WD, 2006/ 131231 PCT/ EP2006/ 005095 Descri ption AZOLOPYRI DI NE- 2- ON

DERI VATI VES AS LI PASE AND PHOSPHOLI PASE 5 | NHI Bl TORS The present invention
rel-ates to azol opyridi n-2-one derivatives of the general  formula I, to
‘their pharnmaceutically useful salts and to their use as nedicinal

‘subst aw@tgﬂoé/q?,q:ggpounds of similar structure are knoppTiEprdd0d3F6653.

However, ese are 'used as fungicides. Conpounds having an inhibitory

ef fect on hornone-sensitive |lipase are described in the prior art for
e’xarrplﬂ:? ianSDZOOM 035550, W2005/ 073199 or WO03/051842. 15 Conpounds with
an i niBTEE et fect on endothelial |ipase are described in the prior art
for exanple in W2004/ 094394, W2004/094393. It is an object of the present
i.nvention to\provi de conmpounds whi ch have an_ inhibi tor¥I effect_on

hor morAZQLRRYRIINE-2-ON DERIMALVES A LIPAsH: ANDEHORRPHRILRASH rel ates to

azel opyk Al ne derivatives of the general fornulal 6X~-X1Y 1l f)O SX
IC%RZHNHI%‘-GR% (1) in which the meanings are: 2 X identically or
differently =C(-R)- or =N-, where at |east one and at nost

The present invention relates to azolopyridin-2-one derivatives of the general
- formula |, to their pharmaceutically useful salts and to the'ir use as medicinal
substances. |
10
o 'Compounds of similar structure are known from EP 1275653. However, these are
used as fungicides. ,
Compounds having an inhibitory effect on hormone-sensitive lipase are described in
~ the prior art for example in W02004/035550, W02005/073199 or WO03/051842.
15 Compounds with an inhibitory effect on endothelial lipase are described in the prior
- art for :example in WO2004/094394, WO2004/094393.

It is an object of the present invention to provide compounds which have an
inhibitory effect on hormone-sensitive lipase or endothelial lipase. .

20
The invention relates to azolopyridin-2-one derivatives of the generaf formula |

.
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~in which the meanings are:



two =C(-R-)- is replaced by =N-; Y -0- or -S-, 5 Ridentically or
differently hydrogen, hal ogen, (G -C6)-al kyl, (Cl1-C3)-
al kyl oxy- (C1- C3) - al kyI ene, hydroxy, (Cl-GC6)-alkyl nercapto, am no,
(G -Co)-al kyl am no, -(C2-C12) - al kyl am no, (C, -0C6)-al kyl carbonyl, COOR3,
trifluoromethyl, (G -C6)-a| kyl sul fony , (d-C6)-alkylsulfinyl, 10
am nosul fonyl , pentafluorosul fanyl, (C6-Ci o)-aryl, (C5-Cl2)-heteroaryl,

CO NRgR7, O CO- N cl - = | eng- O - - ‘

0 o (- 06) - al HS}?&W@” r@‘%%ﬁ%ﬁﬁ r@r,%%egﬁé%g@%%ﬁg% tmost
unsubsti tuted or “R r,gn@ pYadedshipshLt uted (G -C6)- al kyloxy; 15 Rl is
(C4-C16)-al kyl, (Cl1-C4)- aI kyI ene- (C6-Clo)-aryl, (CT-C4)-al kyl ene- (C5-
C12) - het eroaryl (CI C4) - al kyl ene- (C3-C12) - cycl oal kyl, (C3$-Gi 4)-bicycle,
vvhereYaryI het epo ryk, cycloal kyl or bicycle nay be substituted one or
nmore tinmes by ha 3’ n; '(Cl- C6) - al kyl, (Cr-CS)-aI kyl oxy, -hydroxy, (G 20
C6)- al kyl mercapto, am no, (G -C6)- aI kyI am' no - (C2- C12) al kyl am no,

mono- (Cl - C6) - al kyl anmi nocar honyl kyI a arb nyl, (G -
C5) - alkoxycar bor\%ﬂmtm@@ coiftesent f&)é{ir%ﬂﬂbl ha'@?%!’hdcﬁ 61) Mﬂy(

yerogen. (1> G RRGTE G ARG DKy (TR0 L0 HS,  Sgen at om

t7)ear |mr;g tgem a r(ﬁmmyalhytammsaduﬁlt-@@ mikantnoaI(GZyOe)aaMyl(tamm} 4- to
-7-menbered rin t d 8-
e et I oy

sygtenms may be én%ﬁbélﬂﬁﬁymbe?ﬁfhﬁldo‘?oéﬁlfa%%l EQITH  ParyRI(CHIC  ShRSaryl,om t he

SeHe CO-NR6R7, O-CO-NR6R7, O-CO-(C4-Ce)-alkylene-CO-0-(C1-Ce)-
alkyl, O—CO—(C1—Cs)-aikylené-CO-OH 0-CO-(C1-Cg)-alkylene-CO-
NRG6RY7 or unsubstituted or mono- or poly-F- substltuted (C1-Ceg)-
alkyloxy, -
15 .
~ R1 is (C4-Ce)-alkyl, (C1-Cy)-alkylene-(Cs-C1o)-aryl, (C1-Cs)-alkylene-(Cs-

C12)-heteroaryl, (C4-C4)-alkylene-(Cs-Cyz)-cycloalkyl, (Cs-C14)-bicycle,
where aryl, heteroaryl, cycloalkyl or bicycle may be substituted one or
more times by halogen, (C+-Ce)-alkyl, (C1-Ca)-alkyloxy, hydroXy, (Cs- |
20 Cs)-alkylmercapto, amino, (C4-Cg)-alkylamino, di-(C2-C12)-alkylamino,
' mono-(C1-Cs)-alkylaminocarbonyl, di-(C2-Cs)-alkylaminocarbonyl, (Cs-
Ce)-alkoxycarbonyl, (C+-Ce)-alkylcarbonyl, cyano, trifluoromethyl,
trifluoromethyloxy, (C+-Ce)-alkylsulfonyl, aminosulfonyl;

25 R2 ' is hydrogen, (C4-Cg)-alkyl; or

‘R1and R2 form together with the nitrogen atom bearing them a monocyclic,
~ saturated or partially unsaturated 4- to 7-membered ring system ora
bicyclic saturated or partially unsaturated 8- to 14-membered ring
30 system, of which individual members of the ring systems may be
| réplaced by bne to three atoms or atomic groups from the series
.-CHR4-, -CR4R5-, -(C=R4)-, -NR6-, -C(=0)-, -O-, -8-, -80-, -502-,



-CHR4-, -CR4R5-, -(CR4)-, -NR6-, -C(=O-, -0-, -S, -SO, -S2-, 3 wth
the proviso that two units fromthe series -0-, -S, -SO, -S2- nmay not be
adj acent; R3 hydrogen, (G -C6)-alkyl, benzyl; 5 R4, R5 identically or
di-fferently (G -C5)-al kyl, halogen, trifluoronmethyl, COOR3, .cyclopropyl,
cyclopropyl ene; R6, R7 identically orgdifferently hydrogen, (Cl-GC6)-alkyl,
-(C6-ddo)-aryl, (C5-C2)- 10 heteroaryl, (C3-Cl2)-cycl oal kyl,

~(C1-C4) -al kyl en_e-.% -Cl(é))}far | G -CA) - vl ene- (£5- Ch2) -hgt er. I,
~(C1-c4) - al kyl ene?! @‘-‘ﬁ?r lsc‘:"yti‘?&gh%}?‘%?”(’@‘éfff'ggi c@gr%’ th%ét SUbOher | ¢
~forms of the cormpaymdsbanrdjddemt;physi ol ogically tol erated salts 15 thereof.
Preferred conpounds of the fornula | are those in which 20 Rl is

(Cs-C15) -al kyl, (C1-CA4)-al kyl ene-(C6-Clo)-aryl, (d-C4)-alkyl ene-

(C5-Cl2)-hetero I | ~C4) ~al I&;}ﬁ-.CB-ClZ)-cycloal kyl, (C8-d 4)-
bi cycl'e] where g{r%élr?g rﬁt@@a@%’&cyc gé’tl kyl or bicycle may be substituted

ong or nore tines by hal ogen, P-C6)-al kyl, (Cl-C3)-alkyl oxy, hydroxy, _
(C-Co)-al kyl mercapto, amno, ( 1-06%:-al | amj no, di-(C2-Cl2 | am no,
rono- (R4-kB) - al u%@ﬂﬁ&%@&ﬂa‘g@wnt@ (- dzaf&') ﬁ%ﬁ@»&ﬁ#ﬁ%ﬁ%&hﬁ?e’w
(d-Co)-al koxyc ( P | carbonyl, cyano, trifl.uoronethyl, _
trifluoronethyl ?Q’?Wéﬁxl 1@&9?@%1‘ onyl, . am nosul fonyl. 30 Particularly
preferred conpounds of the formula | are those in which 4 X‘is identically
or ,dl fl{&rIg'Pt 'y _igéﬁt@a_lly%rr di_fl’\cle_rénff\g] Rydrogen, (_C%Csiglf(yll iCa-Cm)-aryl, (Cs-Cra)-
10 ' heteroaryl, (C3-C12)-cycloalkyl, (C4-Cg)-alkylene-(Cs-C1o)-aryl, (C1-Ca)-
alkylene-(Cs-C12)-heteroaryl, (C1-C,)-alkylene-(Cs-Cqz)-cycloalkyl,
(Cs-C14)-bicycle; | :

the tautomeric forms of the compoUnds and the physiologically tolerated salts

15  thereof.

Preferred compounds of the formula | are those in which

20 Rt _is (C5-Cqe)-alkyl, (C1-C4)-alkylene-(Cg-Cio)-aryl, (C1-Cy)-alkylene-
| (Cs-C1z)-heteroaryl, (C1-Cy)-alkylene-(Ca-Ciz)-cycloalkyl, (Cg-C1a)-
bicycle, where aryl, heteroaryl, cycloalkyl or bicycle may be substituted
one or more times by halogen, (C4-Cg)-alkyl, (C4-Cz)-alkyloxy, hydroxy,
(C+-Ce)-alkylmercapto, amino, (C+-Ce)-alkylamino, di-(C-Cro-
25 o alkylamino, mono-(Cs-Ce)-alkylaminocarbonyl, di-(C2-Cg)-
' alkylaminocarbonyl, (C4-Cg)-alkoxycarbonyl, (C4-Cg)-alkylcarbonyl,
cyano, trifluoromethyl, trifluoromethyloxy, (C4-Cg)-alkylsuifonyl,

aminosulfonyl.

30 Partic_ularly preferred compounds of the formula | are those in which



replaced by =N-; Yis -0-, -S-; 5 Ris identically or differently

hydr ogen, hal ogen, (Cl-C6)-al kyl, hydroxy trifluoronethyl,

‘nmono- ( Cl- C6) - al kyl ami nocar bonyl , -(C2-C8) - al kyl am nocar bonyI COOR3,
(C1-C6) - al kyl sul fonyl, am nosul fonyl (C6-Clo)-aryl, (Co- 012) het eroaryl,
(C1- C6) - al kyl carbonyl, CONR6R7, 10 CO NR6R7,

O CO (C1-Co) - al kyl ene-CO- O (C1-Co) - al O CO (C1-Co)-al kyl ene- CO- NR6R7

(co- Cr9) “al kyl - peie AR/ -Cé%is&af'ﬁf hestanofRine 15 '

o (C5 C12) - het er oaiplaced®h £8);- al kyl ene- (C4- C12) - cycl oal kyl, (Cg- C14)

bi cycle, where aryl,. heteroaryl cycl oal kyl or bicycle may be substituted
one or nore tines by hal ogen, (Cl C6) -al kyl, (Cl-C3)-al kyl oxy, hydroxy,
am no,,,( Cl- C6) - I?kéiag no, trifluoronethyl; 20 R2 is hydrogen,

(C1- C6\§ al kyl ; and R2 together with the nitrogen atom bearing them
arg a nonocyclic, saturated 5- to 6 rrenbered ring systemor a bicyclic

~sat ted i tiall t t nb t f which
25 | ndRvi dusl aRIRATIOGN Bra ”"ﬁ/ R TRIOGE BTA Bl IVBHEk o ¢ hr eo
at orms or at oni ¢ (g QR dih ATHIB-RBLE A IkyTocarSBHIRRII(CoLGF ) - - NRE-

-0-, -S, wth the provis n|t rom-t series -0-, -S— may not

be adj acent; 30 d@ylasirocdrioosm, COORE:E{Q&I@W!RyIMMyI angnosuifong®s ar e
| dentical |y or glf:f@];ﬁ@gg}ylér@( %mﬁzaterogl)ﬂ ( 6&5%&” cart[x')rwl ueboﬁﬁ%w COORS,

.cycl opropyl,
10 : O-CO-NR6BR7, O-CO-{C4-Cg)-alkylene-CO-O-(C4-Cg)-alkyl, O- CcO-
(C1-Ca)-alkyiene—CO-NRGRT or unsubstituted or mono- or poly-F-

substituted (C4-Cg)-alkyloxy;

R1 : is (Cg-Caz)-alkvl, (01-Cg)-alkylene-(Cs-Cio)-aryi, (C1-Cz)-alkylene-
15 (Cs-C12)-heteroaryl, (C4-C3)-alkylene-(C4-C1z)-cycioalkyl, (Cg-Ci4)-
| bicycle, where aryl, heteroaryl, cycloalkyl or bicycle may be substituted
one or more times by halogen, (C1+-Cg)-alkyl, (C1-Cs)-alkyloxy, hydroxy,
amino, (C4-Cg)-alkylamino, trifluoromethyl; '

20 R2 is hydrogen, (C4-Cs)-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

25 - individual members of the ring systems may be replaced by one to
three atoms or atomic groups from the series -CHR4-, -CR4R5-,
-(C=R4)-, -NR6-, -0O-, -S-, with the proviso that two units from the

series ~0—, —S— may not be adjacent;

30 RS : is hydrogen, _(C1-Cs)-alkyl, benzyl;



R6, R7 are identically or differently hydrogen, (Cl-C5)-alkyl,

- (CB-Clo)-aryl, 5 (C5-C12)-heteroaryl, (C3-Cl12)-cycloalkyl,

" (Cl1l-C4)-al kyl ene-(C6-Cio)-aryl, (Cl-C4)-alkyl ene-(C5- 012) het er oar yl ,
(Cl-A) - al kyl ene- (C4-C12) - cycloal kyl, (C8-Cl14)-bicycle. 10 Particul arly
preferred conpounds of the formula | @re al so those in which Xis
identically or dlfferently =C(-R)- or =N-, where at | east one =C(-R-)- is

1Bl a5 AE TN I8 ohlox i 0L SR bRt PRl hens
mono- ( C1- Co) - al k&b@RS’Qﬁ/@Fo%%WI Cﬁqur@é%gﬁé— al kyl am nocar bonyl , COCRS,

(C1-C6) - al kyl sul fonyl, am nosul fonyl (C6- Clo) -aryl,
(C5 Cl12) - het eroaryl , (Cl CB) - al kyl carbonyl, CO NR6R7, O CO NR6R7,

| kyl CO: O— z wad kyl - < ahkyl - CO- NR6RY
‘or unng% %u? e rgﬁcri'%%twglfyg %&%M‘@BQ?' @%é)%iﬁ(%% Z'af%gy, 25 Rl is
C12 | kyl , - d
(B E 1 crostieiisae o Sl Ctaaic oot
bi cycl e, where d’r@ W@Qﬁi( - 1235}@’[@'@3@1 (GrCpraliidpee ﬁycb@ substituted

one or nore ti )-al kyl, (Cl-C3)-al kyl oxy, hydroxy,
ani no, (Cl-C6) ”q‘ﬁ/l%@é I{Wr"e%?fn1? é]gé%’%gnet hyl; 30 R2 is hydrogen; or 6 Rl and
R2 together with the nitrogen atom bearing themare a nonocyclic, saturated

