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WO 2005/ 073199 PCT/ EP2005/ 000365 | ndazol e derivatives
as inhibitors of hornone-sensitive |ipases The present
invention relates to indazole derivatives of the
general fornmulae | or |1, the pharmaceutically usable _
WO 2605/673189 eof and the use thereof as drugs. PQUIER20D5/000365
derivatives for stinulating1ithe cannabinoid receptor '
are.described in WD 03/035005 and derivatives of
3- am noi ndazol ecarboxylic acid are described in DE 24
58 965. There are also descriptions of
Indazpﬂed&fl@@ﬂ&&rawlnhtbﬁamfdsommr@esmlm@dm%wo and of
3- am no- 5- phenyl i ndazol e- 1- car boxam de |n US
2004/.0097485, these two docunent.s havin

The prgseniinkention kelates & indazolederiatives of b4 G%H%rﬁbqu@éliqeohm I,

the phafmacditdally U§albl6\é%ﬁ§ iesrebhad 8% Lie thutaabaedrugs.
-~ derivatives of the general fornulae I or Il, 15 R2 (I)

in which the neanings are: 20 W-(C=0 - (S—O)-

Indazd|&@)ivativeX fo§tirRilating thvéxlcam?zﬂ)]ffo:@recemom)e dadcribed in

WO @Mf; giﬁ%‘}'ﬁ %tﬂ%%%%ﬁ&ﬂqﬁﬁﬁ?&ol%%b%lc%&d bre described i in

DE 2468 96%5). -Tdieky B@alsapdasmahﬁ}mﬁ)pf mlmn rbaimeylingazates in
WO fb04(l C@b%nd BT gﬂnﬁﬂb@ he%ylmdazo[e -1-carboxamide in

am nocar

US 288410P 5435, theaatia doy@eals h1ng bPo REDHEd om%f%rt
prese{rﬁ:bn@ﬁfy%ﬂ{ht:bﬁ@th fver¥flied.(Cl- C5) - al kyl sul finyl,

am nosul fonyl, nitro, pentafl uorosulfonyl,
(C6-Clo)-aryl, 2 (C5-C12)-heteroaryl, CONR2R3,

' The ifv@fidNRRRAcS © DOaLale-desjvatintkvf theegadord- foGnuls) Len Iky | |

O CO (Cl-C5)-al kyl ene-CO-OH, O CO .
(C1l-C5) - al kyl ene , NR2R3 or unsubstituted or nono-
or poly- 4- su ted (ClL- C5) al kyI oxy; :

5 )l(¢x ” N,—RZ
N R3
X5
I GRRL S
7 W“N\
(1) | (I

in which the meanings are:
W ~(C=0)-, -(8=0)-, -(802)-;
X . =C(-R)- or =N—;
Y - - 0- or -N(R1);
R hydrogen, halogen, (C1-Ce)-alkyl, (C+-Ca)-alkyloxy-(C1-Ca)-alkyl,

" hydroxy, (C1+-Cg)-alkylmercapto, amino, (C1-Cg)-alkylamino, di-(C2-C12)-
aikylamino, mono-(C4-Ce)-alkylaminocarbonyl, di-(Co-Cs)-alkylamino-
carbonyl, COOR4, cyano, trifluoromethyl, (C1-Ce)-alkylsulfonyl, (C4-Ce)-
a!kytSulﬁnyl, aminosuifonyl, nitro, pentafluorosulfonyl, (Ce-Cqo)-aryl,
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5 Rl H (Cl1-Co6)-al kyl, benzyl; R2 H (Cl-C5)-alkyl,
(C1-C4)-al kyl phenyl, (C6-Clo)-aryl, where phenyl and
aryl may optionally be substituted by hal ogen, ‘
: (C1-C6) -al kyl, (C1-C3) 10 al kyl oxy, hydroxy,
- (C2-Co)-al kyl mercapto, amind, (Cl-Cg)-alkylamnino, di-
(CZ 012) al kyl am no, nono- (Cl-C6) - al kyl am nocar bonyl ,

