteroaryl,
(C8-C14)-bicycle, where benzyl, hei’eroaryl or bicycle may be substituted

one or more times by halogen, (C1-C6)-alkyl, (C1-C3)-alkyloxy, hydroxy,
amino, (DS CoRaRSISRIAS, THiBRmAHE-HE W 1aigdn AR Ined
hydrogeyo¢d B Race indencadenty eferprpiner hydrogen,
hydroxy, mono-(C1-C6)- alkylaminocarbonyl,
di-(C2-C8)-alkylaminocarbonyl, COOR7, (C1-C6)- alkylsulfonyl,
aminosulfonyl, phenyl, (C1-C6)-alkylcarbonyl, O-CO- NR9R10,
O-CO-(C1-C6)-alkylene -CO-0O-(C1-C6)-alkyl, O-CO-(Cl-CG? 25

A furthgrprridashopretsieas-anledinary RifcemROREAS 6 tRe RMAYRGEhWhich

R2

30 Particularly preferred compounds of the formula | are those in which 8
R1is (C7-C12)-alkyl, benzyl, (C1-C3)-alkylene-(C5-C12)-heteroaryl,

(1P a8Flene-(C4-C12)-cycloalkyl, (C8-C14)-bicycle, where benzyl,
heteroaryl, cycloalkyl or bicycle may be substituted by halogen,
(C1-C6)-alkyl, (C1- C3)-alkyloxy or trifluoromethyl; 5 R2 is hydrogen.
Further very particularly preferred compounds of the formula i are those in

Very pahiebiay preferred compounds of the formula | are those in which

R1

R2

R3

is (Ce-Cr2)-alkyl, benzyl, -CHx-(Cs-C42)-heteroaryl, (Ce-Cis)-bicycle,
where benzyl, heteroaryl or bicycle may be substituted one or more
times by halogen, (C4-Cs)-alkyl, (C+-Cg)-alkyioxy, hydroxy, amino, (C4-

Cs)-alkylamino, trifluoromethyl;

is hydrogen;

is hydrogen;

R4, R5 are independently of one another hydrogen, hydroxy, mono-{(C;-Ceg)-

R6

alkylaminocarbonyl, di-(C,-Cs)-alkylaminocarbonyl, COORY, {C4-Cg)-
alkylsulfonyl, aminosuifonyl, phenyl, {C4-Cg)-alkylcarbonyl, O-CO-
NROR10, O-CO-(C1-Cg)-alkylene -CO-0-(C4-Cs)-alkyl, O-CO-(C4-Cg)-
alkylene-CO-OH, O-CO-(C4-Cg)-alkylene-CO-NRSR10;

is hydrogen.

Particularly preferred compounds of the formula [ are those in which
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R1 is (C6-C12)-alkyl or benzyl, where benzyl may be substituted one or
more times by (C1-C6)-alkyl; R2 is hydrogen; 15 R3is hydrogen; R4, R5
are independently of one another hydrogen, halogen or (C1-C6)-
alkylcarbonyl; 20 R6 is hydrogen. Very particularly preferred compounds
of the formula | are also those in whith 25 R1 is benzyl,
(C1-C3)-alkylene-(C5-C12)-heteroaryl, (C1-C3)-alkylene-(C4-

R1  C12)-cysltatkGliXed b ey die whrdlytanet GeterohRp KRB 10 3)-
bicycle gy Srstieel R BMoRse, 1 A8k i CotalYiotRsary.,

trifluoromethyl; 30 R2 Is hydrogen. . isclosure relates to

compoEGBIHfdRiRVIE Thath BfovhPS! iiaH itbatagemdfes Gakalkyd (Cr

mixture@a?{ WQWWH%@&“@WP their diastereomers and mixtures

thereof. 13 e alkyl radicals in the substituents R1, R2, R3, R4, R5, R6, R7,
R8, RBa, R9 and RIO may be either straight-chain or branched. Halogen

Ro  is fluoriney, ghiggag, bromine oriodine, in particular fluorine or chlorine.
Aryl means an aromatic carbocyclic mono- or bicyclic ring system which
comprises 6 to 10 atoms in the ring or in the rings. Heteroaryl is a mono-
or bicyclic aromatic ring system having 5 to 12 ring members,

Further very particularly preferred compounds of the formula | are those in which

R1 is (Cs-C12)-alkyl or benzyl, where benzyl may be substituted one or

more times by (C4-Cg)-alkyl;

R2 is hydrogen;
R3 is hydrogen;
R4, RS are independently of one another hydrogen, halogen or (C4-Cs)-

alkylcarbonyi,

R6 is hydrogen.

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

R1 is benzyl, (C4-Cs)-alkylene-(Cs-Cqz)-heteroaryl, (C4-Cs)-alkylene-(Cy-
Cqy)-cycloalkyl, -(Cs-Cqa)-bicycle, where benzyl, heteroaryl, cycloaikyl
or bicycle may be substituted by halogen, (C+-Cs)-alkyl, (C4-C3)-
alkyloxy or trifluoromethyl;

R2 is hydrogen.



in which at least one atom in the ring system is a heteroatom from the
series N, 0 and S. Suitable "heteroaryl rings" or "heteroaryl radicals" are,
for example, benzimidazolyl, benzofuranyl, benzothiophenyl,
benzoxazolyl, benzthiazoly[, benzfriazolyl, benztetrazoly[, benzisoxazolyl,
benzisothiazoiyt, quinolinyl, furyl, Turazanyl, imidazoiyl, | H-indazolyl,
indolyl, 1.2,3-oxadiazolyl, 1.2 4-oxadiazolyl, 1.2,5-oxadiazolyl,
1,3,4-oxadiazolyl, pyrimidinyl, pyrazinyi, pyrazolyt, pyridyl, pyrrolyl,
The discliBirohdiale? - takaginraly bfrd dothiadiarolik bdbothindiazalyl,
“acemaéleg"}’th'ead'gml tglo%)hen t. The hiteroaryl rin ?or het%roa | radicals
’ may Be LS he Gr THEF S HREORY Shi Bl Y DG TR T ERAMIGHS and
mixturesdtiesdds$. 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

The alk¥icxdicating dysteutsstitishtarR N2 RARQRRrilyRNSARIFES, Fgmand
and which. apart from carbon, may also,comprise gne or more ,
R10 e e SR R A0 S B T h B org, bromine

or iodinelefinitatialzy hobnthesoingidbBnsystems which comprise a fused benzene
nucleus. Examples which may be mentioned are the tetrahydronaphthyl,

alpha- or beta-tetraion-, indanyl- or indan-I- on-yl radical. Preferred bicyclic
Aryl meandical sapentitzseapbimyniidarie o0y bidfti Tihardystapmaseieativrises 6
acceptﬁpkle salts are, because their solubility in water is greater than that
[

to 10 at%ﬂ & ?af'%?t?é&[&t@&ﬁ'ﬁgﬁnds, particularly suitable for medical
applications. These salts must have a pharmaceutically acceptable anion

reterosl S RSP SRR S enable S W sl e
in whichly/dherrdtl ome atainhipdrabiomisystem is 2 hetercatom from the series N, O
and S. _ |

Suitable "heteroaryl rings” or "heteroaryi radicals” are, for exampie,
benzimidazolyl, benzofuranyl, benzothiophenyl, benzoxazolyl, benzthiazoly,
benziriazolyl, benztetrazolyl, benzisoxazolyl, benzisothiazoiyl, guinoiinyt, furyl,
furazanyl, imidazolyl, 1H-indazolyl, indoly!, 1,2,3-oxadiazolyl, 1,2,4-oxadiazolyl,
1,2,5-oxadiazolyl, 1,3 4-oxadiazoly!, pyrimidinyl, pyrazinyl, pyrazoiyi, pyrid L, pyrratyl,
thiazolyl, 1,2,3-thiadiazolyl, 1,2,4-thiadiazolyl, 1,2,5-thiadiazolyl, 1,3,4-thiadiazoty,
thiopheny!.

The heteroaryl rings or heteroary! radicals may be substituisd one or more fimes by

suitabie groups.

A cycloalkyl radical is a ring system which comprises one or more rings and which s
in saturated or partialiy unsaturated (with one or two doubie bonds) form and which

is composed exciusively of carbon atoms.

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

such as, for example, nitrogen, oxygen or sulfur. This definition aiso inciudes ring



phosphoric, metaphosphoric, nitric and sulfuric acid, and of organic acids
such as, for example, acetic acid, benzenesulfonic, benzoic, citric,
ethanesulfonic, frumaric, giuconic, glycolic, isethionic, lactic, lactobionic,
maleic, maiic, methanesulfonic, syccinic, p-toiuenesulfonic and tartaric
acid. Suitable pharmaceutically a& eptable basic salts are ammonium

salts, alkali metal S%Jé%gg(:h as sodlum an as ium sahd)nand alkaline
systems WRi¢h-RREMRERE fs AZG e Bt SN ERAN YIRS o

menﬂon&@fé%&ﬁ@kéﬂﬁmm@r%wﬁmxmmﬂﬁlyﬁ aazmmdr@l),m@wn@lam—1 -
sine_or ethylenedl ine. S Its Wltgé%g aceutlc IIy unacceptable

on-yl ra ﬁ%n FIRIRTERC RIFY éﬁﬁﬁ%c RftiGr Belong within the
framework of the disclosure as useful mtermedlates for the preparation or
purification of pharmaceutically acceptable salts and/or for use in
t eutic, for example in vitro, applications. The term
‘physiologjcally functional derivative" used herein refers to any
h iplogically tolerated derivative of a compound of the disclosure of the
ic formuld 1, fovéitafnple@irester, 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. 11

Pharmaww@&g REMOIANE GRUE RTR BRres s RicIseik ey in gyasetre greater
than tha?%‘m%ﬂ% PhINS SisciramRRSs | a%mfi sesgsiesd  Adqfkpda at

hem. Pharm. Bull. 1994, 42, 57-61. Such prodrugs can be
appitcaf@f@aﬁ&%siﬁhm%t@%m@b%%@@&mwp%@am%@tm

Su ﬂabte%ﬂéﬁ%@éﬂ)ﬁ%ﬂ?g 3 %d%%%%@@oﬂ%ﬂ%@edﬁﬁe

also exist in various polymorphous forms, for example as amorphous and

invention,gEeHAkE FOIRISAHE SRR FECARD AYRTBRSIRNS 26ithd sirgromic,
phosphGRMRREHER QL IRs:HiSRiesy R HRlGRGHwIRN the\Hans %@é%‘%\ﬁ%ﬂ“&é‘,‘

nd are a further embodiment of the disclosure. All references to

for exampism el RYid: BemRanerUienin ARZR A toRifaiseWisT tharumaric,

giuconic, glycoiic, isethionic, lactic, lactobionic, maleic, malic, methanesulfonic,
succinic, p-toluenesulfonic and tartaric acid. Suitable pharmaceutically acceptablé
basic salts are ammonium salts, alkaii metal salts (such as sodium and potassium
salts) and alkaline earth metal salts {such as magnesium and caicium salts) and
salts of trometamol {Z-amino-2-hydroxymethyi-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 disclosure as useful
intermediates for the preparation or purification of pharmaceutically acceptable salts

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

The term “physiologically functional derivative” used herein refers to any

physiologically tolerated derivative of a compound of the disclosure of the formulza |,
for exampie an ester, which on administration {o a mammal such as, for example, a
human is abie to form (directly or indirectly) a compound of the formula | or an active

meataboiite thereof,



formula | as described above, and their salts, solvates and physiologically
functional derivatives as described herein. Use The compounds of the
invention of the general formula | in which the meanings are: RI
(C6-C16)-alkyl, (C,-C4)alkylene-(C6-Clo)-aryl, (C1-C4)alkylene-(C5-C12)
heteroaryl, (C1-C4)-alkylene-(C3t€12)-cyclcalkyl, (Cs-C14)-bicycle, where
aryl, heteroaryt, cycioalkyl or bicycle may be substituted one or more
times by halogen, (C1-C6)-alkyl, (C1-C3)-alkyloxy, hydroxy,

., _alkyimercapto i -C6)- i i z -al '
PrysiolofiH SRR 8 Btz i) AT RS Riige SF e Reiias of the
disclosure 83, 4tk sxgraptonips (B0 HaRireterBo Al CyRinoP temiio ButetAgH,

trifluoromethyloxy, (C1-C6)-alkylsulfonyl,.ami | l;
o o ETEB{SE SRl ap ol
These phefipg theytbemsedaslie saliveatsdot. 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

The com&ﬁ@ﬁ@@‘@? MayikeiSslepiaagdiby ate o \thrbesaaxmﬁmmTpatmm forgreLips from
the series . -CHRS8-, -C - -(C= - - -C(=Q)-. -0-..-B-..- -

’ N T
esamole & SRR e SRR e pholr e 2 poimgiote gyme
of the cofisBuRES beEtaddeansUtORBNBR IR IRGTadepoRt el SPEREAStREN® @

hydr, RaGlE6)-alkyl, (C1- C3)-alkyloxy-(C1-C3)-alkylene,
further erﬂ%ﬂ?@ﬁg&iéﬁ%@-eﬁkwmercapto, amino, (Cr-C6)-alkylamino,
di-(C2-C12)-alkylamino, (C1-C6)-alkylcarbonyl, COORY7, trifluoromethyl,

GaS Bl-alylsulioni. (GG alky! ';fg?a{% migeSUoBY b ound(s) of th
Al rEferép)ETe% %ﬁéﬁéﬁé%ﬁ@ éﬁ%@gr%& (§§-012f¥t%eteroaryl, ptoun (S)O. ©
formula | as described above, and their salts, soivates and physioiogically functionat

derivatives as described herein.