5- to 6-nenbered ring systemor a bicyclic saturated or partially
unsaturated 9- to 10 nenbered ring system of which individual nenbers of

the T IPMHiCYEHS PreBRbd RBnfiRInAS A thY R4 Pare also those in which

X IS |dent|cally or differently =C(-R)- or =N-, where at least one =C(-R-)- is
replaced by =N; '

15 Y - is -O-or -S-;

'R is identiéally or differently hydrogen, halogen, (C4-Ceg)-alkyl, hydroxy,
~trifluoromethyl, mono-(Cs-Cs)-alkylaminocarbonyl, di-(C2-Cs)-
| alkylaminocarbonyl, COOR3, (C-Cg)-alkylsulfonyl, aminosuffonyi,
20 L (Ce-Cro)-aryl, (Cs-Ciz)-heteroaryl, (C1-Cs)-alkylcarbonyl, CO-NR6R7,
O-CO-NR6R7, O-CO-(C1-Ce)-alkylene—CO¥O—(C1-Ce)—alkyl, O-CO-
(C1-Cs)-alkylene-CO-NR6R7 or unsubstituted or mono- or poly-F-
substituted (C1-Cg)-alkyloxy; '

25 R1 is (Cs-C12)-alkyl, (C4-Cy)-alkylene-(Cs-C1p)-aryl, (C1-Cz)-alkylene-
(Cs-Cqz2)-heteroaryl, (C1-Cz)-alkylene-(C4-C12)-cycloalkyl, (Cg-Ci4)-
bicycle, where aryl, heteroaryl, cycloalkyl or bicycle may be substituted
one or more times by halogen, (C+-Cs)-alkyl, (C1-Cz)-alkyloxy, hydroxy,
amino, (C4-Ce)-alkylamino, trifluoromethyl;

30

R2 is hydrogen; or



5 three atons or atom c groups fromthe series -CHR4-, -CRAR5-,  -(C=R4)-
-NR6-, -0-, -S-, with the proviso that two units fromthe series -0-, -S
may not be adj acent R3 is hydrogen, (C -C6)-alkyl, benzyl; 10 R4, R5 are
identically or di fferently (Cl-Co6)-al kyl, halogen, trifluoromethyl, COOR3,
cyclopropyl, cyclopropylene; R6, R7 g e identically or differently
hydrogen, (CI-CG) al kyI (C6-Clo)-aryl, 15 (C3-C12)-cycl oal kyl,

crbodi VEAT 67 { RRITBR i ek Bl BRI yor

differently hydrs@ﬁﬁ@teo(@ to@meathkdfedaing %%)er%ﬂblcytﬂicoﬁthwted Breferred

-corrpounds of the formula | are also those in which fp05| ion 5 6 and 7

is identicall'y caréalyfusahinajedgy(tox)a melnﬂ.b%glrmgowstﬁmso . Further
preferred corrpobw(g&dggl %%ﬁt%e%'&" %&%ﬁsﬁaﬂﬁsﬁaﬂ/ rﬁe"i@b%%eé > ee GAppropriate

in position 4 rogen’ In lon 5 or 6 is
=-R - with R nbtechytdnaganatoiie grqmmstfrdmltm bar[@s eCelR4ed- @BﬁBSunds of the

f la | ‘th which 7 - | kyl,
benzyl . (G- C3) .-Egs%it“new'fe@ P2y Shevihihe provisahasiyd Bt tom e+
al kyl ene- (C4- C12), cb:)al_l%_ 8% e %’ée@(c' e, where benzyl, heteroaryl,
e &d By |

cycl oal kyl or b| cyc bstitut hal ogen, (d -C6)-alkyl,
(A -C3)-al kyl oxy or trlfl uoromethyl; R2 is hydrogen; or 10

R3 is hydrogen, (C1-Ce)-a-lkyl, benzyl;
10 ' | _
R4, R5 are identically or differently (C¢-Cg)-alkyl, halogen, trifluoromethyl,
COORS, cyclopropyl, cyclopropylene;
R6, R7 are identically or differently hydrogen, (C4-Cg)-alkyl, -(Ce-Cro)-aryl,

15 (Cs-C1z)-cycloalkyl, (C1-Cs)-alkylene-(Ce-Cro)-aryl.
in a further particularly preferred embodiment of the compounds of the formula 1,

R6, R7 are identically or 'differently hydrogen, (C1-Ce)-alkyl or (Cs-Ce)-
20 cycloalkyl. | '

Preferred compounds of the formula | are also those in which

X in position 5, 6 and 7 is identically or differently =C(-R)-, in position 4 is
25 =N-, '

Further preferred éompounds of the formula | are those in which

X where appropriate in position 4 or 7 is =C(-R)- with R = hydrogen, in
30 " position 5 or 6 is =C(-R}- with R not hydrogen.

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



- Rl and R2 together with the nitrogen .atom bearing themforma nonocycli c,
saturated 5- to 6-nmenbered ring system of which.individual nmenbers of the
ring systens nay be replaced by one to two atons or atomic groups fromthe
series -CHR4-, -NR6-, in which R4 is as defined 15 above, and R6 is

(C1-C6)-al kyl or cyclopropyl. In one enbodinment of the conpounds of the .
formula I, Xis identically or differently =C(-R)- or =N, where one
=C(-R-)- is 20 replaced by =N-; In one enbodi nent of the conpounds of the
formulal, Yis -0-. 25 1n anot her embodi nent of the conpounds of the

- formuba I, Y i§s5:0-.-4n a particular embodi ment of t he conpounds of the
formula I, R2is hydrogen 30 Further very particularly preferred

conpounds of the formula | are those in which Yis -0-; 8 Ris

dent | t h I k I R1

e T N RS G S ol SR

-~ al 5?” elnE l(Cgr Célzg)c[k)gg?-gi k}g&e) ?}cﬁllﬁ%ﬂ({%ﬁ@@-@i@c!%e tbenzyl heileeomwbaryl

~ cycloa

(- 3)- 4l koxy siborin abPisEeITRY b WEQ%FOQ%%éugL@& ery
particularly pre(befds?—%ll&ﬂmipé’r‘ﬁﬁut?ﬂcon’i&ﬁyﬁOr mula | are also those in which

R2 is hydrogen; or
10 | |
R1 and R2 together with the nitrogen atom bearing them form a monocyclic, .
saturated 5-to 6.-mem.bered ring system, of which individual members
of the ring systems may be replaced by one to two atoms or atomic
groups from the series -CHR4-, -NR6-, in which R4 is as defined
15 - above, and R6 is (C4-Cg)-alkyl or cyclopropyt.

In one embodiment of the compounds of the formula |,

X is identiéally or differently =C(-R)- or =N-, where one =C(-R-)- is
20 replaced by =N-; | |

In one embodiment of the compounds of the formula |,
Y is -O-.

25 In another embodiment of the compounds of the formula |,
Y is -S-.

Ina particular embodiment of the compounds of the formula |,
- R2 is hydrogen.
30 |
Further very particularly preferred compounds of the formula | are those in which |
Y is -O-;



Yis -0-; 15 Ris identically or differently hydrogen, hal ogen or
- (Cl C6) - aI kyl; RL is (C6-C12)-al kyl, benzyl, -CH2-(C5-Cl12)-heteroaryl,
- CHz2- (C4- 012)- cycl oal kyl, (C8-C14)-bicycle, where benzyl, heteroaryl,
cycl oal kyl or 20 bicycle nmay be substituted by hal ogen, (Cl-C6)-alkyl,
(Cl-C3)-al koxy or * trifluoromethyl; i s hydrogen. 25 Further very
particularly preferred conpounds of the formula |-are also those in which
Yis -0-; 30 Ris identically or differently hydrogen, hal ogen or
~(Cl1-Cg)-alkyl; 9 Rl is (C6-CJ2)-al kyl, benzyl, -CH2-(C4-Cl2)- cycl ohexyl ,
i ndanyh, tetrahygds rahst Ybq) @Kyl
S tet raﬁ?/dronapht h§|m€aﬁ’2¥tﬁ%su ttﬁtrggﬁégén W{%&hmﬂfoxydl‘gmm Ei S hydrogen
The invention relates to conmpounds of the formJIa | in the formof their

| |
2T abt Rboner o arR CHEOTHRAbRRITE O ISR E RN P«
the substituent siRiefd- (CB@12)E€3ycid:é4kyl R‘@g-@ﬁ)-@WCW wrfm b@ﬂzﬁl héieroaryl,

strai ght-chai n or ‘branched en is fluorin | orine, brom ne or .

iodine, in particygloatky pubtqyﬂl@ l’ﬁ&\Y@IQIMSH@ted'hlé h@l%&ﬂ“ 4adCal-Ri¥kne radical s
- may be substit y suitable groups 15 Aryl neans an
aromati c car bocﬁ;l @9%03& d(;ﬂﬁﬁll'&?gfeqhﬁh ng system whi ch conprises 6

R2 is hydrogen.
10 - '
~ Further very particularly preferred compounds of the formula | are also those in
which
Y is-O+
15 _ ) _
- R - is identically or differently hydrogen, halogen or {C+-Cs)-alkyl;
R1 ~ is {Cs-C12)-alkyl, benzyl, ~CHz-(Cs-C1z)-heteroaryl, -CH3-(C4-C12)-
cycioalkyl, (Cgs-C1a)-bicycle, where benzyl, heteroaryl, cycloalkyl or
20 bicycle may be substituted by halogen, (C4-Cs)-alkyl, (C4-Cs)-alkoxy or
triffuoromethyl;
R2 is hydrogen.

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

which
Y is -O-:

30 R is identically or differently hydrogen, halogen or (C4=Ce)-alkyl;



to 10 atons in the ring or in the rings. The aryl radicals may be
substituted one or nore times by suitable groups. 20 Heteroaryl is a nono-
or bicyclic aromatic ring systemhaving 5 to 12 ring nmenbers, in which at

| east one atomin the ring systemis a heteroatomfromthe series N, 0 and
S. Suitable "heteroaryl rings" or "heteroaryl radicals" are, for exanple,
benzi m dazol yl , benzofuranyl, benzothi ophenyl, benzoxazolyl, benzthiazolyl,

25 b Y t.et [yl , j th [yl ,

o nori 227 Y b CoRrRSalg Betin A6 e aﬁpqvﬁ@a%ﬁ“z' PWol vl

1,2,3- oxad| azol Ytletraﬁy&oﬂaﬁﬁﬂlﬂd g lbenz, %yéloﬁéx?\ﬂ' lﬁéQhWor

1, 3, 4- oxadi azol yI ﬁyl’l m di nyl yrazi nyI pyrazo ridyl, pyrrolyl,

‘thiazolyl, 1,2, 3etrahgdroazphijyl "@yzb&lﬁlﬂbﬂtl&dﬁdiM(Qr&/@aﬂ( -t hi adi azol-yl
1, 3,4-thi adi azol yl,  thiophenyl. 30 Prefered heteroaryl radicals are

t hi ophenyl, pyrazolyl and pyridyl. The heteroaryl rings or heteroaryl
ragi cgRs nmay be ,§|u,lyatdgtent ed one or nore times by suitable groups. 10 A .

cycl oal kyl radi cal a ring system which conprises one or nore rings and
which is in saturated or partlally unsaturated (with one or two double
bonds) ﬁ.ggh f I . The

cycl oa Trié) radi cg&s‘&%at?/ e 'su s ﬁﬁlﬁ%?rgﬁjﬁ{gwﬁ%&ﬁﬁ&%naééisw tabl e

groupsraceﬁxa&sqyaéanmmrbscayﬁlpureremlagtlemmrmwd/ﬁmtbblralraestemoswrsuraantied or
parti al | aturated form and which, apart from carbon, nmay al so conprise
one orm "@S 'Pbat ons such as, for exanple, nitrogen, oxygen or sulfur.
Thps definition also includes ring systenms which conprise a fused benzene
nucl eus. Exanpl es which nmay be 10 nentioned are the tetrahydronapht hyl,

al pha-Th;er albglt&nd alkylahemadicia}sdaﬂlyeb substitteotsrR1R10R2yR3; Bdi B&I R6pmst BY r ed

g: g;y/&m%y ﬁ,g%, gr §tr%r55t- &E'elﬂf %h% ng{%g%q & f8rine thBrifle Profing or "€

iodine, in particular fluorine or chlorlne. The alkyl and alkylene radicals may be
substituted one or more times by suitable groups |

15 '
Aryl means an aromatic carbocyclic mono- or bicyclic ring system which comprises 6
to 10 atoms‘in the ring orin the rings.
The aryl radicals may be substituted .one or more times by suitable groups.

20 Heteroaryl is a mono- or bicyclic aromatic ring system having 5 to 12 ring members,
in which at least one atom in the ring system is a heteroatom from the series N, O
and S. '

Suitable "heteroéryl rings” or "heteroaryl radicals” are, for example,
benzimidazolyl, behzofuranyl, benzothiophenyl, benzoxazolyl, benzthiazolyl,
25-  benztriazolyl, benztetrazolyl, benzisoxazolyl, benzisothiazolyl, quinolinyl, furyl,

furazanyl, imidazolyl, 1H—iﬁdazoly|, indolyl, 1,2,3-oxadiazolyl, 1,2,4-oxadiazolyl,

 1,2,5-oxadiazolyt, 1,3,4-oxadiazolyl, pyrimidinyl, pyrazinyl, pyrazolyl, pyridyl, pyrrolyl,
‘thiazoly[, 1,2,3-thiadiazolyl, 1,2,4—thiédiazo|yl, 1,2,5-thiadiazolyl, 1 ,3,4-thiadiazolyl,
thiophenyl. ' . ' _

30 Prefered heteroaryl radicals are thiophenyl, pyrazolyl and pyridyl. The heteroaryl

rings or heteroaryl radicals may be substituted one or more times by suitable groups.



nore tines by suitable groups. 15 Pharmaceutically acceptable salts are,
because their solubility in water is greater than that of the initial or

- basi ¢ conmpounds, particularly suitable for nmedical applications. These
salts nust have a pharmaceutical |y acceptable anion or cation. 20 Suitable
pharmaceutical Iy acceptable acid addi4ion salts of the conpounds of the

i nvention are salts of inorganic acids such as hydrochl oric acid,

hydr ob
o gani ey Baaang & fing FYSBRMHPER Sorbor e 0 of foes Uhte G Rkt nd o
CitriGn s8Hfa té%sc?il Aty urﬁgamn@técp(w.tmbué @Ringo dBLBRObds) Foret Ahewitich | acti c,

| act obi oni c, eic, ralic, methanesul fonic, 25 succinic, p- toluenesulfonlc
- and ta$CamposadledcluswetymIC@FMﬁM%ut ically acceptable basic salts are

and. R Sy e 18 e L Bpltad 460 RGN RS ERIS IO ' L0

-sakts of trometanol (2-am no-2-hydroxynethyl-1,3- propanedl ol),
di et hanol am ne, |ysine or ethylenediam ne. 30 11

th _ .