'(c1 IR ABRINCBAARIRE, 0-CO-NRIRS, 0-CO-(Cr-Co)-
Lr1T1 G olkplonehyDoay(CriGa)-ali) QIGGH (SuiGavaliyienc.CO-OH, O-CO-

ani nos r } - F-
Tetra n‘@hy?yélkylﬁh I'®o- ‘NiR%R% or grq(seubstituted oHr,mono or poly- F

aF/&_rona
(C1- copubstityted (bn-Gr-allidP8 may form t oget her with the
_nitrogen atom carrying thema nonocyclic, saturated

ﬂ_or pariiall af ur at d4- to 7-merrberedring system
Rl o 3 EO?(JBT@ ﬁ‘gfg’ﬁ%\‘at ed or partially unsaturated

- 8- to 14-nmenbered ring system whose individual

e it g kg

%RSEWI meag-mEionalr esubs;{ﬁu@d by hglogeng (Ci-Ceeplkyl, {C1-Ca)-
- - [ r -
ot o gﬂokp @Wﬁoﬂé&@f@s Iallkayimgﬂ&pslﬁ‘ rﬁ)r?mf) - Cg)eaik Jamino, di
R4 hydiGaere)-afieylamine. manp-(Cine z%Jr? C(C@c[b@?Jj' %T(&}TC*‘)‘
. hal Iogeaik Ihlrmﬁbcbm—b@nﬁ Jcﬁ)cm.éycacwwmmm trifludBomethyl,
cycl op ene e i,0
ool o RSN her ARG BT Bt e
t hat i tettaheetbdrptahddrootphthalene; nul a (1) with W CO
a) R2.and. R3 formtogether with the nitrogen atom
. carrying thema nonocyclic or 35 bicyclic ring system
R3 if Y HNRtPelplkW; & = H or (Cl1-0C6)-al kyl or b) Y-RI,
R2 and R3 cannot si mul taneousl y have the fol | ow ng
= o tional |

R2 angyiod: | Ry dar sty with Jie Bia0R ST caBbithegn @ monocycli,
conpousuiaratéd oheattliyuinaaturat@dd-lth 7amenitievse ring systerh or a

S Y 1 Spiciiic saturated or partially unsaturated 8- to 14-membered ring
systemn, whose individual members of the ring systems'may be
replaced by one to two atoms or atomic groups from the series
-CHR5-, -CR5R5-, -(C=R5Y, -NR5-, -C(=0)-, -O-,-8-, -S0-, -S0-,

‘with the proviso that two units from the series —-O—, ~5~, ~-SO~, ~80--
may not be adjacent; : 7 |

R4 hydrogen, (C+-Cg)-alkyl, benzyl;

R5 (C4-Ce)-alkyi, ha'logen, trifluoromethyl, COOR4, cyclopropyl,
cyclopropylene; |

and the physiologically tolerated salts and tautomeric forms thereof,
-with the proviso that in the compounds of the formula (I) with W = CO

a) R2 and R3 form together with the nitrogen atom carrying them a monocyclic or
bicyclic ring system if Y = N(R1) with R1 = H or (C4-Cg)-alkyl or
b) Y-R1, R2 and R3 cannot simultaneously have the following meanings: .




~or those in which Wis -(C=0O)-. Preferred conpounds of
the fornulae | and Il are further those in which 15
‘NR2R3 is a monocyclic saturated 5- to 6-nenbered ring
‘system conprising in position 4 an atomor atomc
menber fromthe series -CHR53, -CR5R5-, -(C=R5)-
-NR5-, -0-, -S-. Further preferred corrpounds of the

[or mul a9kt MH IRPLEOHBASR Wbt (oilopas) bhORS .

preferred conpounds of the formula I or II are those.