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

R1 (Cs-Crgr-alkyl, (C+-Cyralkylene-(Ce-Cooparyl, (C1-Cyi-alkylene~(Cs-Cro}-
hetercaryl, (C1-Csj-alkylene-(Cz-Cral-cycioalkyl, (Ce-Cag)-bicycie, where
aryl, hetercaryl, cycloalkyi or bicycle may be substituted one or more
fimes by héiagen, {C+-Ce)-alkyl, (C+-Ca)-alkyloxy, hydroxy, (C+-Cs)-
alkyimercapto, amino, (C+-Cglalkylamina, di-(Co-Cyz)-alkyiamine,
mano-{C+-Cs -alkyiaminocarbony!, di-(C-Cg)-alkylaminocarbonyi, (C+-
Cs)-alkoxyca'rbonyl, (C+-Ce)-alkylcarbonyl, cyano, trifluoromethy,
trifiuoromethyloxy, {C+-Cgl-alkylsuifonyl, aminosuifonyi,

R2 hydrogen, (C.-Cg)-aticvl; or
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15 CO-NR9R10, O-CO-NR9R10, O-CO-(Cr-C6)-alkylene-CO-O-(C1-C6)-
alkyl, O-CO-(C1-C6)-alkylene-CO-OH, O-CO-(C1-C6)-alkylene-CO-
NR9R10 or unsubstituted or mono- or poly-F-substituted (C1-C6)-
alkyloxy; 20 R7 hydrogen, (C1-C6)-alkyl, benzyl; R8, R8a independently
of one another (C1-C6)-alkyl, halog1<,2n, trifluoromethyl, COOR?7,
cyclopropyl, cyclopropylene; 25 R9, R10 independently of one anotheﬁrC

R1 andfrogiaimEdIebRamiin fssiemsea ot BB IO RABR0AIONOCYC

(C3-Cl3:ayaleakylpHeiafnadkypaestCh-olp)ndhbered ring system or a
(C1-C4)-alkylene-(C5-C12)-hetergaryl, (C1-C4)-alk Ieng-égdéé%?%- .
cycloalRiY B S URIRE, EleP AL KASEHERETarnS Of P B RSG A RS
and thesphiysinlegigalbhiaieiciedss alisrierepbrhaveaiaguyptising mhibifery
effect on hormone sensitive lipase, HSL, an allpsteric enzyme in .
dipocRRARRILRYRR T Hm Gl eI BEhaBIL 8T ThE 1aies
breakdapwmred-fats ke gells@Ribus INRANSErE09-fat@ongitug s inB0,-,
the blood  stream. Inhibition of this enzyme is therefore equivalent tq an
insulin 1S LARA'BY iR ”&%HWBLH{HESQZF%%%M%%@& S8Rty [E3ing T 02
a reductiep abiree fifycreids in the blood and of blood glucose. They can
therefore be employed for metabolic 5 derangements such as, for

example, for non-insulin-dependent diabetes mellitus, for diabetic

R3, R4syRer e iane fendisedypdrsreatintsamage rddenc draipaandsOf- g-alkyl, (Cq-

RY

inventian .of the general formyla, |, especjally thase inwhich R2 is ,
oo U S Shy AICETHATA et Dre AR i s 22pino.
(EL). XCFgjpatieinet rayimit(@ie Gp El kgl BDinoyviibh@ygsalkylcarbonyl,
antiath otic.activity. A reductjon in th L level | S .
oo SN AU A R B R ysutiny

diseaseminbsufeoyepaviafidevelifamdn{ Of-be retdblie- Gyndreimmaryl,

and its SBAKIRER YIRS B ARERRY W B EkSheu iRy AEnsEy teadc,)-
alkyl, O-CO-(C+-Cg}-alkylene-CO-0OH, O-CO-{C4-Cg)-alkylene-CO-
NROR10 or unsubstituted or mono- or poly-F-substituted (C4-Cg)-
alkyloxy;

hydrogen, (C4-Cg)-alkyl, benzyl,

R8, R8a independently of one another (C4-Cs)-alkyl, halogen, trifluoromethyl,

COORY, cyclopropyl, cyclopropylene;

R9, R10 independently of one another hydrogen, (C1-Cs)-alkyl, -(Cs-C1o)-aryl,

(Cs-C1z)-heteroaryl, (C3-Cqz)-cycloalkyl, (C1-Cq)-alkylene-(Ce-Cio)-aryl,
(C4-Cs)-alkylene-(Cs-Cqz)-heteroaryl, (C4-Cy)-alkylene-(C4-Ci2)-
cycloalkyl, (Ca-Ci4)-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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to prevention of atherosclerotic disorders and indirectly reduce the
probability of 15 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 tRe formula | may also have an
inhibitory effect on triglyceride lipase. 20 Compounds of this type are

‘breakdsaviicai 4ais duifabrefrand thramnseritansdrsrpec{imiistipentspdeiderdlood

strean? I FHRACINEIRIGISIMRNY lecons JBlzAoR HS8rARTH MR- IBIBREIRTSS the
of the insulin sensitivity of myo-, adipo- and hepatocytes (insulin

compariksta dep Invertisslicoypitivaelsatinghiaes ivdurlSNepERmiRity geIgs in
the bidHAIEDABRUAIRAL NS Rreveyien Pl eruRlagassgeiied thetaiie:

Particular aspects in this connection are 30 - hyperglycemia, 14 -

deranggipesverhea insinkulxasRIan s NamireviindapangRidda hsfemmallitus, for
diabetiRrQiecHomardng RanEreRIic AheRlsicRIg¥Rion of macro- and

microvascular disorders 5 4. Dyslipidemias and the sequelae thereof
such as, for example, atherosclerosis, coronary heart disease,

The cRRRIRYEUIH Hisarers @E@heeiaﬁé@hlydhﬁ%(ht&s’eﬁcraﬂglriﬁtgé in which

thereto) which are characterized by one or more of the following factors:
R2 is hysitaggh. prarddiinehubasneBitiignsy sirpsstsadaiapirdpase (EL).
The priiglye8riddstrate for EL is HDL, which has antiatherosclerotic activity. A
reduction in the HDL level leads to progression of atherosclerosis and its sequelae
such as coronary heart disease and moreover favors development of the metabolic
syndrome and its sequelae diabetes. An inhibition of EL should thus generally lead
to prevention of atherosclerotic disorders and indirectly reduce the probability of
people with an increased risk for diabetes becoming iil.
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,
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concentrations - low HDL cholesterol concentration - low apoA lipoprotein
concentrations - high LDL cholesterol concentrations 15 - small dense
LDL cholesterol particles - high apoB lipoprotein concentrations 5.
Various other conditions which may be associated with the metabolic
syndrome, such as: 20 - obesity (ekéess weight), including central obesity
- thromboses, hypercoagulable and prothrombotic stages (arterial and

- inveroogshenhighnsioba reeistamee, heart failure such as, for example (but not

) Enﬁ(ﬁ;&t‘\i&%@ﬁ@%%smc&léo%i@gaﬁéocardiaI infarction, hypertensive heart

isease or cardiomyopathy 6. Other disorders or conditions in which

- pinferhiomatd iy ecpatiorssabc fetledifferentiation may for example be involved

- pRlSinRReaslerasis e as, I example fougnot restricted thereto),
coronary sclerosis including angina pectoris or myocardial infarction,
stroke 30 - vascular restenosis or reocclusion - chronic inflammatory

4. Dy%f"?{%ﬂ%%aé’ﬁ& %%‘.’Qeagsﬂ%%{eeﬁ?épé’é%ﬁéﬂ S %?8%%@%%&&%&’8&%%%;&

pancreatitis er inflammartory s ates retino / adipose ce
cornmagydBarhdipeseaaiecahemanasiaudisarsdos elangsipelijmibativoseabut not

restricted thereto) which are characterized by one or more of the following

factors:

- high plasma friglyceride concentrations, high postprandial plasma triglyceride
concentrations

- low HDL cholesterol concentration

- low apoA lipoprotein concentrations

- high LDL cholesterol concentrations

- small dense L.DL 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 (but not restricted thereto), foliowing

myocardial infarction, hypertensive heart disease or cardiomyopathy

. Other disorders or conditions in which inflammatory reactions or cell

differentiation may for example be involved are:

- atherosclerosis such as, for exampie {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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solid tumors and neoplasms such as, for example (but not restricted
thereto), carcinomas of the gastrointestinal tract, of the liver, of the biliary
tract and of the pancreas, endocrine tumors, carcinomas of the lungs, of
the kidneys and of the urinary tract, of the genital tract, prostate
carcinomas etc. 10 - acute and chrd@ic myeloproliferative disorders and
lymphomas - angiogenesis - neurodegenerative disorders - Alzheimer's
diseaseatifisultiple sclerosis 15 - Parkinson's disease -

- rmatoses such as, for example, psoriasis - acne
ViR i

vulgaris - o iIsorders and dermatological conditions which are
medtngtagstyby PPAR 20 - eczemas and neurodermatitis - dermatitis such

%%ﬁ) Sg)@énqlﬁngg?orrheic dermatitis or photodermatitis - keratitis and
keratosis such as, for example, seborrheic keratoses, senile keratoses,

astipfsresatiosiscimiesiite g kdriicsespleeinasascRmaularis -
KeIRiAR, AT K I RENREMIAYIS Goh A4aFSH é%l!;lgﬂfﬁ Fgmolryéﬁrr@g@iefed thereto),

condylomata acuminata - human papilloma viral ( V? infections, such

sareorexam pldhocsrsEainRpinaaash irbiiedive suehite bidpexkagiiand of
DAIHSGR £ONLRRIOSHRR tFHKRDIRKIRnBAMYASABEMARRCH PR lﬁ@nf@{ls and

example, lichen planus 30 - skin cancer such as, for example, basal ce

SArdiRcHBARdTaRbrARY 6r eI ERA TREHAIM BREBHNGINES etc.

acute and chronic myeloproliferative disorders and lymphomas
angiogenesis

neurodegenerative disorders

Alzheimer’s disease

multiple sclerosis

Parkinson’s disease

erythemato-squamous dermatoses such as, for example, psoriasis

acne vulgaris

other skin disorders and dermatological 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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localized benign epidermal tumors such as, for example, keratoderma,
epidermal naevi chilblains high blood pressure 5 - syndrome X polycystic
ovary syndrome (PCOS) asthma osteoarthritis lupus erythematosus (LE)
or inflammatory rheumatic disorders such as, for 10 example, rheumatoid
arthritis - vasculitis - wasting (cachela) - gout - ischemia/reperfusion
syndrome 15 - acute respiratory distress syndrome (ARDS) Compounds

- \gretizatibe eigacthilRiMphbeapes b Aarios sadior keeiedtinent
aémggrmgyﬁgggn of 20 1. Dyslipidemias and general impairments of lipid
metabolism and their sequelae such as, for example, atherosclerosis,

- c@?@iﬁfﬁwmeart disease, cerebrovascular disorders etc., especially those

8&3’@& icted thereto) which are characterized by one or more of the
foI owing factors - high plasma triglyceride concentrations, high
- posEraf®al plasma triglyceride 25 concentrations, - low HDL cholesterol

CCRPLRLIBDAHPY ABMIERGRERJN concentrations - high LDL

) cho? sterol concentratlons small dense LDL cholesterol particles
- asthma

- osteoarthritis

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

- 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 eic., especially those (but not restricted theretc) 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 !ipoproiein concentrations

- high LDL cholesterol concentrations

- small dense LDL cholesterol particles

- high ApoB lipoprotein concentrations
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30 - high ApoB lipoprotein concentrations 17 2. 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) 5 - high blood pressure -
heart failure such as, for example (Bét not restricted thereto), following
myocardial infarction, hypertensive heart disease or cardiomyopathy -

. VaipascaiBanemtedionpumich apdpeeragispreitiehuiliing e iaesnasndseme.

sudhesequelae associated therewith (hyperglycemia, glucose intolerance,
loss of 10 pancreatic R cells, macro- and microvascular disorders 3.

