1 Description Diacyl indazol derivatives as lipase and phospholipase
inhibitors 5 The present invention relates to diacylindazole derivatives of
the formulae | or Il, to their pharmaceutically usable salts and to their use
as medicinal substances. Compounds of similar structure are described
in WO 2005/073199. The prior art alsb includes W02003/035005. 10 It is
Descaatishject of the present invention to provide alternative compounds which
bring about an inhibition of hormone-sensitve lipase or of endothelial
lipase. The invention relates to diacylindazole derivatives of the formulae |
Diacydrina@oRdesivaiyes NS fipaes anRphosphaipagannhiRiors-X N O 11 X |
SXNOR2NR27~N.R1 R115(l) (Il) where the meanings are: 20 X

B e ) SN
their phatikiacryi{caiCayaille/ralts 40d-03Ruluakds myeeixina(GCLISE) raky|-

Compounds of similar structure are described in WO 2005/073199. The prior art aiso
includes WO2003/035005.
10

Itis an object of the present invention to provide alternative compounds which bring

about an inhibition of hormone-sensitve lipase or of endothelial lipase.

The invention relates to diacylindazole derivatives of the formulae 1 or I,

15

where the meanings are:
20
X identically or differently =C(-R}- or =N-, where not more than two X are
:N..;

R identically or differently hydrogen, halogen, (C4-Cg)-alkyl, (C1-C3)-
25 alkyloxy-(C+-Cs)-alkylene, (C1-Cs)-haloalkyl, hydroxy, (C4-Cg)-alkyl-

mercapto, amino, {C+-Cg)-alkylamino, di-(C2-Cyz)-alkylamino, monc-
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R1

R2

mercapto, amino, (C1-C6)-alkylamino, di-(C2-C12)-alkylamino, mono 2
(C1-C6)-alkylaminocarbonyl, di-(C2-C8)-alkylaminocarbonyl, COOR3,

cyano, (C1-C6)-alkylsulfonyl, (C1-C6)-alkylsulfinyl, aminosulfonyl, nitro,
pentafluorosulfanyl, phenyl, heterocycle, phenoxy, 0-heterocycle, CO-
NR6R7, O-CO-NR6R7, O-CO-(C1-CB)-alkylene-CO-0O-(C1-C6)-alkyl, 5
O-CO-(mTC@}anﬁb@a@HnQ @Q({(I}ie%ﬁhadywaﬂaeﬁﬂﬂdﬁﬁl?@@@ R3,
unsubstituted o e 1-C ylox R ,
denticaly ST oy (RSB M (Lo IS g pasgionyL. nitro,
Y- heterwﬂj@fmm@m{anwr\pr@;@yplhaﬂejb@rylehp&@mwl@oh@iewﬂmm CO-
may be

(G103 Tl oM e ) HOAErosy o L e etk
a|kylamn@gcm-(cz-CéDQE)HaﬁWD@@wr@-m%)-mgybiwm@m@numR? or
d|(C2C carbon Ci-C6)-alkyloxycarbonyl, (G1-C6)-

ey loar bR S b Mo A (o el R
aIkyIsquonyI amlnosulfonyl nitro; Y (Ci-C3)-alkyl, which may be

substltu rmor times b g 3 k hydroxy.or
ifleoro VRSN R G Rk Ko g o AR ek
atom camymam:yderm Bityolyayblice saticalrgl omrgartigtansamratmdbdeycle
to 7-membered rin emora b| clic,saturate artly urat

o 10 14 TS T GILAH 2L KHECU T eh AT P SrAFE H
sgstems(%@@eaﬂéplmdﬂwimg, (@uh@amwm@capﬁmle:glnupmseﬁn)

the serie HR4 CrR -NR4-, -C(70)7 -0-0-S-, -

-S02-, Wﬁﬁsf emp')?gwgoﬁé alrjkr}ll@ '}}g}% tWeoggr 8 %53%-%'”0%‘?550“3’[
may Dotcbéi@tﬁiﬁgbatkﬁ@iﬁﬁmmw (C&G%Ev)abdidﬂixmmﬁnﬁl Ra:-R5)-
dentical of HESROIE(SHS SRS RUBRA TSRS PR -

alkylsulfonyl, aminosulfonyl, nitro;

{C1-Ca)-alkyl, which may be substituted one or more times by halogen,
(C4-Cs)-alkyl, hydroxy or trifluoromethyl;

hydrogen; or

R1and R2 iogether with the nitrogen atom carrying them form a monocyclic,

R3

saturated or partly unsaturated 4- {o 7-membered ring system or a
bicyclic saturéted or partly unsaturated 8- to 14 membered ring system
whose individual members of the ring systems may be replaced by one
to three atoms or atomic groups from the series -CHR4-, -CR4R5-,
-(C=R4})-, -NR4-, -C(=0)-, -O-, -8-, -SO-, -SO-, with the proviso that

two units from the series ~O~, —~5~, ~50~, ~50,~ may not be adjacent;

hydrogen, (C+-Cs)-alkyl, benzyl;
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heterocycle, COOR3, (C3-C12)-cycloalkyl; R6, R7 identically or differently
hydrogen, (Ci-C6)-alkyl, phenyl, benzyl, 5 (C3-C12)-cycloalkyl; the
tautomeric forms of the compounds and the physiologically tolerated salts
thereof, 10 with the proviso that not more than one R is phenyl or
heterocycle. Preference is given to cémpounds of the formulae | or Il in

R4, REhich theendeslipgs aiffeldnXyidEntCalhp iy iffelegntly, T@uR)oorstiNA, phenyl,
where n ore t cally or, di ferently hydrogen,
halogenﬁ?égfoéﬁ(f Sik(;f‘lﬂg);%#o&&(%e?&%% y amino, COOR3,

trifluoromethyl, (Ci-C6)-alkylsulfonyl, 20 nltro pentafluorosulfanyl, phenyl,

5-C7):het ro cle 7, O-CO-

R6. RS, o0 (kPGB DT R LAY SRRy
(C6-Ci6X{a§k&hzqca;@eﬁzib2k36ycloalkyl Y-phenyl, Y- heterocycle or bicycle,
where cycloalkyl, phenyl, heterocycle or bicycle 25 may be substituted
one or more times by halogen, (C1-C6)-alkyl, (C,-C3)-alkyloxy, hydroxy,

the ta(Gbome)ialorimeafdhtocampmyr{ds-E6J- dieyprarsiologically tolerated salts

thered'-(C2-CI2)-aIkyIamino, mono-(CI-C6)-alkylaminocarbonyl, di-

2-C5)-alkylaminocarbonyl, (CI-C6)-alkyloxycarbonyl, (C1-C6)-alkyl-

carbonyl, cyano, trifluoromethyl, trifluoromethyloxy, (Ci-C6)-alkyl 30

ulfonyl, amjin sul on ro, Y -CH2- hICh ma subs tuted once by
with § eoor 'S ré}ﬂ%?l or hy Fo&b, 4 ?{fh dg gen ){' doﬁﬁ?ogether with
the nltrogen atom carrying them form a monocycllc 5 saturated 5- to
6-membered ring system or a bicyclic saturated or partly unsaturated 9-
to 10-membered ring system, whose individual members of the ring

Prefesysitenis giegrbe meptgrachby ohtht fibreelaisr briatehihdheupsfroimgs are’
the series -CHR4-, -CR4R5-, -(C=R4)-, -NR4-, -0-, -S-, with the proviso '
that two units from the series-O-, -S- may

X identically or differently =C(-R}- or =N—, where not more than one X is
zN-;
R identically or differently hydrogen, halogen, (C+-Cs}-alkyl, hydroxy,

(C4-Cy)-alkyloxy, amino, COORS, trifluoromethyl, (C+-Cg)-alkylsulfonyl,
nitro, pentaflucrosulfanyl, phenyl, (Cs-C;)-heterocycle, CO-NRBR7,
O-CO-NRBR7 or O-CO~{C1-Cg)-alkylene-CO-O-(C4-Cgj-alkyl;

R1 | identically or differently (Cs-Cig)-alkyi, (Ce-C12)-cycloalkyl, Y-phenyl, Y-
heterocycle or bicycle, where cycloalkyl, phenyl, heterocycle or bicycle
may be substituted one or more fimes by halogen, {(C1-Cg)-alkyl,
(C4-Ca)-alkyloxy, hydrbxy, (C+-Ceg)-alkylmercapto, amino, {C-Cs)-alkyl-
amino, di-(C2-C1z2)-alkyltamino, mono-(C4-Cs)-alkylaminocarbonyl, di-
(Co-Cg)-alkylaminocarbonyl, (C4-Cg)-alkyloxycarbonyl, {C+-Cs)-alkyi-
carbonyl, cyano, trifluoromethyl, trifluoromethyloxy, (C+-Cs)-alkyl-

sulfonyl, aminosulfonyi, nitro;

Y -CHz-, which may be substituted once by fluorine, methyl or hydroxy;
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R2

10 not be adjacent; R3 hydrogen, (C1-C6)-alkyl, benzyl; R4, R5 identically
or differently (Ci-C6)-alkyl, halogen, trifluoromethyl, COOR3, 15
(C3-C7)-cycloalkyl, phenyl, heterocycle; R6, R7 identically or differently
hydrogen, (Ci-C6)-alkyl, phenyl, benzyl, (C3-C12)-cycloalkyl; 20 the
tautomeric forms of the compounds 4nd the physiologically tolerated salts
thereof, with the proviso that-not more than one R is phenyl or

(C5-C7)ﬁh terocycle. 25 Particular preference is given to compounds of
the formuy Eoﬁgﬁ(ll% which the meanings are X identically or differently
=C(-R)- or =N-, where not more than one X is 30 =N-; 5 R identically or

0 T R (S O

(C6-C1atyrdtdk§l, Yodhammberéchateragptiamwiner &icyclandatlinatedyr

or hetergcycle may. be substituted one or more times by halogen, . . .
(C1-08 0 HE RS o TOa PR ere riSHe hgiee mdividual
trifluorommetmpery of tHeH2yg d@RMhbydmgee;repRtahi\Rhtogetherandtioms

the nitrogen.atom carrying them may form nogygli aturat -t
eomermEe BTG Syt B D1 e S e or T By i Cat e R4
9- to 10-fBemBereditintsystevisonhasbnndvids &lomentheesies-tie-rirG— may
systems mtag be .ea%lacte_d by one to three atoms or atomic groups from

the seriés -CARMHIERAR5-, -(C=R4)-, -NR4-,

R3 hydrogen, (C4-Cg)-alkyl, benzyl;

R4, R5 identically or differently (C+-Cs)-alkyl, halogen, trifluoromethyl, COORS,
(Cs-Cy)-cycloalkyl, phenyl, heterocycle;

R6, R7 identically or differently hydrogen_,'(C1~Cs)—alkyi, phenyl, benzyl,

(C3-C12)-cycloalkyl;

the tautomeric forms of the compounds and the physiologically tolerated salts

thereof,

with the proviso that not more than one R is phenyi or (Cs-Cr)-heterocycle.

Particular preference is given to compounds of the formulae 1 or Il in which the

meanings are

X

identically or differently =C(-R}- or =N—, where not more than one X is
zN_;
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-0-, -S-, with the proviso that two units from the series-0-, -S- may not be
adjacent; 20 R3 hydrogen, (C1-C6)-alkyl, benzyl; R4, R5 identically or
differently (C1-C6)-alkyl, halogen, trifluoromethyl, COORS,
(C3-C7)-cycloalkyl, phenyl, (C5-C7)-heterocycle; 25 the tautomeric forms
of the compounds and the physiologically tolerated salts thereof. 30 Very

R particuladgméferibnoe déffginentiyorthdrcgemdraidgent, thedarxpulds 104 ki,
- which 6, X is identically ifferently =C(-R)- or =N-, where not more than

one X |EF@M°fﬁﬂ§tMn{%é%ggﬁe&ﬁﬁ%’R&h ;rlﬁwpggen, halogen, hydroxy,
(Ci-C6)-alkyl, 5 trifluoromethyl, (C,-C3)-alkyloxy or amino; R1 is identically
or differently (C6-Clo)-alkyl ar Y-phenyl, whi e substjtuted b

R1 logen R ER AR Ay Ry SR ey 28 e R
R2 is hydrbgtampoyde, Riharel dy2itegdiefh erheitiyliier hittegeryakom @atmging
them form a monogyclic, saturated 5- to 6-membered ri ste se
inividodr RO T EDICSS By SRR re ARl e
groups fatkpitivg, bgdesyCHR O -MRboredneiByl viifiubeoprethgtoityat two
units from the series -0-, -S- , may not be adjacent; 20 R4 is

(C1-C6)-alkyl, cyclopropyl, trifluoromethyl or phenyl; the tautomeric forms
Y  of the ce@deunds and the physiologically tolerated salts

R2 hydrogen; or

R1and R2 togethér with the nitrogen atom carrying them may form a monocyelic,
saturated 5- to 6-membered ring systemor a bicybiic saturated or
partly unsaturated 9- to 10-membered ring system, whose individual
members of the ring systems may be replaced by one 1o three atoms
or atomic groups from the series -CHR4-, -CR4R5-, ~(C=R4})-, -NR4-,
-0-, -S-, with the proviso that two units from the series—0O—, =S— may

not be adjacent;
R3 hydrogen, {C4-Cg)-alkyl, benzyl;

R4, R5 identically or differently (C4-Cg)-alkyl, halogen, triflucromethyl, COORS,
(Cs-C7)cycloalkyl, phenyt, (Cs-Cy)-heterocycle;

the tautomeric forms of the compounds and the physiologically tolerated salts

thereof.

Very particular preference is given to the compounds of the formulae | or I, in which
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R1

R2

thereof. 25 Particular preference is also given to the compounds of the
formulae | or Il in which NR1 R2 is a monocyclic, saturated 5- to
6-membered ring system which 30 contains an atom or atomic member

from the series -CHR4-, -CR4R5-, -(C=R4)-, -NR4-, -0-, -S- in position 4.

7 Very particular preference is giver®in particular to the compounds of the
formuladslidentidaiyrockiifecasiyentideRy-mr ditferewtipreGeRnare=iian one X
where n%t=n&9_re than one X is =N-; R is identically or differently hydrogen,

F, Cl, hydroxy, methyl, trifluoromethyl or amino; 10 R1 is identically or
differently (C6-Cio)-alkyl or Y-phenyl, which may be substituted by

hyl; Y is, CH2; 15 R2.is : |
inoger ot Raah ol G AR Bt Sl R -

6-membiifbebrmy espsie (6 wWhgsatigtiigaalamdnahers 20 may be replaced
by one to three atoms or atomic groups from the series -CHR4-, -NR4-,

-0-, -S-, with the proviso that two units from the series -0-, -S- may not be
adjacenis ddefoting by ic yitlie @altth( Ga<aturatiky Briy-phangmbéred may be

tem ig , Ravhi I 5. R4 is methyl,
R ChT I e i e e O o
methyl dritilioromethyl;

ts CHz;

is hydrogen; or

R1 and R2 together with the nitrogen atom carrying them form a monacyclic,

R4

saturated 5- to 6-membered ring system, whose individual members
may be replaced by one to three atoms or atomic groups from the
series -CHR4-, -NR4-, -O-, -S-, with the proviso that two units from the

series -O—, -5~ , may not be adjacent;

is (C4-Cs)-alkyl, cyclopropyl, trifluoromethyl or phenyl;

the tautomeric forms of the compounds and the physiologicaily tolerated salis

thersof.

Particular preference is also given to the compounds of the formulae | or Il in which

NR1R2 is a monocyclic, saturated 5- to 6-membered ring system which

contains_ an atom or atomic member from the series _-CHR4-, -CR4R5-,
-(C=R4)}-, -NR4-, -O-, -5- in position 4.
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30 the tautomeric forms of the compounds and the physiologically
tolerated salts thereof. 8 Particular preference is also given to the
compounds of the formulae | or Il in which R1 and R2 together with the
nitrogen atom carrying them may form a monocyclic, saturated 5- to
6-membered ring system or a bicycli€ saturated or partly unsaturated 5 9-
to 10 membered ring system, whose individual members of the ring

systems may, be replaced by.an atom or atomic group from the, series _
very S RE R TR Sl e e R R R e e e o0

H in wbichl in which 10 X is identically or differently =C(-R)-. A further preferred
embodiment are compounds of the formulae | or Il in which 15 Xis
identically or differently =C(-R)- or =N-, where one X is =N-. Preference is

X also givanitetiesbrpalifidscotithe@drR)l ae 6 Mimavbiclo Gt énthan one X
positioni4,_ nd 6 is identically or differently =C(-R)-, and in position 7 is
=N-. Preferentce is further given to compounds of the formulae | or Il in
which 25 Xin position 4, 5 and 7 is =C(-R)- with R = hydrogen, and in

position .6 .R is.not hydrogen. 30 The inventi lates to compgunds of
R e form S UG e e R S e B e
~and purérinantiorating, @naidrtbieir diastereomers and mixtures thereof. 9
The alkyl radicals in the substituents R, R1, R2, R3, R4, R5, R6 and R7
may be both straight-chain and branched. Halogen is fluorine; chlorine,
R1  bromineipidedines!in opalifianzntiu@ine a-aikpioe Yortaloglkyibdeh alleyl be

radicals é@é%'%f&ﬁ eocpsy %%rt%Wan one or all hydrogen atoms are
Y is CHZ;
R2 is hydrogen; or

R1and R2 together with the nitrogen atom carrying them form a monocyclic,
saturated 5- to 6-membered ring system, whose individual members
may be replaced by one fo three atoms or atomic groups from the
series -CHR4-, -NR4-, -O-, -5-, with the proviso that two units from the
series -O-, -8~ may not be adjacent;
or
form a bicyclic, partly unsaturated 9- to 10-membered ring system in

which one member may be replaced by -S-;

R4 is methyl, trifluoromethyl or pheny! which may be substituted once or

“twice by methyl or Cf;

the tautomeric forms of the compounds and the physiologically tolerated saits

theraof.
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replaced by halogen, preferably fluorine. An aryl radical means a phenyl
or naphthyl radical. The aryl radicals may be substituted one or more
times by suitable groups such as, 10 for example: F, Cl, Br, I, CF3, NO2,
CN, COOH, COO(C1-C6)alkyl, CONH2, CONH(C1-C6)alkyl,
. CON[(C1-Cb)alkyl]2, (C3-Clo)-cyc|c§5alkyl, (Ci-Clo)-alkyl, (C2-C6)- _
Partscg[Qémf?@l@%)saﬂk%)qw@n(@lﬂ@%§%p@é@o( hedgirause | or It in which
0O-CO-(C1-C6)-aryl, PO3H2, SO3H, S02-NH2, SO2NH(C1-C6)-alkyl,
SOZN[(Cl-CG)-aIkyIé%, S-(C1-Ce6)-alkyl, S-(CH2),-aryl, _
R1 ang fEHogetesvitdd ,ﬁéf@(@;elﬂ@g;ral@ﬂ{@@g(@ﬁz)myﬁ%m@chyshc,
saturél@&?@%@eﬁr%%@é@ﬁ%@@g&i%%ﬁ%ﬂé&awlsﬂa@@8)’ﬂé‘?f@/@ﬁ)é%lﬁnated
S02- NH(CH2),-aryl, S02-NH(CH2),-heterocycle,
9- to Bhp\Riibered iakyyatam) whipge gesbvidual members of the ring systems may

be repﬁi‘é@éd%@a@{%@H?H?dh%@%?@ﬁ%‘?f&ﬁ%h@(é%h@n@wgﬂ'~NR4. .
- S02-N((CH2)"- (heterocycle)2 where n may be 0-6, and the aryl radical or

heterocyclic radical may be substituted up to twice by F, CI, Br, OH, CF3,
NO2, ON, OCF3, O-(C1-C6)-alkyl, 20 (C1-C6)-alkyl, NH2; C(NH)(NH2),
NH2, NH-(C1-C6)-alkyl, N((C1-C6)-alkyl)2, NH(C1-C7)-acyl, NH-CO-

Furtheearefgiedlcg Ingivenio-temresnak Hon-toomuise Npr8 oLmétshocycle,
NH-COO- aryl, NH-C00-heterocycle, NH-CO-NH-(C1-C6)-alkyl,
NH-CO-NH-aryl, NH-CO-NH- heterocycle, N(C1-C6)-alkyl

X _co-(cisdgsniirgimpedittessivt CEdo-(C1-C6)-alkyl, 25 N(C1-C6)-alkyl
-CO-aryl, N(C1-C6)-alkyl -CO-heterocycle, N(C1-C6)-alkyl -COO-aryl,
N(C1-C6)-alkyl -COO-heterocycle, N(C1-C6)-alkyl -CO-NH-(C1-C6)-alkyl),
N(C1-C6)- alkyl -CO-NH-aryl, N(C1-C6)-alkyl -CO-NH-heterocycle, '

A furthkQGlefehllkrhtSefdiNe (EArE Bhmk¥Ads of the formulae | or Il in which
N((C1-C6)-alkyl)-CO-N((C1-C6)-alkyl)-aryl, N((C1-C6)-alkyl)-CO-
N((01-C6)-alkyl)-heterocycle, N((C1-C6)-alkyl)-CO-N-(aryl)2,

X N((01-CR)iabnt-S1Q)-OF dfrensterpersiand. Haml): GRfeloRExalkyn.
N(heterocycle)-CO-(C1-C6)-alkyl, N(aryl)- COO-(C1-C6)-alkyl,
N(heterocycle)-COO-(C1-C6)-alkyl, N(aryl)-CO-aryl,
N(heterocycle)-CO-aryl, N(aryl)-COO-aryl, N(heterocycle)-COO-aryl,
N(aryl)-CO 10 NH-(Ci-C6)-alkyl), N(heteroq{cle)-CO-NH-SCi-CG);aIkyI),

Prefefgng§iiscelsagivan o Nip semrgendscdifgiiarpulae | or Il in which

X N(aryD)-GQsds(fioh &53-atky i2isNiBaiRiaRy e HERdhtly =C(-R)-, and in position

7 is =N-.
Preference is further given to compounds of the formulae | or [l in which
X in position 4, 5 and 7 is =C(-R)- with R = hydrogen, and in position 6

R is not hydrogen.