"Fhﬁr mieyale s28ans hievalisdinoaavisterns Whtics atshinasaturaged 85(8%'?‘@3/ wn%?t#-'? #68r oacet at e
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i nter r@ﬁ'ﬂ %58%985“ é%pfﬁlr)rgpagrré I’'on glé[%?c?%ﬁgéa%]}sgﬁtog T%Z]r mcéﬁ%w%al ly

accepts@bh%ﬁairt@(anﬁﬂd/mfrogm mqgenmrrwifuhérmdeﬁmiﬁon bbso |eczladﬁ$e|ngn vitro,
applications. 5 The term phyS| ol o% i call %/ gct'iiﬁnal rivative" used
Ypes-

her ei r$Y5@ﬂ'%?§fh!‘$' %Wp”%f’n?é‘i'stﬁ Xanries W WaYBe a2 conpound of
n%'i'i At thD e m@'&ﬁaﬁrﬁh%f QFpP%XBFer%-%@raRﬁ{-eirndaHW ehiran-1-

gmnls |ontoarra S or exa a humah is able to form
(di re@nl—y{ radlcahd?reﬁar:lteldyt)lcwcilcaaﬁloaisohreﬂhoh@O_f muala or an active 10
net abol i_te thereof.

m ,withq=1o0r2.The bicyclic radicals may be substituted one or

more times by suitable groups.
15 -

_Ic

Pharmaceutically acceptab'le salts are, because their solubility in water is greater
than that of the initial or basic compounds, particularly suitable for medical
| applicatidns. These salts must have a pharmaceutically acceptable anion or cation.
- 20 Suitable pharmaceutically acceptable acid addition salts of the compounds of the
invention are salts of inorganic acids such as hydrochloric acid, hydrobromic,
phosphoric, metaphosphoric, nitric and sulfuric acid, and of organic acids such as,
for example, acetic acid, benzenesulfonic, benzoic, citric, ethanesulfonic, frumaric,
gluconic, glycolic, isethionic, lactic, lactobionic, maleic, malic, methanesulfonic,
25  succinic, p-toluenesulfonic and tartaric acid. Suitable pharmaceutically acceptable
~ basic salts are ammonium salts, alkali metal salts (such as sodium and potassium
- salts) and alkaline earth metal salts (such as magnesium and calcium salts} and
~ salts of trometamol (2-amino-2-hydroxymethyl-1,3-propanediol), diethanclamine,
| lysine or ethylenediamine. '
30 |



Physi ol ogi cal |y functional derivatives also include prodrugs of the
conpounds of the invention-as, for exanple, described in H Okada et al.,
. Chem Pharm Bull. 1994, 42, 57-61. Such prodrugs can be netabolized in
vi-vo t-o a conpound of the invention. 15 These prodrugs may thensel ves be
active or not. The conpounds of the ijgvention may also exist in various
pol ynor phous forns, for exanple as anorphous and crystalline pol ynorphous

forms. JALl | yoor phous..f or nms__ of 0, s 0 | nyention bel ong
Wi t hi ns?ﬁﬁ%wﬁﬁéﬁ%% C(?Pt'?%b’ H'W&ﬁpiag)ﬁe %ﬁg}% %ﬂaarseff%'l%rrb@éf aspect of the
i nventfrigforodcktateliRewiedselby Withim®erfedradwork diahsumhantionhey wdefall t er refer
to conpound(s) of the fornula | as described above, and their salts

sol vatistermediasny &rdhe girepanalion en puriieriion efpharaaceutically arssptable galter ei n.
25 Use. 7 f_the. | i | reral formula | h
e pr1 g ORREB B p R, R e T Y BB OYs) Pher bt an

~albosteric enzyme in adi pocytes which is inhibited by insulin and is
- responsi ble for the breakdown of fats in fat cells and thus for
t ransf E19 1&g f%@!ﬂ%@ﬂ%ﬁﬁﬂ?@ﬂ%ﬂ@”%@%IL@SG ey BRI MABY Li on of this

_enzy Ha%idgtﬁgitcﬁlgﬁfo‘?é@fe% GSIAREI écﬁ'\@&fﬁd‘éﬂhb"!ﬂéﬂi%n‘f‘éf‘ctﬁé%r‘?ﬁul?h,fe

conpoun inventlon, . eventua eading to a reduction of free
fatty facedasmple amestarpetichroh admblistoationl tocosammahsucheas) fohexamples abe

I d for t abal i t h f | W f :
on- | 1SUPR RpeHaaN (ERsVaE ursads cofouaflas R Bichial bhan i or
diypectmatdiitd #Rakddr, damage. The conpounds of the invention of the general

formula I, especially those in which R2 is hydrogen, may additionally have
an inhibitory effect on endothelial |ipase (EL). The preferred substrate

for El,LiS. HDL | . l.at [ LV | in the
o 1 et g aER s F BEBARFLEE o dEbk Y e colpbERUE LS

invention as, for example, described in H. Okada et al., Chem. Pharm. Bull. 1994,

42, 57-61. Such prodrugs can be metabolized in vivo to a compound of the invention.

15  These prodrugs may themselves be active or not.

The compounds of the invention may also exist in various polymorphous forms, for
example as amorphous and crystalline polymorphous forms. All polymofphous forms
of the compounds of the invention belong within the framework of the invention and

20 - are afurther aspect of the invention.

All references to “compound(s) of formula I hereinafter refer to compound(s) of the -
formula | as described above, and their salts, solvates and physiologically functional
derivatives as described herein.

25

Use

The compounds of the invention of the general formula | have a surprising inhibitory
30 effect on hormone sensitive lipase, HSL, an allosteric enzyme in adipocytes which is
inhibited by insulin and is responsible for the breakdown of fats in fat cells and thus

for transferring fat constituents into the blood stream. Inhibition of this enzyme is



10 such as coronary heart disease and noreover favors devel opnent of the
nmetabolic syndrone and its sequel ae di abetes. 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
di.abetes becoming ill. 15 It has furyher been found that the inhibitory

. effect of the conpounds of the inventlon of the general formula | is

sel ect | h f.th
Do Shicarafh SEUTER S S 0Bk RARES o G or SRR 8L sl ye " on o
20 COfmﬁéHi@aﬂlyqtea@.hg&o tayr@@u@m BRfrbb $athAadids FHiHeAbIbed pt dfftodd glalcosat

and/ or prevention - Disorders of fatty acid netabolismand gl ucose
utili z“aw)oeamtrmefaee be Emplow¢ tordeetabetic daearigesmenta syeh gist foriskgmpie.ny o-
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thg W@@(ﬁ; @@mggeat ed therevm th. Particular aspects in this connection

are hypergl ycema, 30 - inprovenent in insulin resistance, g
i npr ovﬁkﬁaﬁ@mpﬁugqf%@f)@@ lﬂmr@mfethe-gq@@&lé@tm@ﬁ loespaerialjythese it W C{ﬂs cells -

preve%%?{ﬂﬁérg@?ﬁrr%a %%ltigpﬁ l)‘?ﬁ%&‘é}rﬂﬁhﬂtﬁ@f osc oﬁ e‘hdo%(eﬁia'l ﬁbé’ﬁﬂ and F_he

sequel it or’ exa erosi's, coronary Heart
di seaskhe pesfelbedvabstrdtarfodEs ¢s HEILS vetich haeapﬁaﬁh&kd:sclezbtls acthlityt Anot

¥§§§ gLrggﬁgtlénhE\rtﬁg%DWév%?!eaardes tg%%Sr%tsgtrolnzoefdatﬁgro%&%rc())srts g%?tsoseque%ef ol I owi ng
10  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 ill.

15 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

dn'trigiyceride lipase.

20
Compounds of this type are particularly suitable for the treatment and/or prevention

of

71. - Disorders of fatty acid metabolism and glucose utilization disdrders
2. - Disorders of the insulin sensitivity of myo-, adipo— and hepatocytes (insulin
25 resistance) - metabolic syndrome
3. Diabetes mellitus, especially type 2 diabetes, Encluding the prevention of the
sequelae associated therewith.
Particular aspects in this connection are
- hyperglycemia,
30 - -improvement in insulin resistance,



- high plasma triglyceride concentrations, high postprandial plasnma
triglyceride 10 concentrations - |ow HDL chol esterol concentration - |ow
apoA |ipoprotein. concentrations - high LDL chol esterol concentrations -
smal | dense LDL chol esterol particles 15 - high apoB |ipoprotein

- concentrations 5. Various other condygions which nmay be associated with the
nEtaboIic syndLonE, such as: - obesity (excess weight), including central
obesity 20 - thronhose h rcoagul abl e and prot hronbotic stages (arterial
and venoGdProveq '%9@%83%&§§EﬁPgr- heart faPIure such as, fo? exgnple

(but not _pastbEiicr 8FtHRRY&Atic ff ebllowi ng  nyocardial infarction,

- hypertensive heart di sease or cardi onyopath 25 6. O her disorders or
condi t i onpréventibnai madrbasndimicipvascidar digeragrscel | differentiati on may for
~exanpl e be involved are: - atherosclerosis such as, for exanple (but not
restricted thereto), coronary sclerosis including angina pectoris or

nygcargdi plysiigiliaftad 8nd tisd E6difelae HRFEMH Qlch £5 fenegmplel atreessdlewisis) 30 -
chronic infl'ammatory bowel diseases such as, for exanple, Crohn's djsease
“and ul cerardnagy beartdissasepaarebeemascular disordensestci, espapaty thopedbyt aat

;g;:rgfga}’é]ﬁ\(%‘ggglrtﬁ§%§° )(‘ﬂﬁlllilchtalf’geﬁﬁra%‘fié.r&%ﬁeofghé of fidth 4P ﬁ?éfoﬁﬁﬁlﬂlgas , for
factors: ~ ' :
- high plasma triglyceride concentrations, high postprandial plasma triglyceride
10 concentrations '
- low HDL cho[esfero! concentration
- low apoA lipoprotein concentrations
- high LDL cholestero! concentrations
- small dense LDL. cholesterol particles

15 - - high apoB lipoprotein concentrations

5. Various other conditions which may be associated with the metabolic syndrome,
such as: |
- obesity (excess Weight), including central obesity
20 - thromboses, hypercoagulable and prothrombotic stages (arterial and venous)
- high blood pressure | '
- heart failure such as, for example (but not restricted thereto), following

myocardial infarction, hypertensive heart disease or cardiomyopathy

25 6. 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
30 - - chronic inflammatory bowel diseases such as, for example, Crohn’s disease
and ulcerative colitis |

- pancreatitis



5 - solid tunors and neopl asnms such as, for exanple (but not restricted
thereto), carcinomas of the gastrointestinal tract, of the liver, of the

- biliary tract and of ' the pancreas, endocrine tunors, carcinonas of the

| ungs, of the kidneys and of the urinary tract, of the genital tract,
prostate carcinonas etc. acute and cfyonic nyeloproliferative disorders and

| ynphomas -~ 10 - angi ogenesi S - neurodegenerat ive disorders - Alzheiner's
di sease - nﬁlﬁf'td' ]%g_nscl ero Par ki nson' s di sease 15 - erythenmat o- squanous
der mat oses “5ifdH tr"?ﬁl e, psoriasis - acne vulgaris - other skin
di sorders agthgiesmpt ol ogi cal conditions which are nodul ated by PPAR -

eczemas and neuro ermatitis 20 - dermatitis such as, for exanple,
sebor r hei c adosgtaallitamers phot odermatitis - keratitis and kerat osi s such

for exggwq%g c%‘ﬂg:%iélﬂgh%sl%%rcﬁta%s?& Iéehp ?Fﬁrﬁ actinic

kerat05|s keratoses’'or Kerdtosi's cularls - kel oi ds and
ket oi d propblid axhers andnésplasmelsudhres, mrejmlnm‘rat (@ubno’cmstndt@cdrﬂtexemjum nat a

papi |1 omat SranemAs GEMacaUtaIER I drac G Be dvomsl TrelRp R R
ol e o gy ore s b a” - o
cut aneous of thed Mrlma}rymmnun‘ the peoiidli trad, resiage cepdinenaabla. unors such as,
for. exarrpl gcuteeagr?c} chronlc myeloprollferatlve disorders and lymphomas
10 - angiogenesis
- neurodegenerative disorders
- Alzheimer's disease
- multiplé sclerosis
- Parkinson’s disease
15 - erythemato-squamous dermatoses such as, for example, psoriasis
- acne vulgaris
- other skin disorders and dermatological conditions which are modulated by
PPAR
- eczémas and neurodermatitis
20 - dermatifis 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
25 - 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
30 ‘cutaneous T-cell lymphomas
- localized benign epidermal tumors such as, for example, keratoderma

epidermal naevi



- epidermal naevi 15 chil bl ains high blood pressure syndrone X polycystic
ovary syndrone (PCOS) 5 - asthma osteoarthritis |upus erythematosus (LE)
or inflammatory rheumatic disorders such as, for exanple, rheumatoid
arthritis vasculitis 10 - wasting (cachexia) - gout - '

| schem a/ reperfusion syndrone - acutg respiratory distress syndrone (ARDS)
15 Fornul ati ons 20 The anount of a grrpound of the invention necessary to
.achi eve the desired biological effect depends on a nunber of factors, for
exanpl e thé@'ﬁ@dﬁ_‘?i‘c compound chosen, the intended use, the node of
adm ni st raty. | nical condition of the patient. The daily dose

I s gener al Iryglﬁr?%eﬁ%gﬁgg from0.3 ng to 100 ng (typically from3 ng to 50
mg) per daysyamddomerX ki | ogram of body wei ght, for. exanple 25 3-10 ng/ kg/ day.
An intravenOLrs d%)se may be, for le, inthe range from0.3 ng to 1.0
my/ kg, whi JPPIYGHSUE QVARLYdiRME (R ered as infusion of 10 ng to 100 ng
peg Kil ogragn@ad per minute. Suitable infusion solutions for these
purposes nmay contain, for exanple, fromO0.1 ng to 10 ng, typically froml
ng to 10-nsteearthritisliliter. Single doses may contain, for exanple, from1l

9 to 109 Igéué Q%tﬁ&&lg%%uis’tﬁé?gir %'?Itamrr@t%?y rheumatic disorders such as, for
example, rheumatoid arthritis
- vasculitis |
10 - wasting (cachexia)
. gout
- ischemia/reperfusion syndrome
- acute respiratory distress Syndrome (ARDS)

15

Formulations

20 The amount of a compound of the invention necessary to achieve the desired
biological effect depends on a number of factors, for example the specific compound
chosen, 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 body weight, for example

25  3-10 mg/kg/day. An intravenous dose may be, for example, in the range from 0.3 mg
to 1.0 mg/kg, which can suitably be administered as infusion of 10 ng to 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 rng, per milliliter. Single
‘doses may contain, for example, from 1 mg to 10 g of the active ingredient. Thus,
30 ampoules for injections may contain, for example, from 1 mg to 100 mg, and single-
- dose formulations which can be administered orally, such as,- for éxampie, tablets or
capsules, may contain, for example, from 0.05 to 1000 mg, typically from0.5tc.