- Olesiby (REERESYBIShdRHIRGRRIEhERATHYtory reactions or cell

- tnéifRrRIdIRLI o HaRYTas sBIBRiR MR IBNIVRbaIR: staller oaaleiasiseLeBfs)
for example (but not restricted thereto), coronary 15 sclerosis including

- highdWRPERIBFRUEE myocardial infarction, stroke - vascular restenosis or

- hégRoEHsiasuEArasisdPBaaRO s AR EinmRses B1GB1S, fosxmgple,

Crohn's disease and ulcerative colitis - pancreatitis 20 - gther
imasATdRN&aRon. RMRSIRIAY S AGRDSESEASR R0t iRipeRAL

- digRiBe MafisuchRpalacerrmpe. Jipnsssesmasiugpiid themeis/andon of the
neoplasms such as, for examﬁle (but not restricted thereto

, 25
SEUIARR BTG heIRNY AQW&&@JWH’&WHQﬂ%ﬁér@ﬂismf:&t‘aﬁa of

?;aﬁ%@e%%‘éﬁ%}s%ﬂ%@%mﬁ@cﬁﬁiﬁ@%ﬂ@ﬁs@frﬁﬁéUngS, of the
kidneys an

. Other disorders or conditions in which inflammatory 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

- pancreatitis

- other inflammatory states

- retinopathy

- adipose cell tumors

- adipose cell carcinomas such as, for example, liposarcomas

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

- acute and chronic myeloproliferative disorders and lymphomas

- angiogenesis

- neurodegenerative disorders

- Alzheimer’s disease

- multiple sclerosis
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the urinary tract, of the genital tract, prostate carcinomas etc. - acute and
chronic myeloproliferative disorders and lymphomas - angiogenesis 30 -
neurodegenerative disorders - Alzheimer's disease - multiple sclerosis 18
Parkinson's disease erythemato-squamous dermatoses such as, for
example, psoriasis acne vulgaris offfer skin disorders and dermatological
conditions which are modulated by 5 PPAR eczemas and neurodermatitis
R ERANSUEEEaSfor example, seborrheic dermatitis or photodermatitis

KeIALILS ARSLKSIRIORRS SHGhat das XRINRIS, RINSIENSITQsatPRRTs Senile

keratoses, actinic keratosis, photo-induced keratoses or keratosis
fBANRIYFATE - keloids and keloid prophylaxis - warts, including

ALY OmataR-sandylamataannineta conamsRapHieMardiiabdiiied by

infections such as, for example, venereal papillomata, viral warts such as,
%P&E&mple, molluscum contagiosum, leukoplakia 15 - papular

desnatases sushasdianexample, lichen planus - skin cancer such as, for
example, basal-cell carcinomas, melanomas or cutaneous T-cell

ISRIpPRIHESURbCaRz & BEAMR'pRANATAN UM FPERAEHSR, Rickadrmatitis
keiRigdeHNa. kKBRS B NaeWs2 Gor eHNaINS, seborrheic keratoses, senile

keratoses, actinic keratosis, photo-induced keratoses or keratosis foliicuiaris
keloids and keloid prophylaxis

warts, including condylomata or condylomata acuminata

human papilloma viral (HPV) infections such as, for exampie, 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 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
example, rheumatoid arthritis

vasculitis

wasting (cachexia)

gout

ischemia/reperfusion syndrome

acute respiratory distress syndrome (ARDS)
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- high blood pressure - syndrome X - polycystic ovary syndrome (PCOS)
- asthma 25 - osteoatrthritis - lupus erythematosus (LE) or inflammatory
rheumatic disorders such as, for example, rheumatoid arthritis - vasculitis
- wasting (cachexia) 30 - gout - ischemia/reperfusion syndrome - acute
respiratory distress syndrome (ARDS) 19 Formulations The amount of a
compound of the invention necessary to achieve the desired 5 biological
effect depends on a number of factors, for example the specific compound
EormuGhiesan, the intended use, the mode of administration and the clinical
condition of the patient. The daily dose is generally in the range from 0.3
mg to 100 mg (typically from 3 mg to 50 mg) per day and per kilogram of

The an?%t%?@%ﬁ@;sm% A rgrka/daye ALNtRVERUSSlase daayde,

for example, in the range from 0.3 mg 10 to 1. mg/k which can suitably

biologital sifierhdRreadEaRANEMBET gt DI olgeamRl r%&agn%%ﬁfd Gefompound

choserdMRkteHdaRI8dBIuBO MeRIbtanRIfAITResRiIOH 'PRseRdENCaNEIAdIIIN of the
example, from 0.1 ng to 10 mg, typically from 1 tol0m 899 per m|II|I|ter

Patieﬂts?ﬂb@ed%féfsé§$ﬁd§ dBRRIAIG Barameetem? gma D Pormebaically
from 3 'ﬁgj%glsntmﬁ)tb%r anpaHiesdokinigesrNsfMay coRjAt frirexampir from

g to 100 mg, and single 15 dose formulations which can be

3-10 %‘r’ﬁ(ﬁ#@bér%a BHERYCERMT 5950 MAARRIEOTSNRERIP: 43 fReIERNgRAem 0-3 mg
to 1.0 PMAINWIIES MG AL QRitei AR5 $ags sypikaliyrrem 0.Ageo 100 ng per

kilogram and per minute. Suitable infusion solutions for these purposes may contain,
for example from 0.1 ng to 10 mg, typically from 1 ng to 10 mg, per milliliter. Single
doses may contain, for example from 1 mg to 10 g of the active ingredient. Thus,
ampoules for injections may contain, for example, from 1 mg to 100 mg, and singie-
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 must, of
course, be acceptable in the sense that it is compatible with the other ingredients of
the composition and is not harmfui 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 sublingual) and parenteral (for example subcutaneous,

intframuscular, intradermal or intravenous) administration, although the most suitable
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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 must, of 20 course, be acceptable in the sense that it is
compatible with the other ingredien®$of the composition and is not
harmful for the patient's health. The carrier may be a solid or a liquid or

mode pbee ariaist plisre cene Rsiennl grehingi sk abrassuR Hie D aikireadssae ity of
the coﬁ?mlﬁ 3.3 tanlel YRihmay st fen OfRib iR BYrbmuelgniely in

e active ingredient. Other pharmaceutically active substances may

each ogaswisedepresaniadisnsdidingded stmirianas bt piriisisorpriong
within BRAFFRARSHEARLEARPRRILARS P IBhsr YR ANGREPR RIQdVssd gxé@cﬁe Rice-

the known pharmaceutical methods, which essentially consist of mixin

resistamdaigrelaicons wiwighie masbnascamsiretin anetriaivie s crarsise cellulose
acetat& RGNS 3LRAN MR FABRARIIRNS Bk iR JpYRRES REI oSS

suitable for oral, rectal, topical, peroral (for example sublingual) and

Dhthal%@réﬁ@e@iGBWd%@ME@%&%éD?&E@@MP rtidANddmRin ThingiBatIde-
intravenous) administration, although the most suitable 20 mode of
administration.deEends in each individual case on the nature and severity

- Suitabls nherewHEHERIOAERASAHD B ARr Sah_InIEligTe BEH BB RN form of

separd TR sUeRdY BALhkERTte CABAQImLIAINES ARt seRIesbcts or tablets,

slow-release formulations also belong within the framework of the

each ghyditibROPlRIR RACEEYIREIPHN hEIEN SR PRIELRIdY TudR{aRE Powders o

granulfarnadlabianrfprositabiheaslBlomrasisintdagastisiuigeccvangariceldase oil-
acetate phthalate, polyviny| acetate phthalate,

In-watgf o MEHGHolRy RH AT SRS BRIAIRR SHATHIBAY: BoIfiFerepmentioned, be

preparBtethpanyic At ianshanettddnrtasaisitied WhitRbieghssmacrgdalwhich the
. preparations for oral administration may be. in tge form of 10 %zp rate
active [fqtedsat A ATBId MARRLTRY CABRERS L REBImARReRd B s,

ingredRaes) eirwhichigantaio adlefisedragmeunipefdiie s mpoymderhligrprotiuteas by
owders or granules; as, solu{i n orC%usp_ensio in.an.

uniforrﬁ%ﬁgwﬁa&&g%mg% Qijthe active ingre ient Wl’t?\qg (ﬁgg%oarndfor finely

divided solid carrier, after which the product is shaped if necessary. Thus, for
example, a tablet can be produced by compressing or molding a powder or granules
of the compound, where appropriate with one or more additional ingredients.
Compressed tablets can be produced by tableting the compound in free-flowing form
such as, for example, a powder or granules, where appropriate 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 compositions 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 gelatin and glycerol or sucrose and

gum arabic.
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in-water or water-in-oil emulsion. These compositions may, as already
mentioned, be prepared by any suitable pharmaceutical method which
includes a step in which the 15 active ingredient and the carrier (which
may consist of one or more additional ingredients) are brought into
contact. The compositions are genérlly produced by uniform and
homogeneous mixing of the active ingredient with a liquid and/or finely

Pharmdgivtidig elotioneaaséioasetitaicn ipensismietas @ﬂa@@tﬁ%ﬁm%us,
preferdBly %’f@m@@q&ﬁ?@é 3% PeiBFRANCE L Oy SO SISBS RO WingRare

powder or granules 20 of the compound, where apprrg}ériate with one or

preferghbt @QﬂﬂiﬂbWéﬂh rgeelieptsof dhwpriptended tasipisrh @%W@@B?ns are
oreferdBRISIHNGIHIE SARRAMBGLRJIRS, QAR Ar Al SR PSP B%9MARI6 t8ke place

powder or granules, where appropriate mixed with a binder,” glidant, inert
by subgiiliene e’y SHERTBUSOMIBOS IfRECARAIdTIREIRINg ag8 RSP AT I QftaBIR

preferéBﬁFBE‘ZSrd\ABlgé‘@ 52%%@&@%@@9&&@@ AMRIiBedhe FAUR resulting
Rich 25 is in

whic powder form and is moistened with an inert liquid diluent, in

solutiog staeilplanddentraic prlliacsutbiacdahp saipRsiiRReh ahéhsuryBRIRR
generd§rSEN M BIBURN RAMINKIREAIhEoMPESEENekabladahlgts which

contain a compound of formula | with a flavoring, normally sucrose and
gum arabic or tragacanth, and pastilles which 30 comprise the compound

PharmifcaR italBassosiithassantmia and-alysesel-aimssieEoes e rIumBraie: the
21 Pharmaceutical compositions suitable for parenteral administration

form of singlesEOPrtERIY IRERR AGESEURLPrRp AR Y dBiKReLAGYnPound of
the forfAlIRUIiGIRhG B drectenanirnianio N tbdhebloast efihe pnsessied butter,

recipient. These preparations are preferably administered intravenously,
and shapiaR JredasHHERaMOH Ry also take place 5 by subcutaneous,
intramuscular or intradermal injection. These preparations can preferably

be produced by mixing th d with water and making the result
Pharm gL TSR HEAD o B 278 LB PGS BT oy I (he

form oftbiptitient asaarallyotieniaiadtensPrayiodody| weignt Ohtheraatinizh can be
used a?grgg’?rg%?ﬂm, lanolin, polyethylene glycols, alcohols and combinations of two
or more of these substances. The active ingredient is generally presentin a
concentration of from 0.1 to 15% by weight of the composition, for example from 0.5

fo 2%.

Transdermal administration is also possible. Pharmaceutical compositions suitable
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 aqueous 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
jontophoresis 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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10 Pharmaceutical compositions suitable for rectal administration are

preferably in the form of single-dose suppositories. These can be

produced by mixing a compound of the formula | with one or more

conventional solid carriers, for example cocoa butter, and shaping the

resulting mixture. 15 Pharmaceutic&?compositions suitable for topical use

on the skin are preferably in the form of ointment, cream, lotion, paste,
disordepsay hesrbsokdicisillyCaftiencatiph ean segaseueipd piaroldtupa tmmeinthey

lower ﬁ:l%fsﬁl X(%;@ﬁi@%?aﬂ@%@%@%@ﬁpmg 1%?/85%8 emcm%gtméﬂ?é?type i

e active ingredient is generally present in a concentration
diabetos fand artetoIGesanisvightef dive teisseiste fbees@imple from 0.5 20
to 2%. Transdermal administration is also possible. Pharmaceutical
compositions suitable for transdermal uses can be in the form of single

The ccm_tmmmf:thar@ﬁmwmbw_ah|a2ghydr§g@m§éee:6§ﬁa&gwﬁhqﬁ@péﬂéﬁt@!e
effectsel?fg@fg%'l%e?é’g? P@:{ﬁc StSHEROY SanLaiBdRe G MR RAEIIRR RN DL

agueous solution Is buffered where appropriate, dissolved and/or

ratio agig fresesi iarpadirdrieloe disielewd e pof mdianainaie Rieestion and
treatm%‘rgtr BHISLIFRISRILaUNY IS abMdit L idnie RrefenaRiuRBA 3%y iRiae such

5%. A “particular possibility is for thé active ingredient to be released by
as atheleseirrapsperronaoniupH6 HSRAES dearFibatiu e eRapiylenf diabetes.
Pharmaceutical Research, 2(6): 318 30 (1986). The compounds of the
formula | are distinguished by favorable effects on metabolic 22
Combigatiemsr¥/ithrei pemartizay ffitSence lipid and sugar metabolism, in
particular they lower the triglyceride level and are suitable for the
prevention and treatment of type Il diabetes and arteriosclerosis and the