The invention relates to compounds of the formulae | or Il in the form of their salts,
racemates, racemic mixtures and pure enantiomers, and fo their diastereomers and

mixiures thereof.
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(CT-C6)-alkyl)2, N(aryl)-CO-N((C1-C6)-alkyl)-aryl,
N(heterocycle)-CO-N((Ci-C6)-alkyl)- aryl, N(aryl)-CO-N-(aryl)2,
N(heterocycle)-CO-N-(aryl)2, aryl, O-(CH2),-aryl, O-(CH2)" 5 heterocycle,
where n may be 0-6, where the aryl radical or heterocyclic radical may be
substituted one to three times by F, I, Br, I, OH, CF3, NO2, CN, OCF3,
0-(C1-C6)- alkyl, (C1-C6)-alkyl, NH2, NH(C1-C6)-alkyl, N((C1-C6)-alkyl)2,

The aRgradiIcH %&ggltégrlxt%@ .ﬂlﬁleFZ\, Hd Od%e‘ﬁ%oé;}é%'%? r%ag be both
mono-or bicyclic Ting system having 5 t0'12Ting members, In"which “at

straigdest ainesatbbramthe ding Ay gtamssiadreteradtiominfeo for tineirse te $olin@ aimd

a rtEcSI'aI IS Hﬁfir})i}i%ﬂialr?geincludes ring systems in which the heterocycle is
PaCH e d 13 B Zene Mticleus. (C5-C7)-Heterocycle is a monocyclic, and
Haloal®8-at2akdtendiyaie its wHiityohe, rngreyistemotd Suithibledtbgteradyaotis are

repla r;andgg' %ra'igeter(oc é:llicré%gi?ﬂjlg;iare azocinyl, benzimidazolyl, benzofuryl,
PlRaGEh2t |en9f,ab’e%zo |opﬁenyl,%e'nzoxazolyl, benzthiazolyl, benztriazolyl,

benztetrazolyl, benzisoxazolyl, benzisothiazolyl, benzimidazalinyl,

lyl. 4aH-carbazolyl, carbolinyl, gyinazolinyl, quinolinyl,
Ana ﬁ%@ﬁ%&@%@rﬂsﬁ %werq1 zgﬁnnﬁpﬁth%{:%éiﬁ?f chromanyl, chromenyl,
The acidmatima)sdecahpdregbatitlited, oAkl BHyEXidigsdzynylitable groups such as,

i ' 3-b]-tetrahydrof |, f . imidazolidi
for ex N P s M,
CONFit{glallsjethen@ZéinEH Oy Gsiztky Gm dbyt Osghogakuoiiityls theClinyg kyl, (C2-Ce)-
ke bR . B o oI Corayt,
POsHy, £ dRaditzdii-1 2A:bkHiatalyhikyR SOxEHiEzdh)-ali8/l: oxad@zEly);alkyl,

e idiny, pyrionidi M

S R S0 R PP SEEI ), s0-(Cra)r
hetermexa@awcmm&wsl@wmhyaWi:p&fam@hmhﬁm@ropmwyrsoz—
Yy R U S SYCIM B 0.

N(Cqﬁerkalwfh)j@b&ﬂ}dnatamcpyao‘ﬁﬁ%aﬁrﬁ(fﬂ%}wrybyrnoﬁﬂ}ztéﬂé{awbmfurany|,

{h ete{ﬁ%ﬁfﬂjﬁ%gﬁiﬁ@ﬁg% %}%f—?@%{@ qu‘gmy,laé Idzh 81'#1&?@9@%%' radical may
be substituted up to twice by F, Cl, Br, OH, CF3, NO,, CN, OCF3, O-(C4-Cg)-alkyl,
(C+-Cs)alkyt, NHy;

C(NH){NH2), NHz, NH-(C4-Cg)-alkyl, N{(C4-Cg)-alkyl)s, NH(C-C7}-acyl, NH-CO-
(C4-Cg)-alkyl, NH-COO-(C4-Cs)-alkyl, NH-CO-aryl, NH-CO-heterocycle, NH-COO-
aryl, NH-COO-heterocycle, NH-CO-NH-(C+-Cg)-alkyl, NH-CO-NH-aryl, NH-CO-NH-
heterocycle, N(C1-Cg)-alkyl -CO-{C-Cg)-alkyl, N(C4-Cg)-alkyl -COO-(C4-Cg)-alkyl,
N(C+-Cg)-alkyl -CO-aryl, N(C4-Cg)-alkyl -CO-heterocycle, N(C4-Cg)-alkyl -COO-aryl,
N(C4-Cg)-alkyl -COO-heterocycle, N(C+-Cs)-alkyl -CO-NH-(C4-Cg)-alkyl), N{(C4-Cs)-
alkyl -CO-NH-aryl, N(C4-Cs)-alkyl -CO-NH-heterocycle, N{{(C+-Cs)-alkyl)-CO-N-

~ (C+-Ce)-alkyl)z, N((C+-Csg)-alkyl)-CO-N((C:-Cag)-alkyl}-aryl, N((C+-Cs )-alkyl)-CO-

N({(C+-Cg)-alkyt)-heterocycle, N((C+-Cg)-alkyl)-CO-N-{aryl),, N{(C+-Cg)-alky)-CO-N-

' (heterocycfe)g, N(aryl}-CO-(C4-Cg)-alkyl, N(heterocycle)-CO-(C+-Cg)-alkyl, N(aryl)-

COO-(C1-Cs)-alkyl, N(heterocycle)-COO-(C1-Cgl-alkyl, N{aryD)-CO-aryi,
N(heterocycle)-CO-aryt, N(aryl}-COO-aryl, N(heterocycle)-COO-aryl, N(aryl)-CO-
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11 thiadiazolyl, 1,2,5-thiadiazolyl, 1,3,4-thiadiazolyl, thienyl, triazolyl,
tetrazolyl and xanthenyl. Pyridyl stands both for 2-, 3- and 4-pyridyl.
Thienyl stands both for 2- and 3-thienyl. 5 Furyl stands both for 2- and
3-furyl. Also included are the corresponding N-oxides of these
compounds, i.e. for example 1 -oxy42-, 3- or 4-pyridyl. 10 The

NH-{Chetaypaliolit mgeterdstatelm)engﬂeNHd(@;I-ﬁg)a?dh&)sﬁl@at@tl}téﬂ)eh&im@pre
times | rqups su , for ex  E,.CL.Br.l. CE3, NO ,

(et e B RO N it CONIes oy Wafegroveis FEOH:

(CrCQ@gtB(@le@i)@fﬁl%ﬂJ?(@mﬁ)- saltwfmyCﬁ%hﬁfl?rﬁfkycﬂ?ﬂ-Cﬁ)—ﬂﬂ(gﬂy@s&~aiky?)-

-(C1-C6)- re_one, mor ne or r in

SVRE inseraciibithitine b St s e e sl L e

heter@ONH(G4rE 6) ratky b &S OB\ MEEE Grally]2 28i¢El o Chtaliody cBe(EdR)al may
henyl, SO-(C1-C6)-alkyl, SO- ),=Rh ., SQ2-(G1-C6)-al

b sul N A e T B e e R . g o

alkyl, $0bsTisiHaktyipNoliwide (By-E¢ ChiBt, IHCGES HRRZ).ONORCH3, COOH, COO0-

(01_03%%-E§§$§¥|, (C1-C6)-alkyl, NH2; C(NH)(NH2), NHZ2,

lkyl, N((C1-C6)-alkyl)2, NH(C1-C7)-acyl, phenyl, 0 20
(CH2),-phenyl, where n may be 0-6, where the phenyl ring may be

e 5 LR PR 5 el e
at leameammmme, r@@@y&tﬁnﬁﬁ)ah@l&@@#ﬂnﬁlﬁc@ﬁ th@y@lnaﬂ@r@dm S. This
defin e e S R U TR e Mk B fpenzene
nucleaad({Ggrich-ideensysialiexcsivety oficaabdn Gteths)-betarasyfie is a bicyclic
fing Sgg@gﬂple, cyclopropyl, cyclopentyl, cyclopentenyl, cyclohexyl or

amantyl. The cycloalkyl radicals may be substituted one or more times
by suitable groups 30 such as, for example: F, ClI, Br, I, CF3, NO2, N3,

L i n )| - 0 = |, . H H
Smta@g N‘%%i%%%%@ﬁ%%c%oﬂ%ﬁfo(%o%ﬁgl%&a%yi#, '%_%?é\) fg}? benzimidazolyl,
benzofuryl, benzothienyl, benzothiophenyl, benzoxazolyl, benzthiazolyi,
benztriazolyl, benzietrazolyl, benzisoxazolyl, benzisothiazoiyl, benzimidazalinyl,
carbazolyl, 4aH-carbazolyl, carbolinyl, quinazolinyl, quinolinyl, 4H-quinolizinyl,

quinoxalinyl, quinuciidinyl, chromanyti, chromenyl, cinnclinyl, decahydroquinolinyl,

- 2H,6H-1,5,2-dithiaziny!, dihydrofuro2,3-b]-tetrahydrofuran, furyl, furazanyl,

imidazolidinyl, imidazolinyl, imidazolyl, 1H-indazolyl, indolinyl, indolizinyl, indolyl, 3H-
indolyl, isobenzofuranyl, isochromanyl, isoindazolyl, isoindolinyl, isoindolyl,
isoquinolinyl {(benzimidazolyl), iscthiazolyl, isoxazolyl, morpholinyl, naphthyridinyl,
octahydroisoquinolinyl, oxadiazolyl, 1,2,3-oxadiazolyl, 1,2,4-oxadiazolyl,
1,2,5-oxadiazolyl, 1,3,4-oxadiazolyl, oxazoiidiny!,'oxazolyl, oxazolidinyl, pyrimidiny,
phenanthridinyl, phenanthrolinyl, phenazinyl, phenothiazinyl, phenoxathiinyl,
phenoxazinyl, phthalazinyl, piperazinyl, piperidinyl, pteridinyl, purynyl, pyranyl,
pyrazinyl, pyroazolidinyl, pyrazolinyl, pyrazolyl, pyridazinyl, pyridooxazoles,
pyridoimidazoles, pyridothiazoles, pyridinyt, pyridyt, pyrimidinyl, pyrrolidinyl,
pyrrolinyl, 2H-pyrrolyl, pyrrolyl, tetrahydrofuranyl, tetrahydroisoguinoliny,
tetrahydroguinolinyl, 6H-1,2,5—thiadaziny5, thiazolyl, 1,2,3-thiadiazolyl, 1,2,4-
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alkenyl, (C2-C6)-alkynyl, O-(Ci-C6)-alkyl O-CO-(C1-C6)-alkyl,
O-CO-(C1-C6)-aryl, 0- CO-(CT-C6)-heterocycle; PO3H2, SO3H, S02-NH2,
SO2NH(C1-C6)-alkyl, SO2N[(Ci-C6)-alkyl]2 , S-(C1-C6)-alkyl,
S-(CH2)n-aryl, S-(CH2)n-heterocycle, SO-(C1-C6)-alkyl, SO-(CH2), aryl,
SO-(CH2)n- 5 heterocycle, S02-(C1+E6)-alkyl, S02-(CH2),-aryl,
thiadisaty{CH2;-Hetatioeydis, 1502 Kt 2pyatyicsgh mm@ﬂz)aﬁem@bwé
xanthélgé N(C1-C6)-alkyl)(CH2)n-aryl, S02- N(C1-C6)-alkyl)(CH2),-heterocycle,
*N((CH2),-aryl)2, , S02-N((CH2)n- (heterocycle)2 where n may be 0-6,
and the aryl radical or heterocyclic radical may be substituted up to twice

i 0 RS EHRR Y 802 ne e

Furyl Big(Gis ©6)haieay B2 aNeH G=fLi@l7)-acyl, NH-CO- (C1-C6)-alkyl,
NH-COO-(C1-C6)-alkyl, NH-CO-aryl, NH-CO-heterocycle, NH-COO- aryl,
NH-COO-heterocycle; NH-CO-NH-(C1-C6)-alkyl, NH-CO-NH-aryl,

- Also iINSHGE) Hitd-thetepomatenN QLMoY dky o0 bste IoaBpalkyls, i.e. for example

) 0OO0-(C1-C6)-alkyl, 15 N(C1-C6)-alkyl -CO-aryl,
! OXyI\N'KC% ggdrg}gyld ’O-heterocycle, N(C1-C6)-alkyl -COO-aryl,

N(C1-C6)-alkyl -COO-heterocycle, N(C1-C6)-alkyl -CO-NH-(C1-C6)-alkyl),

The k%%%a%égs: ﬁ@%%%%&%%@%@%h%@%ﬂ%@ﬂ EEQUNEARISIYE Sy more times

by Summgnﬁapalwwc&ni@cmmp@kﬂ)@y&m (@fi:d)\)fédkiﬂ)s @i, COOH,

cooiGEINRAACAC SOCONIE o, -

Cs)- 8Nﬂﬁ@leﬁ@cs@&)%@l&d@%ﬂk)fawrwﬂ@@@l@mm one or all
hydro;égﬂzlszrﬂ%ggﬁgﬂgd Qisq’ma !  DNCRRL) 'ﬁh)ﬂlrme

rocycl O-aryl, N(aryl)-COO-aryl, N(heterocycle)-COO-ar
Poam@%&C@OW@13@@5\1&@»@«@@@0&@@&@@% G ECealky

LoN( yl, . ;
S (Cwﬁ gpeﬁg 1ces'\satcflk g%r@ﬁgc;%%) osﬁ) A G1g &a“‘yfkﬁ% (CHar
phenN(W@t@@MM@GﬁaﬂdWiﬁ@phenyl radical may be substituted up to twice
heter, q(pd\l( lkyd)
by ¥, I&ghgﬁggg% CON g&%@%ﬂ%@{? k)y @H%aé%ge%%@cle
C{NH e} nhitay BE-0C5 - W&M@@b@wmm&d 7hefihl PHEDYbh -

b I
o AHESARR ARGl 2 G ot

threesipzec HB FCOORY, GG, CF3 NO,, CN, OCFS, o (C1 Ce)-alkyl, (C1-Ca)-alkyl,

NHa, NH(C+-Ce)-alkyl, N({C1-Cg)-alkyl)z, SO-CHg, COOH, COO-(C1-Cq)-alkyl,
CONH,.

A cycloalkyl radical means a ring system which comprises one or more rings, which
is in saturated or partially unsaturated (with one or two double bonds) form, and
which is composed exclusively of carbon atoms, such as, for example, cyclopropyl,
cyclopentyl, cyclopentenyl, cyclohexyl or adamantyl.

The cycloalkyl radicals may be substituted one or more times by suitabie groups
such as, for example: F, Ci, Br, |, CFg, NO3, N3, CN, COOH, COO(C+-Cgjalkyl,
CONHZ, CONH(C+-CgJalkyl, CON[(C+-Cs)alkylls, cycloalkyl, (C1-Cag)-alkyl, (C2-Ce)-
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30 (C1-C6)-alkyl, CONH2. 13 Bicycle Is a partly unsaturated bicyclic ring

system which has 8 to 14 ring members and has exclusively carbon

atoms as ring members. Examples which may be mentioned are the

tetrahydronaphthyl, alpha- or beta-tetralone, indanyl or indan-1- onyl

radical. Preferred bicyclic radicals al@ tetrahydronaphthyl and indanyl. 5
alkenthniBgtidiegaidafs-thaye-slid ttufed-the-6c hidky!tikds By Cuitahtaryl, O-

le: F, Cl, Br, I, , , N3, : ’

O B ESsTRI CoNE. CONH(C1-Cojalil, CONI(CL.Coally 2
POsHayﬁl@alrkyﬁmi\fﬁia‘;‘»@u&yH(@«2@3@)@&%{5@@2{@@3&:@6&%&9& S-{C+-Ce)-alkyl,
6 1
SO F R e PO e SN SO L) Ao e

hetercg@@sa{(iilg{:@)-é}@%y&; M@ﬁmkwwngmawheterocycle 802-
I C (CHR)-
N S S R R R L e e
N(C1-CeaaikiHHp)yhelsioeoRNHieNLhhetettryole,S O-N{(CHz)-
heter‘ggfc yclggge%g(%ﬂgmmérﬂnﬁ%ewgg& Pk &%E@hc radical may

((CH2)n-aryl)2, , S02-N((CH2)n (heterocycle)2 where n
be subséiybecoup, tariwier by rdidarl &P Hetefocy e radicAP riay BdSubsstatisy
(Cs- Cug t&a}yv byF Cl, Br, OH, CF3, NO2, CN, OCF3, O-(C1-C6)-alkyl,
aIk [, NH2; C(NH)(NH2), NH2, NH-(C1-C6)-alkyl,

NHMNBﬂd@ﬁaIM—ZQ\H@(@@JW) LN AR A m@epab@py& NH-CO-
C1-CQ'§1§gQ\FK—P@E&§) ékxk?g rgpv\%lbtﬂ'ﬂa Oraterocysler &@Owytoo

O heterocycle C1-C6)-alkyl, NH-CO-NH-ary,
aryl, NHWW@[@@@&T@"W@ |1@¢l~@tby(dibt§ﬁamyl aryl, NH-CO-NH-

e S B S SH SRk 220 o
cz D e N o I el DR
ﬁé T@B )égggé/ﬁérg%mawé alkgq SRk AQOSRIRGHCIR(C-Co)-
2y QNP COMEI SN igroR(EE: Tty CO-N-
(C- g}fégiy@gw Jd%?t&ﬁ%ﬂy%w@% COLAMML RN )-alky))-CO-
N((C;-Cg) alkyl) heterocycle N{(C1-Cs)-alkyl)-CO-N-(aryl)z, N({C4-Cg}-alkyl}-CO-N-
(heterocycle)s, N(aryl)-CO-(C+-Cg)-alkyl, N(heterocycle)}-CO-(C,-Cs)-alkyl, N{aryl)-
COO-(C4-Cs)-alkyl, N(heterocycle)-COO-(C4-Cg)-alkyl, N(aryl}-CO-aryl, |
N(heterocycle)-CO-aryl, N(aryl)-COO-aryl, N(heterocycle}-COO-aryl, N(aryl)-CO-
NH-(C4-Cs)-alkyl), N(heterocycle)-CO-NH-(C+-Cg)-alkyl), N(aryl)-CO-NH-aryl,
N{heterocycie)-CO-NH-aryt, N(ary)-CO-N-(C1-Cg)-alkyl),, N(heterocycle)-CO-N-(C;-
Ce)-alkyl)z, N(aryl}-CO-N((C4-Cs)-alkyl)-aryl, N(heterocycle)-CO-N{(C:-Ce)-alkyl)-aryl,
N(aryl)-CO-N-(aryl), N{heterocycle -CO-N-(aryl), aryl, O-(CHz)p-aryl, O-(CHz).-
heterocycle, where n may be 0-6, where the aryl radical or heterocyclic radical may
be substituted one to three times by F, CI, Br, [, OH, CF3, NO2, CN, OCF3, O-(C+-Cs)-
alkyl, (C4-Cg)-alkyl, NHy, NH(C1-Cg)-alkyl, N((C+-Cg)- aEkyi)g SO,-CH3, COOH, COO-
(C1-Cg)-alkyl, CONHa.
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(heterocycle)2, N(aryl)-CO-(C1-C6)-alkyl,

N(heterocycle)-CO-(C1-C6)-alkyl, N(aryl)- COO-(C1-C6)-alkyl,

N(heterocycle)-COO-(C1-C6)-alkyl, N(aryl)-CO-aryl, 30

N(heterocycle)-CO-aryl, N(aryl)-COO-aryl, N(heterocycle)-COO-aryl,

N(aryl)-CO- NH-(C1-C6)-alkyl), N(hétérocycle)-CO-NH-(C1-C6)-alkyl),
Bicycl(ard)p@iyNHsalyraitheteyotiyalie)gG@shdhamiich has 8 to 14 ring members

and TR A LR AR A GO B8 S A ey TR e
mentignégHMl&iybeCféithﬁyﬁ&ﬁﬁt(hﬂeml alec)amh N—t@r;z;)ll)ﬂ)agwdgnyl ct); inda?-’l -
- -ar - ) erocycle,.wnere n ma - ere ar
ony! rediel B e e e mn AR B DY
Cl, Br, I, OH, CF3, NO2, CN, OCF3, O-(C1-C6) 5 alkyl, (C1-C6)-alkyl,

O o X T

- as, fothexasotiiliFy, Ginater, SEehiBp, M HIGIN, 154 OHNE 0K pChjic/l, CONH,,

cON e Y b et e i O o S e eyt
(Ce-CaathyagkylodDiy-Gekeisl e GEId GrNimbas@IIE Erta; 6F-56-

(C'*'Clﬁ Yﬁé‘%% ar&galts of inorganic acids such as hydrochloric acid,

dro ror%c, phosphoric, metaphosphoric, nitric and sulfuric acid, and of

POsHygaDitHaS0sdlidh SOISHIT eLainplay ADoK HaizdndBulfBriC,-Ce)-alkyl,

S O NG N Thtico par e S Qe B (CHa)
heterpeytiesBOuthicandlkatipoalith Huitalle Phartbatouticadyoayceptdile:-

N e S S e R s o=
N(C +-cadtiatybéBs)antictoreaitsior HOmetaHol(2-anmlho- 286y ahdXfiethy!

et e e O P R iy

be sutifitiivtedostdie tikewise Heldn§ withih, the frathewoik, 6D Slesiveftieb asalkyl,

(01_612%‘%/?% termediates for the preparation or purification of
6 armaceutically acceptable salts and/or for use in nontherapeutic, for

C(NHgs ipleNhyitht - dPpiicatiatiyl, N((C1-Cs)-alkyl)2, NH(C4-Cy)-acyl, NH-CO-
{C+-Ce)-alkyl, NH-COO-(C4-Cg)-alkyl, NH-CO-ary!l, NH-CO-heterocycle, NH-COO-
aryl, NH-COO-heterocycle, NH-CO-NH-(C4-Cg)-alkyl, NH-CO-NH-aryl, NH-CO-NH-

| heterocycle, N(C4-Cg)-alkyl -CO-(C4-Cg)-alkyl, N(C1-Ceg)-alkyl -COO-(C4-Cg)-alky!,

N(C4-Cg)-alkyl -CO-aryl, N(C4-Cg}-alkyl -CO-heterocycle, 'N(Cq—Ce}—aIkyl -CO0-aryl,
N(C1-Cs)-alkyl -COO-heterocycle, N(C1-Cg)-atkyl -CO-NH-(C4-Cs)-alkyl), N(C1-Cs)-
atky! -CO-NH-aryl, N{(C4-Cs)-alkyl -CO-NH-heterocycle, N{(C1-Cg}-alkyl)-CO-N-
(Cﬁ—Cs)'-a!kyl)g, N{{C1-Cg)-alkyl}-CO-N({C+-Cs)-alkyl)-aryl, N({C+-C¢)-alkyl)-CO-~
N((C+-Cg)-alkyl}-heterocycle, N((C+-Cg)-alkyl-CO-N-{aryl)s, N((C4-Cg)-alky)-CO-N-
(heterocycle)s, N{aryl)-CO-(C4-Cg)-alkyi, N{heterocycle}-CO-(C4-Csg)-alkyl, N(aryl)-
COO-(C4-Cg)-alkyl, N(heterocycle)-COO-(C1-Cg)-alkyl, N(aryl}-CO-arvl,
N(heterocycle)-CO-aryl, N{aryl)-COO-aryl, N(heterocycle)-COO-aryl, N(aryl)-CO-
NH-(C1-Cs)-alkyl), N(heterocycle)-CO-NH-(C4-Ceg)-alkyl), N(aryl)-CO-NH-aryl,
N{heterocycle}-CO-NH-aryl, N(aryl}-CO-N-(C4-Cg)-alkyt)z, N(heterocycie)-CO-N- -
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The term "physiologically functional derivative" used herein refers to any
physiologically tolerated derivative of a compound of the invention of the
formulae I 30 or Il, for example an ester, which on administration to a
mammal such as, for example, a human is able to form (directly or
indirectly) compounds of the formuldé | or Il or an active metabolite

(C1-Cihatipi. 1 5 (@ysiodicey-Gnaisybt aativbiivele epsystionide-pidergs Jorlkyl):-

h the, i ' 495 8X , e in . 2 -
o, N D S L N B SRS T R
heterongtibolitedamvivaytbakdinphane Hheharihvadiceh o6 Mlesequaligrigical may
\ | i net. 0 0 Ipv@NE
be s R ot B e B oot i o
alkyl, (BystadliradkybIarphio(is:enealinl, pel{motptralisyirn®O piahle, COOH, COO-
_~Compou f,the invention belong within the framework of the invention
(C- Céﬁ%ﬁ?ﬁ) g’?eﬁ‘@?ﬁ'rther aspect of the invention. All referencesto
"compound(s) of formulae | or Il " hereinafter refer to compound(s) of the
formulae | or 11 as described above, and their salts, solvates and
physiologically functional derivatives as described herein. 15 Use The
Pharrsenspdinadls et tepiabiensieiscithereaitadher AaE Buwsisng greater
A £t itive | . me in
than tjzi? Qifqne ﬂ&ﬁc%%%eml%@l gcgﬁﬁ?é,ep@?@éﬁia'ﬂ§§uﬁﬁtﬁg%ﬁ%%§?@

_adipocytes w insulin and IS responsible for the _
applianéeneloiiess faed srast iy ardahagnreariivsibrageatadpsaliem@riagiion.