':Preféﬂe@‘&bﬁ’ibd&/rid% ofthE Rrmiuid | ¥nkisl Z@(thBle ipwhicht ;Y 1S

30 is hydrogen,- hal ogen, (d -C6)-alkyl, hydr oxy,
am no, COOR4, trifluoronethyl, (Cl-0C6)- alkylsulfonyl

Y nitro, pe@-afluorosulfanyl, (C6 Clo)-aryl, CO NR2R3,

O CO- NR2R3 or O CO- (C1- C6) - al kyl ene- :
- COO(A-C6)-alkyl; R is H (G-Co)- al kyl ; benzyl ;
or these kR Which I --CB) - al kyl , benzyl, (C6-CLO)- aryl or
tetranet hyl -tetrahydro napht haI ene;. R3 is H,
(G-C6)-alkyl; or 5 R2 and R3 together with the

W nitrogels -#¢o®earrying them may form a nonocyclic

10

saturated 5- to 6-nmenbered ring systemor a bicyclic

or§ it B SR b 0 Wkl o PRI

systens may be replaced by one to two atonms or atomc

R5-, e Pproviso

. NR2RBOUPS lfs omokggy(gﬁréﬁﬁ gtf Dtg 6- n%ﬁgé ed n&f‘ V\g@em gomprising in
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f r om t heositien ésan afom osatomig nwnbeb&omha@ﬁles QHR%
hydr ogesRE®Rb-, 0= ﬁbjsylm%- benzgl.

Further preferred compounds of the formulae | and Il are those in which

X in position 4, 5 and 7 is =C(-R}- with R = hydrogen.

- Particularly preferred compounds of the formula I or Il are those in which

W is -(C=0);
X | is =C(-R)- 'olr =N—;
Yy is -O-
R is hydrogen, halogen, (C4-Ce)-alkyl, hydroxy, amino, COOR4,

trifluoromethyl, (C4-Cs)-alkylsulfonyl, nitro, pentafluorosuifanyl,
- {Ce-Cqo)-aryl, CO-NR2R3, O-CO-NR2R3 or 0-CO-(C4-Cg)-alkylene-
 CO-0-(C1-Cg)-alkyl; '
R1- is H, (C4-Cg)-alkyi, benzyf;

R2 is (C1-Ce)-alkyl, benzyl, (Ce-C1o)-aryl or tetramethyl-tetrahydro-
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15 R5 is (G -C6)-al kyl, halogen, trifluoronethyl,
COOR4, cycl opropyl, cyclopropylene. Particularly
preferred conmpounds of the formula | are further those .
in which 20 Wis -(CO-; X,is =C(-R)- or =N-; Y is
~-0-; 25 R is hydrogen, hal og%n, nitro, hydroxy or
(Ad-C6)-alkyl; RLis Hor (A-C6)-alkyl; 30 R2 is
(d - C6) naphtnblerrenzyl , or (C6-Cdo)-aryl; R3is '
(g -C6)-alkyl; or R2 and R3 together with the nitrogen
atom carrying themmy forma nonocyclic 35 saturated

| R3 5- to. 6ismenfiar@g-alkylgosystem or a bicyclic saturated

or partially unsaturated 9- to 10-nenbered ring system

whose individual menbers of the ring systems nay be . )
R2 angpR3cetogsihermvith e mirogen atamicaryiiginent may fors a monocyclic

series giad 5- W@;rheﬁi}%rﬁ? Spg f Gtk adikdiic s@turated or .

cycl opropyl, 5 Partic ’ rred .conpounds of the .,
f or mul abattially Ena@tgaatﬁa&éoﬁﬂ-m retsxﬂng S-sf@@émymosgon&vrdual
i s =C( -fientiersdf the rfihd Systenis MayDepingby baé a9Bib atoms or