30 anpoul es for injections may contain, for exanple, from1l ng to 100 ny,
and singl e- dose fornul ati ons which can be adm nistered orally, such as,
for exanple, tablets or capsules, may contain, for exanple, fromO0.05 to
1000 ny, typically from0.5 to 16 600 ny. For the therapy of the
abovenenti oned conditions, the conpoiﬁds of formula | may be used as the
conpound itself, but they are preferably in the formof a pharnaceutical
" conposi tion with an acceptabl e carri nmust ourse, be

 accepttd§) @gi fot e therary efiae QQOV?@%‘B%%JPBF o ﬁh?ﬁmﬂ%ﬂ gredi ents of
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be a soli or a |qU| |s pr bly tfornulated with the :
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pr.oduced by "one of own pharmaceuti cal nethods, which ‘essentially
consi sir aoliquid or bgtht ard isoretetablytformiliatedwith iee spB@oual a5 asivels dose

carriers and/ or ex Phar mae eut t nvention
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i ntradermal or intravenous) adm nistration, although the nost suitable

rmde mﬂclad:ngmtberrmm@ﬂumq[)@rm@ 'nYﬁfé@@hThﬁ(ﬂh@ﬂiﬂﬁﬁ@U%§°6\ﬁ’°§ﬁ'@nﬁé&f & and

er|t e conpound
o7 ol i PR 81 HEBr BEIPERA AL Rshnighe
S| oW regsentialyf aunsist af nuringdhs indretiients with phalacolbgichlyaaeseptablef t he
invention. Preference is given to acid- and gastric juice- resistant
f or muICATIYRANARN XMI8NSoat i ngs resistant to gastric juice conprise
cellul ose acetate phthalate, polyvinyl acetate pht hal at e,
hydr oxypropyl net hyl cel l ul ose phthalate and anionic polynmers of methacrylic
‘acid Mrmbytlca‘rmbhwswmlsg)ft%Ir&an{tiablaee trosensudiable togiorgly egsé@lat i ons for
- Oréf‘ | E%gg?cgll %}Ee;oartai Or et mple SIUbh;[’ISl?aiS ghd'p3 parenteral (for example subcutaneous,
intramuscular, intradermal or intravenous) administration, although the most suitable
mode of administration depends in each individual case on the nature and severity of
the condition to be treated and on the nature of the compound of formula | used in
‘each case. Coated formulations and coated slow-release formulations also belong
20  within the framework of the invention. Preference is given to acid- and gastric juice-
resistant formulations. Suitable coatings resistant fo gastric juice comprise cellulose
acetate phthalate, polyvinyl acetate phthalate, hydroxypropylmethylcellulose

phthalate and anionic polymers of methacrylic acid and methyl methacrylate.

25 . Suitable pharmaceutical preparations for oral administration may be in the form of
| separate units such as, for example, capsules, cachets, suckable tablets or tablets,
each of which contain a defined amount of the compound of formula I, as powders or
granules; as solution or suspension in an aqueous or nonaqueous liquid; or as an oil-
in-water or water-in-oil emulsion. These compositions may, as already mentioned, be
30 - prepared by any suitable pharmaceutical method which includes a step in which the
active ingredient and the carrier (which may consist of one or more additional

~ ingredients) are brought into contact. The composit_ions' are generaliy produced by



separate units such as, for exanple, capsules, cachets, suckable tablets or
tabl ets, each of which contain a defined ambunt of the conpound of formnula
| ; as powders or granules; as solution or suspension in an aqueous or
noenaqueous liquid; or as an oil- in-water or water-in-oil emnulsion. These
conpositions may, as already nent|0n$g ‘be 30 prepared by any suitable
pharmaceutical method which includes a step in which the active i ngredient
and the carrier, (which na consi of .one or_nore naI f di ent s)
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ﬂ@gacanth and pastilles which conprise the conpound in an inert base
such as gelatin and glycerol or sucrose and 15 gum arabic. Pharmaceuti cal
conpoPhdrangeaticdl dbhepdsitionsaniioh erasutable iospermraldsublingvel)se  preferably

sterile agu prepar ati ons, of f. f I
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comprise the compound in an mert base such as gelatln and glycerol or sucrose and

156 gum arabic.

‘Pharmaceutical compositions suitable for parenteral administration comprise
preferably sterile agueous preparations of a compound of formula |, which are
preferably isotonic with the blood of the intended recipient. Thesé preparations are
20 preferably administered intravenously, although administration may also take place
by subcutaneous, intramuscular or intradermal injection. These preparations can
preferably be produced by mixing the compound with water and making the resulting
solution sterile and isotonic with blood. Injecfabie compositions of the invention
| generally contain from 0.1 to 5% by weight of the active compound. |

25
Pharmaceutical compositions suitable for rectal administration are preferab!y in the
form of smgle-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.

30

Pharmaceutical compositions suitable for topical use on the skin are preferably in the

form of ointment, cream, lotion, paste, spray, aerosol or oil. Carriers which can be



the p

by subcut aneous, intramuscular or intradermal injection. These preparations
can preferably be produced by m xi ng the conpound with water and making
the resulting solution sterile and isotonic with blood. Injectable
conposi tions of the invention generally contain fromO0.1 to 5% by wei ght
of the active conpound. 25 Pharnaceuggcal conposi tions suitable for rectal
adm nistration are preferably in the “formof single-dose suppositories.
These can, be uced b ound of e or
or o AORAATGIRRIERIAGE ol PrBRUYIGG BueipAisohpbandiitPatoft bufle: 0
the f%ﬂrh t'ﬁbéé%hestaﬁee&ﬁr@a&%t.h@@d.&qn@géhéranﬁ)résémabbe for topical
n

use o |n are preferably in the™ formof oi nthent, cream Iotlon

past e cczmea;ratuale pbiom B toil5% bxmwsightofithe campesitiss, i exagwde foa 0.

petrola |.anol i n, pol yethyl ene glycols, alcohols and conblnatlons of two
or P- t hese substances. The active ingredient is generally present in

a 5concent ration of fromO0.1 to 15% by wei ght of the conposition, for
exanple fromO0.5 to 2% 5 Transdermal adm nistration is_also po i bl e.
Phar nevensderal asimppistretion s alsp pessible. fiarmasgytieal pamnesiions syitg q n the

form g‘h ﬁﬁﬁ%&gﬁ&é?ﬁ\%@%ﬁﬂ tﬁé? bf QRQ eﬁﬁhé@ﬂ/ﬂ cht%{?hu‘fthB%efofﬂmgaCt wi th

es S con aln active

I ngr edegnicldge @dntactumﬂumesméﬂm erebpvderm |&jdiu;batehesl suﬂtmlpcalpwmﬁ're at e 10
di ssol ved and/ or dispersed in an .adhesi ve or_di 5&{ sed in a@gol ymer. A
sui t alAcive dgredient | Hg?'ééﬂﬁﬁ@u%é HHaR MAYGhH IS huffelgd Minele aPPEPPESYs: pref er abI y

SO0, R MR PO SOl ppled 1l b0t 4 Mg ool ent
ex arrple&:i:ve mgfbdrennhceud:erctmtloﬁes ahouht %20635% 3p@ferabysaout 3% to 1 5%. A
_ partlcuiar possibility is for the active ingredient to be released by electrotransport or
iontophoresis as described, for example, in Pharmaceutical Research, 2(6): 318
(1986). '
15 |
The compounds of the formula | with R2 hydrogen are distinguished by favorable
effects on disorders of lipid metabolism. They beneficially influence the HDL to LDL
ratio and increase in particular the HDL level and are suitable for the prevention and

freatment of dyslipidemias and metabolic syndrome and their diverse sequelae such

- 20 as atherosclerosis, coronary heart disease, heart failure, obesity and diabetes.

The compounds of the formula | with R1 and R2, which form a ring system, are
distinguished by favorable effects on metabolic disorders. They beneficially influence

lipid and sugar metaboiism, in particular they lower the triglyceride level and are

- 25 suitable for the prevention and treatment of type Il diabetes and arteriosclerosis and

the diverse sequelae thereof.

Combinations with other medicaments

30
The compounds of the inventioh can be administered alone or in combination with
one or more further pharmacologically active substances which have, for example,



15 The conpounds of the formula | with R2 hydrogen are distingui shed by
favorable effects on disorders of |ipid netabolism They beneficially
~influence the HDL to LDL ratio and increase in particular the HDL |evel
and are suitable for the prevention and treatnent of dyslipidemnm as and

met abol i ¢ syndrone and their di ver seqgequel ae such 20 as atherosclerosis,
coronary heart disease, heart failure, obesity and di abetes. The conpounds

of the f la.l with d R2. .which f i
A st AguP EESTget ShorSibeTe ATubERsRS e Alsfers ruBl i Aboday
‘benef igbadith. IEXahMAES Bf shidPinddRizn&meare Met abol i sm in particul ar they

| ower the trlg_l yceride level and are 25 suitable for the prevention and
t r eat nentl. ohedigpments whichdewes bloed alueess, @didiabetits and the diverse

! I her.eof. . ' [ Wi - ' h
tha i nveft i edne BT AF Bl Ao ChASIPREREATTT 2 on wth Tone or more

f ust her phaima@Mrestiefticomegicanentdibst ances whi ch have, for exanple, 19
favorabl e effects on netabolic disturbances or disorders frequently

- associ at #d antigbesify agentexanpl es of such nedi canents are 1. nedi canents

whi ch | ower_ hl : | Qs Ics, 2. active ingredients for the
treat nent” o%ﬁ'@%%’g%‘m%‘g?@g‘tdﬁ%gﬁﬁ at heroscl eroti c nedi canents, 4. :
ant i obes#8t yactige Mgredfentafurithe treatmantoofymaligriant tumgrsedi ents 6. acti ve
ingredients for the tregtnent 81‘ mal i gnant tunors 7. antithronbotic active

i ngr edi eht sa"Ii@‘rQ_.mbé’&iEi Ve e % s for the treatment of hi gh bl ood
PyESsUreg, hetid€ingtediene R 15E i alént Fhigh BRIIBStEsQireheart failure and

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.

15  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
éctive ingredients are present in one pharmaceuticél preparation.
20
‘ Examples which may be mentioned are:

A_ntid iabetics

25  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
example, Lantus® (see www.lantus.com) or Apidra®, and other fast-acting insulins
(see US 6,221,633), GLP-1 receptor modulators as described in WO 01/04146 or

30 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



- 10. active ingredients for the treatnment and/or prevention of conplications
-caused by diabetes or associated with diabetes. 15 They can be conbi ned '
‘with the conmpounds of the invention of the formula | in particular for a

synergi-stic inprovenent in the effect. Adm nistration of the active

i ngredi ent conbi nation can take placggeither by separate admnistration of

the active ingredients to the patient or in the formof conbination

Phar miearlrodit guPLYT Brobs she WREYSSRTE Rt M RBRES o o
Ant i d'g}é?é‘égcﬁﬁaﬁégéﬁ;bisaalr& @Lrnbndagmﬂéﬂscnpw-w infsilops afsdipr sehsitizers in the.
Rote Liste 2001, "chapter 12 or the USP Dictionary of USAN and

| nt er reagi BRAR @n@&%n@gulaﬂw ﬁﬁd@dég@die%@é@h |asefor@¥@mMplvt i di abeti cs

Lant uepral el e R, Il o B e MY 0 st s

(see hﬁzcﬁvé’@h MMIatn%aidcdn@@g@h@msmdwr@ wooenslydis enddudatorsiofO 01/ 04146
or 30 el se, for exa t hose di sclosed in WD _98/08871 of W@hggrdl sk
U

A'S.  giweoss uptale sHienas! 96 SHARNE \alerRTdaRe iiﬂbtblfpfﬁ [COHTRINES|

NS
11 g A 4 B e o
99/ 0386ith rédwtesfooddstakeeylfood optke, gl ucagon ant agoni sts, oral GLP-1

agoni sts, DPP-1V inhibitors, insulin sensitizers, e.g. PPAR and PXR
nodul ators and active ingredients such as, for exanple,
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administered in combination with substances which influence hepatic glucose
production such as, for example, glycogen phosphorylase inhibitors (see:

15 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 channef of the
beta cells, such as, for example, sulfonylureas (e.g. tolbutamide, glibenclamide,

~ dlipizide, glimepiride ) or glinides (e.g. repaglinide).
20 In one embodiment, the compounds of the formula | are administered in combination

with a biguanide such as, for example, metformin.

In one embodiment, the compounds of the formula | are administered in combination
with a PPARgamma agonist or thiazolidinedione such as, for example, ciglitazone,
25  pioglitazone, rosiglitazone or the compounds disclosed in WO 87/41097 of
Dr. Reddy's Research Foundation, in particutar 5-[[4-[(3,4-dihydro-3-methyl-4-oxo-
- 2-quinazolinylmethoxy]phenyljmethyl]-2,4-thiazolidinedione.
In one embodiment, the compoundé of the formula | are administered in combination
with a DPPIV inhibitor as described, for example, in W098/19998, W099/61431,
30 WO99/67278, WO99/67279, WQ01/72290, WO 02/38541, WO03/040174, in
- particular P 93/01 (1-cyclopentyt-3-methyl-1-oxo-2-pentanammonium chloride),
- P-31/98, LAF237 (1-[2-[3-hydroxyadamant-1-ylamino)acetyl] pyrrolidine-2-(S)-



10 I n one enbodi nent of the invention, the conpounds of the fornmula I are
adm ni stered in conbination with insulin. In one enbodi nent of the

i nvention, -the conpounds of the formula | are adm nistered in conbination
wi-t h substances which influence hepatic glucose production such as, for
exanpl e, gl ycogen phosphoryl ase i nhi glltors (see: 15 WD 01/94300, WO

02/ 096864 WO 03/ 084923, WO 03/08492 WD 03/104188). In one enbodi nent,
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monobeRgBAREHd aRdHtforinin @ﬁnﬁﬁmﬁl@ag&m adafisos) Mepatiittdedaind heetfomin a |
are adm nistered in combination 5 with compounds Wi th an inhibjtory effect

on Sdimsulingnf @;suﬁonyﬂgrqﬁ, m%g@@dcme@@mlp igeulin and troglitazone, insulin an
15  lovastatin, etc.

Lipid modulators

In one embodiment of the invention, fhe compounds of the formula [ are
20  administered in combination with an HMGCoA reductase inhibitor such as lovastatin,

fluvastatin, pravastatin, simvastatin, ivastatin, itavastatin, atorvastatin, rosuvastatin.

In one embodiment of the invention, the compounds of the formula | are
administered in combination with a bile acid absorption inhibitor (see, for example
25 US 6,245,744, US 6,221,897, US 6,277,831, EP 0683 773, EP 0683 774).

In-one embodiment of the invention, the compounds of the formula | are
administered in combination with a polymeric bile acid adsorbent such as, for
example, cholestyramine, colesevelam.

0 |
in one embodiment of the invention, the compounds of the formuia | are
‘administered in combination with a cholesterol resorption inhibitor as described for



|nd|rectly for exanple in W2004/007517, W)2004/ 052902, W2004/ 052903 and
W2005/ 121161. I n one enbodi ment, the conpounds of the formula | are

“admi nistered in conbination 10 Wi th an -a- gl ucosi dase inhi bitor such as,

- for exanple, mglitol or acarbose. In one enbodi nent, the conmpounds of the
formula | are admnistered in conbiqﬁ%ion with nore than one of the

af orenenti oned conpounds, e.g. in conbination with a sulfonylurea and

met f orm n, aanda e and netformn, insulin
and a §3W6%Wswci§%b¢éulqrr?zgﬁ ct?%q%(ygﬁﬁ? Bgﬁ! pbgﬁand troglitazone,
insulin and 15 lovastatin, etc. Lipid nodulators In one enbodiment of the

I nvention, the corrpounds of the formula | are 20 admi nistered:-in
conbi hapheempadiment siibednventian the eomparads of thefermula haGast at i n,
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cogpowsls 3l 31, formula | are admnistered in conbi nati on mnth a bile :
acid absorption inhibitor (see, for exanple, 25 US 6,245,744, US 6, 221, 897,
uUs 6,277,831, EP 0683 773, EP 0683 774). In one enbodi nent of the

| nvenjirjl e%&ﬁ@ﬂ Liﬂé’%oﬁfpo&ﬁ@s Pt R ula'ﬂ‘f §re Mn@téﬁe@lrlﬁ%ohibiﬁﬁm nation

wth yneric e acl sorbent suc exanpl e, chol estyram ne,

~ col eswﬂhl mlng&glems;rpeefermﬂydnnmdub!ebuﬂdm agﬁmﬁt(sm for ﬁéarﬁaiﬁaounds of the
formula | are adm nister in nblnalon Wi t h st resorption
i nhi bicamb/garqreax@ilsuaftfo '82?' @@é%PH R W%%%‘%@EE @'?erﬁzogti ni be,
' ue ea t i1@s). tdeH-epnMpounds
1o A A P Aot | o e ap Vbl rechptor
i ndu_cearéme& is barareb-azoptaining Bradiid fiae Netriyava, Nutrition Spe0|alt|es & Food :

Ingredients GmbH, Industrlepark 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
15  be administered in the form of food products such as, for example, in bakery

products or muesli bars.