Suitalig Lﬁ?ﬁ@ﬁ%@ﬁ%aﬂ%@é@&&&@@&@%ﬁi& e lGr e 8 HHMABHEH the

INs effect o' the compounds of the invention, eventually leading to

inventioeqietRAlte O érorary iacigiin $He brso B A BT BIsoRCH I EYSEObTrAB G an
phosé%%ﬁ?@é?g Oipvse fermealelo AeiaNAseNs sHERaSidU GRS as,

non-insulin-dependent diabetes mellitus, for diabetic syndrome and
for exer@iRcicptneisibaarragsifapicohpizmascii thethoaatuiatimdumaric,

glucolEMYiaslier il dnayaddisionaliy Havsalt, maleic, malic, methanesulfonic,

succinic, p-toluenesulfonic and tartaric acid. Suitable pharmaceutically acceptable

basic salts are ammonium salts, alkali metal salts (such as sodium and potassium
saits) and alkaline earth metial salts (such as magnesium and caicium salts) and
salts of trometamol (2-amino-2-hydroxymethyl-1,3-propanediol), diethanolamine,

lysine or ethylenediamine.

Salis with a pharmaceutically unacceptable anion such as, for example,
trifluoroacetate likewise belong within the framework of the invention as useful
intermediates for the preparation or purification of pharmaceutically acceptable salis

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

The term “physiologically functional derivative” used herein refers o any
physiologically tolerated derivative of a compound of the invention of the formulae |
or ||, for éxampie an ester, which on administration to a mammal such as, for
example, a human is able to form (directly or indirectly} compounds of the formulae |

or | or an active metabolite thereof.



10

15

20

25

30

inhibitory effect on endothelial lipase (EL). The preferred substrate for EL
is HDL, which has antiatherosclerotic activity. A reduction in the HDL
level leads to 30 progression of atherosclerosis and its sequelae such as
metabolic syndrome and coronary heart disease. An inhibition of EL
should thus lead to prevention of ath®&rosclerotic disorders. 16 It has
further been found that the inhibitory- effect of the compounds of the
inventign ,of the formulae |.or 1l i eIectlv in reA?tlon t ther ases.

Physielogispliin g ?rﬂ@'t?ﬁ@"ﬁ%"ﬁﬁrﬁ éﬂgj% St?r? ?%’?ﬁ&rd the
inveniisevantion ofamble, @@Q@dﬁ@idﬁfﬂttm@dammbmmnﬁrgim&m. 1094,

lization disorders 2, D| rder sulin s nSItIVIt of myp-,.adipo- .
142, S8 PG E Rth O SRR ENE BASEou S venton.
Thesé‘r}ﬁlﬂtjﬂﬁgg&pgglaﬂgﬁm@adIB@@@&JGI’I@*UCBQQ the prevention of the
sequelae associated therewith, 10 Particular aspects in this connection
are - hyperglycemia, - improvement in insulin resistance, - improvement
The c'tmgimmsﬁ toferancrientiotadiipaled theigianareatioRpciis diphpuevientis: for
macro- and micro scul @sord rs 4. D sli %em aslﬂpdt eir A ¢
examB AR AL SIRACKS ”%‘uﬁ% Sy 8IS (A18Ray" REAITRIELSE TS
of theqmamo&adstdaltmhsmscﬁtmmpgmtmmhosa‘:(mmnrtesmh@duMem)and
h are characterized by .one or more of the following factors: 20 - high
are a&é@%&?ﬁﬁ@%e?ﬁ@%&% %’X&%ﬁions high postprandial plasma triglyceride
concentrations, - low HDL cholesterol concentration - low apoA
ipoprotein goncentrati DL sterol concentrations 25 -
All rexjsepﬁzﬁf:ag r%e‘f_%?_p&u&%?z PJFB(‘;%% esF Il(f R RS LR P compound(s)
of the formulae | or Il as described above, and their salts, solvates and

physiologically functional derivatives as described herein.
Use

The compounds of the invention of the formulae | or [l have a surprising inhibitory
effect on hormone sensitive lipase, HSL,, an allosteric enzyme in adipocytes which is
inhibited by insulin and is responsible for the breakdown of fats in fat cells and thus
for transferring fat constituents into the blood stream. Inhibition of this enzyme is
therefore equivalent to an insulin-like effect of the compounds of the invention,

eventually leading to a reduction of free fatly acids in the blood and of blood glucose.

" They can therefore be employed for metabolic derangements such as, for example,

for non-insulin-dependent diabstes mellitus, for diabetic syndrome and for direct
pancreatic damage.

The compounds of the invention of the formulae 1 or Il may additionally have an
inhibiiory effect on endothelial lipase (EL). The preferred substrate for EL is HDL,
which has antiatherosclerotic activity. A reduction in the HDL level leads to
progression of atherosclerosis and its sequelae such as metabolic syndrome and
coronary heart disease. An inhibition of EL should thus iead to prevention of

atherosclerotic disorders.
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- high apoB lipoprotein concentrations 5. Various other conditions which
may be associated with the metabolic syndrome, such as: 30 - obesity
(excess weight), including central obesity - thromboses, hypercoagulable
and prothrombotic stages (arterial and venous) 17 high blood pressure
heart failure such as, for example (Bt not restricted thereto), following

It hasrfwﬂ@arghiaemfammmaijpertehﬁiﬁem@ffedis@‘a%@ @oﬁa;p@igmdgsoﬁam@ irvgntion
of thei n‘?{u‘i’%%of dene %s%?@gﬂi}%ﬂﬁ 'r%t\é[{?b t@%@ﬂgpﬁia%fé’ef actions or cell

erentiation Is for example involved are: - atherosclerosis such as, for
example (but not restricted thereto), coronary sclerosis including angina

CompRRFIgESPMMEMgsardial infarcliaty SERkSIo YOP B EaSRaRSin@lor prevention of

reocclusion 10 - chronic inflammatory bowel diseases such as, for
example, Crohn's disease and ulcerative colitis - pancreatitis - other

1. - Ddlsmerstery-statgsia raiiaeBathy d0¢ geiRese celtiumergisadipase cell

carcinomas such as, for example, liposarcomas - solid tumors and .
2. DisgtinazokliadhudngeasiMpleslY otae R RINSRAN CYEsRcRSHIR

resist@hte-gasizetesipririad, of the liver, of the biliary tract and of the
pancreas, endocrine tumors, carcinomas of the lungs, of the kidneys and

3. Dighstes nAUNHRIPEFIRY férfa tHaRSHsBRLEINE HBmBEKRIIGR Hethe
s Rl eRisomveepadiferative disorders and lymphomas - angiogenesis -
neurodegenerative disorders - Alzheimer's disease
Particular aspects in this connection are
- hyperglycemia,
- improvement in insuiin resistance,
- improvement in glucose tolerance,
- protection of the pancreatic R cells

- prevention of macro- and microvascular disorders

4. Dyslipidemias and their sequelae such as, for example, atherosclerosis, coronary
heart disease, cerebrovascular disorders ete, especially those (but not restricted
thereto) which are characterized by on.e or more of the following factors:

- high plasma triglyceride concentrations, high postprandial plasma triglyceride
concéntrations, '

- low HDL cholesterol concentration

- low apoA lipoprotfein concentrations

- high LDL cholesterol concentrations

- small dense LDL cholestero! particles

- high apoB lipoprotein concentrations

5. Various other conditions which may be associated with the metabolic syndrome,
such as: |
- obesity (excess weight), including central obesity

- thromboses, hypercoagulable and prothrombotic stages (arterial and venous)



25 - multiple sclerosis - Parkinson's disease - erythemato-squamous
dermatoses such as, for example, psoriasis - acne vulgaris - other skin
disorders and dermatological conditions which are modulated by 30
PPAR - eczemas and neurodermatitis - dermatitis such as, for example,
seborrheic dermatitis or photodermatitis 18 keratitis and keratoses such

- agidRRsGIRIesseRoTheic keratoses, senile keratoses, actinic keratosis,
photo-induced keratoses or keratosis follicularis keloids and keloid

- pheEyialiyaanen iﬁ%lJarn@@@iaﬂémtaqsr@émﬁﬁﬁ&@%f&)fﬁmwag
hiHpaBaraRilIPmRRIE, (HDEHENSRHO RS S4 I oI aMiin YS paTe
papillomata, viral warts such as, for example, molluscum contagiosum,
leukoplakia papular dermatoses such as, for example, lichen planus skin

. OBRICEESHRDSS, I5RKaEMRIe, hasBhGRRSRiciRRMAR sBalRNORIaR AT 10

_cutaneous T-cell lymphomas - localized benign epidermal tumors such as,
diffgranbaiipre ikEaedETRE REINGFhaIFaevi - chilblains - high blood

PERREYES cPosy REAFMMR XolORSIE @vanicradinmed iter ) - astbmay

- osteoarthritis - lupus erythematosus (LE) or inflammatory rheumatic
dRURIERSSHEH H81GAN T BRARINES Pl aEsH Rk #@Ection, stroke

vascular restenosis or reocclusion

£

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

- pancreatitis

- other En'ﬂammatory states

- retinopathy

- adipose cell fumors

- adipoese cell carcinomas such as, for example, liposarcomas

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

- acute and chronic myeloproliferative disorders and Eymphomés

- angiogenesis | |

- neurodegenerative disorders

- Alzheimer's disease

- multiple sclerosis

- Parkinson’s disease

- erythemato-squamous dermatoses such as, for example, psoriasis

- acne vulgaris

- other skin disorders and dermatological conditions which are moduiated by
PPAR

- eczemas and neurodermatitis

- dermatitis such as, for example, seborrheic dermatitis or photodermatitis
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- vasculitis - wasting (cachexia) - gout - ischemia/reperfusion syndrome
25 - acute respiratory distress syndrome (ARDS) Formulations 30 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 us¢gthe mode of administration and the

- 'Ck@@lft@@rdgﬂ?ékéfdé@sl&xmﬁgnfoﬁl?ﬁagﬂwa@@@dﬁr@@mi@mmgf@ ser(;iie
range from 0.3 mg to 100 mg ica rom 3 mg to 50 r day an .
VS P P DB o SR B RSB K PSSR s

- dpepmayhe kibexeraple/ixide range from 0.3 mg to 1.0 mg/kg, which
can suitably be adminjstered as infusion of 10 ng to 100 ng per 5

" kiSRS Ff?iﬁﬁ%‘?@ﬁf@aﬁl‘é%ﬂi%fM%Hﬂgﬁﬁese purposes

- MRyrsantgdnifermexaraples Fromiidcetions d0danastyioically fipm, lregdreaD
mg, per milliliter. Single doses may contain, for example, from 1 mg to 10
o RARH R R RER YRR S R LGRS &y R Tor
exairplsiakigm | mg to 100 mg, and single- dose formulations which can

be administered orally, s%gh asf for example,.tablets or 10 capsules, may
- cORRIBTOPERARSRS i 395t T80 W&%&R}%—Eﬁ 0.5to 600 mg.

- Fekithedhesapy i the abhroyemepiiohed sonditions: theneampelaesnads or
formulae | orﬁl. m%FbeRﬁsed as the compound itself, but they are
%fng%ﬂ}lﬁw Heel Y"Krarmaceutical composition with an acceptable
- CasaalizEieealtiernidstobl conrss bechcaspfableimtbieskoss doatihis

ccggﬁatiblelwith the other ingredients of 15 the composition and is not

h G707 tH@e;yétient's health. The carrier may be a solid or a liquid or

- bethiianghs preferably formulated with the compound as a single dose, for
exam ﬁ?as a tablet, which may contain from 0.05% to 95% by weight of

) thléUg cti @%B'}%ﬁ%ﬁ? Other pharmaceutically active substances may

- likemmigesbee ptesent, including other compounds of the invention. The

- P eI SORRIRAS 8L B,

- asthma

- osteocarthritis _

- lupus ei'ythematosus {LE) or inflammaiory rheumatic disorders such as, for

example, rheumatoid arthritis

- vasculitis

- wasting (cachexia)

- gout

- ischemial/reperfusion syndrome

- acute respiratory distress syndrome (ARDS)
Formuiations
The amount of a compound of the invention necessary to achieve the desired

bioiogical 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
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20 invention can be produced by one of the known pharmaceutical
methods, which essentially consist of mixing the ingredients with
pharmacologically acceptable carriers and/or excipients. Pharmaceutical
compositions of the invention are those suitable for oral, rectal, 25 topical,
' peroral (for example sublingual) and parenteral (for example
patiersubbetaadpussinsamoscaliarinittradermal foointiad eng ts ) 1@dmnystiatically
f Itho;é%gfshe rgost syitable moolgiof admir}igr?{[ion d ec?ds in eacéh
rom S 59ilf 8P B84 R RV G B End 88T P HE LS T IR (6 Heated
3-10 rantkgndthe Aatineankiheusodopeunds aifoion@aenh piell i des iaregchaase.3 mg
Coated formulations and.coated, slow-release formulations, also 30 pelon
0 1.0 G N R B PSR LS G0 10 Gl 1 per
kilogrgastiad paceriasistaBufibhiatiosisnSsotatitensdatitigsse sistpot s gasiricontain,
juice, comprise , cellulose acetate. phthalate, polyvinyl acetate phthalate, 20
for xR R S O oo DR A e e R SpTEEE S
dosegmetyacoyliaincidr andmgthyronethasgtaté 0Sydatie pbtivedegrattiiaht. Thus,

eparations for oral administration may be in.the form qf arate ynits
ampo R R O a0 A e oL SR ERE Pl e iR AP gt
dose twhichicentatich definiee admoinidieftueccaiiypeunt atfdomalaeripe | abésts or

owders or granules; as solution.or nsion. in an agueous or
capstlgs oY SotkA FOT XA et BEP dP e bt iely, ftom 2 8.t

600 nupnimoshiotisenzy, akthb eddy ementiones!] berpiitipae dHyy cwsuitadbeot
harmaceutical method which includes a 10 step in.which the agtive, .

form o e M T RO RV T8 B8R I the

form aigredients)caetibed wghtpasittcontaich Thecoeniesitamriee Jéwetaliyer must, of
rqdu iform_and haomggeneous mixi ft tive,ingredient.

cours\%ﬁ%ea%%ge%\fa;bﬂea?& AL engecﬁra%‘% agfisdéo%i:%% "V{ﬁf}ﬁ}% t%theqrﬁw flients of

Iqui inely divided solid carrier, after e product is

the commeediifmaodssargt FEmoYLfdpeReenpidica tabierdin Degradieethby be a solid

or BB o P A R R S S e
for excanpie psaultaiddibwtathetiay thendaimbaumdif e do fliinbfoverighictf dwe
activé%&?&%ﬁ ’@tﬁg?"iﬂ?érﬂ{a%gu”ﬁé%ﬁy‘%'&%@% asl?ﬂ)r&%rrj\%tees'ﬂ%?’qikewise be present,
including other compounds of the invention. The pharmaceutical compositions of the
invention can be produced by one of the known pharmaceutical methods, which
essentially consist of mixing the ingredients with pharmacologically acceptable

carriers and/or excipients.

Pharmaceutical compositions of the invention are those suitable for oral, rectal,
topical, peroral (for example sublingual) and parenteral (for example subcutaneous,
intramuécular, intradermal or ihtravenous) administration, although the most suitabie
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 compounds of formulae | or Il
used in éach case. Coated formulatibns and coated slow-release formulations also
belong within the framework of the invention. Preference is given to acid- and gastric
juice-resistant formulations. Suitable coatings resistant to gastric juice comprise

cellulose acetate phthalate, polyvinyl acetate phthalate,
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with a binder, glidant, inert diluent and/or one or more
surface-active/dispersing agent(s) in a suitable machine. Molded tablets
can be produced by molding the 20 compound, which is in powder form
and is moistened with an inert liquid diluent, in a suitable machine.
Pharmaceutical compositions whichPdre suitable for peroral (sublingual)
hydroRgirdpsirasitiyiesiiyicse shttkalble tabtetsishichpodntairsaotantimaogliofacid

g foim lae | or ﬁ%l with a flavoring, normally sucrose and gum arabic or
and mg Bﬁc@ﬁéﬁ‘a& Sstilles which comprise the compound in an inert base

such as gelatin and glycerol or sucrose and gum arabic. Pharmaceutlcal
ositions suitable for parenteral a istrati ris efe
Suital g PSS LR RO TP o RS RTRIETE e Whie o
separaf@f@hﬂblmﬁxbtmcfwt@mmbomptmesnmmﬂsremplmﬁleMS or fablets,
tions are pre mini d intravenops
each QSRR Iy BLOREA LD ST, DA S IR Sl 5
powdényyadeyranlisgctiogollitieseoprepspatisitndanapreiasaly bempodgoedusy liquid;

orss BRAR RPN, 0 PR s spPn e

B IVeRGon génerally
mentiooetalbérpm@ald@ b¥@hy wdtgbiebtheractiom toatpeethddSyhich includes a

eutlc Icom tlo s sujtable for.rectal administration ar
St (LR 10 TATR Y E1TALE SIS HRLE g one or more
addltnpmdumbmmsglagemmoummum abthedoMing aeinoBitiote are genayedly
ventlon | solid iers, for.example coc but e
pmd“.%suf%}ﬁ Wit rlJ‘.%{:}E}harﬁ]aceuLflc:z'a:‘IE) |cX(E)n or%‘séggef %%%%?%@Q%\c’gﬂ uas!-‘f'quid
and/oorfmla@skmcaré poditeraihem aiﬁ@rfwhwatbmmnedm&weaﬁuamabrﬁ neasssary.

Thus 8Iry % aero‘sol 0{ (ﬁfeg arrl o% Wh%@c%a}rb cg%gg% § r?gegp lﬁymrﬁ%%égvder or

TR g yColS Jieon combinati or more
granuske@stbcﬁr@soﬂﬁmanﬂvwhmdmnsr@amlycmewnnm@ additional

ingre en 1S, E&Hwoé‘]r%éééod‘%a%ﬂe% & %Byp%ed%%féb‘%a%‘?@%%s ngbofﬂ{pound in free-
ﬂowing form such as, for example, a powder or granules, where appropriate mixed
with a binder, glidant; inert diluent and/or one or more surface-active/dispersing
agent(s) in a suitable machine. Molded tablets can be produced by molding the
compound, which is in powder form and is moistened with an inert liquid diluent, in a

suitable machine.

Pharmaceutical compositions which are suitable for peroral (sublingual)
adrﬁinistration comprise suckabie tablets which contain a compound of formulae | or
Il with a flavoring, normally sucrose and gum arabic or tragacanth, and pastilies
which comprise the compound in an inert base such as gelatin and glycerol or

sucrose and gum arabic.