The cRiRpsedRhdngd INeREINSaR O GAPHIRIR A ®lensrRiUAIQumpiResion with
one ofWHhORMAEe SHNgaiNEsicy{ayenoblsuBERfisanAiseRdeisOffbRiEkample,

metabolism. They beneficially influence the HDL to LDL ratio and

favorapigrgHestirametiRolife il anaes o AUt E9oH HEHRRAMRISAnd

therewith. Examples of such medicaments are
1. medicaments which lower blood glucose, antidiabetics,
. active ingredients for the treatment of dyslipidemias,
. antiatherosclerotic medicaments,
. antiobesity agents,

. antiinflammatory active ingredients

2
3
4
5
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 the 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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treatment of dyslipidemias and metabolic syndrome and their diverse
sequelae such as atherosclerosis, coronary heart disease, heart failure,
obesity and diabetes. 10 Combinations with other medicaments The
compounds of the invention can be administered alone or in combination
with one or more further pharmace?légically active substances which
have, for example, 15 favorable effects on metabolic disturbances or
active iigtrdiaRifaqRentyusddeae P isreana ticrhmaaastisich medicaments
are 1. medicaments which lower blood glucose, antidiabetics, 2. active
ingredients for the treatment of dyslipidemias, 3. antiatherosclerotic
Examplgsdidipfentay 0o meatighisskayeagents, 5. antiinflammatory active
ingredients 6. active ingredients for the treatment of malignant tumors 7.
~antithrombotic active ingredients 8. active ingredients for the treatment of
AntidiahigicBlood pressure 25 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

SuitablgeagtidiBhrRichRrerseiRpd IRt H RIS 0dhgR IR thB B ARk Ghrrigr 12 o
in the P8BIgKRIREA BNSOINlia MNMAYRTEBEARH) hegfleshédrusistralinmebiaa,

active m-mdie_nt combination can take place either by separate . i
RockvilgraisramiiaPaicadnotidrgitaeibioang Ramh & HIHETR Mt as. for
exampROMBINGALOT QAR IBNCBA N BFAlBIAR23 Aald d1gErdianimgsulins

present in one pharmaceutical pr%oaratlon. Examples which ma%/ be
(see UmBmdhE3 3reSh RuitithaBatrismodulators as described in WO 01/04146 or

else, for example, those disclosed in WO 98/08871 of Novo Nordisk A/S.

The orally effective hypoglycemic active ingredients include, preferably, the
sulfonylureas which act on the ATP-dependent potassium channel of the beta cells
(e.g. disclosed in WO 97/26265 and WO 99/03861), biguanides, meglitinides,
glucagon antagonists, oral GLP-1 agonists, DPP-1V inhibitors, insulin sensitizers,
e.g. PPAR and PXR modulators and active ingredients such as, for example,
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 lead 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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Suitable antidiabetics are disclosed for example in the Rote Liste 2001,
chapter 12 or in the USP Dictionary of USAN and International Drug
Names, US Pharmacopeia, Rockville 2003. Antidiabetics include all
insulins and insulin derivatives such as, for 10 example, Lantus(r) (see
www.lantus.com) or Apidrao, and o#der fast-acting insulins (see US
6,221,633), GLP-1 receptor modulators as described in WO 01/04146 or
beta celise Joeleraniplectapypialistidend iageog/oBdatamidsaiRarrRMIES,

giipizic%%%ﬁﬁfm#%iﬁggﬁtiy@g}ﬂﬁmy ér_‘iFe% j ﬁ-ﬁ@gﬁedients include, preferably,

e~ sulfonylureas which act on the ATP-dependent potassium channel of

In onethgberinoend, e @gIRAABSET Ihaarow/ad s adaneiomaIBegnbination
with a %W@?Sﬂ&ﬁ%&nﬁﬁéxgmﬁ?&%@%ﬂﬁwiStS’ oral GLP-1 agonists,

P-1V inhibitors, insulin sensitizers, e.g. PPAR and PXR modulators
and active ingredients such as, for example, oxadiazolidinediones,

in onelBidgdifinedionss ciniRioRa OHIVRE SHRVIEY WHICHRHEKPAER Bombination

stimulating gluconeogenesis and/or glycogenolysis, modulators of 2

0 |
with a fifAJ36aipaReg0IFhr thiasalidiprdigne sseassinRbRREeEmpelirgene.
pioglitA4IRB aRiqliRiddnetabalis BLasbigassiaiacthangenmiaedreprbinic

composition, compounds which reduce food intake or food uptake. In one
Dr. Reggipg dhprprionthe instetivoh, et Rviimds of fhi fiRie- P ARe Dy-4-oxo-
2-quin8dBNRiHRERSUR FORRR pHam Ly iBsuiRzdNBRefBMdiment of the

invention, the compounds of the formula | are administered in

In one Jnindimentviie sasapards Rlitheifpmence REBARYIsiEe i aaetyRation

with a SHSP RSiRILRYAEP & Slyieede fopRoSPhSRY | aseNTusilooD ¢se e 6D/6 1431,
94300, WO 02/096864, WQ 03/084923. WO 03/084&@2, V%{ﬁ ,
S A4 Bre

WOSS 1 BSOS R 2o OO S b
particlASNPNIsEreq ircoeimunaion. méth A askye ingiediestimeiuacsharits,

ATP-dependent potassium channel of the 24 heta cells, such. as, for.
P31 A s o B B R SR S -
carborGiHMepTige o eikidss-defmoiepadfidida)roxy-1,1-dimethylethylyamino]-
acetyl]pyrrolidine-2-carbonitrile monobenzenesulfonate).

In one embodiment, the compounds of the formula | are administered in combination
with compounds with an inhibitory effect on SGLT-1 and/or 2, as disclosed directly or
indirectly for exampie in W02004/007517, W0O2004/052902, WO2004/052903 and
WQO2005/121161.

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 administered in combination
with more than one of the aforementioned compounds, e.g. in combination with a
sulfonylurea and metformin, a sulfonylurea and acarbose, repaglinide and metformin,
insulin and a sulfonylurea, insulin and metformin, insulin and troglitazone, insulin and

lovastatin, etc.
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In one embodiment, the compounds of the formula | are administered in
combination with a biguanide such as, for example, metformin. 5 In one
embodiment, the compounds of the formula | are administered in
combination with a PPARgamma agonist or thiazolidinedione such as, for
example, ciglitazone, pioglitazone Z®siglitazone or the compounds
disclosed in WO 97/41097 of Dr. Reddy's Research Foundation, in

Lipid mpatubaiiiss-[[4-[(3,4-dihydro-3-methyl-4-oxo- 10 2-quinazolinylmethoxy)
phenyllmethyl]-2,4-thiazolidinedione. In one embodiment, the compounds
of the formula | are administered in combination with a DPPIV inhibitor as

In one gsrkaBbaeRSOstamneeignotsreuogowssons ihg fomudd A2 7s,
dm:nzg\@gg/ BY 84 (2R AN 8 3304 QS IAANHEH dNc RIS tRIst atin,

93/01 (1-cyclopentyl-3-methyl-1-0xo-2-pentanammonium chloride), 15
fEuvastaﬂg;L;ggngqaggys;mvastatin ivastatin, itavastatin, atorvastatin, rosuvastatin.
(1-[2-[3-hydroxyadamant-1-ylamino)acetyl]pyrrolidine-2-(S)- carbonitrile),
TS021 ((2S, 4S)-4-fluoro-1-[[(2-hydroxy-1,1- dlmethylethyl)amlno -
In one geabARIEAIERTER dBVEOHRAIAfoPRIBERsESsaHtateTMHiB AR

admini8BRAIIMNeBHIRARMRAUNELNE thsi AR RO R® iﬂﬂmlﬂjﬁt@éﬁj Br example,
combination 20 with comgcounds with an inhibitory effect on SGLT-1

US 6,24fufdr2 Ui Bidibsed divechydr - iillreeliyor exdmple Vo83 774).

WO02004/007517, W02004/052902, W02004/052903 and
WO02005/121161. In one embodiment, the compounds of the formula | are

In one gMRRRKIAR 71 iRABIRRIGN. JBSFRITARPLNIGTBE L8 THIBitR Such as,

adminifeRAMRISNBigli OhaeRsbes e RN BiRNRAg N0t Dbet cortyayndsr of
the formula | are admlnlstered in combination with more than one of the

examplo RIAIEHE A BB IER: in combination with a sulfonylurea and

metformin, a sulfonylurea and acarbose, repagllnlde and metformin,
insulin and a s Ifonylure insulin and metf |ns lin and tror%htazone

in one Iﬁglmﬁppgﬁangg g‘l\,%é@é{ﬁﬁ\ o0 compoun gtormulala

administered in combination with a cholesterol resorption inhibitor as described for

example in WO 02/50027, or ezetimibe, tiqueside, pamaqgueside.

In one embodiment of the invention, the compounds of the formuia | are
administered in combination with an LDL receptor inducer (see, for example,
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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Lipid modulators In one embodiment of the invention, the compounds of
the formula | are administered in combination with an HMGCoA
reductase inhibitor such as lovastatin, 5 fluvastatin, pravastatin,
simvastatin, ivastatin, itavastatin, atorvastatin, rosuvastatin. In one
embodiment of the invention, the céfpounds of the formula | are
administered in combination with a bile acid absorption inhibitor (see, for
example, US 6,245,744, US 6,221,897, US 6,277,831, EP 0683 773, EP

In one%@ﬁéo@ﬁ%eH@oﬂﬁ@%mﬁmmﬁ@tﬁrﬂ%m&nﬁ@w\%ﬁﬁm@wgs of the

formula | are administered in combination with a polymeric bile acid
adminiglyedénhcempinalion wikapieA Brdrbsty#aRH#E, colesevelam. 15 In one

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

administered in combination with a cholesterol resorption inhibitor as

In one guBbRBERgEE Athmsantinn besonowds slithedotgussicre
adminiRASREG S ISR IR AR SRR IS BH Ib HIeRNYBRECHa Hhe S AHERRds & He for

formula | are 20 administered in combination with an LDL receptor inducer

examplge &4 HnReliterss aSstbi2rfome hiapeatiieny eurhsnyoaiecst
pheny 8- ERHBXR I %ﬁ@@&?&ﬁt%ﬁﬂs@%m@m M&M%mﬂeﬂgﬁﬂ}émbonyl -N-

preferably msoluble bquln %etnts see, for example, 2

[[4-[2- (éa%%v@ér%maﬁnyi(m J’,J a@xﬂar@@wmegwaam@faﬁw fedigrasiped in

WO og@blyperohdlesigroimiayAIMANGES IN G IHERARYS(2000828428),
0-6)). Caromax is a caroh-containing product from Nutrinov
WO Ot i

WL A2A6 2 I Qlletia s MO GAREG RE R QraARZe.

65926 Frankfurt/Main). Combination with Caromax(r) is possible in one
preparation or I§_’separate administration of 30 8§ mpound%eof the formula

In one egRRAELRSALR( AN EEEHER( CSTATRSESH oLgUR Mfhinistered
admmlkﬁtéh@d%rﬁcﬂﬁfﬁﬁéti@r@dm@t%Smmsm@@m%x@m@@rﬂm@m or

muesli b
gemfibrozi, clo?{)rate bezafibrate.

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

administered in combination with nicotinic acid or niacin.

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

in one 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.

In one embodiment of the invention, the compounds of the formula | are
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26 In one embodiment of the invention, the compounds of the formula |
are administered in combination with a PPARalpha agonist. 5 In one
embodiment of the invention, the compounds of the formula | are
administered in combination with a mixed PPAR alpha/gamma agonist
such as, for example, AZ 242 (tes&ditazar,
(S)-3-(4-[2-(4-methanesulfonyloxyphenyl)ethoxy]-
adminishesiey)i2-eahdxpeiispioni® &itheBRisind@ses Inhibitor.
(N-[(4-methoxyphenoxy)carbonyl]-N-
[[4-[2-(5-methyl-2-phenyl-4-oxazolyl)ethoxy]phenyllmethyi]giycine) or as
In onessbaREBan 1ol We iogmiRr? theowumzsds Wae fowra e

adming%éflg&@r? ARBR(3842 SuitVad Q#&la?rgté/\!ﬁgéli%%@g%rwo 03/020269,

WO 00/64888 or WO 00/64876. In one emibodiment of the invention, the
compounds of the formula | are administered in combination with a fibrate

In oneMABASHiRhexr RIS enafibrale L8-aeniRIodt wiofibralgiIezafibrate. In

one embodiment of the invention, the compounds of the formula | are
adminigéprddieradnpicahionmitiof RRHARES AT ERSEPSEARIMIANLZ0 In one
embodiment of the invention, the compounds of the formula | are
administered in combination with a CETP inhibitor, e.g. CP- 529, 414
In one EsRESFHPDY! Bh BERABEAIMER 6P IRRARDERIIHNEEETWBILRES of the

adminfQEReh BEmBRBIRIALGNRY Aipeprliratien) wilagoriAT inhibitor. 25 In
one embodiment of the invention, the compounds of the formula | are
administered in combination with an MTP inhibitor such as, for example,

AntiobE8R{itapkiets In one embodiment of the invention, the compounds of the
formula | are 30 administered in combination with an antioxidant. In one
embodiment of the invention, the compounds of the formula | are 27

in oneafHBiISIRH BF CosPiatigTWite cdpgRIRIS tipase fohthitar are

administered in combination with a lipase inhibitor such as, for example, orlistat.