(C1-C6) -al kyl . hydroxy, ani.no, 4, _
LT 1 oa? DR BRuPS e SRRS F CHIR S nif RORBL (C=RE)-, -NR-, -O-,
pent af | <ty with lthe pydvisq & 4o units flom €@ HiR8-0-, —S— may not
O CO NR2E ra@ CO (Cl- C6) - al kyl ene-
000(%%93 yl: Rlis H (Cl-06)-alkyl. or
benzyl; 20 R2 is (Cl-C6)-al kyl, (C6-Clo)-aryl or
tetramet hyl -t etrahydronapht hal ene; R3 is H,
R4 (c1- os)is AyRiageny {CokokRalkyher P&Nf¥get her with the
nitrogen atomcarrying themmy forma monocyclic .
Re SaLUratedede §-udt HRbsen: difluctameiRiCBoURE, o,
cyclopropylene. :

Particularly preferred compounds of the formula | are further those in which

W | .-is -(C=0)-;
X | is =C(-R)- or =N—;
Yo s
R is hydrogen, halogeﬁ, nitro, hydroxy or (C4-Cg)-alkyl;
§1 | IS H or (C+-Ce)-alkyt;
R2 is (C1-Cs)-alkyl, benzyl, or (Cg-C1o)-aryl;
R3 | is (C4-Cg)-alkyl; of |

- R2and R3 tbgether with the nitrogen atom carrying them may form a monocyclic

saturated 5- to 6-membered ring system or a bicyclic saturated or
parti_ally unsaturated 9- to 10-membered ring system whose individual



parti-ally unsaturated. 9- to 10-nenbered ring system
whose individual nenbers of the ring systens may be

~replaced by one to two atons or atomic groups from
the series -CHR5-, -CR5R5-, -(C=R5)-, -NR5-, -0-, 30.
-S-, with the proviso that t%o unlts fromthe .series
-0-, -S- may not be adjacent: R4 is hydrogen,

(Cl- Co) rr@njﬂﬁ(%ris ol MH% s?&@%&? Hesrebgce@@)y gh 'él/ém or an atomic

hal ogen, tr|

cycl opr SiMPEFRM @eg@f@s p@Hﬂ%MWEP'yaB?’eferred
conpounds of the fornmula Il are .those in which NR2R3
i s piperidine which conprises the atom c nmenber CHR5

R5 in posi isi (Q9-Gh)-alkyg, drreyeldpropylr el at es to conpounds of
the formulae I or Il in the formof their salts,

5 racemates, racem c m xtures and pure enantioners, and
Partlcularlrymrefezumismmrnp@wmsomd formulaut et alsethose innghithe
al kyl radicals in the substituents R, Rl, R2, R3, R4,
R5 may be either straight- chain or branched Hal ogen
W is fludfi-tle=Okhl orine, bronine or iodine, in
o particular fluorine or chlorine. Aryl nmeans a
monocycl i c. or, bic ic aromatic ring system whi ch
10 X con‘prlsés%g fﬁb JN}O carbon atons in the ring or in

the rings and which nay optionally be substituted

v |ndepenige tly of one another by one to four
substi tUent’s, preferably one or two substituents - as
described herein. Pharmaceuti cal | y acceptable salts

R are, %?Hafog{éﬁehélob%hupb -Ch)aky, P@&n%fxg' ég&ﬁ&%@bR@o

t han tha it

15 part | cJrlﬂuWﬂ@ﬁﬁhyla@ecs)o@lkwéaﬁewl AR Bl PeatERbALsUHAEYe

' sal ts ngstCpus/l,2COMNMRIRGS G-CORNR2RE 6£01-81)- @C@GlapﬁlkWene-
cation 0§§ b Q%;aﬁﬁirnaceutlcally acceptabl e acid
addltléﬁ ﬂ 4" conmpounds of the invention are
salts of inorganic acids such as hydrochloric acid,
hydr obr; taphosphorlc nitric and

_ R1 suIfur”%gggcacgzgg&hgrgég i c acids such as, 25 for

20 ~exanpl e, acetic acid, benzenesulfonlc ben20|c,
citric, N ' .