Pharmaceutical compositions suitable for parenteral administration comprise
preferably sterile agueous preparations of compounds of formulae | or Il, which are
preferably isotonic with the blood of the intended recipient. These preparations are

preferably administered éntravenbusly, although administration may also take place
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to 2%. Transdermal administration is also possible. Pharmaceutical
compositions suitable for transdermal uses can be in the form of single
patches which are suitable for long- 20 term close contact with the
patient's epidermis. Such patches suitably contain the active ingredient in
an aqueous solution which is buffergd where appropriate, dissolved

by suBGkakshisRersed M anAhesiHe e SiaRarBeddtich Pohasephsaitales can
active ingredient concentration is about 1 % to 35%, preferably.about 3%

SR il

prefergbiis e ProskitRABY FUKEIBiHPiSIBIRAE MWV NFET GRS dgsulting

soluti®y SiSsIEOHRANERABRE RRfonthargsisiabldeseripesittaieshimplivention
harmaceutical Research, 2(6): 318 (1986). The compounds of the

P
generRiMeRAsAI e Srd BstirgRishEihy PAVBRBRILHEATBAY R etabolic

disorders. They beneficially influence lipid and sugar metabolism, in 30
particular they lower the triglyceride level and are suitable for the

h .
Pharrpaseaitgh CHRRSHRNS S YiaDiR RTdispRE_RARE SHaHoo RIS RN the
form SNERRSRSEELE IagTssReNcd2 TRembinaipasprituehe bnedivagnentsnieund of

compounds of the invention can be administered alone or i@)combinition

the fopfiH IR E R hivtE RIFEHEE PIRA eRd B BRI A RO arE G iS IR B REGIEPCo2

ingredients which have a similar pharmacological effect to themselves.
For example they can be administered in combination with active

Phariigredigiisiyhicbdinvesavitenersfiestscen usetabalic: distuabanceteably in the
disarders frequently associated therewith. Examales. of

uch ,
form QB RBhS SR Lo EIm SRR ISR lof GIEGhich can be
used %\'ﬁ?@i@ﬁ@!@@s{r@-l@@cﬂmdmmiqn@&)gth@oﬂeaam@htbbfajwlﬁmmwoﬁs of two
anti atherosclerotic medicaments, 4. antigbesit ts, 5. .
o MR ARRTH St BTG R AILNE 1O U d BNl 11 2
concdiepamentefroaligriatet 130y weight of the composition, for example from 0.5
o 2%.

. putteth8repSHRNNG $hS @isieriguentiarecan be administered with active

Transdermal administration is also possible. Pharmaceutical compositions suitable
for tfansdérma! uses can be in the form of single patches which are suitable for long-
term close contact with the patient’s epidermis. Such patches suitably contain the
active ingredient in an agueous solution which is buffered where appropriate,
dissolved and/or dispersed in an adhesive or dispersed in a polymer. A suitable
active ingredient concentration is about 1% to 35%, preferably about 3% to 15%. A
particular possibility is for the active ingredient to be released by electrotransport o%
iontophoresis as described, for example, in Pharmaceutical Research, 2(6): 318
(1988).

The compounds of the formulae | and [l are distinguished by favorable effects on
metabolic disorders. They beneficially influence lipid and sugar metabolism, in
particular they lower the triglyceride level and are suitable for the prevention and

treatment of type |l diabetes and arteriosclerosis and the diverse sequelae thereof.
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7. antithrombotic active ingredients 8. active ingredients for the treatment
of high blood pressure 9. active ingredients for the treatment of heart
failure and 10. active ingredients for the treatment and/or prevention of
complications caused 20 by diabetes or associated with diabetes. 11.
active ingredients for the treatment 22 neurodegenerative diseases 12.

Combactbienin grédietitsrfordbieareattent of diseases of the central nervous
system 13. active ingredients for the treatment of dependence on drugs,
nicotine and alcohol 25 14. analgesics They can be combined with the

The commpponddobittheénmeetitiorca the fominiatted Bimngartioutantbiration with

synergistic improvement.in the effect. Administration of cfi :
one of g R L L e N el At ¥Be compounds
of thethwactive 88ningredistitsstiethe wibenttveimtye doentoivdochdiaatton similar
roducts in which,a plurality. of active ingredients. are present in ,
phamigSCIAcR ] SHRELIE B BLRN D, Y B Rl Ala e S e e in
combButasievith tedicemnigiretientp rotdistt$ave:; AN erstidabitctsvoinichadadolic

. entioned in the Rote Liste 20 . all weight- [
aistur s e TR e PR BT R Bty o
mediaitaptds &rall lipid-lowering agents which are mentioned in the Rote Liste

2006,.5 chapt They ined_ with. pound of the
1 ‘in%grqt'%ar?n o%?%%"?ﬁ% &%e?%g#%%%c%%?ﬁ%é%ﬁeg%stic improvement
2.irettiveffegtedidnimisir dtierrasfitherdcivdyBigrgdisi@sombination can take

place either %} : inistration of the active ingredients to the
a'pgi%ﬁ?{o%?ns y%?ﬁ)r?%%%:%%ﬁ%%;gbn products in which a plurality of active
4. ingnédisradyangnésent in one pharmaceutical preparation. Most 10 of the

53%1{\@61{;%&?& rﬁ&ga}]}%)wméﬂi@aﬁer are disclosed in the USP

ernational Drug Names, US Pharmacopeia,
6. Rackvdlingaadie nin fididbeticeaisrideoinallig aaatiigulisderivatives such

7‘gggﬁ%mwéﬁgg%gé@%w.Iantus.com) or HMR 1964 or those

8. active ingredients for the treatment of high blood pressure

9. active ingredients for the treatment of heart failure and

10. active ingredients for the treatment and/or prevention of complications caused
by diabetes or associated with diabetes.

11.active ingredients for the freatment of neurodegenerative diseases

12.active ingredients for the treatment of diseases of the central nervous system

13.active ingredients for the treatment of dependence on drugs, nicotine and
alcohol

14, analgesics

They can be combined with the compounds of the invention of the formulae | or il 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

active ingredients are present in one pharmaceutical preparation.
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Nordisk), fast-acting insulins (see US 6,221,633), inhalable insulins such
as, for 15 example, Exubera (r) or oral insulins such as, for example,
IN-105 (Nobex) or Oral- lynTM (Generex Biotechnology),
GLP-1-derivatives such as, for example, exenatide, liraglutide or those
which have been disclosed in WO 2808871 or WO 2005/027978 of Novo
FurthaYersliolk AGrcitidMed @é@é&@@lp%&@atﬁed@rthewmaawmm-

Ipsen, Pramlintide Acetate (Symlin, Amylin Phar tical rally .
Al an BRGNS SR vETRE e Weiaht
reduclﬁ@'%@@rﬂﬁé@;@fﬂ&e%ﬂﬁﬁm&ﬁ%ﬁ& ?@mrad@?menﬁgh@mdeﬂnezaote Liste 2008,
oxadiazglidinediones, thiazolidjnediones CoS itors, nhihi
chapi Lol oA IR s MBI ThEL LR e At g 2008
chaptéﬁﬂﬁamy%bn%@ﬂ@mmﬁéwGimlseh]a@fismpbasﬁhﬂtmmnedtidﬁt@fstle)é
fOrmugiucose trans orte F§GLUT4 inhibitors of

GRS - b3 ST S DR H I F flgpp Administration

of themiv@%gtiamaﬁﬁummhaﬂﬁﬁlme@@ slacte asiter byarasmeatbmemﬁkimtion

e R MO WO S0 NN

a plurmhgbﬁf)m:@@éﬂ\iﬁgﬁfmymew&vm&ednh lstmnmlmrgbmﬂ&mjmeparammﬁowost
of the}ﬂ g%éggg %%%%@%ﬁ%%tg{i en ajrlljg aF & eta eélgfs cy i ﬁ\eet@gép&%t?ggary
of USAN and International Drug Names, US Pharmacopeia, Rockville 2001,

Antidiabetics include insulin and insulin derivatives such as, for example, Lantus®
(see www.lantus.com) or HMR 1964 or those described in WO 2005/005477 (Novo
Nordisk), fast-acting insulins (see US 6,221,633), inhalable insulins such as, for
example, Exubera © or oral insulins such as, for example, IN-105 (Nobex) or Oral-
lyn™ (Generex Bioteohnology), GLP-1-derivatives such as, for example, exenatide,
liraglutide or those which have been disclosed in WO 98/08871 or WO 2005/027978
of Novo Nordisk A/S, in WO 01/04156 of Zealand ot in WO 00/34331 of Beaufour-
Ipsen, Pramiintide Acetate (Symlin; Amylin Pharmaceuticals), and orally effective

hypoglycemic active ingredients.

The active ingredients include preferably
sulfonylureas,

biguanides,

meglitinides,

oxadiazolidinediones,
thiazolidinediones,

glucosidase inhibitors,

inhibitors of glycogen phosphoryiase,

- glucagon antagonists,

glucokinase activators,
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inhibitors of 1113-HSD 1, inhibitors of protein tyrosine phosphatase 1 B
(PTP1 B), modulators of the sodium-dependent glucose transporter 1 or 2
(SGLT1, SGLT?2), 15 compounds which alter lipid metabolism such as
antihyperlipidemic active ingredients and antilipidemic active ingredients,
- compounds which reduce food intak&} compounds which increase
inhibitber widpertesss, 1 BRARaosbR2Bsmodulators and 20 active ingredients

moqué?i?'h aﬁt Pr&the rTP-dnggpgter&_pmt‘a sium channel of the beta cells. In
SHe' BMbEdiRTER: oF tRE TN it()n, e compound of the formula | or Il is
inhibimdmbiigtetadhinechudiosaiorpivibpraté\MeCiny sedbetase (@HBITOL such as
GLP- iSa simygstatin, fluvastatin, pravastatin, lovastatin, atorvastatin,

&Y %’n, rosuvastatin or L-659699. In one embodiment of the

potassiventibantie cpeneossudi the forrexmme|| toseimitidtéradeimeen disclosed

. ination wit I orptign inhibitar.such as, for 30

in WO e R S R RS e

inhibi{smostatipipétyesptidd sstdrilyPphbgphate; Forbes Medi-Tech, WO
2005/042692), MD-0727 (Microbia Inc., WO 2005/021497) or with

'nsu“réés’r%%%la% Sas described in WO 2002/066464 (Kotobuki 25

inhibiPhauohiceutcal Ceslitd/p WOl GHIEG2824 Metcle 8gEDYsty MWD/ or
061451 and WO 2005/061452 (AstraZeneca AB). In one

giycoélrgnpbgcﬁﬁﬁ%ént of the invention, the compound of the formula | or Il is 5

modudaiminisfeiediseapiblmtiofinphitoseRPARgathand afghisbsackaizsdoption,

N I [ggig@i azone, pioglitazone, JTT-501, Gl 262570, R-483 or
mh'b@g@fﬁ&vog I ;ione). In one embodiment of the invention, the

inhibitmrmpépm@ﬁthedgﬁmmwmhatssadhﬁdﬁﬁ?é@Dm combination with a

moa PR 08 SO MDA LM T , SMER TS0
compiavedgowiteattanoidnuelEteditormsulehl @8 Ridihyperlipidemic active
ingredients and antiilipidemic active ingredients,

compbunds which reduce food intake,

compounds which increase thermogenesis,

PPAR and RXR modulators and

active ingredients which act on the ATP-dependent potassium channel of the beta

cells,

In one embodiment of the invention, the compound of the formulal or il is
administered in combination with an HMGCoA reductase inhibitor such as
simvastatin, fluvastatin, pravastatin, lovastatin, atorvastatin, cerivastatin, rosuvastatin
or L-659699.

In one embodiment of the invention, the compound of the formuta 1 or I is
administered in combination with a cholesterol absorption inhibitor such as, for
exampie, ezetimibe, tiqueside, pamaqueside, FM-VP4 {siiostanol/campesterol
ascorbyl phosphate; Forbes Medi-Tech, WO 2005/042692), MD-D?27 (Microbia Inc.,
WO 2005/021497) or with compounds as described in WO 2002/066464 (Kotobuki



10

15

20

25

30

administered in combination with a mixed PPAR alpha/gamma agonist
such as, for example, muraglitazar, tesaglitazar, naveglitazar, LY-510929,
ONO-5129, E-3030 or 15 as described in WO 00/64888, WO 00/64876,
WO 03/020269, WO 2004/075891, WO 2004/076402, WO 2004/075815,
WO 2004/076447, WO 2004/076428,aNV0 2004/076401, WO

PharrA804(Rik642%,. MO RORAIZ6AB 6L AQRRIPABABe YUPRODS(ISIBEE 451 and
and WO 2006/018116 or in J.P. Berger et al., TRENDS in

WO 26QafRfdneditalraérieed A8(k), 244-251, 2005. 20 In one embodiment
of the invention, the compound of the formula | or Il is administered in
combination with a PPAR delta agonist such as, for example,

In ongHMBeEENENbRkE e dR¢ABEANN RS 20WSIeAG 26 Shenformuls oy i i,
admin 4920 AINNYISPRAE/G296 AR darlihie ssRkedimedOfHitaxample,

_invention, the compound of the formula | or Il iS_administered in
rosiglggasifafiroiitRaneatlitaith &Rk MBXT26084 6F bR} Paltiypbiagrne).

gamma agonists/antagonists. 30 In one embodiment of the invention, the
compound of the formula | or Il is administered in combination with a

In ongsateagideasofdp@xargnbofeibhisiatiBRelBRRhiBL bR ARDIRE! B6 In
admiRespsAbAdinABlRiihe \iﬂﬂ‘?%tiPP’AReaﬁ]Qﬁéoﬁgaﬁliﬁfél}&'f%@%@é%rﬂﬁﬁe,

administered in combination with an MTP inhibitor such as, for example,
CWORABIi@¥iae I BME-Bot bbel -a 6375 RBr tHdser RisEriféf wo

2005/085226. 5 In one embodiment of the invention, the compound of the
formula | or Il is_administered in combination with a CETP inhibitor such

In ongemhadigiapiel it dp4pmbion: FiercRiBPragnA shibeforttiRdar df ife

admitYRREaNH therseimaasmo/ph thefpisauerixge B ishadalinmstesR@iist such as, for
combination with a bile acid absorption inhibitqr %see for example

example, muraglitazar, tesaglitazar, naveglitazar, LY-510829, ONO-5129, E-3030 or

as described in WO 00/64888, WO 00/64876, WO 03/020289, WO 2004/075891,

WO 2004/076402, WO 2004/075815, WO 2004/076447, WO 2004/076428,

WO 2004/076401, WO 2004/076426, WO 2004/076427, WO 2006/018118,

WO 2006/018115, and WO 2006/018116 or in J.P. Berger et al.,, TRENDS in

Pharmacological Sciences 28(5), 244-251, 2005.

In one embodiment of the invention, the compound of the formula | or il is
administered in combination with a PPAR delia agonist subh as, for example,
GW-501516, or as described in WO 2005/097762, WO 2005/097786,
WQO2005/087763, WO 2006/029699,

In one embodiment of the invention, the compound of the formula { or il is
administered in combination with metaglidasen or with MBX-2044 or other partié!

PPAR gamma agonists/antagonists.

In one embodiment of the invention, the compound of the formula | or Il is

administered in combination with a fibrate such as, for exampie, fenofibrate,

clofibrate or bezafibrate.
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US 6,245,744, US 6,221,897 or WO 00/61568), such as, for example,

HMR 1741 or those as described in DE 10 2005 033099.1 and DE 10

2005 033100.9. 15 In one embodiment of the invention, the compound of
the formula | or Il is _administered in combination with a polymeric bile

acid adsorbent such as, for examplggcholestyramine or colesevelam. In
one embodiment of the invention, the compound of the formula | or 1l is 20 -

e e G T

- admitiessides icoWRIRRR QR 38. MR hetsirtbedinatisifercompaiadioftitapide,

formula | or JLis_administered in combinafj i r(r) (Omega-3
BMS %@dgﬁ%@ ﬁégﬁﬁﬁtgﬁsgl%/?géféyg@%@ﬁé%%taenoic acid
and of docosahexaenoic acid). In one embodiment of the invention, the
. compound of the formula | or Il js administered jn.combination with an
In ong ERPAHRRSr A% 42 T8 BRa R SOMARHARE! 56 TR kHodient of
admithetdpuenti ortitinedmp oumdoCHERamhiadrasdtisag munisteragly torcetrapib
jnation with an antioxidant such as, for example, OPC-14117,
or J'E'g'?gé%

col, tocopherol, ascorbic acid, f3-carotene or selenium. 27 In one
embodiment of the invention, the compound of the formula | or Il is

administered in comhbination with a vitamin such_as, for example, vitamin
In ONg@BICQRARAR §1 515 1Y SHUC LSRR BB Do S5riound
adminfieedanmaten sindtisn adthisi Sivsestin etsdiptitinninbithtarlijseprdteiexample,

li 0 0 s, for le ibrolipim (NQ-1886). 10 |
US C o ot B oo g LBt O e talh el B R VIR 1741 or
thosadmiustieddnncDB bi0 2 EIEVIEBAaAT Bratiate 1ya2e06HiBisd0sugh as,

for example, SB-204990. In one embodiment of the invention, the

compound of the formula | or Il is 15 administered in combination with a
in onequ@ieogisynthetdise inhibitmrsubb aspipound of the formula | or 1l s

administered in combination with a polymeric bile acid adsorbent such as, for

example, cholestyramine or colesevelam.

in one embodiment of the invention, the compound of the formula l or Il is
administered in combination with an LDL receptor inducer (see US 6,342,512}, such
as, for example, HMR1171, HMR1586 or those as described in WO 2005/397738.

In one embodiment, the compound of the formula | or Il is administered in
combination with Omacor® (Omega-3 fatty acids; highly concentrated ethyl esters of

eicosapentaenoic acid and of docosahexaenoic acid).

In one embodiment of the invention, the compound of the formula | or Il is

administered in combination with an ACAT inhibitor such as, for example, avasimibe.

In one embodiment of the invention, the compound of the formula 1 or [l is
administered in combination with an antioxidant such as, for example, OPC-14117,

probucol, tocopherol, ascorbic acid, B-carotene or selenium.
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example, BMS-188494 or as described in WO 2005/077907. In one
embodiment of the invention, the compound of the formula | or Ibis
administered in combination with a lipoprotein(a) antagonist such as, for
example, 20 gemcabene (CI-1027). In one embodiment of the invention,
the compound of the formula | or Il iszadministered in combination with an
HM74A receptor agonist such as, for example, nicotinic acid. 25 In one
embodiment of the invention, the compound of the formula | or Il is

In onegmippstsrenirtimbmaitiwvithadpase irbohsdeiraglgdoedbisiple,

admifEISLChH ESHL SIRLEAT WP 2) v ROR-CEE FMROFIMERE of e inyanHass e

compound of the formula | or Il'is administered in combination with
vitaminggiid. 28 In one embodiment of the invention, the compound of the

formula | or Il is administered in combination with a sulfonylurea such as,

for example, tolbutamide, glibenclamide, glipizide or glimepiride. In one

In onegpdeE@end e minyendantitbe eppHeEend dhEeoirriad don isis
adm.ﬁQ{BPé'étﬁ{ %8%%95%&?9&!9%%&&8&%@%@%&%@ SXRABE for

metformin. In another embodiment of the invention, the compound of the
exampigmilieciipinm (8Qd®&fistered in combination with a meglitinide such as,

for example, repaglinide or nateglinide. 10 In one embodiment of the

invention, the compound of the formula | or Il is administered in

In onegmthASIBRNIET teninventinmedimecmeR sRdet @@afﬂﬁréﬂarb@mét%ne
admlﬁigﬂg?é@ﬂ?cem%ﬁ%%@ﬁ%ﬂﬂ%@ 7PN PA DR SR PRI dissiraediit WiRmple,

/41097 of Dr. Reddy's Research Foundation, in particular
SB- 2@4[?@-@(3 4-dihydro

3-methyl-4-oxo-2-quinazolinylmethoxy]phenyllmethyl]-2,4-thiazolidinedion
e. 15 In one embodiment of the invention, the compound of the formula |

in ongamBeim @l dEnERIisRatith SATARSY AGRIBS JRERURM I Sich
admiARAPE@XRA BB Bbination with a squalene synthetase inhibitor such as, for

example, BMS-188494 or as described in WO 2005/077207.

In one embodiment of the invention, the compound of the formula t or [l is
administered in combination with a lipoprotein(a) antagonist such as, for example,
gemcabene (CI-1027).

In one embodiment of the invention, the compound of the formulalor il is
administered in combination with an HM74A receptor agonist such as, for example,

nicotinic acid.

In one embodiment of the invention, the compound of the formula l or it is
administered in combination with a lipase inhibitor such as, for example, orlistat or
cetilistat (ATL-862).

In one embodiment of the invention, the compound of the formula i or il is

administered in combination with insulin.
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miglitol or acarbose. In one embodiment of the invention, the compound of
the formula | or Il is administered in combination with an active ingredient
which acts on the ATP 20 dependent potassium channel of the beta cells,
~ such as, for example, tolbutamide, glibenclamide, glipizide, glimepiride or
repaglinide. In one embodiment of tA8 invention, the compound of the

In ondemivdalinosrk isf mhmwmm theambipation witthenfmerthizn endl o the
entioned.

. afor omblnat nw ith a sulfo
acming A A B LA L S S e B S By femice.
glibenittantiiangiipisidtooylgiieas piniidin and metformln insulin and troglitazone,
insulin and lovastatin, etc. 29 In one embodiment of the invention, the
compound of the formula | or Il is administered in combination with an

In onareisiedioigycdden vessnonie €NBRERS B thedenplelap SKLBS7 or
adminiRer8 A9 LN EIRSRRP HES S DR AN WO RP34A8AR %2 AN DI APARG Frrer:

WO 2005/073229-31 or WO 2005/067932. 5 In one embodiment of the
invention, the compound of the formula | or Il is administered in

I anc?tﬂg}bé?ﬁBBHzm%t%‘f'?ﬁ‘@%@?ﬁﬁdﬁofﬁé‘@ﬂ%&&%é%m@ﬁ%Lﬂé@’BPi@ts
70077, NNC-25-2504 or as described in WO 2004/100875 or WO

admImmﬁ%%wwml@ﬁé\féﬁ]Ed@ﬁ?@éﬁﬂé*ﬂr%'ﬁh/éﬁufm Qﬁér&ampaﬂﬁﬁwde or

nateg nﬁdfg_rmula | or Il is administered in combination with activators of
glucokinase, such as, for example, RO-4389620, LY-2121260 (WO
2004/063179), PSN-105, PSN-110, GKA-50 or those as are described for
In on&xantRigdibie Frositie mnneYar?AA4/0320533 W Gf th2R4IQ1E2D66 | 1\EO

105/103021 or WO 06/016178, he in WO 00/058293, WO
eI BECy AT AIE BB ARG D) s T (AP e
troglit@2éWe 236litetb i 3863RE VIO, 0340R209 14/ 6r 8240IABHBUMAS disclosed in
Wo g @V%;g?ﬁgg%%%ﬁﬁ} R0 B Hion T paricUtar S-S 4-Gihydro-

3-methyl-4-0x0-2- qu:nazol;nylmethoxy]phenyl]methyl]—z,4 -thiazolidinedione.