In one embodiment, the further active ingredient is fenfluramine or dexfenfluramine.

In another embodiment, the further active ingredient is sibutramine.

In a further embodiment, the compounds of the formula | 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(3), 554-558),

NPY antagonists, e.g. naphthalene-1-sulfonic acid {4-[(4-aminoguinazolin-
2-ylamino)methyllcyclohexylmethyl}amide; hydrochloride (CGP 71683A)),

MC4 agonists (e.g. 1-amino-1,2,3,4-tetrahydronaphthalene-2-carboxylic acid [2-(3a-
benzyl-2-methyl-3-0x0-2,3,3a,4,6,7-hexahydropyrazolo[4,3-c]pyridin-5-yt)-1-(4~
chlorophenyl)-2-oxoethyllamide; (WO 01/91752)), orexin antagonists (e.g. 1-(2-
methylbenzoxazol-6-y1)-3-[1,5]naphthyridin-4-ylurea; hydrochloride (SB-334867-A)),
H3 agonists (3-cyclohexyl-1-(4,4-dimethyl-1,4,6,7-tetrahydroimidazol4,5-c]pyridin-
5-ylypropan-1-one oxalic acid salt (WO 00/63208)); TNF agonists, CRF antagonists
(e.g. [2-methyl-9-(2.4,6-trimethylphenyl)}-OH-1,3 8-triazafluoren-4-ylldipropylamine
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In one embodiment of the invention, the compounds of the formula | are
administered in combination with an ATP citrate lyase inhibitor. 5 In one
embodiment of the invention, the compounds of the formula | are
administered in combination with a squalene synthetase inhibitor. In one
embodiment of the invention, the c@fpounds of the formula i are 10
administered in combination with a lipoprotein(a) antagonist. Antiobesity

(WO 0818 ) obEREBbaMRIRTH A dari RS e, dIRFIIACRISNA formula

p3 agarfSEs ]S%éag %Qgﬁ{&@@ﬂ&%ﬁ%&ﬂ%ﬁﬂrﬁéiﬂ@%@%@[ﬁ%ﬁ@thyl~1 H-

n one embodiment, the further active ingredient is

indol-Grahr i ovintelefbemakmyeo o elidrHEY enfiidaadei) thSidrthianocyte-

stimu B e T o g P A O e
dimetherohienys-feée-ogechiesy miiphétarrielrepaeresne <o plimeiivhade!-

0 SHERHTIIEDEN 20 OISR LERIATIR, o
(e.g. dantenbuiatsiney. masistisaerieninaugisnan ddi@ RATRNERIGARITHRGNIRS 250
| . A Vimedt e chloK _
Ml el s il el SRy
salt (Wééia’{_rzﬂ@sé-'fMm@%&m&iﬁo@t@,@a,@,@,&g@é}iﬁﬁyar@&%a@mr@@d]&9-
hu mang% {{fggﬁrﬁ;}tﬁgr}ip%% f%'zt‘?f\%h RBYISAXReERIAIdeH AR S Bl SN kG0 2-
diisoprepiaieagtrdsareayRs R Briprigritiriaopyiealing dsarrsiiic acid
tertiarn(BBRAS4SS7 (Vb 84 H3eapnisiRH a_/gonists (see, for example, EP 0 462 884),
(3-cyclohexyl-1-(4,4-dimethyl-1,4,6,7-tetrahydroimidazo[4,5-c]pyridin-
uncoulipgFHspain 2 8ne craflkakiissaRRINABUIEI 685 TRIFXGHHEs, CRF

Lee, DRIBOANISIRiRGR, Matthew C.; Rozhavskaya-Arena, Marina; Grasso, Patricia.
_ [2-methyl-9-(2,4,6-trimethylphenyl)-9H-1,3,9-triazafiuoren-4-yl]dipropylami
Leptin ge0@StiRS 6078H:E) 2ERPEAD ihikgdrrstanery. alraesmi), rdes qinhe

Future2@I0815.26(9), 873-881), DA agonists (bromocriptine, Doprexin),
lipase/amylase inhibitors (e.g. WO 00/40569), PPAR modulators (e.g.
WO 00/78312), RXR modulators or TR- agonists.

in another embodiment, the 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,
W0O2005080328, W02005/080343, W02005/075450, W0O2005/080357,
W0O2001/70700, W0O2003/026647-48, W(02003/02776, WO2003/040107,
WQ02003/007887, W02003/027069, US6,509,367, WO2001/32663,
W02003/086288, W(0O2003/087037, W(02004/048317, WO2004/058145,
WQ2003/084930, W02003/084943, W02004/058744, W0O2004/013120,
W02004/029204, W02004/035566, W(02004/058249, W0O2004/058255,
W0O2004/058727, W(0Q2004/069838, US2004/0214837, US2004/0214855,
US2004/0214856, W(02004/096209, W02004/096763, WO2004/096794,
WO2005/000809, W(02004/099157, US2004/0266845, W0O2004/110453,
WO2004/108728, W02004/000817, W0O2005/000820, US2005/0009870,
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133 agonists (e.g. 1-(4-chloro-3-methanesulfonylmethyl
phenyl)-2-[2-(2,3-dimethyl- 1 H- indol-6-yloxy)ethylamino]ethanol;
hydrochloride (WO 01/83451)), MSH (melanocyte- stimulating hormone)
agonists, CCK-A agonists (e.g. {2-[4-(4-chloro-2,5 5
dimethoxyphenyl)-5-(2-cyclohexyle#®/)thiazol-2-ylcarbamoyl]-5,7-dimethyl
indol- 1-yl}acetic acid trifluoroacetic acid salt (WO 99/15525)), serotonin

WO20RRIBAHEHNNEIRSI4{(E1] OdsxfdhtaRANGY i iats A r MURIRRIAGHO 4586,

wozo@@yé}@'?emr%@@m@s@%ﬁs QWE08RAE269b WO LGeBISE 8F,
1-(3-ethylbenzofuran- 7%% iperazine oxalic acid salt (WO 01/09111),

WOZOQ@(\QB@é#ﬁa&Bﬁ%&Q@Q %P@&Tﬁ%gmgaé/&@ﬁﬂgrmg%ﬁjoi tian

growth hormone), growth hormone-releasing compounds
(6-benzyloxy-1-(2- diisopropylaminoethylcarbamoyl)-3,4-dihydro-1

In oneﬁr@%@ﬁrm@m@fzﬂ&%mwﬁ@adaetma@r BGHYR4eF pIeNb B EERES)), TRH

agonists (see, for example, EP 0 462 884), uncoupling protein 2 or 3
modulators leptin agonists (see, for example, Lee, Daniel W.; Leinun

In onegatheslime hitnay achinennaiesipnt 18 ARkpasliamIngs amphstamine,

mazm@&g%tgf@,@e%ﬁﬁglal approach to the treatment of obesity. Drugs of the
Future (2001), 26(9), 873-881), DA agonists (bromocriptine, Doprexin),
lipase/amylase inhibitors (e.g. WO 00/40569), PPAR modulators (e.g. WO

In one%ﬂﬁﬁﬂzﬁ)erﬂ}ﬁmwﬂmlﬁm@moﬂf%agnuiats 226 adamoitterazhibadimemzation

with miJF UISH SRILE URdient > & s200BngI EERI 1 ATRTDIIT fycr

or example fithn 0se as are escn in, for
systenexamples HRr0H56854%, WO DI BH08S (@ 021076 omMadi006080845;h act

o the 5 WU 0B A8 WOABOS 0076 WO2003040107,

25 W02003/007887, WO2003/027069, US6,509,367, WO2001/32663,

Inone o SR B e Y b e e et fmation
with maid2004102 620i10/20 20041035566 AW T4/058249, W0O2004/058255,
W02004/058727, WO20041069838, US2004/0214837, US2004/0214855,

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

with medicaments which are employed for cancer therapy and cancer prevention.

It will be appreciated that every suitable combination of the compounds of the
invention with one or more of the aforementioned compounds and optionally 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:
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30 US2004/0214856, W0O2004/096209, WO2004/096763,

WO02004/096794, WO2005/000809, WO2004/099157, US2004/0266845,

WO02004/110453, W0O2004/108728, WO2004/000817, WO2005/000820,

US2005/0009870, 29 W0O2005/00974, WO2004/111033-34,

W02004/11038-39, WO2005/016288, W02005/0071 11,

WO02005/007628, US2005/0054679, WO2005/027837, W0O2005/028456,
Isolategl G 6ai5te63 7262 -Bi2tan e (oBE1IsaY, vO2005/8T 118973, lam cméreated
male rS@Eﬁ\ﬂ%f‘&%%d}”gng%n e%gbe{r%{%%m%eﬁ&%%%l%é&'w;éﬁ lished

embodiment, the turthier active ingredient Is dexamphetamine,
methodmishetamiNgsspragindloldbeblisaeennd 58, didenisiténttigedrikson et
al., J. BRTRAHEAS H580968HTE 1 1 AEBA6MINPLRHRA B HBONPIAN KHET 251,

medicaments having effects on thé coronary circulation and the vascular

1976, BJ3EH9 b Becs! forllsxERMIAOATE ATkibiased freeiimy bydintatioennsth
50 ml YHERBGRDANG ARGIRIERSINTR ARG SYSIGT, palclmANARRs, RS

ockers etc. In one embodiment, the compounds of the formula I are
ETDA atimikidddred i pofmiifetiesptic Mthgdedisatinsits Raviggapepstating each
, jingl "m% h ?ggﬂpﬂlﬁp
time a c()gm%gwagrlgé g?rﬁ?iﬁi@r@ ﬁi‘?ﬁgﬁg ion vt?/éthﬁe ibameﬁ%ts%v%ﬂ%g rgre
homoganigieydal fof ebpicen Wiasphemdasimeer (Peasntidel20ngamn)ihe 10 strokes at
: h  sui o ¢
1500 S O RS S5 S Soc0 o

10 mimﬁt‘i&)aﬁmﬁeﬂ!@ijnatﬁa_téq@tn@e@htﬁwrfagardgﬁéatlyafa&tﬁx@ﬁmmsaﬂet is
removER9iHad a8 alingguiain i@?eﬁgg{sat'%&@J@ﬁrﬁgﬂyr&%@%sﬁ{hgrefrom is

invention. 25 The activity of the compounds of the invention of the formula

centrifygssagsindiptiell MirighasadAdaGsaysyseemie; A5 mmioatant is
remov@i S8 a3 o Jr HesRaRalap il e RHaliy PULIBRASE; CL-6B, washed 5x with
25 mM Tris/HCI, pH 7.4, 150 mM NaCl) is added. After incubation at 4°C for 60 min
(shaking at intervals of 15 min), the mixture is centrifuged (Sorvall SM24 tubes,
3000 rpm, 10 min, 4°C). The supernatant is adjusted to pH 5.2 by adding glacial
acetic acid and is incubated at 4°C for 30 min. The precipitates are collected by
centrifugation (Sorvall $334, 12 000 rpm, 10 min, 4°C) and suspended in 2.5 mi of
20 mM Tris/HCI, pH 7.0, 1 mM EDTA, 65 mM NaCl, 13% sucrose, 1 mM DTT,

10 ug/mi leupeptin/pepstatin/antipain. The suspension is dialyzed against 25 mM
Tris/HCL, 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 ml of
suspension, equilibrated with 10 mM potassium phesphate, pH 7.0, 30% glycerol,

1 mM DTT). The column is washed with four volumes of equilibration buffer at a flow
rate of 20 to 30 mi/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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30 Isolated rat fat cells are obtained from epididymal adipose tissue from
untreated male rats (Wistar, 220-250 g) by collagenase treatment in
accordance with published methods (e.g. S. Nilsson et al., Anal.
Biochem. 158, 1986, 399-407; G. Fredrikson et at, J. Biol. Chem. 256,
1981, 6311-6320; H. Tornquist et aB1J. Biol. Chem. 251, 5 1976,
813-819). The fat cells from 10 rats are washed three times by flotation
1.2 HSlithcB@tshpesdvmogenization buffer (25 ml Tris/HCI, pH 7.4, 0.25 M
sucrose, 1 mM ETDA, 1 mM DTT, 10 g/ml leupeptin, 10 g/ml antipain, 20
g/ml pepstatin) each time and finally taken up in 10 ml of homogenization

To prefpafferiiEheutaatealits aheSharmogéhitelirinleoTiflgpareilasiohmmneyehizeimol of
s r and 15C. The
uniab%%cﬂ"rnoe,%a@bﬁggcgepég% %ﬁﬁ%ﬁ%ﬁ# ﬁ15:2%{1315000 rpm, 10 min, 4C).
(phosaﬁmfdumm@ﬂmﬁ/pbmebattdglilagemifl%a‘t at theteprinedheries latlis N2 and then
iif