In one embodiment ef the invention, the compounds of the formula [ are
administered in combination with a PPARalpha agonist.
20
in one embodiment of the invention, the compounds of the formula | are
administered in combination with a mixed PPAR aipha/gamma agonist such as, for
example, AZ 242 (tesaglitazar, (S)-3-(4-[2-(4-methanesulfonyloxyphenyl)ethoxy]-
phenyl)-2-ethoxypropionic acid), BMS 298585 (N-[(4-methoxyphenoxy)carbonyl]-N-
25 [['4'-[2—(5-methy[-2-phenyl—4—oxazolyl)ethoxy]phenyl]me_thyl]glycine) or as described in
- WO 99/62872, WO 99/62871, WO 01/40171, WO 01/40169, W096/38428,
WO 01/81327, WO 01/21602, WO 03/020269, WO 00/64888 or WO 00/64876.

In one embodiment of the invention, the compounds of the formula [ are
30 - administered in combination with a fibrate such as, for example, fenofibrate,

gemfibrozil, clofibrate, bezafibrate.



I n one. enbodi nent, the conpounds of the fornula | are adm nistered in

conbi nation wth bul king agents, preferably insoluble bul king agents (see,
for exanple, ~carob/Caromax(r) (Zunft H J; et al., Carob pulp preparation
for treatnment of 10 hyperchol esterol em a, ADVANCES | N THERAPY (2001
Sep-Qct), 18(5), 230-6)). Caronmax igga carob-containing product from
Nutrinova, Nutrition Specialties & Food Ingredients GrbH, |Industriepark

Hoechst, 65926 Frankfurt/Min). mbi nation w.th r ry is possible in
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muesli bars. In one enbodi ment of the invention, the conpounds of the
formula | are admnistered ir [ ' i agonist. 20 In
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descr i fafinisteredh HfRatRIN With 88//28T Inhibid01/ 40171, WO 01/ 40169,

W96/ 38428, WD-01/81327, WO 01/21602, WO 03/020269, WO 00/ 64888 or WO

00/ 64876. I n one enbodi nent of the invention, the conpounds of the fornula
| 4Aar e LR Si ki i atf 1 o a@s, for exanple,
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conmbi nation with nicotinic acid or niacin. In one enbodi mrent of the
invention, the conpounds of the fornmula | are

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

. administered in combination with an antioxidant.
15
In one embodiment of the invention, the compounds of the formula | are

administered in combination with a lipoprotein lipase inhibitor.

In one émbodiment of the invention, the compounds of the formula | are
20 administered in combination with an ATP citrate lyase inhibitor.

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

administered in combination with a squalene synthetase inhibitor.

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

administered in combination with a lipoprotein(a) antagonist.
Antiobesity agents

30  In one embodiment of the invention, the compounds of the formula [ are

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



5 admi nistered in conbination with a CETP inhibitor, e.g. CP- 529, 414
(torcetrapib). In one enbodinent of the invention, the conpounds of the
formula | are administered in conbination with an ACAT inhibitor. 10 In
ore enbodi nent of the invention, the conmpounds of the formula | are

adm ni stered in conbination with an BJP inhibitor such as, for exanple,

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

formula | are n_.conbi nat i In one
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anxi ety a ast ng i n mce"” Asakawa, - A rmone and

Met abd:iermyF&methglhB—pXOG?].& BMQ%herm)razolmys-@}pyggghﬁgd)g (4 g.
napht h%'lo%ﬁhenﬁfbfo?(gbﬁy?]% |dé4(V\[lé)A016}Q]I f%?'o@@lﬂldﬂagoms’[s (e.g. 1-(2-
methylbenzoxazol-6-yl)-3-[1 ,5]naphthyridin-4-ylurea; hydrochloride (SB-334867-A)),
H3 agonists (3-cyclohexyl-1-(4,4-dimethyl-1,4,6,7-tetrahydroimidazo[4,5-c]pyridin-
15 5-yl)propah-1—one' oxalic acid salt (WO 00/63208)); TNF agonists, CRF antagonists
. (e.g. [2-methyl-9-(2,4,6-trimethylphenyl}-OH-1 ,3,9-triazaﬂuoren-4-yl]di.propylamine
(WO 00/66585)), CRF BP antagonists (e.g. urocortin), urocortin agonists,
B3 agonists (e.g. 1-(4-chloro-3-methanesulfonylmethylphenyl)-2-[2-(2,3-dimethyl-1H-
ind0I-6-yloxy)ethylamino]éthanol; hydrochloride (WO 01/83451)), MSH (melanocyte-
20  stimulating hormone) 'agonists', CCK-A agonists (e.g. {2-[4-(4-chloro-2,5-
dEmethoxyphenyE)-5—(2-cyclohexyiethyl)thiazol-2-ylcarbamoyl]-5,7-diméthylindol—
1-yi}acetic acid trifiluoroacetic acid salt (WO 99/15525)), serotonin reuptake inhibitors
(e.g. dexfenfluramine), mixed serotoninergic and noradrenergic Compounds (e.g.
WO 00/71549), 5HT agonists e.g. 1-(3-ethylbenzofuran-7-yl)piperazine oxalic acid
25 salt (WO 01/09111), bombesin agonists, galanin antagonists, growth hormone (e.g.’
human growth hormone), growth hormone-releasing compounds (6-benzyloxy-1-(2-
diisopropy!arhinoethy[carbamoyi)-3,4-dihydro—1 H-isoquinoline-2-carboxytic acid
tertiary butyl ester (WO 01/85695)), TRH agonists (see, for example, EP 0 462 884),
uncoupling protein 2 or 3 modulators, leptin agonists (see, for example,
30 Lee, Daniel W.; Leinung, Matthew C.; Rozhavskaya-Arena, Marina; Grasso, Patricia.
Leptin agonists és a potential approach to the treatment of obesity. Dfugs of the
Futur_e (2001), 26(9), 873-881), DA agonists (bromocriptine, Doprexin),
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20 | |
In one embodiment of the invention, the further active ingredient is leptin.

In one embeodiment, the further active ingredient is dexamphetamine, amphetamine,
mazindole or phentermine.

25  In one embodiment, the compounds of the formula | are administered in combination
with medicaments having effects on the coronary circulation and the vascular
system, such as, for example, ACE inhibitors (e.g. ramipril), medicaments which act

on the angiotensin-renine system, calcium antagonists, beta blockers etc,

30 Inone embodiment, the compounds of the formula | are administered in combination

with medicaments having an antiinflammatory effect.



I n anot her enbodi nent, the further active ingredient is a cannabinoid
receptor 1 5 antagonist (such as, for exanple, rinmonabant, SR147778 or
those as are described in, for exanple, EP 0656354, WD 00/ 15609, WO

02/ 076949, WXR005080345, WO2005080328, WO2005/080343, WR005/ 075450,

- WO2005/ 080357, WO2001/ 70700, WO200 26647-48, W0O2003/ 02776,

\WD2003/ 040107,  \WD2003/ 007887, \WOR20073) 027069, US6, 509, 367, \WO2001/ 32663, 10

WO2003/ 086288, WOR003/ 087037, \WO20Q4/ 0483 04/ 084930,
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2004/ 096763, WO2004/ 096794, 15 WD2005/ 000809,  WOR004/ 099157,
US2004] 0266845, P00 110453, 004/ 108728, .\WO2004/ 000817
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further activ e I S I n one enbodi nent, the further- active
i ngr eBIYREL l%%‘&ﬁﬁﬁ&a&tﬁﬁﬂﬁﬁm Y?é}tﬁ’ﬁl ne, mazindole or phentermne. 25 In
one enbodi nent, the conpounds of the formula | are admnistered in _
conbination w th medi canments having effects on the corona | rcul ation
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medi cane act on the angi otensin-renine system cal cium
aﬁﬁna “%‘f"&g egg){rgeg}']o‘é%xgpéfgﬂ]c_ 30 In one enbodi nent, the conpounds of the
for rrul a |l are admnistered in conbination wth medi canents having an
~antiinflammatory effect. 26

1. HSL in.hibition assay

15 1.1. Preparation of the partially purified HSL:
' -‘Eso[ated rat fét 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
~ al., J. Biol. Chem. 256, 1981, 6311-6320; H. Tornquist et al., J. Biol. Chem. 251,

20 1976, 813-81 9). The fat cells from 10 rats are washed three times by flotation with
50 mi of hdmogenization buffer (25 mi Tris/HCI, pH 7.4, 0.25 M sucrose, 1 mM
ETDA, 1 mM DTT, 10 pg/ml leupeptin, 10 pg/ml antipain, 20 ug/ml pepstatin) each
time and finally taken up in 10 ml of homogenization buffer. The fat cells are
homogenized in a Teflon-in-glass homogenizer (Braun-Melsungen) by 10 strokes at

25 1500 rpm and 15°C. The homogenate is centrifuged (Sorvall SM24 tubes, 5000 rpm,

- 10 min, 4°C). The subnatant between the layer of fat at the top and the pellet is |
removed and the centrifugation is repeated. The sdbnatarit resulting therefrom is
centrifuged again (Sorvall SM24 tubes, 20 000 rpm, 45 min, 4°C). The subnatant is
remdved, and 1 g of heparin-Sepharose (Pharmacia-Biotech, CL-6B, washed 5x with

30 25 mM Tris/HCI, pH 7.4, 150 mM NaCl}) is added. After incﬁb'ation at 4°C for 60 min
(shaking at intervals of 15 mih), the mixture is centrifuged (Sorvall SM24 tubes,
3000 rpm, 10 min, 4°C). The supemnatant is adjusted to pH 52 by addin'g glacial



In one enbodineht, t he conpounds of the fornula | are adninistered.in
conbination wth nedi canents which are enpl oyed for cancer therapy and
cancer prevention. It will be appreciated that every suitable conbination
~ of the conpounds of the 5 invention with one or nore of the aforenentioned
conmpounds and optionally one or ?%other phar macol ogi cal | y active .
subst ances is regarded as faIIrng within the protection conferred by the
present i.nvention, ctl he .c ounds f the n of the
P sehgotio el 1L isdiomatenal 45 19030 BineDrBR SRk A HBLLTT Ot

| nhi b'cfe'nmugétfm s;lo'?vérr éss&r ¢?@r0@trbﬁﬂ 10f mirh@° eRBh 8ubyeridsd ini 28 rhiSh:

| sol ated ra t cells are obtained fromagar di dymal adi pose tissue from
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: strokes at O rpm and C. The honogenate is centrifuged (Sorvall SM4
tubes raﬁaoaozcrmom ﬁha HSHC)s elutas wrjbmear@durbetorﬁeewhbrﬁéiqn Tof fat at

th to nd t d ted. Th
s inacanioning 4Fe R poBisslr PhRFRIE AR Syt e iRl ahd SVDa% tbes. 50
000 r %hcéﬁtr@?ea 5- 4&)10-fm6b§uhm1tm1hnl (ﬂmlb@mﬁb mem Filgrpdt 4°C. The

hepar i n- Sephar ose ( Phar maci a- Bi ot ec washed 5x with 30 25 nM

Tri s/ partiallyspurified %lgcambrqmredetiaoﬁéor ‘MQ €wgakSubati on at 4C for 60 min
.(shaking at intervals of 15 mn), the mxture is centrifuged (Sorvall SM4
tubes, 3000 rpm 10 mn, 4C). The supernatant is adjusted to pH 5.2 by

addi ng .z -8l adtivity assay:
15 .

To prepare the substrate, 25-50 uCi of [3H]trioleoylglycerol (in toluene), 6.8 umol of
unlabeled trioleoylglycerol and 0.6 mg of phospholipids
{(phosphatidylcholine/phosphatidylinositol 3:1 w/v) are mixed, dried with N> and then
taken up in 2 mlof 0.1 M KPi (r)H 7.0) by ultrasound treatment (Branson 250, _
20  microtip, setting 1-2, 2 x 1 min' with an interval of 1 min). After addition of 1 ml of KPi
“and renewed ultrasound treatment (4 x 30 sec on ice with intervals of 30 sec), 1 ml
| of 20% BSA (in KPi) is added (final concentration of trioleoylgtycerol 1.7 mM). For
the reaction, 100 pl of substrate solution are pipetted into 100 pl of HSL solution
(HSL prepared as above, diluted in 20 mM KPi, pH 7.0, 1 mM EDTA, 1 mM DTT,
25  0.02% BSA, 20 pg/ml pepstatin, 10 pg/ml leupeptin) and incubated at 37°C for
| 30 min. Addition of 3.25 mi of methanol/chloroform/heptane (10:9:7) and of 1.05 mi
of 0.1 M K»COQ3, 0.1 M boric acid (pH 10.5) is followed by thorough mixing and finalty
centrifugation (800 x g, 20 min). After phase separation, one equivalent of the upper
phase (1 mi) is removed and the radioactivity is determined by liquid scintillation

"30 measurement.



27 acetic acid and is incubated at 4C for 30 min. The precipitates are
collected by centrifugation (Sorvall SS34, 12 000 rpm 10 mn, 4C) and
suspended in 2.5 mM of 20 mMMTris/HCl, pH 7.0, 1 nM EDTA, 65 mM NaCl, 13%
sucrose, 1 nM DIT, 10 pg/m | eupeptin/pepstatin/antipain. The suspension is
di-al yzed against 25 nM5 Tris/HC, p 7.4, 50%glycerol, 1 mMDIT, 10 pg/m -
| eupeptin, pepstatin, antipain at overni ght and then | oaded onto a
hydr oxj apatite, col m of suspension, equilibrated with 10
M pot%@ﬁ%%ﬁ&sﬂfﬁgngfsqpﬂr%%w §é 8691 ycerol, 1 mM DTT).. The col umn is
washed with four volumes of equilibration buffer at a flow. rate of 20 to

30 M/h. The HSL is eluted with one volune of equilibration buffer 10
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[3H triol eoylglycerol (in toluene unl_abe
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(phosph ol 3:1 wv) are mxed, dried with N2
~and tﬁﬁwﬁéféggﬁggy%%%di%ﬁh%%é (pH 7.0) by uItrasound treat nent
(Branson 250, 20 microtip, setting 1-2, 2 x 1 mn with an interval of 1
mn). After addition of 1 m of KPi and renewed ul trasound treat nent (4 x
30 sed-d- InbItRN AS§a¥ erval s of 30 sec), 1 mM of 20%BSA (in KPi) is added
(g naI concentration of trioleoylglycerol 1.7 mM. For the reaction, 100
of substrate solution are pi petted into 100 pl of HSL solution (HSL
pr eparkd. Beepaation ofdElLuted in 20 MM KPi, pH 7.0, 1 nM EDTA, 1 mM DTT, 25
0.02% BSA, 20 pg/m pepstatin, 10 pg/m |eupeptin) and incubated at 37C for
30 mn. Addition of 3.25 nm of nmet hanol / chl or of or nf hept ane (10:9:7) and. of
1.05 ) |s°rfelé%ts%d'\é§@&@§tor39pﬂotéﬂnhﬁ%gh asncbniiatioh Ontd) colicuitatd masiilirhy t hor ough

~'m xing and ti nal
(conditioned medlum) by recombinant cell lines (CHO, HEK293). This is employed

15 ~as enzyme solution after concentration.