In one embodiment of the invention, the compound of the formuila lorllis
administered in combination with an a-glucosidase inhibitor such as, for example, '

miglitol or acarbose.

In one embodiment of the invention, the compound of the formula | or i is
administered in combination with an active ingredient which acts on the ATP-
dependent potassium channel of the beta cells, such as, for example, tolbutamide,

glibenclamide, glipizide, giimepiride or repaglinide.

In one embodiment of the invention, the compound of the formula i or ll is
administered in combination with more than one of the aforementioned compounds,

e.g. in combination with a sulfonylurea and metformin, a sulfonylurea and acarbose,

_repaglinide and metformin, insulin and a sulfonylurea, insulin and metformin, insulin

and froglitazone, insulin and lovastatin, etc.
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1532980, WO 03/055482, WO 04/002481, WO 05/049019, WO

05/066145 or WO 20 05/123132, by Merck/Banyu in WO 03/080585, WO

03/097824, WO 04/081001, WO 05/063738 or WO 05/090332, by Eli Lilly

in WO 04/063194, or by Astra Zeneca in WO 01/020327, WO 03/000262,

WO 03/000267, WO 03/015774, W@44/045614, WO 04/046139, WO
In ondHE 38N O 0L0RG20RNY G 020nd 3R PR RRADT WV is

- 05/080359, WO 05/080360 or WO 05/121110. 25 In one embodiment of
adminjsdgrr@tionrhisebenpuiih@ofifhdiseneiaiyepaas Rlapspisieragensuch as, for
examé%?%@%l%?’%‘xhﬁﬂ%Qtﬁﬁrd}ftﬂl&*&é’%%%@%%ﬂﬂ?@’26%53%@4@9@;

5654. 30 In one embodiment of the invention, the compound of the
WO 20008746611 ¥ CadPihiSiEred Sn3donibinaridRakibEiARdRAtors of
fructose-1,6-bisphosphatase (FBPase), such as, for example, CS-917. 30
In one embodiment of the invention, the compound of the formula | or Il is

In one@mibestsreatvichabivamiewithemeureerdorigive deamtdadpurtkiss
admitfEtrddin LR RHOR S lf‘c( Sh A B aheSB s such as, for

Arzneim.-Forsch, Drug Res.™54 (12), 835 5 (2004)). In one embodiment of
example ifvénieR 7 tHENGrapotPlioPtiRs RestiRedin EOdAMHIRIBATPr
WO Rsikiaaian with inhibitors of glutamine-fructose-6-phosphate
amidotransferase (GFAT), as are described for example in WO
2004/101528. 10 In one embodiment of the invention, the compound of

In ond&-fHibRHRhObY e AAFBIBIErafbIRSRINRIBN WARIARIALOrSOf is
_dipeptidylpeptidase IV (DPP-1V), such as, for example, vildagliptin
admigisteredin cormpifaiPwitoasly adaraglisiHqainesay sugR)as, for example,

RO-488458330031P$DEEINODIB43883 $703 - FHIN TS EEENL$182 B Kz RE0 It
8200, GW-825964X or as are described in WO 2003/074500, WO

those BR B EBaSE DM BB ENREPSOiIIBANEL 2AR8 DTEORLIND,
2004XYF2850 51342 3031 (RO {ER 200 (E881 7 B Gy FR2PR10080056/058293, WO
00118%%gl5E\F;\;f28%%/()1%83%()72€3 WO 00/185706, WO 00/185707, WO 01/044216, GB
02385328, WO 02/008209, WO 02/014312, WO 02/46173, WO 02/48108, DE
10259786, WO 031095438, US 04067839 or WO 04/052869, by Novo Nordisk in EP
1532980, WO 03/055482, WO 04/002481, WO 05/049019, WO 05/066145 or WO
05/123132, by Merck/Banyu in WO 03/080585, WO 03/097824, WO 04/081001, WO
05/063738 or WO 05/090332, by Eli Lilly in WO 04/063194, or by Astra Zeneca in
WO 01/020327, WO 03/000262, WO 03/000267, WO 03/015774, WO 04/045614, -
WO 04/046138, WO 05/044801, WO 05/054200, WO 05/054233, WO 05/056530,

WO 05/080358, WO 05/080360 or WO 05/121110.

~ In one embodiment of the invention, the compound of the formula { or i is

administered in combination with an inhibitor of gluconeogenesis, such as, for
example, FR-225654.

fn one embodiment of the invention, the compound of the formula | or Il is
administered in combination with inhibitors of fructose-1 ,8-bisphosphatase (FBPase),

such as, for example, C5-917.
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PCT/EP2005/008004, PCT/EP2005/008283, DE 10 2005 012874.2 or DE
10 2005 012873.4. 20 In one embodiment of the invention, the compound
of the formula | or Il is administered in combination with inhibitors of
11-beta-hydroxysteroid dehydrogenase 1 (11 f3-HSD1), such as, for
example, BVT-2733 or those as areqgescribed for example in WO
2001/90090-94, WO 2003/43999, WO 2004/112782, 25 WO 2003/44000,
WO 2003/44009, WO 2004/112779, WO 2004/113310, WO
In on@eoyodzesnt ¥ theduenienst)avorroodessiEs; o rigdar1 dkiz07,
: /
S B S T G VI
as, fonaropei0683548 (NOQR0008036 AWBinDgArsdy3d0rwdes. 54 (12), 835
(2004§ )04/089470-71, WO 2004/089896, 30 WO 2005/016877 or WO
05/097759. 31 In one embodiment of the invention, the compound of
the formula | or | | is administered in combination with inhibitors of protein
in ond/EasRENaPhARS S B BT RARlo A aIM desariasd foy expripiedn WO
2001/19830-31, WO 2001/17516, WO 2004/506446, WO 2005/012295,
admirpgiereipousIiDsalion WUTIERRE0E 06 S82te 6irecTiE2Ee8/D0vIBate
amiddtahériraf03ER AR UDE I B00A 0804 MRNE D odimapis ¢ sac
invention, the compound of the formula | or 1l Is administered in
combination with modulators of the sodium-dependent glucose

In on%rgﬁ%@&&ﬁ{e%%f%ﬁé%%fgéﬁLtF{@céHﬁ&baﬁdfef m@ﬁeﬂ!ﬁm'égéf%ﬁ%?, T-1

95 and 10 SGL-0010 or as are described for example in W
admirigiesrsbTsagTW RN00 41003 biees 20 olipspioy neei darss V2EARR  ipsuch
as, fo?%Q%ﬁ%z,%d%?ﬁ QA%EQ@SQ@PM@gkpﬁH%M@Gd@ﬁre%@mnﬁw-&

Patents (2005) T5(11), 1531-1540. In one embodiment of the invention,

AT7T1188. & B (RSt 1 BY kid4% 8yirtdrddiRGRndinlich FtRC- |

8200 IntiRlgrs siDermonesensiliveitieass WS 0essnbedVior sxgppiedse,
WO 01/17981, WO 01/66531, WO 2004/035550, WO 2005/073199 or WO
WO 29850668, WO 2005/056901, WO 2005/012312, WO 2005/012308,
PCT/EP2005/007821, PCT/EP2005/008005, PCT/EP2005/008002,
PCT/EP2005/008004, PCT/EP2005/008283, DE 10 2005 012874.2 or DE 10 2005

012873.4.

in one embodiment of the invention, the compound of the formula for Il is
administered in combination with inhibitors of 11-beta-hydroxysteroid
dehydrogenase 1 (118-HSD1), such as, for example, BVT-2733 or those as are
described for example in WO 2001/90080-94, WO 2003/43999, WO 2004/1 12782,
WO 2003/44000, WO 2003/44009, WO 2004/112779, WO 2004/113310,

WO 2004/103980, WO 2004/112784, WO 2003/065983, WO 2003/104207,

WO 2003/104208, WO 2004/106294, WO 2004/011410, WO 2004/033427,

WO 2004/041264, WO 2004/037251, WO 2004/056744, WO 2004/065351,

WO 2004/089367, WO 2004/089380, WO 2004/089470-71, WO 2004/089896,
WO 20065/016877 or WO 2005/097759.
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In one embodiment of the invention, the compound of the formula | or Il is

20 administered in combination with inhibitors of acetyl-CoA carboxylase

(ACC), such as, for example, those as described in WO 1999/46262, WO

2003/72197, WO 2003/072197 or WO 2005/044814. In one embodiment

of the invention, the compound of tig&1formula I or Il is 25 administered in
In onecembindgiomiviththe inhéi:vit@mft}p@mhpennhbyfuhat&;aanhaﬂy@ina‘em

e g SR 57 ST B RS R R baH o e TARIA51 1
(PTP %mmmmnbmmmmﬁmm me:ﬂ@ﬂ oH§IBcogEh BYaLIRasE! /17516,

wo AR SN B, S VR S e

PCT/SFQEINSEH0 T, QUTEZQQY 22244, SVOE2003 006 PBMIAL .
2005/058908, US2005038023, WO 2005/009997, 32 US2005026984,
WO 2005/000836, WO 2004/106343, EP1460075, WO 2004/014910, WO

In on@ AR GEA4R1 W 20008372 TherddMOr20d @ Gié Torinuaé entbsdiment

af the invention,.th und f.the for anrJI is 5 adminis er din
admi g T BT A St K s SOHLE rRERa) Sl
transpsttoresath B LTHES3ANTD), tucnesnfdrodiaentief WP@/@Il,O’ﬁ-—’tB@S and
ound of the formul orII iS r
soLAMERLAS A eSS ALY oAk 2003
WO AERP5200R, IW@EC@ﬁleﬂ@htWDI@O@Q@ﬁBQBIhéF&%@M&@ﬁm threby A. L.
ormul or nls re it i of ' IkappaB
Hand B B i T e 2B 4y e
2001/000610, WO 2001/030774 WO 2004/022553 15 or WO
in on&RISRHaR: 1Bt %‘eaﬁ d'm%‘é%f trrﬁ Svepten, e ?ﬁmé’?%?ff of the
?o rmula dIor ﬂ iS a mlnlstere 'in combination W|th mod ators of he
administeoedriicoiurisioepion, Wike ammBMesﬁrMﬂ@m@mmmtmeMe (HSL) as
descrtOOPRP2338:.99 in WO 01/17981, WO 01/66531, WO 2004/035550,

WO 2605/073199 or WO 03/051842.

In one embodiment of the invention, the compound of the formul.a forllis
administered in combination with inhibitors of acetyl-CoA carboxylase (ACC), such
as, for example, those as described in WO 1999/46262, WO 2003/72197,

WO 2003/072197 or WO 2005/044814.

- In one embodiment of the invention, the compound of the formula { or 11 is

administered in combination with an inhibitor of phosphoenoipyruvate carboxykinase
(PEPCK), such as, for exampie, those as described in WO 2004/074288.

in one embodiment of the invention, the compound of the formula l or [l is
administered in combination with an inhibitor of glycogen synthase kinase-3 beta
(GSK-3 beta), as described for example .in US2005222220, WO 2004/046117,
WO 2005/085230, WO 2005/11 1018, WO 2003/078403, WO 2004/022544,

WO 2003/106410, WO 2005/058908, US2005038023, WO 2005/002997,
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In a further embodiment of the invention, the compound of the formula | or
Il'is administered in combination with CART modulators (see
"Cocaine-amphetamine- regulated transcript influences energy
metabolism, anxiety and gastric emptying in mice" Asakawa, A. at al.:
Hormone and Metabolic Research (3901), 33(9), 554-558); 25 NPY
US20056000itS\Resh ass 100 R8N Mies nantiaiena 4 -suiforio e

{4-[(4-amino- quinazolin-2-ylamino)methyljcyclohexylmethyllamide

WO ZRH GG ER00 65 47 Zp U RI0DP GBS oo Y4B PHOARASH A Ts
compounds, such as, for example, CJC- 1682 (PYY3-36 conjugated with
human serum albumin via Cys34), CJC-1643 (derivative of PYY3-36

In ongaMBk eAMFGARISTIE IV fEeR Hhe SBMPRYSH BhdRe BymardadPulderibed
admiHﬁ‘s‘:’é‘%@ﬂpé@ﬁgﬂ%ﬂbﬁa&iﬂ@@ﬁ%f&@@PEﬂ%cﬁ@FﬁWﬁ%‘é %@té?PfRC beta),
example, rimonabant, SR147778 or those as are described for example
such gSER0BXRBEE O ESEHY, WO 02/076949, 33 WO 2005/080345, WO
2005/080328, WO 2005/080343, WO 2005/075450, WO 2005/080357,
WO 2001/70700, WO 2003/026647-48, WO 2003102776, WO

 in one sSR! Ride doLnEPEs hevRs PoeyNs 70 (sgBied 967, ivo

adminRRSE G0 3oMYShA00R QARZES U RAR/ASLR HrdV EheIN4ER I =, for
WO 2004/058145, WO 2003/084930, WO 2003/084943, WO

examplRYe89REN\RE BGEAb13120, WO 2004/029204, WO 2004/035566,
WO 2004/058249, WO 2004/058255, WO 2004/058727, WO
2004/069838, US20040214837, US20040214855, US20040214856, WO

In one GIMREEDES ! RIS 0BUITE 6 X SO IRRIHIGIE 5%, ATHYad5000809,

admiNERPO9HORABIRUS2ARA0RBER R s 16 WIHRRBH KEARS, (R inhibitors), as
2004/108728, WO 2004/000817, WO 2005/000820, US20050009870

are doRerSEeERI0P AN DU PPEIE00P W e i 1638564 WHE 2004/022553
or W05 B 1628620 2005/007111, WO 20051007628, US20050054679,

WO 2005/027837, WO 2005/028456, WO 2005/063761-62, WO

2005/061509 or WO 2005/077897; 15 MC4 agonists (e.g.

in ond-amiiindd: 4ftetcaiydramaphthaleperooadexytie aaeh(fa(Bar Il is
benzyl-2-methyl-3-0xo0-2,3, 3a,4, 6, 7-hexahydroByrazoIo[4N, -
admlgl_%r]%gﬁjm_gggyﬁg[l_@pn with modulators of the glucocorticoid receptor, like

those described for example in WO 2005/090336.

in a further embodiment of the invention, the compound of the formula for ll is
administered in combination with CART modulators (see “Cocaine-amphetamine-
regulated transcript influences energy metabolism, anxiety and gastric emptying in
mice” Asakawa, A. et al.. Hormone and Metabolic Research (2001), 33(9), 554-558);
NPY antagonists such as, for example, naphthalene-1-sulfonic acid {4-{{(4-amino-
quinazolin-2-ylamino)methyllcyclohexylmethyliamide hydrochloride (CGP 71683A);
peptide YY 3-36 (PYY3-36) or analogous compounds, such as, for exampie, CJC-
1682 (PYY3-36 conjugated with human serum albumin via Cys34), CJC-1643
(derivative of PYY3-36 which conjugates in vivo to serum albumin} or those as are
described in WO 2005/080424;

cannabinoid receptor 1 antagonists such.as, for exém_pEe, rimonabant, SR147778 or
those as are described for example in EP 0656354, WO 00/15609, WO 02/076849,
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chlorophenyl)-2-oxoethyllamide; (WO 01/91752)) or LB53280, LB53279,
LB53278 or THIQ, MB243, RY764, CHIR-785, PT-141 or those that are
described in WO 2005/060985, WO 2005/009950, WO 2004/087159, WO
2004/078717, 20 WO 2004/078716, WO 2004/024720, US20050124652,
WO 2005/051391, WO 2004/11279g; WOUS20050222014,

WO 20§509094860¢8, 34220950154 A4 Str20080324 64 YHRERHEL3088,
US20040167201, WO 2004/005324, WO 2004/037797, WO

WO 290682802351, 8/MU GCHUB 4.0 RS GYE3RBH 748, \ S 800024361,

wo 20(2/RR83(0AIRE, YR P800 SR RHBSRNIBIISBHER 3450069,
WO 2005/047253, WO 2005/047251, EP1538159, WO 2004/072076,

WO 2@%@@6&&)1@@2@%@@&%/@2@3@@31?&5(?@3@%8\6@@@%86&%@ (eg.

wo 2bsdmsihybeneosrnySeib3d L aharBsisioh Wusadyeaiaride

(SB-334867-A) or those as are described for example in WO 2001/96302,
WO 2008/0061455658) AR64089REE Ao WHHTEIO 7 ¥UBE 084 Ak ine

WO 2084R8E agRDistsHE 65 Sr oYC A bdald dodispethibh dub Frigimhydro-

imidazo 4,5-c]pyridin-5-y2propan-1-one oxalic acid salt %NO 00/63208) or
US 2045148 Snel tfe2ePifed indhe YH0G169848081EP 0000/880488)6 883 CRF

WO 20890RI3t (4 [BunsiivhBdS, A im@tdo 157, US20040266845,
phen ?-QH-i,3,9-tr|azafluoroen-4- ylldipropylamine (WO 00/66585)); CRF
WO 2@%% ASRisWY (& OAEERBARE. W&&@%@%@s&%; B\/%?é&ﬂ%@@@%%h

US208500n SEAMREs D itrinese-8-ieienesyiomamsihyvinteayh1(2038-39,
2,3-dimeth I-lH-|ndoI-6-éona/e)1et%mlno ethanol hg/}drochlorlde WO

WO IR0 MEH ¢ €Y tel stintiidiRe HBAGEReY agORROIGER

WO Z00SIAINEANGRRIatNg 0UNSBEIVEroDiRs BBBIEPNISIS (Berhes 961509 or
example, NBI-845, A-761, A-665798, A-798, ATC-0175, T-226296, T-71,

WO 280%/833230 or 10 compounds such as are described in WO 2003/15769, _

MC4 M‘g@rﬁ 9%5309mM691?9,%§40ﬂe9 MNRRIAHAALIBMYSbxylic acid [2-(3a-
2004/012648, WO 2003/015769, WO 2004/072025, WO 2005/070898

benzyldrpeltiboves 2R S20d6/018580ydropyrazolo[4,3-clpyridin-5-y1)-1 -(4-

chicrophenyl)-2-oxoethyljamide; (WO 01/91752)) or LB53280, LB53279, LB53278 or

THIQ, MB243, RY764, CHIR-785, PT-141 or those that are described in

WO 2005/060985, WO 2005/009950, WO 2004/087159, WO 2004/078717,

WO 2004/078716, WO 2004/024720, US20050124652, WO 2005/051391,

WO 2004/112793, WOU82005022_20?4,'U820050176728, US20050164914,
US20050124636, US20050130988, US20040167201, WO 2004/005324,

WO 2004/037797, WO 2005/042516, WO 2005/040109, WO 2005/030797,
US20040224901, WO 2005/01921, WO 2005/09184, WO 2005/000339,
EP1460089, WO 2005/047253, WO 2005/047251, EP1538159, WO 2004/072076,
WO 2004/072077 or WO 2006/024 390,

orexin receptoi’ antagonists (e.g. ‘i-'(2-mlethylbenzoxazol~6-y!)—3—[1 5Inaphthyridin-4-
ylurea hydrochloride (SB-334867-A) or those as are described for example in

WO 2001/96302, WO 2001/85693, WO 2004/085403 or WO 2005/075458};
histamine H3 receptor agonists (e.g. 3-cyclohexyl-1-(4,4-dimethyl-1,4,6,7-tetrahydro-
imidazol4,5-cjpyridin-5-yl)propan-1-one oxalic acid salt (WO 06/63208) ot those as
are described in WO 2000/64884, WO 2005/082893);
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WO 2006/018279, WO 2004/039780, WO 2003/033476, WO
2002/006245, WO 2002/002744, WO 2003/004027 or FR2868780); 15
CCK-A agonists (such as, for example,
{2-[4-(4-chloro-2,5-dimethoxyphenyl)-5-(2-
cyclohexylethyl)thiazol-2-ylcarbamo. A>"5 ,7-dimethylindol-1-yl}acetic acid

S %@g /

CRF g@%&@%ﬁg} agc(fz %%%N%J %/é_;%(e%lnhlblt %e g n}?ljgraér?\%r%af%&rgg -
ylldipsarptaminer iy @rﬁﬁz‘ﬁﬁéaﬁéherglc compounds (e.g. WO 00/71549); 20

-(3-ethylbenzofuran-7-yl)piperazine oxalic
CRE §CI§ ?%% O%/&?E?O% 2C receptor agonists (such as, for
urocosharaglei¥PD-356, BVT-933 or those as are described in WO

2 /
53 g 53 30 1 W3 051 e} 25 LELTE Scumiar A 242
(2,3- cﬁmecﬂieﬂemﬁeddobémdmm&thmmiaewﬁma@&rdnwhwm (MEEepEdr83451));
MSHZEQ%? géf%ﬁlﬂ ﬁ?aﬁﬁ@{}! antagonists; growth hormone

.g.

n grovvt one or AO 9604 growth-hormone-releasing
MCH c(mﬁbamndma@er&@tmylc&m@n@yr@@emt@zanﬁﬁmmiﬁ Gich as, for example,

NBI-BINeStEYIcRIBame) R Jelinvdre- tisopuinghiag 2roprbexylaig AN or
01/85695)); growth hormone 'secretagogue receptor anta%&?ls%%%(%hrelm

compantage Bists) s elicad esoriked npeOAPPBITR 6RH<e 42 fibed in
WO N8 APRYRGORRS: S04l 2GONIGES 86461 %@@M\P@%&ﬁ%%é)

uncoupling protein 2 or 3 modulators; leptin a%bQTIStS see, for examé)

WO 20/DaaRaSY CofRitigD IARE%e W © 2 RbziRH 250 ARAOMBRES0

WO SHERAGBRYIRA- SR BS8NIRIS REARAISIIE SrROMAs SR 186245,
freatment of obesity. Drugs of the Future (2001), 26(9), 873-881); DA’