Sl ke L SR R i SO

microt‘;t(:)ae‘[hmﬁﬂrlﬁ;éiam isirewitived, mi:mhﬂa@cdfherpabnnﬁﬁepladda’sen of 1 ml of KPi
a-Biote 5x with 15 25 mM Tri H 7. 4

and el A e AR AR DA R 6 B8 TS AlRGaEr 1

of 209 ESYalncl R miagdde (rﬁmﬁm@mesnmfm@d {Golaai Gid24otuhEanA00Bor

the redde. AN S RETAPALIRS SO bR o oo

(HSL srilested by aeeneifdgatsdn iSRovaINEERE pH OO0 tRRLBDMA, 4@RIMOTT,
ended in 2.5 ml of 20 20 mM Tris/HCI, pH 7.0, 1 mM EDTA, 65
0. 02%,\%%% rEor

Pohueirtpepsiativ P/ b BURAPIURM SRt )

30 mint PRISHRREBSOR sSHIAY Zest RIS SRddmTthistrle Prb7947{)5él% of 1.05 ml
01 wcerol 1 mMDTT, 10 p /mI leu t|n pepstatln antlpaln at 4C
0

 Shi MoRTisRed o ITARWEE RYIRARHET BBa anrdinally
ce ntnfﬁ?@%ﬂ%‘@@@ eoyiliraigd) WAHW@Q&)%#%H@I@@ haieiBldt 8f 88Upper

cerol, 251 mM DTT The column is washed with four volumes of

phased amaﬁatr@mwﬁéraétda neviPFiee @Y is detaimm n*?ﬁebm Haus s aign
meas@@ﬁhgglpme of equmbratlon buffer

1.3 Evaluation of the HSL-inhibitory effect:

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 ICs is calculated from an inhibition plot with at
least 10 concentrations of the test substance. The GRAPHIT, Elsevier-BIOSOFT

software package is used o analyze the data.
2. EL inhibition assay:
2.1. Preparation of EL

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

(conditioned medium) by recombinant cell lines (CHO, HEK293). This is employed
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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
4C. The partially purified HSL can be stored at -70C for 4 to 6 weeks. 30
31 1.2 HSL activity assay: To prepare the substrate, 25-50 pCi of
[3H]trioleoylglycerol (in toluene), 6. 8mol of unlabeled trioleoylglycerol
and 0.6 mg of phospholipids 5 (phosphatidylcholine/phosphatidylinositol
as enzymese)dienaiten canea Wi N and then taken up in 2 mi of 0.1 M KPi
(pH 7.0) by ultrasound treatment (Branson 250, microtip, setting 1-2, 2 x
1 min with an interval of 1 min). After addition of 1 ml of KPi and renewed
2.2. ElyfrddyRPE@4tment (4 x 30 sec on ice with intervals of 30 sec), 1 ml of
20% BSA (in KPi) is added (final concentration of trioleoylglycerol 1.7
mM). For 10 the reaction, 100 pl of substrate solution_are pipetted into

The pw@h%fﬁa@fa SBRAIH SHBSTaiRe beratsi Hsbleotdnhdadimes vt oeTana. 4a-

diaza-¢- tﬁdéé@%@TﬂébﬁﬁMy@Eﬁg@&@@%@%ogﬁI%Efﬂcﬂﬁi@t?f%@,nli@am%r
leupeptin) and incubated at 37C for 30 min. Addition of 3.25 ml

MolecuiastRARBrEhisrbRSIMEPRIAGIEITS HRRFIMAES AATYROST @Pﬁ%@iéﬁ,' lipase

and th® itddperisanistdps] A0dmbigdieliontad by taoraummamdng ainel finadyhdfipid by
centrifugation (800 x g, 20 min), After ghase_ segaratlon Qne equivalent of

the engyg i aless eI iy FSTeRids BRdiveals AHBRARTL by

separadiftibgatiilatien dﬁ@ﬁﬁét@g‘r@ﬁhﬁc& %valmamm:qjlm@ Hicdndebsonnerck) or
effect: 20 Substancesgre normaIJ ﬁ in four independent mixtures.

d‘reCﬂ»T't'i‘et%fﬁﬁl%ﬁ‘PBf\fﬁ@S‘F\ Y 5?‘?2@/‘7\‘1'5 Y Substance is
The suﬂﬁmﬁeﬂ@@d}hwrﬁmaﬂagemﬁyaakﬂmglmimmmﬂm@@w rebiclivd-difiede2b0, B

dime thg % ategggfrog # |nh|b|t f&%ﬁeﬂﬁse@@t %ei%sé é con yr&g%l%nsh(g stgﬁo-
choline (manufacturer MoiecuEar Probes), 2.4 mg of {ripaimitin (Sigma) and 7.9 mg of
DOP — choline (1,2-dioleoyl-sn-glycero-3-phosphocholine) in 393 pl of chloroform
and then transferring 157 wl into a fresh reaction vessel. After evaporation of the
solvent, the lipid mixiure 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 60 minutes. For this purpose, 45 ul of the substrate solution are
incubated with 1 u! of inhibitor of appropriate concentration (dissoclved in BMSO, pure
DMSO solution is used as control) and 5 yl of enzyme solution (conditioned
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 (diethy! 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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25 software package is used to analyze the data. 2. EL inhibition assay:
2.1. Preparation of EL 30 EL is released as secretory protein in high
concentration into cell culture medium (conditioned medium) by
recombinant cell lines (CHO, HEK293). This is employed 32 as enzyme
solution after concentration. 2.2. Elf’%ctivity assay 5 The
phospholipase-specific substrate

2.3. Evpigign ol giwuBkolshRirRe 8fR% bora-3a,4a- diaza-s-ind
acene-3-undecanoyl)-sn-glycero-3-phosphocholine, (manufacturer
Molecular Probes) is used to characterize the enzymatic activity of

The enmuBaiiaciyidsaed tre e e PoliRRTARIRS IFRIYSILspRCRNEE N used.
and tHEKagehldhisgatespheioid By heenzimeliberaesdhe Wioiaaent dydvity is
Bodipy which can be detected after 10 separation by thin-layer
observggnfabgtdptig on an HPTLC plate (silica gel 60, Merck) or directly in
the reaction vessel by measuring the fluorescence. The substrate solution
is prepared by taking up 100 pg of 1,2-bis(4,4-difluoro-5,7- d
2.4. Furerla BaRIL9R A3%#4za-s-indacene-3-u
ndecanoyl)-sn-glycero-3-phospho- choline (manufacturer Molecular

The presl e RS (CRTE a1 8 g L2 OB IO, o e
diaza-$hpasnsiaringidbdmyie adresbrisaqtionsysassionier (@vapsiattaneof
T T T R
and therffenioreantistotekeydptagsiab8Tie far G wirtitksgé of this phgepe|45d by
e on P SR T A A SR B AL e
separatisedigsticpringractd dnpt obeaginersalutitTcGnplitienilicaerilied), Wieeok) or
dErectlySiR Itggtpga%agﬁyvgngégrgyat[‘gelggl&j r?r(:jgot@ltg @o‘#e%yégcgl.ate (silica gel

The substrate solution is prepared by dissolving 100 g of 1,2-bis(4,4-difluoro-5,7-
dimethyl-4-bora-3a,4a-diaza-s-indacene-3-undecanoyl}-st-glycero-3-phospho-
choline (manufacturer Molecular Probes) in 100 ul of DMSO and taking up in 2.4 mg
of tripalmitin (Sigma) in 393 ul of chloroform which comprises 20 mg/mi DOP—choline
(1,2-dioleoyl-sn-glycero-3-phosphocholine). 39.3 pf 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 pl of the substrate solution are incubated with 2 4
of inhibitor of appropriate concentration {dissolved in 10% DMSQ, using 10%
strength DMSO solution for control) and 2 ! of enzyme solution (conditioned
medium). The 4 ui 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.



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 25 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 me&4ure of the enzymic activity. 33 2.3.
Evaluation of the EL-inhibitory effect: The enzymatic activity is reduced as
a function of the inhibitor concentration used, and the inhibitor

In this ggea nirlien A 2529{%@ ahalk-maxme %H%@ﬂ%é‘?&ﬁﬁ%lﬁgﬁ@&s@é\{?@s

Is_called IC50. 2.4. Further EL inhibition assay: T

Examplsphelipase-specific substrate

1,2-3%@? difllioro-5,7-dimethyi-4-bora-3a,4a- 10
diaza-s-indacene-3-undecanoyl)-sn-glycero-3-phosphocholine,

(ma nGfdSturer| Molecular Probes) is used to characterize the enzymatic

activity of endothelial lipase and the effect of inhibitors. Hydrolysis of the
Al ester linkage of this phospholipid by the enzyme liberates the

fluone8d¥nt dye Bodipy which can be detected after separation by

thinst S'qd'rronatography on an HPTLC plate (silica gel 60, Merck) or 15
directly in the reaction vessel by measuring the fluorescence. The

substte®s solution is prepared by dissolving 100 pg of

1;2-bis(&:4-diffuoro-5,7- d imethyl-4-bora-3a,4a-diaza-s-indacene-3-u
nde¢anoyi)-sntglycero-3-phospho- choline (manufacturer Molecular

~ o Gl e W N -

Probeﬂs)zm 10Q pl of DMSO and taking up in 2.4 mg of tripalmitin (Sigma)

i-393-ptoef-ehtoroform which comprises 20 mg/ml DOP-choline 20
(1,2-dioleoyl-sn-glycero-3-phosphocholine). 39.3 pl of this lipid mixture are
transferred into a fresh reaction vessel, and the solvent is evaporatored
off. The lipid mixture is dissolved in 4 ml of 200 mM TRIS-HCI, 150 mM
sodium chloride, pH = 7.4, by sonication twice. The subsequent enzymic
reaction takes place at 37C for 90 minutes. For this purpose, 20 pl of the
substrate solution are incubated with 2 pl
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25 of inhibitor of appropriate concentration (dissolved in 10% DMSO,
using 10% strength DMSO solution for control) and 2 pl of enzyme
solution (conditioned medium). The 4 pl of the assay mixture are loaded
onto an HPTLC plate (silica gel 60,3¥erck), and the liberated fluorescent
e is separated for detection with an eluent (diethyl ether:petroleum
t%ﬁ’%?ﬁ%t B HE S [78:22:1)). After evaporation of 30 the eluent, the plate
is read in a fluorescence scanner. An increased liberation of the
flurresepatitiomrhpsninibited mactionimtabeohsepiad ag asmeasure
i s 6N, dndiisRRERY: Uh%&ﬁ%gﬁ&@%dﬁz%ya%ﬁ%adﬂ@'es

owed the To ifowing 0 values: Example |

YTV oth=ry W%"CFWQ”GFEJ [%r@%h‘ﬁiré‘béi’aﬂéwop’?@%?.?&@i*ﬁ%”g
cenrowsts Db tiealimvetitisn| ofith phgepenabfaanivkdentreyshreqsared by
mﬁmgﬁrem@%%é%nﬁt& d@mwaﬁ@aammﬁmmﬁmmmtituted
isessaag et o e R o e g e

presyRevdh éﬁﬁﬂ%l‘ e sﬁ?fc‘FﬂB‘r%’rﬁ&ﬁiﬂ ¥hiehdearboristeen the
ditricbtaramethyt carboiate! brad-aikrdpheayled hlitroferapatepdaie further
regaction:of the residting benzooxazol-2-onecarboxylic acid

ISUTY

R3
R4 o)

Cl
R4 o o }‘N) R2 N>go
N C ki /
RS H =15 }\ N\

R6 o R4

R3

R3 R3
RrR2 - —
>:0 &+ )k + HN, N O

RS N Cl \ /
H
RE R1 RE }\ N
8
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derivative with amines IV (method B). For compounds in which R2 is
hydrogen, the 10 benzooxazol-2-one derivatives Il can also be reacted
with the appropriate isocyanates V R1-N-C' O R3 R3O CIR2R4\0 R4
\~OFONR5N~OR2 RSIHR1R6N R60\R1 IlllI'l 15R3 R3 R4\
() 0 R2 R4 xco >=0 + HN, >==0 RENCICI\R5NR2HR1R6 R6 0N
R1 1IV36 R3 R3R4CO0R4\>=+ () NR5 (/N~H R5H R1 R6 N\

R3

0
R4 0
+ Oe - = >:0
0 =N R5 N
R5 N R1 R6 }\ N
| o g

R6 1

1 v 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 of the
solvent used. Examples of solvents employed are methylene chloride, THF, DMF,
toluene, ethyl acetate, n-heptane, dioxane, diethyl ether or pyridine. If anhydrous
conditions are used, strong bases such as lithium hydride, sodium hydride or
potasgsium tert-butoxide in aprotic solvents such as THF or DMF have also proved
suitable.