2. ©1LT1 6 PRTIBIEINY R0 D1 e BrarbiigoRier lotiphitilene;

nmet hanesul f oni c, su00|n|c p-t ol uenesul f oni ¢c. and.

R3 tart arug}—la@@dcs)salkya*dre phar maceutically acceptable
. basic salts are ammpnium salts, alkali netal salts

(such as sodiumand potassium salts) and al kaline
25 R2amdRY regetheswithdhé sidiyensaturycarsyingitizerd roay éoroma monocyclic

sal ts) @Rffated 5- to 6-membered ring system or a bicyclic saturated or
partially unsaturated 9- to 10-membered ring system whose individual
members of the ring systéms may be replaced by one to two atoms or
atomic groups from the series -CHR5-, -CRERS5-, -(C=R5)-, -NR5-, -O-,

30 -S-, with the proviso that two units from the series -O-, -S- may not be
-adjacent;
R4 - is hydrogen, (C4-Cg)-alkyl, benzyl; and

35 R5 s (C1-C6)-a!kyl halogen, tr:fluoromethyl COORA4, cyclopropy!
' ' cyclopropyfene
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30 salts of tronetanol
(2- am no- 2- hydr oxynet hyl -1, 3- pr opanedi.ol ), _
di et hanol am ne, 1lysine or ethylenedianmine. Salts with
~a pharnaceutically unacceptabl e anion |ikew se bel ong
wthin the franework of the i nvention as useful
internmedi ates for the preparation or purification 35
of pharmaceutically acceptable salts and/or for use in
nont herapeutic, for exanple in vitro, applications.
Very Paetidutairy Preffersed bogipoahty of thecformokd |l des thoskiinevhictsed
- herein refers to any physiologically tolerated
derivative of a conpound of the formuta |I. or |l of
NR2RBe i niepipesdinefwhicexcamprisesrthe stemic mambler §i+1R5 in position 4.
~admnistration to a mammal such as, for 5 exanple, a
human is able to form(directly or indirectly) a. .
The ipyertiamelades to sorponnds of thesforinplas | ofl ﬁbﬂvwérm of their salts,
racerfiBleab pddehfic IniRfLeed anBhieé ehasiicblsy ahtns thalPdlastereomers and
.. der vatLyes i ncl ude prodrugs of the conpounds of the
mixtures, areeh as, for exanple, described in H Okada et
al., Chem Pharm Bull. 1994, 10 42, 57-61. Such
[ i B4 VibY O}y O 1 :
The iR 3ot alei Ine SRR SR 320 Ry RCRE £fiSLB8 gifeP btraight-
chaingithrasched. idalogamés Buenpwusblorioe, braminaasiedioe, ivparicwar
ﬂuoﬁﬁ%bﬁbwbﬂnéﬁrious pol ynor phous forns, for exanple as
anor phous and crystalline pol ynorphous forns. Al
pol ynor phous forns 15 of the conmpounds of the

Anyt MERA N RBLRADT idyDic1aichdatio TP spstmalinicheoises it

nd re a further ‘aspect of the . nvention. I . '
1‘0 car qré?@mségl ’t[hg r:rlgo%tgﬁﬁg(@ps&ndf\gpl MRy ogiiloqaﬁl.g/ be substituted
indepeadenihadt ene andiher by aempdond$s)stivdents hereferablyl cnel ordwo
' , -and their salts, solvates and
S”bStg#’]@@%a ogﬁéﬁhﬁg/dq%ggfbnct ional derivatives as
described herein. Use The conpounds of the invention
Pharifbcéitf 2@ ReteptabRy $BltAfre! bBEalde MBYSAULIEY Y Waltdlds gidater