WO 26202 (Wrbrfdeti Qﬂ@@@‘ﬁbﬁré’)&ﬁﬁﬂ T8fylase inhibitors (like those

CCK%EH&‘?&QES&H'BQ'%%&’%%% j4inhikitars @t&*&%@&%&%?@nyl) 5-(2-
0-acyltransferases (DGATS) as described for example in

cyciohexyiethyi)thsazoi -2-yicarbamoyl]-5,7-dimethylindol- 1»yi}acetfc acid

trifluoroacetic acid salt (WO 99/15525), SR-146131 (WO 02/44150) or SSR-125180);

serotonin reuptake inhibitors (e.g. dexfenfluramine);

mixed serotoninergic and noradrenergic compounds (e.g. WO 00/71549);

5-HT receptor agonists, e.g. 1—(3~ethylbenzofuran-7-yi)piperazine oxalic acid salt

(WO 01/09111),

5-HT2C receptor agonists (Such as, for example, APD-356, BVT-933 or thosa as are

described in WO 2000/77010, WO 2007/7001-02, WO 2005/018180,

WO 2003/064423, WO 2002/42304 or WO 2005/082859);

5-HT6 receptor antagonists as are described for example in WO 2005/058858;

bombesin receptor agonists (BRS-3 agonists);

galanin receptor antagonists;

growth hormone (e.g. human growth hormone or AOD-9604);

growth-hormone-releasing compounds (tertiary butyl 6-benzyloxy-1-(2-diisopropyl-

aminoethylcarbamoyl)-3,4-dihydro-1H-isoquinoline-2-carboxylate (WO §1/85695));

growth hormone secretagogue receptor antagonists (ghrelin antagonists) such as,

for example, A-778193 or those as are described in WO 2005/030734;
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US2004/0224997, WO 2004/094618, WO 2000/58491, WO 2005/044250,
10 WO 2005/072740, JP2005/206492 or WO 2005/013907; inhibitors of
fatty acid synthase (FAS) such as, for example, C75 or those as
described in WO 2004/005277; oxyntomodulin; oleoyl-estrone 15 or
thyroid hormone receptor agonists g&h as, for example: KB-2115 or

- TRH dboagsas(sirsqabestamplie) 2005/82Z BN 2001/72692, WO 2001/94293,

WO 2003/084915, WO 2004/018421 or WO 2005/092316. 20 In one
uncouliig AIMER &t e iIMRSHHIBIP e further active ingredient is leptin; see, for
leptin G%@@ﬁ@t@;&ﬂ%g@,%?k@ﬁﬂﬁtﬂ??%ﬁ@k " lti‘(DJu;sEaDrﬁwlmger/Laﬁadebr,, Javier;

omez- Ambrosi, Javier; Fruhbeck, Gema, Expert Opinion on .
ROZN A AR B0B1 5 3756) PB4 e3P 98 AYBNE B ABALRRSHLAY the
approévie fiene thedtirider clctiedngredian isf desdropnetapiioe), @6(9), 873-881);
amphetamine. In one empodiment of the invention, the further active
DA a@ﬁ@f@ i EQ%WWQ%HeBﬁp%WthIuramine. In another embodiment of

lipasdiaeniviveationitiherfu(ikertactivedivgradiantis siarnphaiire\\8D 00/40869);

... .embodiment of the inyention, the further active ingredignt is mazindole or , .
A SER R AUOWEBTR) LOATARTET 8 (IR, T Bo B bF e Pl
Us20trogiaber | s 20020 St ¢8, i RDI B8 Idif WD ROOSANSHES0,

r ins ki ents - ( ple, carob/Caromax(r)
wo B e A e el olent o
inhibitayperthatesteidleynidABD VAN EGCN aBHER ARMT(2R0 L 38 mQlos c18¢5),

30:6)) § | ‘ob-containing product from Nutrinova, Nutrition
descréﬁegd ﬁ@é@%% edients GmbH, Industriepark Hoechst, 65926 10
oxyntbrasdfliri/Main). Combination with Caromax(r) is possible in one

reparation or
oieoyEe%%%r%o or by

or thyroid hormone receptor agonists such as, for example: KB-2115 or those as
described in WO 2005/8279, WO 2001/72692, WO 2001/94293, WO 2003/084815,
WO 2004/018421 or WO 2005/092316.

In one embediment of the invention, the further active ingredient is leptin; see, for
exampie, “Perspectives in the therapeutic use of leptin”, Salvador, Javier, Gomez-
Ambrosi, Javier; Fruhbeck, Gema, Expert Opinion on Pharmacotherapy (2001),
2(10), 1815-1622.

in one embodiment of the invention, the further active ingredient is dexamphetamine

or amphetamine.

in one embodiment.of the invention, the further active ingredient is fenfluramine or

dexfenfluramine.

In another embodiment of the invention, the further active ingredient is sibutramine.
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separate administration of compounds of the formula | or Il and
Caromax(r). Caromax(r) can in this connection also be administered in
the form of food products such as, for example, in bakery products or
muesli bars. 15 In one embodiment of the invention, the compound of the
formula | or Il is administered in cogination with PDE inhibitors
t ird \}%;.'
I o e S D s e g et o e il or
phentgiggmmpound of the formula | or 1l is 20 administered in combination with
NAR-1 (nicotinic acid receptor) agonists like those described for example
in WO 2004/094429. In one embodiment of the invention, the compound
In oneethbddimmeit obihe isvemimnistereadmperisirefibe fataed or Il is

admir{%é\%%gﬁggzﬁ%ﬁ%% %ﬂﬂr&ﬁggt%‘eéagﬁ% %ﬁ&%?&ﬂ@ﬁﬂ%f@@'ﬁ‘m%d agents

n one embodimeént of thé invention, the compound o
(see, foe émamﬂml oandaﬁéCaﬂmmﬂx@r@Jmf’tblrﬁb@ih&bn@ﬁmmmﬁhﬂf@@ratlon for

treeattn"eél I|ke éﬁ%ﬁ S fs3eube kt?l b\%\%@% INWRZQRNO IS ZQNoae

e inventi e compound of the formula l or Il Is
18(5)am&m&xpr@dmambuaau;mmmnrﬁamm@m@@.@éﬁmmmmm Nutrition

specEliR(K E384- AT -JanecaiRpdmeat ghibed i1 s9gppound of

Formula IS~ administered in com nat|on op|o ntagonists
F ramdfket/umase déscniiedfon emmr@mimwa EOQEEHH?IBOB ong\meparation or by

2004/ 4429 bodi h d of th
separgy IRETe Oaﬁﬂﬁﬁz‘%‘gﬂq‘ Sc% %g{]ﬁ\{\/él]t Oﬁét s ?r? oopuenpu@a;ee

Carorrbiigiteesliketthose ndeserbesidorrexaamniaiiftaida 000851 31\Wod products
2002/06492, WO 2002/040008, WO 2002/040022 or WO 2002/047670.

 such 26, /PbREERIBAMRAKBRHREGAVERBH MHESLRABuUNd of the formula I or 11

is administered in combination with NPY inhibitors (neuropeptide Y) like

thos
in one embodtment of the invention, the compound of the formula | or {l is

administered in combination with PDE inhibitors (phosphodiesterase), like those
described for example in WO 2003/077949 or WO 2005/012485.

In one embodiment of the invention, the compound of the formula [ or Il is
administered in combination with NAR-1 (nicotinic acid receptor) agonists like those
described for example in WO 2004/094429,

In one embodiment of the invention, the compound of the formula | or il is
administered in combination with CB2 (cannabinoid receptor) agonisis like those
described for example in US2005/143448.

in one embodiment of the invention, the compound of the formula | or Il is
administered in combination with histamine-1 agonists like those described for
example in WO 2005/101979.

in one embodiment of the invention, the compound of the formula | or Il is

administered in combination with bupropion as described in WO 2006/017504.
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described for example in WO 2002/047670. In one embodiment of the
invention, the compound of the formula | or Il is 15 administered in
combination with sodium/hydrogen exchange inhibitors like those
described for example in WO 2003/092694. In one embodiment of the
invention, the compound of the for | or Il is administered in
combination with modulators of the glucocorticoid receptor like those 20
described for example in WO 2005/090336. In one embodiment of the
In onéheeryahmbat obiinsoinve iche trerroatapamdisf dufinistered ov 1l is

T T G L
in WQaNpoUNd & ther 16H 210040034429 administered in combination with NRIs

(norepinephrine reuptake inhibitors) like those described for example in
WO 2002/053140. 38 In one embodiment of the invention, the compound

" In onefambdddimeatd poihe imvahibmisteredamponvinefiitheiditmuBAor H is

: - vl f eqeli lj
= e D 59 050 CoSBPE R BAIBRS S B8
descripashiiore e plenip SUERO0ERE 28riauld/ Coz 008/ Qathinistéreatn2/040008,

ﬁ?ﬁﬂ inati it ' i Active ingredients such as, for example,
WO C op@%%%??%l m#@g%@gye%c?aétéd that every suitable combination of the

compounds of the invention with one or more of the aforementioned

In onEXRVHINSANG ARSI RINE BT moReelied BhaimaseiRgicRly AGve

.Substances is regarded as falling within the  protection conferred by the

‘admigiglersd iRRIAMBHIAPBAME BfthdToiaR R HRPaRYER Ptk LRSS

descriiedtionesabeve iare/detaieeidagwnmafter. R = CH3; CH2-CH3 H

In one embodiment of the invention, the compound of the formula | or il is

administered in combination with sodium/hydrogen exchange inhibitors like those

described for example in WO 2003/092694.

in one embodiment of the invention, the compound of the formula l or Il is
administered in combination with modulators of the giucocorticoid receptor like those
described for example in WO 2005/090336.

in one embodiment of the invention, the compound of the formula l or H is
administered in combination with nicotine fec@ptor agonists like those described for
example in WO 2004/094429.

In one embodiment of the invention, the compound of the formulaf or Il is
administered in combination with NRIs {(norepinephrine reuptake inhibitors) like those
described for example in WO 2002/053140.
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Ho oHNOpO1INH 11 P. OHHOHO 0-OH O NaNaFM-VP4
JTT-501 OCH,N'v o\HNCHNOONOIi 01/0OS G1262570 CS-011
Rivoglitazone HOS CICIHOH O GW-9578 CI 20 K-111390 HOol/
HOOH/0~\(O0I/F O0LY-674 KRP-101 0OO'\JOHOFFs\oHo-~oF
NO_\IS 38 '

In one embodiment of the invention, the compound of the formula | or il is
administered in combination with MOA (E-beta-methoxyacrylate) such as, for

example, segeline or like those described for example in WO 2002/053140.

In one embodiment of the invention, the compound of the formula i or 1l is
administered in combination with antithrombotic active ingredients such as, for

example, clopidrogel.

It will be appreciated that every suitable combination of the compounds of the
invention with one or more of the aforementioned compounds and optionally one or
more other pharmacologically active substances is regarded as falling within the

protection conferred by the present invention.

Some of the formuiae for the development codes mentioned above are detailed

hereinafter.

R R=CH;; CH,-CH,

N o) 0.
O

na' o N - JTT-501

CH
o ! OH : 0 \/L}JAQ ~
@"« \‘ HN H o N O
N o) 4\ l
07 s .
51 262670 O CS8-011
Rivoglitazone

O .
o 1.0
N™ N ' ci, ¢
O
GW-8578 Cl!

K-11%
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0
F
OOl oL O
Ho\[% ”& _ 07 oM o~ 0
LY-674 KRP-101

O
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N O
¢ & e
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F F |
F N F
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EF H B 0,0
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H NH2 NH A-778193 N\\/H2NN OH C75 50 HO Hti Oleoyl-estrone
43 CIHO CI OH KB-2115 The activity of the compounds of the invention
of the formulae | or tl was tested in 5 the following enzyme assay
systems: HSL inhibition assay 10 Preparation of the partially purified HSL:
Isolated rat fat cells are obtained frofBepididymal adipose tissue from
untreated male ra#s (Wistar, 220-250 g) by collagenase treatment in
i_sheg methods (e.g. S. Nilsson et aL, Anal.

3994407; G. Fredrikson et al., J. Biol. Chem. 256,
19806 6320;H. Tofnqdist et al., J. Biol. Chem. 251, 15 1976,
1813-819). The fat IE 1fgom 10 rats are washed three times by flotation
with 50 ml of homogenization buffer (25 ml Tris/HCI, pH 7.4, 0.25 M
sucrose, 1 mM ETDA, 1 mM DTT, 10 pg/ml leupeptin, 10 pg/ml antipain,.
20 pg/ml pepstatin) each time and finally taken up in 10 ml of

e BRSOl T e U AR AT

the follbe/ingresgenaieisagnivitiged:(Sorvall SM24 tubes, 5000 rpm,

HSL inhibition assay

Preparation of the partially purified HSL:

Isolated rat fat cells are obtained from epididymal adipose tissue from untreated
male rats (Wistar, 220-250 g) by coliagenése treatment in accordance with published
methods (e.g. S. Nilsson et al., Anal. Biochem. 158, 1986, 398-407; G. Fredrikson et
al., J. Biol. Chem. 256, 1981, 6311-6320; H. Tornquist et al., J. Biol. Chem. 251,
1976, 813-819). The fat cells from 10 rats are washed three times by flotation with
50 mi of homogenization buffer (25 mi Tris/HCI, pH 7.4, 0.25 M sucrose, 1 mM
ETDA, 1 mM DTT, 10 pg/ml leupeptin, 10 ug/mi antipain, 20 ug/mi 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
1500 rpm and 15°C. The homogenate is centrifuged (Sofvail SM24 fubes, 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 subnatant resulting therefrom is
centrifuged again {(Sorvall SM24 tubes, 20 000 rpm, 45 min, 4°C). The subnatant is
removed, and 1 g of heparin-Sepharose (Pharmacia-Biotech, CL-6B, washed 5x with
25 mM Tris/HCI, pH 7.4, 150 mM NaCl) is added. After incubation at 4°C for 60 min
{(shaking at intervals of 15 min), the mixture is centrifuged (Sorvall SM24 tubes,
3000 rpm, 10 min, 4°C). The supernatant is adjusted to pH 5.2 by adding glacial
acetic acid and is incubated at 4°C for 30 min. The precipitates are collected by
centrifugation (Sorvall $534, 12 000 rpm, 10 min, 4°C) and suspended in 2.5 ml of
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10 min, 4C). The subnatant between the layer of fat at the top and the
pellet is removed and the centrifugation is repeated. The subnatant
resulting therefrom is centrifuged again (Sorvall SM24 tubes, 20 000 rpm,
45 min, 4C). The subnatant is removed, and 1 g of heparin-Sepharose
(Pharmacia-Biotech, CL-6B, washed4%x with 25 25 mM Tris/HCI, pH 7.4,
20 mNSTisMMUaE])idadded! ASrAn&featdiNalic!BresusipsesAdriMgat T,

o ol R R RN S Seuand Rk SUAt s, 2o

Tris/Hibettiatit, 8080 g incatmiedraMI DT 30 mija e prptipitstestatie, antipain at
.~ collected by centrifugation (Sorvall SS34, 12 000 rpm in, 4C) and

4°C oYgEIERARIIPE RPUPAP0 MY STRRRE RPN k) bl BT

suspavaich 1&%0isiveresewit i Bl DTy oldsgiohletpsptiatee pétalin/ aBliftagty cerol,

R A M A g

rate oii2d toed0lodtiedontdl 8 hysl mxtepatitthcotenvol(Brie gpequilibtatidn buffer

sus ion, equilibrated with 10 mM potassi hosphate, pH 7.0, 30%
contafiRTLD THRRHI TR T e R v aiena”
conceardralibdafiot b dby divafiatetioh20\toi8OmiMiafidHeH 8L fSieigteti4fiiih The

._Qne vaolu f equilibration buffer ining.0.5 M _poetassium phosphate
partif St (o08 2000 A B O HREG Toid by
ultrafiltration (Amicon Diaflo PM 10 Filter) at 4C. The 10 partially purified
HSL HC%\%Egag ES stored at -70C for 4 to 6 weeks. HSL activity assay: To
fepare ﬁwe%‘ubstrate, 25-50 iCi of [3H)trio leoylglycerol (in toluene), 6.8
mol of 15 unlabeled trioleoylglycerol and 0.6 mg of phospholipids

oo R el ) B TR S0 W
unlabseadrtriiedBrginserolafd Meroposphivephelipiis 1 min with an interval of
o R e e ST e A A e
takeraddéd {finabtoncantaiqpief triblegyldivesyohtl. Healm)eho( Bin seaciibb,
micro%i%(,) slgéi%gbﬁtﬁ?%ef %Ilrj‘nﬂ%nvagﬁ girﬁ)ﬁggvgtgfl (r)nlln f Rﬁlérsggéﬁit?onn of 1 ml of KPi
and renewed ultrasound treatment (4 x 30 sec onice with intervals of 30 sec), 1 ml
of 20% BSA.(in KP?) is added (final concentration of tricleoylglycerol 1.7 mM). For
the reaction, 100 ul of substrate solution are pipetted into 100 il of HSL solution
(MSL prepared as above, diluted in 20 mM KPi, pH 7.0, 1 mM EDTA, 1 mM DTT,
0.02% BSA, 20 ug/ml pepstatin, 10 pg/ml leupeptin) and incubated at 37°C for

30 min. Addition of 3.25 m! of methanol/chloroform/heptane (10:2:7) and of 1.05 ml
of 0.1 M K>CO3, 0.1 M boric acid (pH 10.5) is foliowed by thorough mixing and fihaliy
centrifugation (800 x g, 20 min). After phase separation, one equivaient of the upper
phase (.1 ml) is removed and the radiocactivity is determined by liquid scintillation

measurement.

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

HSL enzymatic activity by a test substance is determined by comparing with an



10

15

20

25

30

(HSL prepared as above, diluted in 20 mM KPi, pH 7.0, 1 mM EDTA, 1
mM DTT, 0.02% BSA, 20 ug/ml pepstatin, 10 g/ml leupeptin) and
incubated at 37C for 30 min. Addition of 3.25 ml of
methanol/chloroform/heptane (10:9:7) and of 1.05 ml 25 of 0.1 M K2CQO3,
0.1 M boric acid (pH 10.5) is followed®y thorough mixing and finally

uninf@l@itéﬂf@@aﬂ@:‘m@&ﬁ(&smbmmg. ié\gt@smgfwd s&m&r@ﬂqnhmd welath of
the upper phase (1 is removed and the radi IVity is, determj
least L (AL AN SCHGL I B D Siod e o e R R OF T
softwirer padrpgadenkaddymsalyhe inbibigian of the HSL enzymatic activity by
a test substance is determined by comparing with an 45 uninhibited
control reaction. The IC5p is calculated from an inhibition plot with at least
EL inhibrircgsseptions of the test substance. The GRAPHIT,

Elsevier-BIOSOFT software package is used to analyze the data. 5 EL
inhibition assay: EL is released as secretory protein in high concentration

EL isintzeeb¢Wtse dradiypréesindiiongd coadimmabydaaamidnanitced nesium

CHO, HEK293). This is employed as enzy; oluti ter_ . .
(eond R R b B GO L S e b SRR 0. This s employed
as eraries{4|dtidifl uprer2ohdimeattidri-bora-3a,4a-

diaza-s-indacene-3-undecanoyl)-sn-glycero-3-phosphocholine,

(manufacturer Molecular Probes) is used to characterize the enzymatic
The slatvitiaifperdathelifidipabstratsl 11 pisetietifibdrtobs? Hydeatygis afdhe 3a,4a-

o B e P45 R SRS R v
Moieﬂmmmb@m)dmawaphﬁmaediﬂéﬁhé predentsitica givip oMardklrastial lipase
on QD A S AT 80P Rospnotpi o
the ehRxis (béraifusate Sl scermthy - BbdipaBick adhimr e ctetizatem
T g R S T R
directhdtined Tcadiole ayssel dly cersSupinasieofinoliesdanc93 pl of chloroform

The subétrate solution is prepared by taking up 100 g of 1,2-bis(4,4-difluoro-5,7-
dime’thyl~4’-bora-3a,4a-diaza-s—indacene-S-undecanoy[)-sn-glycero-3-phospho-
choline (manufacturer Molecular Probes), 2.4 mg of tripalmitin (Sigma) and 7.9 mg of
DOP - choline {1,2-dioleoyl-sn-glycero-3-phosphocholine) in 323 ul of chioroform
and then transferring 157 pl into a fresh reaction vessel.. After evaporation of the
solvent, the lipid mix’turé is dissolved in 4 mi of 200 mM TRIS-HCI, 150 mM sodium
chloride, pH = 7.4, by sonication twice. The subsequent enzymic reaction takes
place at 37°C for 60 minutes. For this purpose, 45 pl of the substrate solution are
incubated with 1 pl of inhibitor of appropriate concentration (dissolved in DMSO, pure
DMSO solution is used as control) and 5 pl of enzyme solution (Cohditioned
medium). Then 3 ul of the assay mixture are loaded onto an HPTLC plate (silica gel
60, Merck), and the liberated fluorescent dye is separated for detection with an
eluent (diethyl ether:petroleum benzine:acetic acid [78:22:1)]). After evaporation of
the eluent, the plate is read in a fluorescence scanner. An increased release of the'

fluorescent dye in the uninhibited reaction is to be observed as a measure of the
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and then transferring 157 pl into a fresh reaction vessel. After evaporation

of the solvent, the lipid mixture is dissolved in 4 ml of 200 mM TRIS-HCI,

150 mM sodium chloride, pH = 7.4, by sonication twice. The subsequent

enzymic reaction takes 25 place at 37C for 60 minutes. For this purpose,

45 pl of the substrate solution are ingtibated with 1 pi of inhibitor of
enzyrajgpacfividye concentration (dissolved in DMSO, pure DMSO solution is

used as control) and 5 pl of enzyme solution (conditioned medium). Then

3 pl of the assay mixture are loaded onto an HPTLC plate (silica gel 60,
The évieyckatanddinatiibierateiddedrascaritdytda sepifaiad iotodetententration used,

nt (diet

ons AL

h
RE

TS

?therﬁ)etrole m benzc}rl:%fgcetic acid [78:22:1 2 fte

 After. ..
hé pI e 1A HAETEEEnRE A0 g ity s

obsernnedeissenlleeldase of the fluorescent dye in the uninhibited reaction is to
be observed as a measure of the 46 enzymic activity. The enzymatic
activity is reduced as a function of the inhibitor concentration used, and
the inhibitor concentration at which a half-maximum enzymatic activity is