2.2. EL activity assay

The prhospholipase-specific substrate 1,2-bis(4,4-difluoro-5,7-dimethyl-4-bora-3a,4a-
20 diaza-s-indacene-3-undecanoyl)-sn-glycero-3-phosphocholine, (manufacturer
" ‘Molecular Probes) is used to characterize the enzymatic activity of endothelial lipase
and the effect of inhibitors. Hydrolysis of the A1 ester linkage of this phospholipid by
the enzyme liberates the fluorescent dye Bodipy which can be detected after
| separation by thin-layer chromatography on an HPTLC plate (silica gel 60, Merck) or
25  directly in the reaction vessel by measuring the fluorescence.
The substrate solution is prepared by taking up 100 ug of 1,2-bis(4,4-difluoro-5,7-
dimethyl-4-bora-3a,4a-diaza-s-indacene-3-undecanoyl)-sn-glycero-3-phospho-
choline (manufacturer Molecutar Probes), 2.4 mg of tripalmitin (Sigma) and 7.9 mg of
DOP — choline {1,2-dicleoyl-sn-glycero-3-phosphocholine) in 393 ! of chloroform
30 and then transferring 157 ul ihto a fresh reaction vessel. After evaporation of the
solvent, 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



centrifugation (800 x g,. 20 mn). After phase separation, one equival ent
~of the upper phase (1 n) is renpved and the radioactivity is determ ned
by liquid scintillation 30 neasurenment. 28 1.3 Evaluation of the
HSL-inhibitory effect: Substances are normal ly tested in four independent

m xtures. The inhibition of the 2 nzymatic activity by a test substance
I s determ ned by conparing with an 5 ﬁnlnhibited control reaction. The ICso

is calculated froman inhibition plot th at 10 t
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chronat ography on an HPTLC plate (silica gel 60, Merck) or 25 directly in

the rexayminag@gel by neasuring the fluorescence. The substrate sol ution
!ﬁgprepared by taking up 100 pg of 1,2-bis(4,4-difluoro-5,7- d '

t hyl - 4- bor a- 3a, 4a-d i aza-s-i ndacene-3-u nd
ecanoyl ) - sn-gl ycer o- 3- phospho- chol i ne (manufacturer Ml ecul ar Probes), 2.4

of tripalmtin (Si and 7. f
i 2.3. Evaluation of e Dtory ool ©

The enzymatic activity is reduced as a function of the inhibitor concentration used,
15 and the inhibitor concentration at which a half-maximum enzymatic activity is

observed is called |Csp.
2.4. Further EL inhibition assay:

20  The phospholipase-specific substrate 1,2-bis(4,4-difluoro-5,7-dimethyl-4-bora-3a,4a-

| diaza-s-indacené—3—undecanoyl)-sn—glycero—S-phosphocholine, (manufacturer
Molecular Probes) is used to characterize the enzymatic activity of endothelial lipase
and the effect of inhibitors. Hydrolysis of the A1 ester Iinkage of this phospholipid by
the enzyme liberates the fluorescent dye Bodipy which can be detected after

25  separation by thin-layer chromatography on an HPTLC plate (silica gel 60, Merck) or
directly in the reaction vessel by measuring the fluorescence.

' The substrate solution is prepared by dissolving 100 ug of 1,2-bis(4,4-difluoro-5,7-
- dimethyl-4-bora-3a,4a-diaza-s-indacene-3-undecanoyl)-sn-glycero-3-phospho-
choline (manufacturer Molecular Probes) in 100 ul of DMSO and taking up in 2.4 mg
30  of tripalmitin (Sigmay) in 393 ul of chioroform which comprises 20 mg/ml DOP—choline

(1 ,2—dioléoy|-_sn—glycero-'S—phosphocho!ine). 39.3 ul of this lipid mixture are
transferred into a fresh reaction vessel, and the solvent is evaporatored_ off. The lipid



DOP - choline (1, 2-dioleoyl-sn-glycero-3-phosphocholine) in 393 pl of

chl orof orm 30 and then transferring 157 pl into a fresh reaction vessel.

. After evaporation of the solvent, the lipid mxture is dissolved in 4 m

~of 200 MM TRIS-HClI, 150 nmM sodium chloride, pH = 7.4, by sonication tw ce.
The subsequent enzym c reaction takgb 29 place at 37C for 60 m nutes. For

this purpose, 45 pl of the substraté solution are incubated with 1 pl of
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Example | 1Csq [#M]
EL
1 0.05
5 0.01
3 0.069
4 0.39
|5 0.01
9 0.011
11 0.354
13 0.0005
14 0.18
15 0.23
16 0.18
17 0.061
18 0.48
19 0.083
20 0.09
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The substrate solution is prepared by dissolving 100 pg of _
1,2-bis(4,4-difluoro-5,7- di meth yl-4- bora-3 a, 4 a-di aza-s-i nd a
cene-3undecanoyl)-sn-glycero-3-p h os p h o- choline '
(manuf acturer Ml ecul ar Probes) in 100 pl of DVMSO and taking up in 2.4 ng
30 of tripalmtin (Sigma) in 393-pl gf chloroformwhich conprises 20 ng/m
DOP-choline (1, 2-dioleoyl-sn-glycero-3-phosphocholine). 39.3 pl of this
lipid mxture are transferred into a fresh reaction vessel, and the

sol vent i's evaporatored off. The lipid-30 mxture is dlssolved in 4 m of
200 mM TRI S-HCl, 150 mM sodi um chloride, "pH = 7.4, by sonication tw ce.

The subsequent enzymic reaction takes place at.37C_for 90 m nutes. For this
pur posterep2@atiin pfocebgesubstrate sol ution are incubated with 2 pl  of

i nhi bitor of appropriate concentration (dissolved in 10% DVSO, using 10% 5
strength DMSO solution for control) and 2 pl of enzyne sol ution
(C%nd'ThéJB@m olRds Bf"ihe mb@ntﬂarpdaftﬁie dereragemulE Ddre peepdred|yadethodst o an
HPTLC pl ate F lica gel 60, Merck), and the |liberated fluorescent dye is
separ aitrmvrf per stegt byacyletion ahsubstildat or sinsuhsitutedrrzolopytridin-errRe
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1%69 ch‘for%fg’r%até aﬂd%rthgr Ralédn of the resulting azolopyrld|n-2-onecarboxyhc acid
derivative with amines IV (method B). For compounds in which R2 is hydrogen, the
azolopyridin-2-one derivatives |l can also be reacted with the appropriate
isocyanates V R1-N=C=0. '
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11 0.354 13 0.0005 14 0.18 15 0.23 16 0.18 17 0.061 18 0.48 19 0.083
20 0.09 15 31 Preparation processes 5 The conpounds of the invention of
the general formula | are prepared by methods known per se, e.g. by

acyl ation of substituted or unsubstituted azolopyridjn-2-one derivatives
Il with carbanoyl chlorides I1] (net d A, or in tw stages by reacting
azol opyri di n-2-one derivatives || % phosgene or equival ents such as
trichloromethyl chlorocarbonate, dltrlchloronethyl carbonat e or

“4-ni trophenyl 10 chloroformate and further reaction of the resulting

azol opyhbélbBd é?@%aémowértafecﬁﬁ tlesd esactivhb Vie ismdvisrié readd %a(sestshohl B).
-For compounds in which R2 is hydrogen, the azol opyridin- KZV ? %£| vatives
QRALQE

11 camsapwidingg tnet@ala@mnw sodiumenyslspxigpsolittion aree)iangtabsa Q /XY
- |t_elxpedltic.n_. The rerano% c%l lﬁalcgﬁrfgd CSPJtFﬂ'Wldé temperature ranges. It has
5 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 |
‘ potassium‘ tert-butoxide in aprotic solvents such as THF or DMF have also proved
10  suitable.
The azo[opyndln—Z-one derivatives or corresponding aza-substltuted derivatives
employed as starting compounds I are commercially available or can be prepared
by procesées known from the literature (e.g. C. Flouzat, Y. Bresson, A. Mattio, J.
~ Bonnet, G. Guillaumet J. Med.Chem 1993, 36, 497-503; F. Mutteter, C.D. Weis, J.
15  Het.-Chem. 1976, 13, 1103-1104; K. Bowden, G. Crank, W.J. Ross, J. Chem. Soc.

- 1968, 172-185).

The examples detailed below serve to illustrate the invéntion without, however,
restricting it. | |

- 20
Examples -

Example 1:

25  2-Oxo-oxazolo[4,5-b]pyridin-3-(2-methylbenzyl)carboxamide

100 mg (0.735 mmol) of 3H-oxazolo[4,5-b]pyridin-2-one were dissolved in 5 ml of
THF. Addition of 129.8 mg (0.882 mmol) of 2-methylbenzyl isocyanate was followed
by stirring at 70°C for 5 h, addition once again of the same amount of 2-methylbenzyl

30 isocyanate, and stirring 70°C for 5 h. The reaction mixture was concentrated and
purified by preparative HPLC (PR18, acetonitrile/water 0.1% TFA). Yield: 55 mg
(26%), M+H+: 284.1. |



151V d R XXY | XXIXO+ /TN XXX ~X~HRL N ORL 11 IIl "'XY /XY X
>==0 X O+ ONX~-X XNX~ HR1 /J-HORL 20 it v I 32 Since acids are
~usual ly liberated in these reactions, it is advisable to add bases such as
pyridine, triethylam ne, sodium hydroxide solution or alkali netal
carbonates for expedition. The reacggons can be carried out in wde -
tenperature ranges. It has 5 usually proved to be advantageous to operate
at fromOC to the boiling point of the solvent used. Exanples of solvents
enpl oyed are net hyl ene chloride, THF, DMF, toluene, ethyl acetate,

n- hept ane, di oxane, . diethyl ether or pyridine. |1f anhydrous conditions are
used, strong bases such as lithium hydride, sodium hydride or potassium
tert-butoxide in aprotic solvents such as THF or DMF have al so proved 10
.suitable The azol opyri di n-2-one derivatives or corresponding

gmeti%stl tlut ed derivatives enployed as starting conpounds Il are
2aval | abl e or can be prepared by processes known fromthe
Ilterature (e g. C Flouzat, Y. Bresson, A Mttio, J. Bonnet, G

Qui | ' <2 MRSl oChA U0 BIp R Rlindt 312598y fben ééfb@kamfélt—? Veis, J. 15
Het . %57%&‘5118 1103 110;{)@ " Bovglden e’ WF) Ross, J. Chem Soc.
100 mg (0.465 mmol) of 6-bromo-3H-oxazolof4,5-b]pyridin-2-one were reacted in
10 analogy to Example 1 with 102.7 mg (0.698 mmol} of 2-methylbenzyl isocyanate in
THF at 70°C. Yield: 13 mg (8%), M+H+: 362.05.

| Example 3

15 .
2-Oxo-oxazolo[4,5-b]pyridine-3-hexylcarboxamide

100 mg (0.74 mmol) of 3H-oxazolo[4,5-b]pyridin-2-one were reacted in analogy to

Example 1 with 102.8 mg (0.809 mmol) of 1-isocyanatohexane in dioxane at 80°C.

20  Yield: 77 mg (40%), M+H+: 264.12.

Example 4:

2-Oxo-oxazolo[4,5-b]pyridine-3-(3-methylbenzyl)carboxamide

25 .
‘ 200 mg (1.47 mmol) of 3H-oxazolo[4,5-b]pyridin-2-one were reacted in analogy to

- Example 1 with 324.3 mg (2.2 mmol) of 1-isocyanatomethyl-3-methylbenzene in
dioxane at 80°C. Yield: 322 mg (77%), M+H+: 284.1.

30
Example 5:
2-Oxo-oxazolo[4,5-b]pyridine-3-(3,4-dimethylbenzyl)carboxamide
200 mg (1.47 mmol) of 3H-oxazolo[4, 5-blpyridin-2-one were reacted in analogy to
Example 1 with 284 mg (1.76 mmol) of 3,4-dimethylbenzyl |socyanate in dioxane at
'35 - 80°C. Yield: 110 mg (25%) M-+H+: 288.1.



1968, 172- 185). The exanpl es detailed below serve to illustrate the .

i nvention w thout, however, restricting it. 20 Exanples Exanple 1: 25

2- Oxo- oxazol o[ 4, 5- b] pyri di n- 3-(2- met hyl benzyl ) car boxam de 100 ng (0. 735

- mol ) of 3H oxazol o[ 4, 5-b] pyridin-2-one were dissolved in 5 mM of THF.
Addition of 129.8 ng (0.882 mmol) of342- met hyl benzyl isocyanate was foll owed

. by stirring at 70C for ‘5 h, addition once again of the sane anount of

2-met hyl benzyl 30 isocyanate, and stirring 70C for 5 h. The reaction

- mxture was concentrated and purified by preparative HPLC (PR1S,

-acet OF%@F’%/ ter 0.1 % TFA). Yield: 55 ng (26%, MH+: 284.1. 33 5
Exanpl'e r ono- 2- 0xo- oxazol o[ 4, 5- b] yrid

i ne- 33{(2-Methlylgiferidiye- ﬁemrbonyibrﬁ&ieommlwfé E(D]pé’ﬂdlnnﬁ‘@ln)? of -

EXZLSH@ ™ A58 e o St bk bt SR OB Fesb By Paging [ 48 PBRLRY 1 e
70@ méﬂhglpﬁ’perﬂo?méfa &a‘}%nyll\ﬂhh#ndé’»&?d 991 pE{@rralrmnal of&;e&h@ammmeo [ 4,
- pyri n e-3- xyl” ca rboxa mi 100 ng (0.74, mol ) of .

3H— oxaume@[m5mlmfwndmaﬂtzocnetem@awa&re’ﬂhu ﬁh%ﬁ%él!@w PEURYEHI e | with
102. 8 20 Yiel d:
77" pootetatr ARG ey Spistien s HREBYBAT Bifer She bRERIBA RN Ty 20 el
| ne- 3ptSmbEtihg Grganld pleasdoRuedbleentrated and purified by preparative HPLC -
~ (PR18, acetonitrile/water 0.1 % TFA). Yield: 6 mg (3%), M+H+: 262.12.

10

Example 7: .
8-Bro mo—3-(4-methylpiperidine-1 -carbonyl}-3 H§dxazolo[4,5—b]pyridin-2-one

100 mg (0.46 mmol) of 6-brom0-3H-oxazolo[4 5-b]pyridin-2-one were reacted in
15  analogy to Example 6 with 150 mg (0.93 mmol) of 4-methylpiperidin- -1 carbonyl
| chloride. Yield: 78 mg (50%), M+H-+: 340.09.

Example 8:

20  2-Oxo-oxazolo[4,5-b]pyridine-3-phenethylcarboxamide

300 mg (2.2 mmol) of 3H-oxazolo[4,5-b]pyridin-2-one were reacted in analogy to
Example 1 with 389 mg (2.6 mmol) of (2—isocyanatoethyl)benzene in dioxane at
80°C. Yield: 436 mg (70%), M+H+: 284.07.

25

Example 9:

2—0x6-oxazolo[4,’5-b]pyridine—S—heptyicarboxamide

30. '
' - 200 mg (1.47 mmol) of 3H-oxazo|o[4,5_-b]pyridin—2—one were reacted in analogy to

Example 1 with 207 mg (1.47 mmol) of 1_-isocyanatoheptane in dioxane at 80°C.
Yield: 416 mg (10%), M+H+: 278.15.