i nhipjtary effect on hornone sensitive_lipase, L, an
than (A pEinenbiabop Gric CATRALIGE, RGOV Rutp B TaRNsficel by

applidaﬁapbjt Th@%alﬂsaifs ngetstﬁba\% blphatfmacél]gtésahy @akemtwbleoénibam cation.
0 a | or. .. ,transrtrerr)n

suitallf, Rt s orEtf BegARM St g igmpoyndsigithe
invention greesalts ohisorgamieaeigeisuah esthydeochionimaaidi hydrokeomic,
ohos o e ABHERETAMRE ind e B8 LPBogRXPRbNP Lo o
for exanplefacstic scish dregrateswiontnh dengals, el stinesyionic, fumaric,

glucoRIPLI¥SIL, fSKthitRic RAMcC | ResAGE BRIt SHERE, nisthah@Sulfonic,

exanpl e, for, non-insulin-depend dj abetes ne| i tus
Succifigy bap eSO D Rt AEH oAbl Bhaaa e v abcSptable
basic @at®@fe ammonium salts, alkali metal salts (such as sodium and potassium
salts) and alkaline earth metal salts (such as magnesium and calcium salts) and

~ salts of trometamol (2-amino-2-hydroxymethyl-1 ,B-propanedibl), diethanolamine,
~ lysine or ethylenediamine.

~ Salts with a pharmaceutically unacceptable anion likewise belong within the .

framework of the invention as useful intermediates for the preparation or purification

* of pharmaceutically acceptable salts and/for for use in nontherapeutic, for example in

vitro, applications.
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Conpounds of this type are particularly suitable for
the treatnment. and/or prevention 35 of disorders of
-fatty acid nmetabolism-and gl ucose utilization C
di.sorders disorders in which insulin resistance is

i nvol ved 2. Diabetes mellitus, especially type 2

di abetes, including the prevention of the 5 sequel ae
associ at ed theremﬁth Particular'aspects inthis
connection are gl ycem a, inprovement in.insulin

- The fesd) “@haﬁ@l@glcallwﬁu W@m@hﬂeﬂ\r‘ﬁt@ﬂeﬁ@@@‘é hegiaraiecato any -

physraﬂéa;@@w t@!éréfedtdé‘rw%ﬁwfi beagdo?n;%m df3he Ff@mtawa 108f the -
inve w@ ?q{ nyg%(éb?%zscuﬁ\@%rhgrlms {:ﬂqgléﬁ'gﬁ@ﬂ B 3 Igrnmarinsuch as, for -

exan®ilded haslagrio sibke tochrmr(directIWGIamUlrdctbﬁ@@ompound of the formula |
cerebrovascrla]t g§or rs etc, especially those (but
a&?'el TR et o) whi ch are characterized by
one or nore of the follow ng factors: high plasnma

Physidlb%iséﬂgﬁﬁjhgﬁoﬁél eeRLhiEd memdemrgprt%%mﬁé%@oﬁldéme -

concentrati ons terol

InvertioncAS T XasPIS, dewerikesAn H Mﬁﬁ%%ﬁﬁd &hrrnPhamJidl. 1994,

42, 5205*r Siieﬁfprb@kug%wm% ﬁ{eibbm@@qntvt\mtﬂoom&ompoanaldf the invention.
g LDL chqlest %rol g | cles {;l gh ApoB [ popr ot ein
Thes@d)ﬁe wosdpay Hiemseles P aSt%E REPCtondi ti ons which may

be associ at ed vvlth the netabolic syndrone; 25 such

The cgojg%?qlﬁﬂ gf'tf# 66%3@@%%@ 55 :g%gst 1ﬁ§flgl'18h§%8%%r’bﬂbus forms, for

- example el eomsphogs sndicegstalline @oiyamorahqus/ &rous Al polymargfipus forms

of the@’%&ﬂﬂoﬂﬁd‘?éﬁh@ mv&gﬁfrﬁbéléh%%ﬁ ﬁﬂ\%hfréﬁewfoﬂf. oﬁﬁ@"‘ﬁb@ntlclm and

estrict er et l'ow ng 30 nyocard
are 3|fotB%@$F@f$t oh{fiseinventign;e heart d| sease or
- cardi onyopathy 5. Other disorders or conditions in

it AR Pl 35088 P Sor g SP Rt o

the farouite ber, |1 Berdescebpd ebpbert ambtheiresdits| solwatashandphoysiologically
functioR&Pi& vatives as describled herein.