In theSSF? %%esrvesd
exampﬁe-%

{ called IC50, In

S R A T O e Eaml TG values:

[PM]HSLEL 1a0.321b0.62 21.11 9b 1.15 10a 0.05 10b 0.06 1la

n a2

111

©.84

Exampie e (UM | 15 T
HSL EL

1a 0.32

1b 0.62

2 1.1

9b 1.15

10a 0.05

10b 0.06

11a 0.26

11b 1.47

12 0.22

13 0.84

14 1.0

15 15

16 0.58

Preparation processes

The compounds of the invention of the formulae | or |} are prepared by methods

known per se, e.g. by acylation of substituted or unsubstifuted indazole derivatives Il

with carbamoyl chiorides 1V {(method A), or in two stages by reacting indazole

derivatives ill with phosgene or equivalents such as trichloromethyl chiorocarbonate,
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141.0151.5 16 0.58 10 Preparation processes The compounds of the
invention of the formulae | or 1l are prepared by methods 15 known per se,
e.g. by acylation of substituted or unsubstituted indazole derivatives Il
with carbamoyl chlorides IV (method A), or in two stages by reacting
indazole derivatives Il with phosgegey or equivalents such as

ditriciiisiRrematexehierecar R Of)ﬂ@ﬂ?ﬂﬂﬁm%ﬂmﬁ'éw SAEORRBEr FEaction of the

4- nltl%s)henyl chloroformate and further reaction of the resultin

resulfingpsiagalersnreisesididsivatiian wihnanmanngnertmd By For

compﬁﬁfﬁ@@%ﬁ‘%’i@%@'ik *ﬁ%dﬁ:@éﬁ'f OgRNrASANEAZIR, SRrb@lyee M 108h iSReacted
be reacted with the approprlate |socyanates VIR1-N=C=0.500R1 O

with ye@pR IptsisaoanR LR T-RIFE=E N-N,R2 ~\XJ~ N'\i, O N N R1
~NRLItX~XNX~~/~-0 X~-N.R2O~-NR2 HIORIRI IIIVIN O

o)
: o R
o—H . o X y
X » X R -
)(ﬁ/( cl R N N\Rz I N—( 2
+ pa— et N rr+ N o
X = / X
Xa /L‘-‘N 0 A ~ N
R1 : X /} R2 o7~ R
o7 N ‘
R1 R1
i o v [ 1

cl \ ) N

o—H o
| ' X N“Rz
NG o R3 XTRR “<
ORI + vy — O Rt +

Xy N cl

X
\ R2 _R2
H }N\ !
o R1 R1
i \Y% i I
0
0
o—H O X H
o . Ry N
KA = xR NH I
;( l /N + Rl )H( P /N R1 + \x N e}
‘\\X t\l\ ~y N 9 o
H >/‘N 'fH
o \
R1 R1
i Vi i 1

Since acids are usually liberated in these reactions, it is advisable to add bases such
as pyridine, triethylamine, sodium hydroxide solution or alkali metal carbonates for
expedition. The reactions can be carried out in wide temperat.ure ranges. If has
usually proved to be advantageous to operate at from 0°C {o the boiling point of the
solvent used. zxamples 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 és lithium hydride, sodium hydride or
potassium tert-butoxide in aprotic solvents such as THF or DMF have also proved

suitable,
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OR1L O-HOXxXxN-R2 OR3X/XN-~1INR2N++HN X, NNR1tx~XN
O XNCICIR2Xx/'NR2ONR2 HORIRI IIVII 00 O-H'XxN XO0-=N
XNHXI-RIN+RLIX\XNNRt+X~NNO x?NONH HI100R1R1
it VI'I Il Since acids are usually liberated in these reactions, it is advisable
to add bases such as pyridine, triethhglamine, sodium hydroxide solution

The irtizadsRlidBallthaIO enates/ad 48 sepadiieBnidrurerclions canrbepondiad aza-
out in wide temperature ranges. It has usuall provid to be advantageous

substifyigststy at YSh RO SRRy PEREBE APERA A BHTPIREESEeS

khowﬁ@ﬁﬁmﬁ@iﬁéi@m@qd@?g"ﬂetf%%tﬁzﬁhl@i@mféﬁgyﬁw%ist@im, e8yB48, |.
., acetate, n-heptane, dioxane, diethyl ether or pyridine. If anhydrous
Semk@%’dﬁftﬂs‘}ar@?}sg&%‘ﬁoﬁbgg%e %ug)ﬁ lithium hydride, sodium hydride

or 20 potassium tert-butoxide in aprotic solvents such as THE or DMF
have also proved suitable. 48 The indazole derivatives emplodyed abs
escribed above

 The comARINESAH IR I MUBE R iRRIFIg LY the processes

can be separated by known separation processes such as, for example,
chromatographic processes.

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

restricting it.
Examples

Example 1:

6-Fluoro-1-(4-phenylpiperazine-1-carbonyl)-1H-indazol-3-yl 4-phenylpiperazine-1-
carboxylate and 6-fluoro-1,2-bis(4-phenylpiperazine-1-carbonyl}-1,2-dihydroindazol-
3-one (1b)

200 mg (1.315 mmol) of &6-fluoro-1H-indazol-3-ol were dissolved in 5 ml of pyridine.

Addition of 365 ul (2.63 mmol) of triethylamine and 355 mg-(1.56 mmol} of 4-phenyl-

piperazine-1-carbonyl chloride was followed by stirring at room temperature for 3 h.
Addition of 730 pi of triethylamine and 177 mg of 4-phenylpiperazine-1-carbonyl
chloride was followed by stirring for a further 20 h. The reaction mixture was
concentrated and mixed with water and ethyl acetate, and the organic phase was
separated off, concentrated and purified by preparative HPLC (PR18, acetonitrile/
water 0.1% TFA). Yield: 12 mg (2%), M+H+: 529.34, 6-fluoro-1-(4-phenylpiperazine-
1-carbonyl}-1H-indazol-3-yl 4-phenylpiperazine-1-carboxylate; 30 mg, (4%), M+H+

- 529.40, 6-fluoro-1,2-bis{4-phenylpiperazine-1-carbonyl)-1,2-dihydroindazol-3-one.

It was additionally possible to isolate 8-flucro-1H-indazol-3-yl 4-phenylpipsrazine-1-

carboxylate as compound not of the invention. -
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substituted derivatives are commercially available or can be prepared by
processes known from the literature (e.g. L. Baiocchi, G. Corsi Synthesis
(1978), 633-648, I. Sekikawa et al. J. Het. Chem. (1973), 931-932). 5 The
compounds of the formulae | and Il obtained by the processes described
above can be separated by known ggparation processes such as, for
Exam@¥@mple, chromatographic processes The examples detailed below

16, e e AP 2 S PRI e ST SRy Y1 ©.7-

- dihydrb-inlareboys 2-pNendtiessazinsokysadoxylate and

6-fluoro-1,2-bis(4-phenylpiperazine-1-carbonyl)-1,2- dihydroindazol 3- -one

o O P e

reactmga@ﬁ@m mgl)(of%@hermw @D@raangrdr@acrbmybﬁh forzleyasdieodesrbonyl

rr g roo ure Addition of 730 pl of triethylamine
Chfof'aﬁ Jpg. é 3% %hi carbonyl chloride was followed by

st|rr|ng for a further 20 h. The reaction mixture was concentrated and

mixed with water and ethyl acetate, and the organic phase was 25

separated off, concentrated and purified by preparative HPLC (PR18,
Examadet®nitrile/ water 0.1% TFA) Yield: 12 mg (2%), M+H+: 529.34,

: | . ) .
O Pl UG S T AEaE SR SR b BB Rlgg hgarboviate
(4%), M+H+: 529.40,
[n anéidpto-dx2rhisit plﬁﬂﬁlimmﬂa?mrﬂmarbohwﬂﬂ:o&‘aimdrmBdalzelcamee

s e e T T

Yield499 ExquiTiiie, M1 +6, 74®rh§?dro 4H -thieno[3,2-
c]pyridine-5-carbonyl)-6-fluoro-1 H-indazol-3-yl 6, 7-

E'xample 4.
6-Fluoro-1-{4-trifluoromethylpiperidine-1-carbonyl)-1H-indazol-3-yt 4- trlﬂuoromethyl-
plpendme 1-carboxylate

in analogy to example 1, 200 mg (1.315 mmol) of 6-fluoro-1H-indazol-3-ol were
reacted with 340 mg (1.578 mmol) of 4-’sriﬂuoromethyipipefidine-1-carb_onyl chloride.
Yield: 8 mg (1%), M+H+: 511.36.

Example 5:
1-(2,6-Dimethylmorphoiine-4-carbonyl}-6-flucro-1H-indazol-3-yt 2,6-dimethyl-

morpholine-4-carboxylate

In analogy to example 1, 200 mg (1.315 mmol) of 6-fluoro-1H-indazol-3-ol were
reacted with 280.3 mg (1.578 mmol) of 2,6-dimethylmorpholine-4- carbonyi chioride.
Yieid 16 myg (3%), M+H+: 435.29.
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dihydro-4H-thieno[3, 2-c]pyridine-5-carboxylate 5 In analogy to example 1,

200 mg (1.315 mmol) of 6-fluoro-1 H-indazol-3-ol were reacted with 318

mg (1.578 mmol) of 6,7-dihydro-4H-thieno[3,2-c]pyridine-5-carbonyl

chloride. Yield: 18 mg (3%), M+H+: 483.25. 10 Example 3:

6-Fluoro-1-(thiomorpholine-4-carborgf)-1 H-indazol-3-yl

thiomorpholine-4-carboxylate In analogy to example 1, 200 mg (1.315

al) of 6-fluoro-1 H-indazol-3-ol were reacted with 261.4 mg (1.578

Exa”}ﬂ[%cﬁ) of thiomorpholine-4-carbonyl chloride. 15 Yield: 39 mg (7%),

4,6-DMitibro-443-etipxsimplieide-1-carbonyl)-1H- mdazol 3-yl 4-methylpiperidine-1-

S N T T

indazhBmed1.315 mmol) of 6-fluoro-1H-indazol-3-ol were reacted with 340
mg (1.578 mmol) of 4-trifluoromethylpiperidine-1-carbonyl chloride. Yield:
8 mg (1 %), M+H+: 511.36. 25 Example 5: 1-(2,6-Dim ethyl
In anm@gyfm:iéﬁa‘ﬂngﬁ thﬂ}ill)rﬁngDB@inlemﬂaiﬂl@ﬁ’tﬁ&@‘@im@ﬁhﬁazol -3-ol were
morpholine-4-car ate 3 nalogy tg example 1, 200 m
reRct N o & A PRI 2 AT eI RORBNh 2403 D A
Y;eldrmtaoi)g)t@%qilmthﬂmqrpibell«m%ﬁww(mtmdwmmewdm@m@(ﬁ%}nyw
+H+:.435,29. 50 Example 6;
H-ng Bl I BIRSTer T b RABR, A A 420 Y+ 42134 46-
diflucterigthyip(demdithg pipenitioxylateagnonyl)- 1, 2-dihydroindazol-3-one,
4,6-difluoro-1,2-bis(4-methylpiperidine-1-carbonyl)-1,2-dihydro 5
indazol-3-one In analogy to example 1, 60 mg (0.35 mmol) of
4,6-difluoro-1 H-indazol-3-ol were

Example 7:
1-(4-Methylpiperidine-1-carbonyl)-6-trifluocromethyl-1H-pyrazolo[3,4-b]pyridin-3-yl 4-

methylpiperidine-1-carboxylate

In analogy to example, 1, 120 mg (0.59 mmol) of 6-trifluoromethyl-1H-pyrazolo-
{3,4-blpyridin-3-ol were reacted with 143.3 mg (0.89 mmol) of 4-methylpiperidine-1-
carbonyl chloride. Yield: 71 mg (26%), M+H+; 454 .27.

Example 8:
6-Chloro-4-methyl-1-{4-methylpiperidine-1-carbonyl}-1H-pyrazolo[3,4-blpyridin-3-yl
4-methylpiperidine-1-carboxylate

In analogy to example 1, 1.2 g (6.54 mmol) of 6-chloro-4-methyi-1H-pyrazolo-
[3,4-b]pyridin-3-ol were reacted with 1.29 g (7.98 mmol) of 4-methyipiperidine-1-
carbonyl chioride. Yield: 238 mg (8%), M+H+: 434 .27.



10

15

20

25

30

reacted with 85.6 mg (0.53 mmol) of 4-methylpiperidine-1-carbonyl
chloride. Yield: 73 mg (49%), M+H+: 421.35
4,6-difluoro-1-(4-methylpiperidine-1-carbonyl) 10 1 H-indazol-3-yl
4-methylpiperidine-1-carboxylate and 3 mg (2%), M+H+: 421.34 4,6-
difluoro-1,2-bis(4-methylpiperidine-l-garbonyl)-1,2-dihydroindazol-3-one.
Exanfpr@@ple 7: 15 1 -(4-Methylpiperid ine-1-carbonyl)-6-trifluoromethyl-1
H-pyrazolo[3,4-b p ridin-3-yl 4- methylpi erld ine-1-carboxylate In
6~ Fiugp%l‘b&ytt@gx %ﬂ p&@@np@g @g@)ﬁ{m 1y Y 4-dihydroindazol-3-one (Qa) and

Jiucﬁdﬁ“ﬂ@@@@ﬁh}élﬂ@rmﬁ@z@@aEﬁ&?ﬂpymlﬁc%%wiw4%@@@%%%@1-
(O 89 mmol) of 4-methylpiperidine-1- 20 carbonyl chloride. Yield: 71

carbay PIM+H+: 454.27. Example 8:
6- Chloro 4 methyl-1-(4-methylpiperidine-1-carbonyl)-1

H-pyrazolo[3,4-b]pyridin-3-yl 25 4-methylpiperidine-1 -carboxylate In
in anglogkdp X eRple 10 820G SMMRION o SuSHior oA AR byt Rse ERacied

with {3xﬁ@hJW@E‘TﬁrﬂbW@M@ﬁ@fﬁﬁiﬁYﬂ@rﬂdg‘%g (Ea?ﬁdﬁ?ﬂ@ﬂi@ﬁde Y:eid 455 mg
Ip erldlne 1 carbonyl chloride. Yield: 238 mg 8%%)
(1 70/% 15) goro -1,2-bis(4-methylpiperidine- 1~ca onyt) 1 2-dinydro-
mdaz@-lFiU@rﬁ@-ér&im%{‘bf(m\)wmpﬁﬂdlﬂ@gl‘ﬁ@r@qnﬂ)&ﬂ {difveininsinepidhens
6-fluo met piperidine- 1 -carbonyl)-1 H-indazol-3-yl
Cafb%@em S ARt 1% ICRRRRYAE example 1, 10 g
(65.73 mmol) of 6-fluoro-1 H-indazol- 3 ol were reacted with 11.69 g (72.3
mmol) of 4-methylpiperidine-1-carbonyl chloride. Yield: 455 mg (1.7%),
M+H+: 403.14,
Exarpfitiom-1,2-bis(4- methylplpendlne 1-carbonyl)-1,2- dlhydro indazol-3-one

6O D HNEE815s L PA ARG Ral L e BEB 8 R0 A 6rghioro-

1- hemembm;@xu—sﬂrldadazeleﬁJhéyqamrmﬁwpldwshexylamlde (1 Oa)
and 6-chloro-

100 mg (0.59 mmol) of 6-chloro-1H-indazol-3-ol were dissolved in 5 ml of DMF.,
Addition of 83 mg (0.65 mmol) of 1-isocyanatohexane was followed by stirring at
room temperature for 1.5 h and at 50°C for 1 h, concentration and purification by
preparative HPLC (PR18, acetonitrile/water 0.1% TFA). Yield: 17 mg (7%), M+H-+:
296.14, 6- chloro 3-oxo-3H-indazole-1,2-dicarboxylic acid bishexylamide and 12 mg
(5%) of 6- chloro 1-hexylcarbamoyl-1H-indazol-3-yl hexylcarbamate. It was

-additionally possible to isoiate 6-chloro-3-hydroxyindazole-1-carboxylic acid

hexylamide as compound not according to the invention.

Examp_le 11 _
6-Chloro-3-oxo0-3H-indazole-1,2-dicarboxylic acid bisbenzylamide (11a) and 1-
benzylcarbamoyi-6-chloro-1 H-Endézol~3—yl benzyl carbamate (11b)

In analogy to example 10, 100 mg (0.58 mmol) of 6-chloro-1H-indazol-3-ol were
reacted with 86.85 mg (0.65 mmol) of isocyanatomethylbenzene. Yield: 31 mg (12%)
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15 1-hexylcarbamoyl-1 H-indazol-3-yl hexylcarbamate (1 Ob) 100 mg
(0.59 mmol) of 6-chloro-1 H-indazol-3-ol were dissolved in 5 ml of DMF.
Addition of 83 mg (0.65 mmol) of 1-isocyanatohexane was followed by
stirring at room temperature for 1.5 h and at 50C for 1 h, concentration
and purification by 20 preparative HBRC (PR18, acetonitrile/water 0.1 %
of 6-CHidkp- 3’~ieid) 3?!%&2%@1!\/&*5%&1:%9!4’6 acid bfsbenzylamrde and 15 mg (6%)
6- chl oxo i qf’ ,2- d|c }Lc aci hexylamlde and 12
of 1- brﬁaz rél" f o\ 3MFi&ylcarbamate. It
was addltlonally possible to |solate
6-chloro-3-hydroxyindazole-1-carboxylic acid hexylamlde as compound
not according to the invention. 25 Example 11
Exanfplehl@ro-3-oxo-3H- indazole 1,2-dicarboxylic acid bisbenzylamide (11 a)
1- benzylcar oro -1 H:-in enzyl carbamate (11
1 (4-@5%64% T S BRBIE f0 r%@%% %%%ﬂﬁ "g-ERIGYIc acid 2
methylbiadaziak3ds were reacted with 86.85 mg (0.65 mmol) of -
isocyanatomethylbenzene. Yield: 31 mg (12%) 52 of
6-chloro-3-o0x0-3H-indazole-1,2-dicarboxylic acid bisbenzylamide, and 15
105 mep((698) nmﬁﬂ)%beﬁzyldaﬂmm&kﬁ -sllpsoelabidndazpk@-gf THF with 138.3 mg

(004 R N A R e P oM 2B iV e A AR

mdaz&@dﬂembﬁxﬁheazﬂ&nﬂﬁﬂ@ﬁ&ngﬂ@ﬁ&mmm 1iRgndasgdlF-oliwetenpound

reacte 3 mI fTH with, m (0.94 L) of .
were L T LR R b B 5 B2 b el g and 43 me
(266 mdaz@lbeﬁ&anbﬁxwi&p@zidlﬁaﬂeﬂwﬁmﬁwydﬁmme% rogril&Brpuciiettis 7 h.

o A A S RN D A DTS5 D 2 0 o

triethyl&imnle tat3q:mrt|tempmatﬁﬂ‘®med by Kotditigrzghia farthen I2thownphtion and

o NS AN 00108 L TSI,

(6 e%) M+H+: 407.15.

Example 13
3—Oxo-3Huir}dazole-1 2-dicarboxylic acid bis(2-methylbenzylamide)

In analogy to example 11, 300 mg (2.24 mmol) of 1H-indazol-3-o! were reacted with
385.5 mg (2.69 mmol) of 1-isocyanatomethyl-2-methylbenzene. Yield: 177 mg
(18%), M+H+: 429.26. |

Example 14.
6-Amino-1-(4-triflucromethyipiperidine-1-carbonyl)-1H-indazol-3-yl 4-methyl-
piperidine-1-carboxylate
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purification by preparative HPLC (PR18, acetonitrile/water 0.1 % TFA).
Yield: 48 mg (66%), M+H+: 407.15. 20 Example 13
3-0Oxo0-3H-indazole-1,2-dicarboxylic acid bis(2-methylbenzylamide) In
analogy to example 11, 300 mg (2.24 mmol) of 1H-indazol-3-ol were
reacted with 395.5 mg (2.69 mmol)5} 1-isocyanatomethyl-2-m ethyl
in anéiegg'aoeexé&imel’rz 138.26 ([15%0) 1 M rintro 4 29.8Gartmxanmpléntidzol-3-vi

-Amino- I 4-trifluoromet Ip eridine-1-carbon H-in
e RS AT APRRE 58 B iadth T ) of
4-trifl 35rOMme1gy(Pip8riimel ) afframineridridedazels-y0 mg (17%), M+H+: 454.13.
4-methylpiperidine-1-carboxylate were reacted with-33.63 mg (0.16 mmol)
of 4-trifluoromethylpiperidine-1-carbonyl chloride. Yield: 10 mg (17%),
M+H+: 454.13. 5 Example 15
ydroxy-4-methyl-1-(4-methylpiperazine-1-carbonyl)-1
EXan]-ql']:r‘)QqézoIo[f:%,4-b]pyridin-3-yl 4-trifluoromethylpiperidine-1-carboxylate; as
B- Hydrtﬁbw%meﬂ%ﬂ@dm@ﬁﬁ@p@a&m@lmeérho?@é% mx&z&mb}ﬁyﬁdm-w
met raz ridin-3- -
- R i bRy At e EARR with 41.3 mg (0.2
mmol) of 4- methylplperazme -1-carbonyl-chloride hydrochloride. Yield: 18
1 % 7 15 E Ie 16 rox
R A T e R i it D
pyramkfi{ymmwmlpmﬂewmmﬁaombm@lmpiﬁ@rld;aeaﬂagg/{mmamM@@reacted
( 344 dro -4-me .
Wi A YT & A B BT e e £5IREs reesiigoe
Yieidwithr83. 416@:1,0&5—2%@7)103& trlfluoromethylplperldlne 1- carbonyl
chloride. Yield: 16 mg

Example 16
6-Hydroxy-4-methyl-1-(4-triflucromethylipiperidine-1-carbonyl)-1H-pyrazolo-
[3,4-b]pyridin-3-yl 4-methylipiperidine-1-carboxylate

In analogy to example 12, 99.87 mg (0.344 mmol) of 6-hydroxy-4-methyl-1H-

pyrazolo{3,4-b]pyridin-3-yl 4-methylpiperidine-1-carboxylate were reacted with
83.4 mg (0.52 mmol) of 4-trifluoromethylpiperidine-1-carbony! chioride. Yield: 16 mg
(10%), M+H+: 470.20.
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(10%), M+H+:470.20. 54 Claims 1. A compound of the formulae I or Il 0
ORI iXON-R2iXN--R2 ~IN-~XNRIXXNO xNONR2 R210 NR1
RI'5 (D) (I) where the meanings are 10 X identically or differently =C(-R)-
or =N-, where not more than two X are =N-; R identically or differently
hydrogen, halogen, (Ci-C6)-alkyl, (C34C3)- 15 alkyloxy-(C1-C3)-alkylene,

Claim&1-C3)-haloalkyl, hydroxy, (Ci-C6)-alkyl- mercapto, amino,

(Ci-C6)-alkylamino, di-(C2-Ci2)-alkylamino, mono-
(Ci-C6)-alkylaminocarbonyl, di-(C2-C8)-alkylaminocarbonyl, COOR3,
cyanor(sdubd patkg soifanide(Cdr @6)-alkylsulfinyl, aminosulfonyl, nitro,
pentafluorosulfanyl, phenyl, heterocycle, phenoxy, 0-heterocycle, CO 20
NR6R7, O-CO-NR6R7, O-CO-(CI-C6)-alkylene-CO-0O-(C1-C6)-alkyl,
0O-CO-(C1-C6)-alkylene-CO-OH, O-CO-(C1-C6)-alkylene-CO-NR6R7 or

~unsubstituted or mono- or poly-F-substituted (C1-C6)-alkyloxy; R1

identically orcbifferently (C5-C16)-alkyl, (C3-Gl2)-gycloalkyl, Y-aryl, 25

Y-hetero or bicycle, where cycloalkyl, afyl, heterocycle or bicycle
ubstitate®ne or more timés by aloger; (C'2C6)-alkyl,

N ki X@~N o

\ R2 | O™ N
}N’ : i\?