25,200 ng (1.47 mol) of 3H oxazol o[ 4, 5-b] pyridin-2-one were reacted in
analogy to Exanple 1 with 324.3 ng (2.2 mmol) of

1-i socyanat onet hyl - 3- met hyl benzene in di oxane at 80C. Yield: 322 ng (77%,
MeH+: 284, 1. 30 Exanpl e 5: 2- Oxo-oxazol o[ 4, 5-b] pyrid

i ne-3-(3, 4-di met hyl benzyl ) car boxam dg5200 ng (1.47 mol ) of

3H oxazol o[ 4, 5-b] pyri di n-2-one were reacted in analogy to Exanple 1 with

284 | ) of 3,4-dinethyl benzyl isocyanate in dioxane at 35 80C.
Yie 59 Vi-H+ 1. 34 Exanple 4- Met i peri
IggE)ﬁBg @12) N, 298. 3 nple 6: 3-( hyl - pip d

e T

' 4-neth |per|d|ne 1 car bonyl chl oride and 101 pl (218 mmol) of

t r Pet HAGMOAE- (kT @mal} ok 3dwxagol[4b-tdpyiinidipne were reaed Enpealagyite for 3

.~ h. Th i i ssolved in
wat er %iagﬁé%tf@g élgt-f%grg et hy ace%éwa%%@gﬁ}ygéﬁzgﬁ%ﬁrgg @X%‘é agoncent rated
and pw0°C. atelby3 rapersas), we+HIPLZ70.0 PR18, acetonitrile/ water O. 1 % TFA) .
Yield: 6 ng (3%, M-H+: 262.12. 10 Exanple 7:
" 6- Brono- 3- (4 met hyl pi peri di ne- 1-car bonyl ) - 3H oxazol o[ 4, 5-b] pyrid in-2-one
100 rr% F?‘ mnol ) of 6- brono- 3H oxazol of 4, 5-b] pyri di n-2-one were reacted
anal ogy to Exanple 6 with 150 ng (0.93 mol) of 4-nethyl p| peridin-1

8 o LA Sitppriaies BugRar ok voxam de
300 mg (2.2 mmol) of 3H-oxazolo[4,5-b]pyridin-2-one were reacted in analogy to
Example 1 with 262 mg (2.6 mmol) of 1-isocyanatobutane in dioxane at 80°C. Yield:

15 ° 91 mg (18%), M+H+: 236.15. '

Example 12:

6-Bromo-2-oxo-oxazolo[4,5-b]pyridine-3-benzylcarboxamide
- 20
100 mg (0.46 mmol) of 6-bromo-3H-oxazolo[4,5-b]pyridin-2-one were reacted in

analogy to Example 1 with 74.3 mg (0.56 mmol) of isocyanatomethylbenzene in
dioxane at 80°C. Yield: 10 mg (6%), M+H+: 348.10.

25 Example 13:

2-Oxo-oxazolof4,5-b]pyridin-3-(1,2,3,4-tetrahydronaphthalen-1-yl)carboxamide

100 mg (0.735 mmol) of 3H-oxazolo[4,5-b]pyridin-2-one were reacted in analogy to

Example 1 with 127 mg (0.735 mmol) of 1-isocyanato-1,2,3,4-tetrahydronaphthalene
30 in dioxane at 80°C. Yield: 29 mg (13%), M+H+: 310.10. |

| Example 14:

2-Oxo-oxazolo[4,5-b]pyridine-3-(R)-indan-1-yl)carboxamide

35 100 mg (0.735 mmol) of 3H-oxazolo[4,5-b]pyridin-2-one were reacted in analogy to
Example 1 with 140 mg (0.88 mmol) of (R)-1-isocyanatoindane in dioxane at 60°C.
Yield: 22 mg (10%), M+H+: 296.14. | |



300 nmg (2.2 mmol) of 3H oxazol o[ 4, 5-b] pyridin-2-one were reacted in anal ogy
to Exanple 1 with 389 ng (2.6 mmol) of (2-isocyanatoethyl)benzene in :
di oxane at 80C. Yield: 436 ng (70%, M+-H+: 284.07. 25 Exanple 9:

2-Oxo0- oxazol o[ 4, 5-b]pyrid ine-3-heptylcarboxa mide 30, 200 ng (1.47

- nmol ) of 3H oxazol o[ 4, 5-b] pyridin-2-gge were reacted in analogy to Exanple

1 with 207 ng (1.47 mmol) of 1-isocyanatoheptane in di oxane at 80C. Yield:
416 ng (109%, M+H+: 278.15. 35 Exanple 10:

~ 2-Oxo0- oxazol o[ 4, 5-b] pyri di ne- 3-benzyl carboxanide 5 100 ng (0.735 mmol) of

3H oxazxdmple, £o:b] pyri di n-2-one were reacted in analogy to Exanple 1 with
117 nmg (0.88 nmol ) of isocyanatonet hyl benzene in dioxane at 80C. Yield: 30
(15Qﬁ)xohé“>!étolcﬁ1%~l§—]iaynﬁﬁélm $-ihdan- 119)é’ar6§$f@arﬁ?ﬁ%20| o[4, 5-b] pyri di n

e-3-b ut ca rboxa mi

3H50oxd ns[gz(ogaﬁ] lpsmolhofrﬁtzwaéolggﬂfé -hlpwidie@-one wese o@qctednn @alagyéo 1 with

252, el TR 130 g 9B YAR PRSI B S i, 1 O

i ne- 3-YieRrE Bl rag(do¥a e+ 206180 .mg. (0. 46 mol ) of

~'6- br onp- 3H oxazol o[ 4, 5- b] pyridi n-2-one were reacted in analogy to Exanple
"1 wth 74.3 ng (0.56 nmol ) of isocyanatonet hyl benzene in

Example 16:
10 _ _
~ 2-Oxo-oxazolo[4,5-b]pyridin-3-dodecylcarboxamide

100 mg (0.735 mmol) of 3H-oxazolo[4,5-b]pyridin-2-one were reacted in analogy to
Example 1 with 155.3 mg (0.735 mmol) of 1-isocyanatododecane in dioxane at 80°C.
Yield: 33 mg (13%), M+H+: 348.25. |

15
Example 17:

5—Methy]-2-ox0-0xazolo[4,5-b]pyridine~3-(2~methy|benzyl)carboxamide

150 mg (1 mmol) of 5-methyl-3H-oxazolo[4,5-b]pyridin-2-one were reacted in
20 analogy to Example 1 with 176 mg (1.2 mmol) of 1-isocyanatomethyl-2-methyl-

benzene and 100 ul of pyridihe_ in toluene at 115°C. Yield: 3 mg (1%), M+H+:

298.13. '

Example 18:
.25
2-Oxo-oxazoloj4,5-bjpyridine-3-cyclohexylmethylcarboxamide

- 100 mg (0.735 mmol) of 3H-oxazolo[4,5-blpyridin-2-one were reacted in analogy to
Example 1 with 102 mg (0.735 mmol) of isocyanatomethylcyclohexane in dioxane at
80°C. Yield: 43 mg (21%), M+H+; 276.13.

- 30

- Example 19:

2-Oxo-oxazolo[4,5-b]pyridine-3-octylcarboxamide



di oxane at 80C. Yield: 10 ng (6% ~M+rH+: 348. 10. 25 Exanpl e 13:

2- Oxo- oxazol o[ 4,5-b] pyridin-3-(1, 2, 3, 4- tetrahydronapht hal en- 1-yl ) car boxam d
e 100 ng (0.735 mml) of 3H oxazol o[ 4, 5-b] pyridin-2-one were reacted in
analogy to Exanple | with 127 ng (0.735 nmol) of

-1-isocyanato-1, 2, 3, 4- tetrahydr onapht hal ene 30 in di oxane at 80C Y| el d: 29
mg (13%, MtH+: 310. 10. npl e 14:

i Wé&i@mzﬁwr”%'%éﬁ] ﬁ@‘{%@l@ﬂﬁ%&%-én%a&%%% A5 aagl9% ™ T
1 withEdAf mg1 (nmh&a'srmmg(b?e o} of 3asyERRBEITHERNEIN doghfXangoad. 60C.

Yield: 2 MrH+: 296, 14. 36 Exanpl e 15:

2- xo- %‘ﬁ’ﬁ%% (égff’d] WH"‘dl‘?@g@(S)-l ndan- 1-yl ) carboxam de 5 100 ng (0.735

mol ) of 3H oxazol o[ 4, 5-b] pyridin-2-one were reacted in analogy to Exanple

1 with 140 ng (0.88 mmwl) of (S)-1-isocyanatoindane in dioxane at 60C.

Yi él d:BExeample(2D% , MrH+: 296. 14, Exanple 16: 10 2- Oxo-oxazolo [4 , 5-b] py

ri din-3-dodecyl carboxami de 100 ng (0.735 nml) of

3H- oxag-omidka&ohmﬁtméyﬁd.aecmﬁoﬁ\ﬁe&bbﬁaﬁﬁ@éi in analogy to Exanple 1 with

155.3 (0 1-i socyanat ododecane in di oxane at 80C. Yield: 33
(1 m(FH-M l:rsum)l gf3li5)xazal ,8-bipyridineoms wepe masted ivanaogyio 5- b] pyri

5- et T eSS ff@?én'?§f‘€#&%>@ﬁaf’wé§8p§‘ﬁv i8R 2 Bt

10 Yield: 40 mg (9%), M+H+: 306.20.



. 20 analogy to Exanple 1 with 176 ng (1.2 mol-) of

1-i socyanat onet hyl - 2- net hyl - benzene and 100 pl of pyridine in toluene at

115C. Yield: 3 ng (1%, MH+: 298.13. Exanple 18: 25 2- Oxo-oxazol o[ 4,

5-b] pyri di ne-3-cycl o hexyl net hyl carboxam d e 100 ng (0. 735 mmol) of

- 3H oxagpah epdsH-3ppyYri di n- 2-one were r3@acted in analogPCHWEPEﬁ@@ﬁDSOQ5mﬁth

. 102 ng (0.735 mmol ) of isocyanatonet hyl cycl ohexane in-di oxane at 80C.
Yield: 43 nmy (21 %9, M+H+: 276.13. 30 Exanple 19: 2- Oxo-oxazol of 4, 5 b]

pyrid g F octyl carboxamide 37 - 200 ng (1.47 mol) of ,

3H oxazol o[ 4, 5-b] pyri di n-2-one were reacted in analogy to Exanple 1 with

273.7-mg (1. 76 mml ) of 1-isocyanatooctane in dioxane at 80C. Yield: 40 ng

(99, H+: 292 10. le 2 2- Oxo- oxazol o[ 4, 5-b]pyrid

i ne- 3- onyI d&f%ﬁg 2 47 mmol ) of 3H oxazol o[ 4, 5- b] pyri di n-2-one
wersge reacted in analogy to Exarrple 1 with 298.4 ng (1.76 mmol ) of

1-i socyanat ononane in dioxane at 80C. 10 Yield: 40 ng (9%, MH+ 306. 20.
WO 2006/ 131231 38 PCT/ EP2006/ 005*95 19 aims 1. A conmpound of the formula I

57 sX"X 1Y v |
- >?=o-

X /
}\N

()
10  wherein the meanings are:

X id_éntically or differently =C(-R)- or =N-, where at least one and at most
two =C(-R-)- is replaced by =N-;

_ 15 Y -0-or -S-;

R _ identically or differently hydrogen, halogen, (C+-Ce)-alkyl, (C4-Cs)-
| alkyloxy-(C+-C3)-alkylene, hydroxy, (C,-Cs)-alkylmercapto, amino,
. (C1—Ca)-a]kylamin0, di-(C2-C12)-alkylamino, (C1-C5)-alkylcarbonyl,
20 - COOR@S, triflucromethyl, (C+-Cg)-alkylsulfonyl, {C4-Cs)-alkylsulfinyl,
| aminosulfonyl, pentafluorosulfanyl, (Ce-C1o)-aryl, (Cs-Ciz)-heteroaryl,
CO-NR6R7, O-CO-NR6R7, O-CO-(C1-Cg)-alkylene-CO-0-(C1-Ce)-
alkyl, O-CO-(C4-Cs)-alkylene-CO-OH, O-CO-(C4-Cg)-alkylene-CO-
. NR6R7 or unsubstituted or mono- or poly-F-substituted (C4-Cg)-
25 alkyloxy; |

R1 is (C4-Cis)-alkyl, (C4-Cy)-alkylene-(Cg-Cqo)-aryl, (C1-Cy)-alkylene-(Cs-
C2)-heteroaryl, (C1-C4)~alkylehe—(03-012)-cycloalkyl, (Ce-C14)-bicycle,
whe‘re'aryl; heteroaryl, cycloalkyl or bicycle may be substituted one or



I, O SXaX R2 N O RL (I) 10 wherein the neanings are: X identically or
~differently =C(-R)- or =N-, where at | east one and at nost two =C(-R-)- is
replaced by =N-; 15 Y -0- or -S-; Ridentically or differently hydrogen,
hal ogen, (C1-C6)-al kyl, (Cl-C3)- alkyl oxy-(C1-C3)-al kyl ene, hydroxy,

(C1- C5) - al kyl mercapto, amino, (C1-C8p-alkylam no, di-(C2-C12)-al kyl ami no,
(C1-GCs) -al kyl carbonyl, 20 COOR3, trifluoronethyl, (Cl-GC6)-alkylsulfonyl,

Cl- Cs | kyl sul : ] I3 ] UOR( - |,
(5. C12) et er oary1e imasHRiEHE0 AN CREN.AC EHRMYOA Mhardd>( o)~ ary
8%(% g) a: k@dls)@bylfﬁ@fﬁp(tﬁla;rﬁﬂo (@h-lQéb allﬁefﬁﬂnomi-@)cﬁl)%mymmo OH,

a en or u t t 0

pol y- I(: subs% i tut 8”? %9 aJPWP% Eidl"ké 'ﬁ@k %ig"?"'ﬁpﬁflbo“yl (Cr-
(C1-C4) -al kyl e”eC%)%k rtﬁ:‘ré)l ‘)Ca‘ﬂaw@rl%ﬁ ”@ya(rfér"trlﬁ@fﬁém@ﬁ’iﬁr oar yI
(Cl-A) - al kyl ene-{'C3- CI2) I'oal ky (C8-Cl14) ' bicyéle, where aryl,

heber oar yl , cyclwﬁuummeihylbxm&é)aawwmwnmhamluoetdfqmré or 39 nore tines
- by hal ogen, (Cl-C6)-al kyl, (Cl-C3)-alkyl oxy, hydroxy, (C1-

~C6) - al kyl nercapto, am-no, (Cl-C6)-alkylam no, di-(C2-C12)-alkylam no,

nono- (- C6) - al hylh@mm@p Lmkgp of C2- C8) - al kyI am nocar bonyl, (Cl-

C6) - al koxycar bonyl yl carbonyl, cyano, trifl uoronet hyI 5
trifluoromnethyl oxy, (Cl CG) aI kyl sul fonyl, am nosul fonyl;

R1and R2 form together with the nitrogen atom bearing them a monocyclic,
10 o 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 individual members of the ring systems may be
replaced by one fo three atoms or atomic groups from the series
o -CHR4-, -CR4R5-, -(C=R4)-, -NR8&-, -C(=0)-, -O-, -S-, -S0O-, -SO.-,
15 | . with the proviso that two units from the series —0-, -S—, —-SO—, —S0—

may not be adjacent;
R3 . is hydrogen, (C4-Cg)-alkyl, benzyl;

20 R4,R5 identically or differently (C4-Cs)-alkyl, halogen, trifluoromethyl, COORS3,

cyclopropyl, cyclopropylene;