Use

The compounds of the invention of the general formulae | or I have a 3urprising
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,strear_ﬁ. Inhibition
of this enzyme is therefore equivalent to an insulin-like effect of the compounds of
the invention, eventually leading to reduction of free fatty acids in the blood and of

' blood glucose. They can therefore be employed for metabolic derangements such

as, for example, for non- msuhn-dependent diabetes mellltus for diabetic syndrome
and for dlrect pancreatic damage

Compounds of this type are particularty suitable for the treatment and/or prevention -
of ' | '
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35 sclerosis including angi na pectoris or nyocardlal
infarction, stroke - vascul ar restenosis or
reocclusion chronic inflammatory bowel diseases such’
as, for exanple, Crohn's disease and ulcerative
colitis pancreatitis other $nflannatory states 5 -
retinopathy adi pose cell tunors |iponmatous carcinomas

I
. <SR IR bR S AOTRS RO a8S

-t h@ﬁ@[d?fs in which Iﬁﬁwﬁhraﬁst@me igdRyqleetht esti nal tract,
of the liver, of the biliary tract and of 10 the
endocri ne tunor.s t he

. Cigbet %g?ﬁ@u%@ygsma"wge@rq“ﬂé%gi PG Ind mevehfic af the

sbyaslae gysoslasdcdtiepewithomas etc - acute and chronic .

PR B A R R BREPE R e G sdrders 15 -

_-AI lmmrg’gcem!ail sease nmultiple sclerosis Parkinson's

?@e,ﬁg}ﬁ“}ﬁﬁgﬁm‘ SRHAARLS der mat oses such -as, for

soriasis acne vulgaris 20 - other Skl n .
'dl'W@\éﬁ?@eHhtﬂ‘ Glueora tleygnedl condi ti ons which are

nqg-@tégﬁ%ﬁ dPthe Baﬁ&e%(ﬁéqayr@éﬂsand neurodermatitis -
orrhe| c dermatitis

d tig
oﬁgrgﬁ%'lf‘mpﬁﬁﬁcf‘? @”Jm@?‘ﬁﬁrgg,%dé 9KEt at oses such as,

for exanpl e, seborrheic keratoses, senile 25

- QL8RS 5 ) B 8510 B0 DALt 58 oromay

hﬁadpir@em se:ehmvasszularrcmqrdaﬁgetsoﬁ%@&%ﬁm15066 (but not restricted
| n?ﬂ%'vﬂ’f@‘\ arée érﬂa?:?ér ed @Worp%ké bPthe flb'[lbﬂlng(ﬁda@rs

t1ons such as or

vener ea ;
- pdtigh |p@ﬁn%trlqueaudwn§a§&%@gh Bestptandipleplasma triglyceride
- nMidrisehtiatienat agi osum 30 | eukopl aki a o

- low HDL cholesterol concentration
- low ApoA lipoprotein concentrations
- high LDL cholesterol concentrations

- small dense LDL cholesterol particles

- high ApoB lipoprotein concentrations

. Various other condltlons which may be assoclated with the metabolic syndrome,
“such as:

- obesity (excess weight), including central obesity

- thromboses, hypercoagulabie and prothrombotic states (arterial and v_enous) :
- high blood pressure ‘

- heart failure such as, for example (but not restricted thereto), following '
myocardlal infarction, hypertensive heart disease or cardiomyopathy