~R2

1 5

(1) (In

where the meanings are

X

R1

identically or differently =C({-R)- or =N-, where not more than two X are
:N...;

identically or differently hydrogen, halogen, (C+-Cs)-alkyl, (C4-Ca)-
alkyloxy-(Cs-Cs)-alkylene, (C+-Cs)-haloalky!, hydroxy, (C1-Cs)-alky!-
mercapto, amino, (C+-Cg)-alkylamino, di-(C»-C42)-alkylamino, mono-
(C1—Ca)~alkylaminocarbonyl, di-(C2-Cg)-alkylaminocarbonyl, COOR3,
cyano, (C1-Cs)-alkylsulfonyl, (C+-Cg)-alkylsulfinyl, aminosulfonyl, nitro,
pentafluorosulfanyl, phenyl, heterocycle, phenoxy, O-heterocycle, CO-
NR6R7, O-CO-NR6R7, O-CO-{C+-Cg)-alkylene-CO-QO-(C4-Cg)-alkyl,
0-CO-(C4-Cs)-alkylene-CO-OH, O-CO-(C1-Cg)-alkylene-CO-NRBRY7 or

unsubstituted or mono- ot poly-F-substituted (C,-Cs)-alkyloxy;

identically or differently (Cs-Cig)-alkyl, (C3-Cy2)-cycloalkyl, Y-aryl,

Y-heterocycle or bicycle, where cycloalkyl, aryl, heterocycle or bicycle
may be substituted one or more times by halogen, (C4-Cg)-alkyl,

(C4-Cs)-alkyloxy, hydroxy, (C1-Cg)-alkylmercapto, amino, (C4-Cg)-
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R2

(Ci-C3)-alkyloxy, hydroxy, (C1-C6)-alkylmercapto, amino, (C1-C6) 55
alkylamino, di-(C2-C12)-alkylamino, mono-(C1-C6)-alkylaminocarbonyl,
di-(C2-C3)-alkylaminocarbonyl, (C1-C6)-alkyloxycarbonyl, (C1-C6)-
alkylcarbonyl, cyano, trifluoromethyl, trifluoromethyloxy, (C1-C6)-
alkylsulfonyl, aminosulfonyl, nitro; 5 &5(C1-C3)-alkyl, which-may be
substitutgithdmeipomiireCindas ) ityddogien, (KenE3E alky-Axgtamirwcarbonyl,
trifluoromethyl; drogen; or 10 R1 and R2 together with the nitrogen -
atom calointy Her AP HGALYRHG, Caar BN O ) it o

to 7-melalkglr@s*bmgﬁm'mErﬁl%@ﬁ@%ﬁtﬂrﬁ?dr@hﬁﬁb ngys,hq@m@}:l

8- to 14-membered ring system whose individual members of the ring
systems‘%ﬁ{%&r Iﬁ?&ﬂ){wlﬂ%@ﬂ% "E@i‘ﬁ’ree atoms or atomic groups from
the series -CHR4-, -CR4R5-, -(C=R4)-, -NR4-, -C(=0)-, -0-, -S-, -SO-,
-S0O2-, wi proviso that two units from the series -0-, -S-, -SO-, -SO2-
may not GO AR WA TGN TR S b i dy R RS Talogen
identicaliCoGiiffeleylfiy @byt ratikylidralagenyitrifluoromethyl, phenyl,
heterocycle, COOR3, (C3-C12)-cycloaikyl; R6, R7 identically or differently
hydrogen, (C1-C6)-alkyl, phenyl, benzyl, 25 (C3-C12)-cycloalkyl; the
tautometgdargehpbthe compounds and the physiologically tolerated salts

thereof, 30 with the proviso that not more than.one R is phenyl or
heterocycle. 56 2. A compound of the formulae | or Il as claimed in claim

R1 andd WiZerdingdteer with the nitrogen atom carrying them form a monocyclic,

R3

saturated or partly unsaturated 4- to 7-membered ring system or a
bicyclic saturated or partly uhsaturated 8- to 14-membered ring system
whose individual members of the ring systems may be replaced by one
to three atoms or atomic groups from the series -CHR4-, -CR4R5-, |
-(C=R4)-, -NR4-, -C(=0)-, -O-, -§-, -SC-, -S04, with the proviso that

two units from the serfes ~O—, —5—, -SO-, =8O~ may not be adjacent;

hydrogen, (C4-Cs)-alkyl, benzyl;

R4, R5 identically or differently (C+-Cg)-alkyl, halogen, trifluoromethyl, phenyl,
heterocycle, COOR3, (C3-Cy2)-cycloalkyl;

R6, R7 identically or differently hydrogen, (C4-Cg)-alkyl, phenyl, benzyl,

{C3-Cq2)-cycloatkyl;

the tautomeric forms of the compounds and the physiologically tolerated salts

thereof,

with the proviso that not more than one R is phenyl or heterocycle.
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2

mean

meanings are X identically or differently =C(-R)- or =N-, where not more
than one X is 5 =N-; R identically or differently hydrogen, halogen,
(C1-C6)-alkyl, hydroxy, (C1-C3)-alkyloxy, amino, COOR3, trifluoromethyl,
(C1-Ce6)-alkylsulfonyl, nitro, pentafluorosulfanyl, phenyl,
(C5-C7)-heterocycle, CO-NR6R7, 18680-CO-NR6R7 or .
GACON{E1:G6 hlthddoer@trOk (T 1 -@6PlalkydRhidiitica|lywbediffetieatly
{gﬁ%ggé))-alkyl, (C6-C12)-cycloalkyl, Y-phenyl, Y- heterocycle or bicycle,
wHere cycloalkyl, phenyl, heterocycle or bicycle may be substituted one
or more times by halogen, (C1-C6)-alkyl, 15 (C1-C3)-alkyloxy, hydroxy,

(C1-C6)-alkyimer mine, (C1-66)-alkyl; aming .
(oo RS S im0y e than one X i
(C2-C8)blkylaminocarbonyl, (C1-C6)-alkyloxycarbonyl, (C1-C6)-alkyl-

carbonyl, cyano, trifluoromethyl, trifluoromethyloxy, (C1-C6)-alkyl-
sulfonyl, aminosulfonyl, nitro; 20 Y -CH2-, which may be substituted once

by fluoridentiestylwr differexyly Raihygrogbe oyt Kl dhy-RR\odetrexy,

i e e ARG RS MRS TUEIR or

R1

R2

to 10-meitibe phtaitusyssafanyhasesingividsal MrbaibarsyolehE RYRER7,

systemsd@(\_ gé_ 1e-to thre _QRatomic graups from
the series - kﬁ%ggg;‘ﬁ%‘b%gﬂz% %@%ﬂ §O€?a8 - \N%(trf(‘? tﬁg){o{foviso
that two units from the series-O-, -S- may not be adjacent; 57 R3

(0o e i ST SR e eyl Y Phensh v

phenyl, heterosyele; or bicycle, where cycloalkyl, phenyl, heterocycle or bicycle
may be substituted one or more times by halogen, {C4-Cs)-alkyl,
(C4-Cs)-alkyloxy, hydroxy, (C+-Cg}-alkylmercapto, amino, (C4-Cg)-alkyl-
amino, di-(Cg-Cm)-éikylamino, mono-(C+-Cg)-alkylaminocarbonyl, di-
{Co-Cg)-alkylaminocarbonyl, (C4-Cg)-alkyloxycarbonyl, (C4-Cg)-alkyl-
carbonyl, cyano, trifluoromsthyl, trifluoromethyloxy, (C4-Ce)-alkyl-

sulfonyl, aminosulfonyi, nitro;
-CHz-, which may be substituted once by fluorine, methyl or hydroxy;

hydrogen; or

R1 and R2 together with the nitrogen atom carrying them form a monocyclic,

saturated 5- to 6-membered ring system or a bicyclic saturated or
partly unsaturated 9- to 10-membered ring system, whose individual
members of the ring systems may be replaced by one to three atoms
or atomic groups from the series -CHR4-, -CR4R5-, -(C=R4)-, -NR4-,
-O-, -5-, with the proviso that two units from the series—O—, -S— méy

not be adjacent;
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5 R6, R7 identically or differently hydrogen, (Ci-C6)-alkyl, phenyl, benzyl,
(C3-C12)-cycloalkyl; the tautomeric forms of the compounds and the
physiologically tolerated salts 10 thereof, with the proviso that not more
than one R is phenyl or (C5-C7)-heterocycle. 15 3. A compound of the
formulae | or Il as claimed in claims37or 2, wherein the meanings are X
R3 identicatydrodifier¢GthCsE&IRYL drenldyl;where not more than one Xis _N'
20 R identically or differently hydrogen, halogen, hydroxy, (Ci-C6)-alkyl,
trifluoromethyl, (Ci-C3)-alkyloxy or amino; Rl identically or differently '
R4, R&ZG-C1d)ieaﬁt§dan(;ﬁfﬁﬂﬁe{@]ﬂlgaitkwC{}Meyiylha%g‘émetémm%We@OORS,
cycloal ?e) é’ FLE cle n’%/ be substituted one or more times
by halo 60? A 3}1 @g) Lyl%ﬁ} ydroxy, amino,
trifluoromethyl, trifluoromethyloxy; Y -CH2-; 30 R2 hydrogen; or 58 R1
nd R2 he with nitr tom ca he for
RE, R%onocyc Et‘u}/a?eés %%{8 %ﬁﬁ%ﬂ%@?g& hi%l syéte %En rg@enzyl
saturate(d)@Cp,e)rﬂyulmmUrated 9- to 10-membered ring system whose
individual members of the ring systems may be replaced by one to three
atoms 5 or atomic groups from the series -CHR4-, -CR4R5-, -(C=R4)-,

the taNBAgricdonrSs, afithelve provisalthantiibe pits fiofodlua betideried Salisay

there&Ot be adjacent; R3 hydrogen (Ci-C6)-alkyl, benzyl,

with the proviso that not more than one R is phenyl or (Cs-Cy)-heterocycle.

3. A compound of the formuiae | or Il as claimed in claims 1 or 2, wherein the

meanings are

X identically or differently =C(-R}- or =N-, where not more than one X is
:N..;
R identically or differently hydrogen, halogen, hydroxy, (C+-Cg)-alkyl,

triflucromethyl, {C4-Cs)-alkyloxy or amine;

R1 identically or differently (Cs-Cg}-alkyl, (Ce-C12)-cycloalkyi, Y-phenyl,
Y-heterocycle, where cycloalkyl, phenyl, or heterocycle may be
substituted one or more times by halogen, (C+-Cg)-alkyl, (C1-Cz)-
alkyloxy, hydroxy, amino, triflucromethyl, trifluoromethyloxy;

Y -CHQ-; .

R2 . hydrogen; or
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10 R4, R5 identically or differently (Ci-C6)-alkyl, halogen, trifluoromethyl,
COORS3, (C3-C7)-cycloalkyl, phenyl, (C5-C7)-heterocycle; the tautomeric
forms of the compounds and the physiologically tolerated salts 15 thereof.
4. A compound of the formulae | or Il as claimed in claims 1, 2 or 3,
wherein 20 X is identically or differeby =C(-R)- or =N-, where not more

R1 anbddZndogetheNwitR ibédiatmx@ryaﬂmidﬁeaetryﬁllygwm'mgmayrlfamg@monocyclic,

rR3

R4, RS

hydroxy é‘floﬁgafsw tﬁr(r&%fr'@%rr% ‘?—FH sgsél 53 e'oxé’nc? ’é]'%‘%e%r

is |dent|c y eren -Cio)-alkyl enyI W

substitutparthy dvadadenai¢C B-C8)- aﬂeyhe(mbal‘éﬁiamkglsxytemmﬂhosenreihfyﬁual :

30 Yis Giigy f%s i {ﬁé‘¥9{° the%Rl g%e&gi%%thaeé VRN HEge,ms

atom carrying them form Bt oc clic, Saturate membered rng

system, wmiemnncgmm fwwmtﬁm&@im@éﬁépla@&ﬁﬂ&ﬁane(@ﬂ%ﬁée -NR4-,

atoms or from the HR : -, -0- -S |tht

proviso tt@at tWo' unof%% YRl V!Ssoerles 5V g m%?/nplo SeHjacen is MY

(Ci-Co)-alyhepdaompy|, trifluoromethyl or phenyl 10 the tautomeric

forms of the compounds and the physiologically tolerated salts thereof. 15

5. A compound of the formulae | or 1l as claimed in claims 1 to 4, wherein
hydrogen, (C+-Cg)-alkyl, benzyl;

identically or differently (Cq-Ca)nalkyf, halogen, triffluoromethyl, COORS,
{C4-Cy)-cycloalkyl, phenyl, (Cs-Cy)-heterocycle;

the tautomeric forms of the compounds and the physiologically tolerated salts

thereof.

4. A compound of the formulae | or Il as claimed in claims 1, 2 or 3,
wherein

X is identically or differently =C(-R)- or =N—, where not more than one X
is =N-;

R is identically or differently hydrogen, halogen, hydroxy, (C+-Cg}-alky,

triflucromethyl, (C4-Cs)-alkyloxy or amino;

R1 is identically or differently (Ce-Cyo)-alkyl or Y-phenyl, which may be
substituted by halogen, (C+-Cs)-alkyl, (C4-Ca)-alkyloxy or
trifluoromethyy;

Y is GHa;
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X is identically or differently =C(-R)-. 6. A compound of the formulae | or Il
as claimed in claims 1 to 4, wherein 20 X in position 4, 5 and 6 is
identically or differently =C(-R)-, and in position 7 is =N-.257. A
compound of the formulae | or Il as claimed in claims 1 to 5, wherein' X in
position 4, 5 and 7 is =C(-R)- with RoY hydrogen, and in position 6 R is
R2  not hydisdefsiraged: Rmedicament comprising one or more compounds of
the formulae | or Il as claimed in claims 1 to 7. 60 9. The use of the
comgr?unds of the formulae | or Il as claimed in claims 1 to 7 for the

R1 angid3; e?ﬂ@fﬂ@’r\ﬁi@vﬁﬁtiaiﬁf@g@&@i@@?%ﬂwﬁﬁ Heaimietabalivenasclic,
glucose dujlizgfionslispy ‘é@ﬁ:?eé,é&re@ﬁr@%};ytéhﬁ, GATBREYRMER RLLEmembers
formulae I or Il as claimed in claims 1 to 7 tor the treatment and/or
preventiB#Hgiseriare iy AR festiliieecaiomacy stqm@mwpﬁ)mmih@
use of the compqupds ohfigiformulag ) Qfithap CIBIMALIREIRIMS InkR from the

for the treatment and/or prevention of diabetes mellitus and the sequelae

associaf&figferdiith-St5 MmarReiae adi#eetdmpounds of the formulae |

or Il as claimed in claims 1 to 7 for the treatment and/or prevention of

dyslipidemias and their sequelae. 20 13. The use of the compounds of the
R4 formulads(6rtas-lkiheadeeramd, Lritorrinaireamhentind/or

prevention of conditions associated with the metabolic syndrome.

the tautomeric forms of the compounds and the physiologically tolerated salts

thereof.

5. A compound of the formulae ! or Il as claimed in F:’laims( to 4, wherein

X is identically or differently =C{-R)}-.

6. | A compound of the fofmulae | or i as claimed in ciairﬁs 110 4, wherein

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

7. _ A compound of the formulae | or I as claimed in claims 110 5, whereir_a

X in position 4, 5 and 7 is =C(-R)- W'tth R = hydrogen, and in position 6 R
is not hydrogen.

8. A medicament comprising one or m.ore compounds of the formulae | or

| as claimed inclaims 1to 7.
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14. The use of the compounds of the formulae | or Il as claimed in claims
1 25 to 7 for the treatment and/or prevention of conditions associated with
reduced HDL level. 15. The use of the compounds of the formulae 1 or 11
as claimed in claims 1 30 to 7 for the treatment and/or prevention of
atherosclerotic disorders. 61 16. Ti8®use of the compounds of the
formulae | or Il as claimed in claims 1 to 7 in combination with at least
g one further active R&redient for the trggtr&ent arl1d/0|r ) revergtion %f. laims 1
* disorders'i WRYCH i %ﬁﬁ'ﬂ?scf%%%g f IVOIUEY A% R o 5828 HPC In ciaims
to 7 frtduciagtaent dindrfoe pteamtiasing diserdensoréfattthecicomeiabadisrafand
the f rmlftlae l.or 1l .as claimed in claims 1 to 7, which comprises 10 mixing
glmo%ﬁe"‘l@f@r Wﬂrggﬁrr%ﬁfrﬁaceutically suitable carrier and converting this
mixture into a form suitable for administration. 18. A process for preparing
compounds of the formulae | and/or Il as 15 claimed in claims 1 to 7,
_ which comprises indazole derivatives of the formula | I | a) being acylated
10.  with carfwmagscbidhdesofgberfosnuiltn8/foomblae twolstegesioestgin claims 1
reacted injtially,with, phosgene, .or equivalents such 20 as trichloromethyl .
to 7 1ol BFo KA O R TR IR S st 8 WIS resiotende s
involvelloroformate and in a second step with an amine V, in which the
substituents have the abovementioned meanings, and subsequently
separating the compounds | and Il by known processes. 0 O R1 O-H x X
~\ CI x~X~ N-R2 X~\N~N'R2 1l N+-NXNR1tX~NO\WX\INHOR1\X
11. ~NR20- h% E(J)SB of the compounds of the formulae | or |} as claimed in claims 1
to 7 for the treatment and/or prevention of diabetes meliitus and the sequelae

associated therewith..

12. The use of the compounds of the formulae | or li as claimed in claims 1

to 7. for the treatment and/or prevention of dyslipidemias and their sequelae.

13. - The use of the compounds of the formulae [ or Il as claimed in claims 1
to 7 for the treatment and/or prevention of conditions associated with the metabolic

syndrome.

14, The use of the compounds of the formulae | or Il as claimed in claims 1
to 7 for the treatment and/or prevention of conditions associated with reduced HDL

leval.

15. The use of the compounds of the formulae i or 1l as claimed in claims 1

to 7 for the treatment and/or prevention of atherosclerotic disorders.



RIR1IIIIVII256200R1 O,H X~N\, 0 R3 X~x\ N-R2 X~ IN -R2 'N +
ci~cl + HN' X~N 1 + X~X IAN 0 XI-X N R2 X ~N~R2 ONR2 HO R1 R1 Ill
V Il 19. A process for preparing compounds of the formulae | and/or II
with R2 5 hydrogen as claimed in claims 1 to 4, which comprises reacting
indazole derivatives of the formula B ith isocyanates of the formula VI:
O=C=N-R1, and subsequently separating the compounds | and Il by
known processes. 0 O,HIX H X\T~ 0==-~N X-X NH X XI N RI' X\ Ij\~ +
RIX~XNNRL1L+~XNOXHH/I'NONH ORIRIVIIII

186. The use of the compounds of the formulae | or Il as claimed in claims 1

to 7 in combination with at least one further active ingredient for the freatment andior

5 prevention of disorders in which insulin resistance is involved.

17. A process for producing a medicament comprising one or more of the
compounds of the formulae | or Il as claimed in claims 1 to 7, which comprises
10 mixing the latter with a pharmaceutically suitable carrier and converting this mixiure

into a form suitable for adminis{ration.

18. A process for preparing compounds of the formulae | and/or Il as

15 claimed in claims 1 to 7, which comprises indazole derivatives of the formula 1l

a) being acylated with carbamoyl chlorides of the formula IV,
or
b) in two stages being reacted initially with phosgene or equivalents such
20 _ as trichioromethyl chlorocarbonate, ditrichioromethyl carbonate or 4-
~ nitrophenyl chloroformate and in a second step with an amine V, |
in which the substituents have the abovementioned meanings,

and subsequently separating the compounds | and [ by known processes.
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19. A process for preparing compounds of the formulae | and/or H with R2

hydrogen as claimed in claims 1 to 4, which comprises reacting indazole derivatives
of the formula Hl with isocyanétes of the formula VI: O=C=N-R1, and subsequently

separating the compounds | and H by known processes.
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