R6, R7 identically or differently hydrogen, (C1-Ceg)-alkyl, -(Cs-C1o)-aryl, (Cs-C12)-
_ heteroaryl, (03-012)?cycloalkyl, (C1—C4)-a[kylene-(Cs-Cﬁo)—aryl, (C4-Cy)-
- 25 alkyiene—(C5-C12)-heteroaryl, (C1-Cy)alkylene-(C4-C2)-cycloalkyl,
| (Ce-Cra)-bicycle;

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

30 | |

- 2. = -A compound of the formula | as claimed in claim 1, wherein



R2 is hydrogen, (Cl-C6)-alkyl; or Rl and R2 formtogether with the nitrogen
at om bearing them a nonocyclic, 10 saturated or partially unsaturated 4- to
7-menbered ring systemor a bicyclic saturated or partially unsaturated 8-
to 14-nenbered ring system of which:-individual nenbers of the ring
systens may be replaced by one to thgee atoms or atomc groups.fromthe
series -CHR4-, -CR4AR5-, -(C=R4)-, -NR6-, -C(=O)-, -0-, -5-, -SO, -S-,

15 with the provi‘s%@er‘itlsl%hg W@lﬁé?éﬁ ng)t Bfkﬁer\kﬁéfez&] _—2€Ra4lsso SQ2- may

- not be adj acent rogen, ben

“identically or dieplanesiy yN¢C1- C6) aI kyl , haI ogen, tr| fl uor onet hyl , COOR3,
cycl opropyl, cyclopropylene; R6, R7 i denti cally or differently hydrogen,
(Cl1-C6)-al kyl, -(C6-Clo)-aryl, (C5-Cl2)- heteroaryl, (C3-Cl2)-cycloal kyl,
(Cl- C4y- al kyl eneis(@6 §L0) - aryl (C1-4)- 25 al kyl ene-(C5-C12) - heteroaryl,
(C1- C4) - al kyl ene- ( C4- C12) - cycl oaI kyl, (C6-Cl4)-bicycle; the tautoneric
fo®rs of the conpounds and the physi oI ogically tolerated salts thereof. 30

Cdent 1 8al 1y or _dp ORI Biderdi trBREn, (o d i ol DS ol aced
Eyl =N-; Y ICi Cg tnfl?fblrnetﬁylgmcmd—(@ﬁﬁmé)?]ﬂkj'wnﬁ}ﬁodr?rﬁcﬁ@] adit(Cy-drydr ogen,
nﬁngg?& E:G) al %@Ja MI@%’%% tl'ugfl(! @:%g‘?ﬁylsulfonyl aminosulfonyl,

E (Cs-Cio)-aryl, (Cs-Cqo)-heteroaryl, (C4-Cg)-alkylcarbonyt, O-CO-NRGBR?7,
10 | 0-CO- (C1—Cs) alkylene-CO-0-(C4-Cg)-alkyl, O-CO-(C4-Cg)-alkylene-
o ' CO-NR6R7 or unsubstituted or mono- or poly-F-substituted (C1-Ce)-
 alkyloxy; '

R1 ~ is (C-C12)-alkyl, (C4-Cz)-alkylene-(Ce-C1o)-aryl, (C1-Cz)-alkylene-(Cs-
15 C1z)-heteroaryl, (01—Cz)-a!kylene—(C4-C12)-‘cycloa!kyl, (Cs-C14)-bicycle,
| where aryl, heteroaryl, cycloalkyt or bicycle may be substituted one or
more times by halogen, (C4-Cs)-alkyl, (C1-C3)-alkyloxy, hydroxy, amino,
(C4-Cs)-alkylamino, frifluoromethyl;

20 R2 is hydrogen; or

| R1and R2 together with the nitrogen atom bearing them are a monocyclic,
| saturated 5- to 6-membered ring system or é bicyclic saturated or
partially unsaturated 9- to 10 membered ring system, of which
25 - individual members of the ring systems may be replaced by one to
three atoms or atomic groups from the series -CHR4-, -CR4R5-,
-(C=R4)-, -NR6-, -O-, -S-, with the proviso that two units from the

series —0O—, —=S— may not be adjacent;

30 R3 ~is hydrogen, (C4-Csg)-alkyl, benzyl;



al kyl am nocar bonyl, COOR3, (C, -C6)-al kyl sul fonyl, am nosul fonyl,
(C6-Clo)-aryl, (C5-Cl12)-heteroaryl, (Cl-C6)-alkylcarbonyl, O CO NR6R7, 10
O CO (Cl-C6)-al kyl ene-CO- O (Cl1-C6) -al kyl, O CO (Cl-C6)-al kyl ene- CO NR6R7
or unsubstituted or nono- or poly-F-substituted (Cl-C6)- al kyloxy; Rl is
~(C6-C12) -al kyl, (C1-C2)-al kyl ene-(Cb6a¢10)-aryl, (Cl-C2)-alkylene-(C5- 15
C12) - heteroaryl (G -C2)-al kyl ene- (C4-C12) - cycl oal kyl (C8 Cl14) - bi cycl e,

wher e het e one or
vher e 98k " SR huce BB C HeDY Ak, ARoBA, SHBRR g oo, o

(C1- C6) - al kyl ami @OOR3J, idytlepteymtdyicprdfylBRej s hydrogen; or Rl and R2 o
together with the nitrogen atom bearing themare a nonocyclic, saturated
5- to 6-nenbered ring systemor a bicyclic saturated or partlally

unsat t 9- t I{{Eréﬂ,g menber s
of th;ﬁ%'ﬁg systé(;,h:’\ji&)e 6F8' e'g%rgtf%)idrﬁﬁénm‘(g Vt?ﬂ%g(e}g 05"@10 r atom C groups
frémthe series (C@PﬂR&)—cy&imﬁNCrCﬂﬁtkﬁéhe—(CsNR@}—aryl 0-, -S— with the
proviso that two units fromthe series -0-, -S my not be adj acent; 30 R3
~is hydrogen, (Cl C6) - al kyl, benzyl; 41 R4, RS are identically or

di ffergntly. o lof PPN | 56 clalitiBa FTelalins 1 O RhergiC! opr opy!
cycl opropyl ene; ];%g@?nﬁ?har gflﬂﬁintl cap:? | y or "gi ?;}Weent%); hydrogegn ,

(G -C6)-al kyl, (C6-Clo)-aryl, 5 (C3-Cl1l2)-cycloalkyl,

: Cl- | Kyl 6-.C f I | d
e dm Dord @P@C’%ﬁﬁrﬁ?&gep RAESH Qethel O i
- dyfferently =C(=R--, in position 4 is 10 =N-. |

4. . A compound of the formula | as claimed in claims 1, 2 or 3, wherein
X ' where appropriate in position 4 or 7 is =C(-R)- with R = hydrogen, in
15 : position 5 or 6 is =C(-R-)- with R not hydrogen.
5. ' A compound of the formula | as claimed in claims 1 to 4, in which
Y is -O-, -S-;
20
R1 : is (Ce-C12)-alkyl, benzyl, (Cq)-alkylene-(Cs-C4z)-heteroaryl, (C1)-
alkylene-(C4-Cyp)-cycloalkyl, (Cs-Cq4)-bicycle, where benzyl, heteroaryl,
'cycioalkyl or bicycle may be substituted by halogen, (C+-Cg)-alkyl, (C1- -
Cs)-alkyloxy or trifluoromethyl; |
25
| ‘R2 is hydrogen; or
R1and R2 together with the hitrogen' atom bearing them are a monocyclic,
'saturated 5- to 6-membered ring system, of which individual members
30 ~ of the ring systems may be replaced by one to two atoms or atomic

groups from the series -CHR4-, -NR6 in which R4 is as defined above,
and R6 is (C4-Cs)-alkyl or cyclopropyl. . |



4.. A compound of the formula | as clainmed in clainms 1, 2 or 3, wherein X
where appropriate in position.4 or 7 is =C(-R)- with R = hydrogen, in 15
position 5 or 6 is =C(-R-)- with R not hydrogen.- 5. A conpound of the
formula | as clainmed in clains 1 to 4, in which Yis -0-, -S-; 20 R is
(C6-C12)-al kyl, benzyl, (Cl)-al kyl eng2(C5-C12)-heteroaryl, (C1)- '
al kyl ene- (C4- C12) - cycl oal kyl, (CB8-Cl4)-bicycle, where benzyl, heteroaryl,
cycl oal kyl or bicycle may be substituted by hal ogen, (Cl-C6)-alkyl, (Cil-
- C3)-al kyloxy or trifluoronmethyl; 25 R2 is hydrogen; or Rl and R2 together
with the nitrogeh campaungefithg fommeuwades cdaimeddoyidims, 1 tsBtwhereéd. 5- to
- 6-nmenbered ring system of which individual nmenbers 30 of the ring systens
may be replaced by one to two atons or atomi c groups fromthe series
-CHR4-Y -NR6 in jghOch R4 is as defined above, and R6 is (Cl-C6)-al kyl or
cycl opropyl. 42 6. A conpound of the fornula | as claimed in clains 1 to
5, Swherein Y is -0-; 5 Ris identicall y or differently hydrogen, hal ogen

G Rkl ene- { & HEPISBIE BROIRRAR) Mol dlegen or Gy Gar

. (C5-Cl4)-bicycle, where benzyl, heteroaryl, 10 cycloal kyl or bicycle may be

substituted by hal ggen, (G -C6)-alkyl, (G -C3)-alkyloxy or
trifl d%romat hyl ;i éﬁ' Z}éJHYIOBﬁﬂ?YL -d/Hz-a!kylene-(Cl)s-Cm)- eteroaryl, -CH,-
- (C4-Crz)-cycloalkyl, (Cs-C14)-bicycle, where benzyl, heteroaryl,
10 cycloalkyl or bicycle may be substituted by halogen, (C4-Cs)-alky!,

(C1-Cs)-alkyloxy or trifluoromethyl;

R2 ishydrogen.
15 7. A compound of the formula | as claimed in claims 1 to 6, wherein

Y is -O-;

R is identi'cally or differently hydrogen," halogen or (C4-Cg)-alkyl;
20 _

R1 is (Ce-Crz)-alkyl, benzyl, -CH»-(C4-C12)-cyclohexyl, indanyl,
tetrahydronaphthyl, where benzyl, cyclohexyl, indanyl or
tetrahydronaphthyl may be substituted by (C4-Cg)-alkyl;

25 R2 is hydrogen.
8. A medicament cbmp'rising one or more compounds of the formula | as
claimed in claims 110 7. | |

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

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

metabolism and glucose utilization disorders.




- 15 7. A conpound of the formula | as clained in clains 1 to 6, wherein Y
'is -0-; Ris identically or differently hydrogen, hal ogen or (Cl-C5)-alkyl;
20 R1 is (C6-C12)-al kyl, benzyl, -CH2-(C4-Cl2)-cyclohexyl, indanyl,
t et rahydronapht hyl , where benzyl, cycl ohexyl, indanyl or
t et rahydr onapht hyl nay be substituted3by (Cl-C6)-al kyl; 25 R2 is hydrogen.
8. A nedi cament conprising one or nore conpounds of the formula |I as
.claimed inclains 1 to 7. 30 9. The use of the compounds of the formula I
as claimed in clainms 1 to 7 for producing a nedicanment for the treatnent
and/ or1pr event i ohhefse o tradjeerspetinds of thedormulantaasatiaimeshingiaing Léode

L PR 8 D o BRI |

and/ orinpuley eidtamcis igveloedlers in which insulin resistance is involved. 5
- 11. The use of the conpounds of the formula | as clainmed in clains 1 to 7
f 0P producing a medi canent for the treatment and/or prevention of diabetes

~mel lit and t 7t he
corrpou+nfls of thhﬁ?%g%ﬁgﬂ% as %@n%gfﬂlingéﬁ%’tah afl(?a[?’%d E(I;L?algfsodum ng a
medi caorptoduging denddiesherinfor mmlfreatnper&\emdvmmeoénm-sbﬁ diabetes asellitusd t he
sequel ae thereof. K 13. The se of he conmpounds of the formula | as clainmed
in cl ANFLthe sequplae@ssagiat 5 -a nmedi cament for the treatment and/or
prevention of conditions assom ated with the nmetabolic syndrone.

10 12 The use of the compounds of the formula | as claimed in claims 1 to 7
for producing a medicament for the treatment and/or prevention of dyslipidemias

and the sequelae thereof.

13. The use of the compounds of the formula | as claimed in claims 1 to 7
15 for producing a medicament for the treatment and/or prevention of conditions

associated with the metabolic syndrome.

14, The use of the compounds of the formula [ as claimed in claims 1 to 7
for preducing a medicament for the treatment and/or prevention of conditions

20 associated with reduced HDL level.

15. The use of the compounds of the formula | as claimed in claims 1 to 7
for producing a medicament for the treatment and/or prevention of atherosclerotic
disorders.

25
16. The use of the compounds of the formula | as claimed in claims 1fo 7 -

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.

30
17. A process for producing a medicament comprising one of more of the

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



14. The use of the conpounds of the formula:l as clained in clains 1 to 7
for producing a nedi canent for the treatnment and/or prevention of
- conditions 20 associated with reduced HDL | evel. 15. The 'use of the

- conmpounds of the fornula | as clainmed in clainms 1 to 7 for producing a
medi cament for the treatnment and/or pgygevention of atherosclerotic
~disorders. 25 16. The use of the conpounds of the formula I as clained in
cl ai M8 kel Rith a pELHHENLR I'I)P%Lli{%f ?{céfrieﬁ‘%ﬁﬁtcoﬂ%r’cfn "thRehidARk! iN® 4 RgRpdi ent
for producing a medi cament or the treatnent and/for prevention of
di sor deuvitablenfortddohinisfrationn resi stance is involved. 30 17. A process for
produci ng a nmedi canent conprising one or nore of the conpounds of the
formula | as clainmed in clains 1 to 7, which conprises mxing the 44
latterqgi th a phRpRGCE fof Bldoarfyl AR GURAT SR RAGrA F6MAUIAT BY ddiiedT Xt ure
. into a'?morm -sui table for Edérgémﬁlgtratl on. 18. Aggrocess for preparing

" cofpouindgaiofs t ke? gehishatonfpnises| azolopsidin-aiaredderdatives loathesfotmuta If,  whi ch
‘conprises azol opyridin-2-one derivatives of the fornmula Il a) being
acyl ated with carbanoyl chlorides of the formula Ill; or b) in two stages
being reacted aP'tﬁéhgWc&l'étélﬁ@xﬁﬂ%’éﬁ)é?ﬁoﬂqwdﬁi&%ﬁhélﬂ@ﬂﬂntﬂé 11;10 ‘
trichloronmethyl chlorocarbonate, ditrichloronethyl carbonate or
4-ni trophenyl O€hl orof ormate and in a second step with amnes of the
fcf{ \”{J' §‘(~'><V;( "By MR8 thGesHORE LHGRE TN bREsJERNb I AhEARA aPove-

10 ‘ trichloromethyl chlorocarbonate, ditrichloromethyl carbonate or

4-nitrophenyl chloroformate and in a second step with amines of the
formula IV,

in which the substituents have the meanings indicated above.
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19. A process for preparing compounds of the general formula | with R2

20  hydrogen as claimed in claims 1 to 7, which comprises reacting azolopyridin-z-one

- derivatives of the formula Il with isocyanates of the formula V: O=C=N-R1.
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" HN X~ i~XR2 HR N ORL 11 1V 1 19. A process for preparing conpounds

of the general formula | with R2 20 hydrogen as clained in clains | to 7,
whi ch conprises reacting azol opyridin-2-one derivatives of the forrmula I

- With isocyanates of the fornula V: Ofg=N-RL. 45 X~XY XXVIl ~0 Il ~0}
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