The benzooxazol-2-one derivatives employed as starting compounds |l 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 fo illustrate the invention without, however,

restricting it.
Examples

Example 1:

B-Acetyl-2-oxobenzooxazole-3-benzylcarboxamide

100 mg (0.565 mmol) of 6-acetyl-3H-benzooxazol-2-one were dissolved in 5 mi 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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R6 (r) R1 11 V 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 5 usually proved to be
advantageous to operate at from 0€‘to the boiling point of the solvent
used. Examples of solvents employed are methylene chlorlde THF, DMF,

and stiggingfd "&%@J@éé@ DRIRAFROTHIPREHES Y& ORI B B RIeP yTied by
prepar@fyHeYT ‘{PMBOQ%@@HE@MQHI bases aychriamiitiumd e, M+H+:

sodium hydride or potassium tert-butoxide in aprotic solvents such as
3111 THF or DMF have also proved 10 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.
Examiifoeizat, Y. Bresson, A. Mattio, J. Bonnet G. Guillaumet J:Med.Chem

1993, 36, 497-503; t Het. C 1976, 13,
“Acetii&%?ﬂ%ﬁﬁ‘zﬁ?@%@%%erer &?5\/\?9&%}5' ?Irlzstrate the
ention withqut, howe t t 20 E 1

100 mg 0Lt B b ARSI B A Taa s T4 G g bagalogy to

Exnmm@mow i 6ngahyd-3Hdr3zooshzs Zmeelwequyﬂsjeb@éhafeml’i@id%:i mg
%gdi%? n of 90.3 mg (0.678 mmol) of benzyl isocyanate was
(34%)¢ Io rring at 80C for 5 h, addition of the same amount of benzyl
|socyanate once again 37 and stirring at 100C for 5 h. The reaction
Exampiedure was concentrated and purified by

6-Acetyl-2-oxobenzooxazole-3-hexylcarboxamide

100 mg (0.565 mmol) of 6-acetyl-3H-benzooxazol-2-one were reacted in analogy to
Example 1 with 86.2 mg (0.678 mmofl) of 1-isocyanatchexane. Yield: 77 mg (45%),
M+H+: 305.15.

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.
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preparative HPLC (PR18, acetonitrile/water 0.1 % TFA). Yield: 27 mg
(16%), M+H+: 311.1. 5 Example 2:
6-Acetyl-2-oxobenzooxazole-3-(2-methylbenzyl )carboxa m ide 100 mg
(0.565 mmol) of 6-acety|-3H-benzogxazo|-2-one were reacted in analogy
to 10 Example 1 With QQ,R mg (n .%j78 mmnl) of 2-mathylhenzyl
isncyanate. Yield: 63 mg (34%), M+H+: 325.15. Example 3: 15
Examyedtetyl-2-oxobenzooxazole-3-hexylcarboxamide 100 mg (0.565 mmol) of
6-acetyl-3H-benzooxazol-2-one were reacted in analogy to Example 1
2"0’(0'9\?{??@%?@?%9( . @?B?T-ﬁ Bcyanatohexane. Yield: 77 mg (45%),
M+H+: 305.15. xample 4: ,
100 g By BB he FAEAEEHB B MRS5S MAigqy oErample |
with 1 18med) (of S8ehermBHbfotigesy@ratRonmwaieiiersteddn30T@oyyeld: 163 mg

ampl! Wﬁ 112.6 mg (0.885 mmol) of 1-isocyanatohexane in the
(84%)5%@350 %ﬁ hyldiisopropylamine in THE at 70C. Yield: 125 mg (71 %),

M+H+: 297.1. 30 Example 5: 2-Oxobenzooxazole-3-(2-methyl benzyl )ca
rboxam ide 100 mg (0.74 mmol) of 3H-benzooxazol-2-one were reacted in
analogy to Example 1 35 with 130.7 mg (0.888 mmol) of
Examplei§ocyanatomethyl-2-methylbenzene in dioxane at 60C. Yield: 76 mg
(36%), M+H+: 283.25. 38 Example 6: 2-Oxo benzooxazol e-3-h exyl ca
5-ChlorbeXaro i ezodQiroig-® ehmyinahbalix3irtibenzooxazol-2-one were
reacted in analogy to Example 1
100 mg (0.59 mmol) of 5-chloro-3H-benzooxazol-2-one were reacted in analogy to

Example 1 with 94 mg (0.7 mmol) of isocyanatomethylbenzene in dioxane at 80°C.
Yield: 73 mg (41%), M+H+: 303.05.
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Claim

with 113 mg (0.888 mmol) of 1-isocyanatohexane in dioxane at 80C.
Yield: 163 mg (84%), M+H+: 263.13. 10 Example 7: 5-C h to
ro-2-oxobenzooxazole-3-benzylca rboxa mide 100 mg (0.59 mmol) of
5-chloro-3H-benzooxazol-2-one weregeacted in analogy to 15 Example 1
with 94 mg (0.7 mmol) of isocyanatomethylbenzene in dioxane at 80C.
Yield: 73 mg (41 %), M+H+: 303.05. 39 Claims 5 1. A compound of the
formulal R3 R4 ~(r) NR2 RSiR6 N 10 (I) 0 Rl wherein the meanings
are Rl (C5-C16)-alkyl, (C1-C4)-alkylene-(C6-C10)-aryl,
(C1-C4)-alkylene-(C5-C12) 15 heteroaryl,
(C1-C4)-alkylene-(C3-C12)-cycloalkyl, (C6-C14)-bicycle, where aryl,
hetetossylireycfeadddraipicycle may be substituted one or more times by
halogen, (C1-C6)-alkyl, (Cl—Cég-alkyloxy, hydroxy,
(C1-C6)-alkylmercapto,_ amino, (C1-C6)-alkylamino,
di-(C2-C12)-alkylamino; Mend{61-€,6)- alkylaminocarbonyl,
di-(C2-C8)-alkylaminocarbag 1-C6)¢alkoxycarbonyl, 20
(C1-C6)-alkylcarbonyl, B9ano;ftrifludtometRdl, trifluoromethyloxy, (C1-C6)-
alkylsulfonyl, aminosulfonyl; R&hy ;

(0 © ki

wherein the meanings are

R1

R2

(C5-Cap)-alkyl, (C-Cy)-alkylene-(Cs-Cig)-aryl, (C1-Cy)-alkylene-(Cs-Cp)-
heteroaryl, (C4-C,)-alkylene-(Cs-Cip)-cycloalkyl, (Cs-Cy4)-bicycle, where aryl,
heteroaryl, cycloalkyl or bicycle may be substituted one or more times by
halogen, (C4-Cs)-alkyl, (C4-Cg)-alkyloxy, hydroxy, (C+-Ce)-alkyimercapto,
amino, (C4-Cg)-alkylamino, di-(C,-Cz)-alkylamino, mono-(C-Cg)-
alkylaminocarbonyl, di-(C,-Cs)-atkylaminocarbonyl, (C4-Cs)-alkoxycarbonyi,
(C1-Ce)-alkylcarbonyl, cyano, triflucromethyl, trifluoromethyloxy, (C+-Cq)-
alkylsulfonyl, aminosulfonyi;

hydrogen;

R3, R4, R5, R6 independently of one another hydrogen, halogen, (C;-Cg}-alkyl, (C-

Cs)-alkyloxy-(C+-Cs)-alkylene, hydroxy, (C4-Cs)-alkylmercapto, amino,
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25 R3, R4, R5, R6 independently of one another hydrogen, halogen,
(C1-Ce6)-alkyl, (C1- C3)-alkyloxy-(C1-C3)-alkylene, hydroxy,
(C1-Ce6)-alkylmercapto, amino, 30 35 40 (C1-C6)-alkylamino,
di-(C2-C12)-alkylamino, (C1-C6)-alkylearbonyl, COOR?7, trifluoromethyl,
(C1-C6)-alkylsulfonyl, (C1-C6)-alkylsulfinyl, aminosulfonyl, 5
pentafluorosulfanyl, (C6-C16)-aryl, (C5-C12)-heteroaryl, CO-NR9R10O,
O-CO- NR9R10, O-CO-(C1-C6)-alkylene-CO-O-(C1-C5)-alkyl,

NN QWM%C@‘?W%@M‘@’@FQ?J’Q?W%%?’@R?
unsupstl ed or mono 0] stitut a oxX WI

sy it e AA RN o g o Y
halogen Panﬁmmlﬂfmwwlgﬁb{ﬁaﬂfwﬂMGEte}a{hlﬁae)ef&ﬁh@@ufbaﬂﬂéﬁtQ -CO-
R3, R4, RRd¥+ BFU%@%C%@ y’le"r% %b%d(@%r& é&%f@h@%& ~Ca? alkylene-

benzyl; R9 RlO independently of one another hi/dro en, (C1-C6)-alkyl,

-(C6-C16aRI! @519 tetafodRie (€ 3-4RER L) QpangHbstituted or mono- or
(C1- C4)gmwlea%@ﬁﬁ6d©()amh §&Yd34) 20 alkylene-(C5-C12)-heteroaryl,
(C1-C4)-alkylene-(C4-C12)-cycloalkyl, (C8-C14)- bicycle; the tautomeric
forms of the compounds and the physiologically tolerated salts thereof. 25
2. A compButhg eranegératiat racre tinieent & dim stbsiifepsits RBifR4, R5 or R6

(C6- Cla),;aaqysbéﬁll C3) alkylene-(C6- C16) aryl,

C1-C3 | t
(C1-Co) SRR O R LR op205 1 e BRIy RRE 4B RS or
heteroariyh @@Gdﬂﬁy{adjwblcycle may be substituted one or

R7 hydrogen, (C,-Cg)-alkyl, benzyl,

R9, R10 independently of one another hydrogen, (C1-Ce)-alkyl, -(Cs-C1g)-aryl, (Cs-Cy2)-
heteroaryl, (C3-Cy2)-cycloalkyl, {C-Cy)-alkylene-(Cg-Cqg)-aryl, (C4-Cy)-
alkylene-(Cs-C1z)-heteroaryl, (C;-Cy)-alkylene-(C4-Cqo)-cycloalkyl, (Ca-Cia)-
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 (Ce-Caa)-alkyl, (C+-Cs)-alkylene-(Cs-Cqoj-aryl, {(C4-Cs)-alkylene-(Cs-Cio)-
heteroaryl, (C,-Cs)-alkylene-(C4-C4,)-cycloalkyl, (Ca-Cy4)-bicycle, where aryl,
heteroaryl, cycloalkyl or bicycle may be substituted one or
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3541 more times by halogen, (C1-C6)-alkyl, (C1-C3)-alkyloxy, hydroxy,
amino, (C1- 5 C6)-alkylamino, trifluoromethyl; R2 is hydrogen; 10 R3, R4,
R5, R6 are independently of one another hydrogen,
(C1-C3)-alkyloxy-(C1-C3)- alkylene, siydroxy, COOR?7,
(C1-C6)-alkylsulfonyl, (C1-C6)-alkylsulfinyl, aminosulfonyl,
pentafluorosulfanyl, (C6-C16)-aryl, (C5-C12)-heteroaryl, (C1-C6)-
alkylcarbonyl, CO-NR9R10O, O-CO-NR9R10, 15
0O-CO-(C1-C6)-alkylene-CO-O-(C1-C6)-alkyl,
0O-CO-(C1-C6)-alkylene-CO-OH, O-CO-(C1-C6)-alkylene-CO-N R9 R 10;
R7 is hyB3GeHTTE YCBjoaid (befraralot Ko Ravkiomadyerrinamiio. (-
one anothgaiydoden ti@ilet)etily], (C6-Clo)-aryl, (C1-
C4)-alkylene-(C6-C16)-aryl. 3. A compound of the formula | as claimed in
claim 1 or 2, wherein 25 R1 is (C6-C12)-alkyl, benzyl,

R2  (C1-C3)laRyFEPRe(C5-C12)-heteroaryl, (C1-C3)-
alkylene-(C4-C12)-cycloalkyl, (C3-C14)-bicycle, where aryl, heteroaryl, 30
3542 cycloalkyl or bicycle may be substituted one or more times by
halogen, (C1- C6)-alkyl, (C1-C3)-alkyloxy, hydroxy, amino,
(C1-Ce6)-alkylamino, trifluoromethyl; 5

R3, R4, R5, R6 are independently of one another hydrogen, (C-Cy)-alkyloxy-(C+-Cs)-

alkylene, hydroxy, COORY, (C.-Cg)~alkylsulfonyl, (C,-Cs)-alkylsulfinyi,
aminosulfonyl, pentafluorosulfanyl, (Cs-Cqg)-aryl, (Cs-Cao)-heteroaryt, (C,-Cs)-
atkylcarbonyl, CO-NR8R10, O-CO-NRY9R10,
0-CO-(C1-Cg)-alkylene-CO-0O-(C4-Cy)-alkyl, O-CO-(C,-Cq)-alkylene-CO-OH,
0O-CO-(C4-Cg)-alkylene-CO-NROR10;

R7 is hydrogen, (C-Ce)-alkyl, benzyl:

R9, R10 are independently of one another hydrogen, (C4-Cg)-alkyl, (Cs-C1o)-aryl, (C;-

R1

C.)-alkylene-(Ce-Cip)-aryl.

A compound of the formula | as claimed in claim 1 or 2, wherein

is (Ce-C12)-alkyl, benzyl, (C4-Cs)-alkylene-(Cs-C,)-heteroaryl, (C-Cs)-
alkylene-(C4-Cyp)-cycloalkyl, (Cs-Cq4)-bicycle, where aryl, heteroaryi,
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R2 is hydrogen; R3, R4, R5, R6 are independently of one another
hydrogen, hydroxy, COOR?7, (C1- 10 C6)-alkylsulfonyl, aminosulfonyl,
pentafluorosulfanyl, phenyl, (C1-C6)- alkylcarbonyl, CO-NR9R10,
0-CO-NR9R10, O-CO-(C1-C6)-alkylene-CO-O- (C1-C6)-alkyl,
0O-CO-(C1-C6)-alkylene-CO-OH, O-CO-(C1-C6)-alkylene-CO-NR9R 10;
15 R7 is hydrogen, (C1-C6)-alkyl; R9, R10 are independently of one
another ¢yaipaliFho oty alie sabstintedrapewndrofatientsivubeaiogen, (Ci-
claimed gnchai [ rg| i r b is not
hydroge(r?})ZS %?g( %ﬁﬁ% %wﬁoﬂﬁﬁﬁé %ﬁﬁg‘%ﬁ?ﬂg}amﬁﬁgd in
claims 189 {R&h R1 is (C6-C12)-alkyl, benzyl,
-CH2-(Cs-012)-heteroary[, (Cs-C14)-bicycle, where benzy[, heteroaryl or

ry bicycle ng%g,% él,l‘l),stituted one or more times by halogen, (C1-Cs)-alkyl,
(C1-C3)-alkyloxy, hydroxy, amino, (01-Cs)-alkyiamino, triffuoromethyl; R2
is hydrogen; R3 is hydrogen; R4, R5 are independently of one another
hydrogen, hydroxy, mono-(G-Cs)- alkylaminocarbonyl,

RS R R onyl, AU v LA Bae e RS . cooR -
CO-(CliasplKsidryCamnmuisihigntafiuorosulfanyl, phenyl, (C4-Cs)-
O-CO-(Ghkfisaradryie o GR IR0 o C(EREFO)oa kyten g @ NRR-c0-0-

(C4-Cg)-alkyl, O-CO~(C1-Cg)-alkylene-CO-OH,
O-CO-(C4-Cg)-alkylene-CO-NRIR10;

R7 is hydrogen, (C+-Cg)-alkyl;

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

4, A compound of the formula | as claimed in claims 1, 2 or 3, wherein
R3, R6 is hydrogen, R4 or R5 is not hydrogen.



30

12

tn

‘R6 is hydrogen. 6. A compound of the formula | as claimed in claims 1 to

R1

R3

R4, RE

R6

R

5, wherein R1 is (C5-C12)-alkyl or benzyl, where benzyl may be
substituted one or more times by (C1-Cs)-alkyl; 30 3544 R2is
hydrogen; R3 is hydrogen; R4, R54are independently of one another
hydrogen, halogen or (C1-Cs)-alkylcarbonyl; R6 is hydrogen. 7 A
medicament comprising one or more compounds of the formula | as
claimed in claims 1 to 6. 8. The use of the compounds of the formula | in

* which the meanings:are Rin(fa3 Sl (C3idnalkytienenttse 0)-aryl,

(C1-C4)-alkyiene-(C5-C12)- heteroaryl,
(C1-C4)-alkylene-(Cs-C,2)-cycioalkyl, (Cs-C14)-bicycle, where aryl,
heteroarysg¢ibalkyl, tebrychS Mdl bE siHhstitntec)EeCmobiitre svhire
halogep,{ 995&'@%!’ é%&ggg@%wgg)% ﬂ%&%@é one or more times by

(C1-Co)-alkylmercapto, ami -alkylamino,

di-(C2 Eiogeaidiarivndlolio-(G eIk Ay carpsay (G +Cs-alkylamine,
di-(Czamratariswiinocarbonyl, (C1-Cs)-alkoxycarbonyl,
(C1-Cs)-alkylcarbonyl, cyano, trifluoromethyl, trifluoromethyioxy,
alkylsulfonyl, aminosulfonyt; R2 hydrogen, (01-Cs}-alkyl; or R1 and R2

form togétrogdth the nitrogen atom bearing them a monocyclic,

saturated or partially unsaturated 4- to 7-membered ring system or a
bicyclic saturated or partially unsaturated 8- to 14 membered ring system,
of which TWENERRAI members of the ring systems may be replaced by one

to three atoms or

are independently of one another hydrogen, hydroxy, mono«(C-Cg}-
alkylaminocarbony!, di<{C-Cgj-alkylaminocarbonyl, COOR7, (C-Cg-
alkylsulfony!, aminosulfony!, pheny!, (C.-Ce)-alkvicarbonyl, G-CO-NRSR10, O-
CO~{C+-Co}-alkyiene ~CO-0-(C+-Cg)-alkyl, O-CO-(C-Csi-alkylens-CO-OH, O-
CO~(C+-Cs)-alkylens-CO-NRER10;

is i:zydrogen.

A compound of the formula | as claimed in claims 1 to 5, wherein

18 {Ce-C1o)-alkyl or benzy!, whers benzyl may be substitutad one or more
fimes by (C.-Cs)-alkyt;



R3

R4, R5

R8

7.

atomic groups from the series -CHR8-, -CR8R8a-, -(C=R8)-, -NR9-7 a -s-,
-SC)-, -sar, 35 45 with the proviso that two units from the series -0-, -S-,
-SO-, -SOr may not be adjacent; R3, R4, R5, R6 independently of one
another hydrogen, halogen, (C1-&6)-alkyl, (C1-

C3)-q§<¥#y§¥- -C3)-alkylen, hydroxy, (C,-C6)-alkylmercapto, amino,
alkylamiho, di-(Cz-C12)-alkylamino, (C1-C6)-afkylcarbonyt, COOR7,
trrfluoromethyl, (C1-C6)-alkylsulfonyl, (C1-Ce)-alkyisulflnyt, aminosulfonyl,
pentaf uwoepsgdanyt, (G6 C16)-aryl, (CrC12)-heteroaryl, CO-NR9R10,
0O-CO- NR9R10, O-CO-(C1-C6)-alkyiene-CO-0O-(C1-C6)-alkyl,
0-CO-(C1-C6)-alkylene- CO-OH, O-CO-(C,-C6)-alkylene-CO-NR9R10 or
unsubgtitoteghenaaotiosiornpaheiRauhstinged. (Bibews)-alkPeRy)-Bitvicarbony!;
hydrogen, (C1-C6)-alkyl, benzyl; RB, RBa independently of one another
(C1-C6)-alkyt, halogen, trifluoromethyl, COOR7, cyclopropyt,
cycioprBiieRg"R9, RIO independently of one another hydrogen,
(C,-C6)-alkyl, -(C6-C1lo)-aryl, (CrC12)- heteroaryt, (C3-C12)-cycloalkyl,
(C1-C4)-alkylene-(C6-C1lo)-aryl, (C1-C4)- alkyiene-(C5-C12}-heteroaryt,
(C1-CAalSAsRY CATEHSNG PRROIKYR F CBIREPANdSi S) &N fterla t Gmeiatned in

claims 1 foBns of the compounds and the physiologically tolerated salts thereof for

R1

R2

producing a medicament for the treatment and/or prevention of disorders
of fatty acid metabolism and glucose utilization disorders. 9. The use of

the cofpoaR @S e threrfpericia af dkedinmidd iinckivs a8 e BB IA™

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

in whigh Bsulif JeHeRNCQISENRNSE 2aryt, (C,-C)-alkyiene-(Cs-Crz)-
heterc:-aryl, (C1-Cq)-alkyiene-{Cs-Coo)-cycioalkyl, (Ce-Csg)-bicycle, whare aryl,
netercaryl, cycioalky! or boycle may be substituted one or more times by
haiogen, {C.~Cgl-alkyl, (C+~Cs)-alkyloxy, hvdroxy, (C.-Cej-alkyimercapto,
amino, (C-Cg)-alkylamino, di-{Co-Cip)-alkyiamino, mono-(C.-Cg)-
alkylaminocarbony!, di-(C.-Cgl-alkylaminocarbonyt, (C.-Cg)-alkoxysarbonyi,
{C+-Csi-alkylcarbonyl, cyane, trifluoromethyl, triflucromethvioxy, (C-Ce)-
alkyisuifonyl, amincsulfonyt;

nydrogen, {C-Cg-alkyt; or

RiandR2  form tegether with the nitfrogen atom bearing them a monocyclic, saturated or

partially unsaturated 4- to 7-membered ring system or a bicyciic saturated or
partially unsaturated 8- o 14 mambered ring system, of which individua!
members of the ring systems may be replaced by ons fo three aioms or
atomic groups from the series -CHRE-, -CR8R8a-, -(C=R8)-, -NRS- -C{=0)-,
-0, -8 ~80-, -850,



10. The use of the compounds of the formula | as claimed in claims 1 to 6
or 8 for producing a medicament for the treatment and/or prevention of
diabetes mellitus and the sequelae associated therewith. 11, The use of
the compounds of the formula | afélaimed in claims 1 to 6 or 8 for

producifty Menseissmag{es thadratestamdioLpeveptiongh. g0, may
dyslipide iasgand the sequelae thereof. 12. The use of the compounds of
the fofr‘ﬁ& PRI %ed in claims 1 to 6 or 8 for producing a medicament

for the treatment and/or prevention of conditions associated with the

R, Ra, REIRROIC sy RliaRodsty oo aaline ARmRaLdBRidlE [RINUIRER (o

claimed in claims 1 to 6 or 8 for producing a rmedicamén

treatmentHRARY treventdivEre shamSHs aesenratad matsarsa RBinPIHE ~Co)-
level. %yﬁmn@@%@eﬁpﬂmmptmzpmwlaalraﬁr%i%t/ﬁ@mplaims

1 to 6 1.8 for_producing. icament far treatment and/or

oreve Ao Clop e BGGTUAR. (o e LU TG ECHSH R

the forpentafiuasosidianed (FolxonerylidE-6ra-neteombihUOANRERAD|d2l0-
one fugikeragtivedearedientipnpedecne aonedicapaniionrig. . aikyiene-

treatment and/orﬁé(_evention of disorders.in which insulin resistance Is
involvet? HT Aarotdss o BotRRSHy G- N e HNSyibsiiietrg eraeio- or
more @bihé-eumginied3Coidkeafiyimyta | as claimed in claims 1 to 6, which

comprises mixing the latter with a pharmaceutically suitable carrier and
converting this mixture into a form suitable for administration. 3547 17. A

R7  procedw#rgsodarites-aiap R of the general formula | with R2

hydrogen as claimed in claims 1 to 6, which comprises reacting
benzooxazol-2-one derivatives of the formula I] with isocyanates of the
R8, Raaf Ormulg%p@%gﬂr_gffrﬁsanoé\er J&-&J-a&yﬁ‘, hg}/cgan, tr%luoromethyi, CQOOR?,

cyclopropyl, cyciopropyiene;

RE, R10 independently of one another hﬁidrogen‘ {C1-Ce)alkyl, (Cs-Ciop-aryl, (CsCTip)-
neteroaryl, (Cz-Cyp)-cycloalkyl, (C,-Cy)-alkyiene-(Ce-Cypl-aryl, (C-Cy)-
alkylens-(Cs-Cro-heteroaryl, (C+-Cy)-alkylene-(C-C,)-oyvoloalkyl, (Ce-Coo)
bicycie;

the tautomeric forms of the compoeunds and the physiclogically tolerated salts thereof for
producing a medicament for the treatment and/or prevention of disorders of fatty acid
metabolism and giucose ufiiization disorders.

8 The use of the compounds of the formula | as ciaimad in claims 1 to 6 or 8 for

progucing a medicament for the treatment and/or prevention of disorders in which insuiin
resistance is invoived.
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10. The use of the compounds of the formula | as claimed in claims 1 to 8 or 8 for

producing a medicament for the freatment and/or prevention of diabetes mellitus and the

seguelas associated therewith,

11. - The use of the compounds of the formuia | as claimed in claims 1 to 6 or 8 for

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

-segualae thereof.

12. The use of the compounds of the formuia | as claimed in claims 1to 8 or 8 for
producing a medicament for the treatment and/or prevention of conditions associated with

the metabolic syndrome.

13. The use of the compounds of the formula | as claimed in claims 1106 or 8 for |
producing a medicament for the freatment and/or praveniion of condifions associated with

reduced HOL jevel.

14, The use of the compounds of the formula | as ciaimed in claims 1 to 6 or 8 for
producing a medicament for the treatment and/or prevention of atheroscierctic disorders.

15, The use of the compounds of the formula | as cleimed inclaims 1108 or8in

combination with at least one further active ingredient for producing s medicament for the
{reatment and/or prevention of disorders in which insulin resistance is involved,

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

of the formula | as claimed in claims 1 to &, which comprises mixing the latier with a

pharmaceutically suitable carrier and converting this mixture into a form suitable for

administration.
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17. A process for preparing compounds of the general formula | with R2 hydrogen
as claimed in claims 1 to 8, which comprises reacting benzooxazol-2-one dervatives of

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