' . 'Other disorders or conditions in which inflammatory reactions or cell |

d [ﬁerentlataon may for example be involved are:

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

‘sclerosis including angina pectoris or myocardral infarction, stroke
- vascular restenosis or reocclusion '
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- papul ar dermatoses such as, for exanpl e,  I'i chen
pl anus. ski n cancer such as, for exanple, basal-cell

carci nomas, nelanonmas or cutaneous T-cell |ynphonas - -
| ocal i zed benign epidermal tynors such as, for _
exanpl e, keratoderma, 35 eprdermal naevi - chil bl ains

10 high bl ood pressure syndrome X polycysti.c ovary

-SyghtoaEnfl AGaRto WekdiSeaseaséiathoad, for éxamplepTsohn’s disease
eg&tr Sus Cgt or inflammatory rheumatic di sorders :
HEergiye © §n’p rheumatoid arthritis vasculitis

vvasanougai(tmchem a) 10 - gout ischem a/reperfusion
_SYy, atory distress syndrone (ARDS)
SRE PRaRaHbr, Sofbs

lyp I podystrophic states, also for
*tr@ﬁt’lpﬁ@th&dverse drug effects (e.g. follow ng

reating H'V or tunours) 15
For wﬁ@ﬁéﬁﬂrﬁﬁrst

tions The am)unﬁ of a co (i nld of the |nvent|on
Pystcarfa@%mﬁéup @Sd@@@g% Bi HIBGMMa%_f fect
- d&mddanms anﬁu‘réwlasvﬁs tach as; Sforfeﬁanﬁ@a(bglte:ot kestricted thereto),
specific co sen .0t gende
P TRE MAsF O okl B MK B R B dyf et and of
t Hbe peacreas, entherinaiumorsy sardinomasef td pngs, ofitbekidrgys and

f ftﬂ@gﬁ)mﬁgﬁga&f’ o%gr&i g@?l{él xmfcfgi éé‘taté Eﬁﬂar%fngérls %ﬁ’aﬁ& gg)
- 3 apyt ¢rgn g;mmc e @mm@mg:sgms @iy lyaphemes

- OHEY ne|S|‘g~,therangefromOBrrg tolOrrg/kg, whi ch

can swtablé/g a i stered as infusion of 10 ng to-
rauvaPISeHtem and per minute. Suitable

- | Hidseinersadisésaans for these purposes may contain, for

mb%Sé ’910 1-ng to 10 ny, typically from1l ng to
iliter. Single

- Parkinson's disease ‘

- erythemato-squamous dermatoses such as, for example psoriasis

- acne vulgaris ‘

- other skin disorders and dermatological conditions which are modulated by
PPAR ' '

- eczemas and neurodermatitis

- dermatitis such as, for example, seborrheic dermatitis or photodermatitis -

- keratitis and keratoses such as, for example, seborrheic keratoses, senile

 keratoses, actinic keratosis, photo-induced keratoses or keratosis follicularis

- keloids and keloid prophylaxis .

- warts, including condylomata or condylomata acuminata

- human papilloma viral (HPV) infections such as, for example, venereal
papillomata, V|ral warts such as, for example, molluscum contagiosum,
leukoplakia '

- papular dermatoses such as, for example, lichen planus

- - skin cancer such as, for example, basai-cell carcinomas, melanomas or

. cutaneous T-cell ymphomas
- localized benign epidermal tumors such as, for examp!e keratoderma,
epidermal naevi :
- chilblains
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doses may contain,. for exanple, from1l ng to 10 g of
the active ingredient. Thus, anpoules for injections
may contain, for exanple, froml ng to 100 ng, and
singl e- dose formul ati ons whi ch can be admi ni stered
~orally, such as, for exanpl €0 tablets or 30 capsul es,
may contain, for exanple, fromO0.05 to 1000 ng,
typﬂgﬁad;bdd pfey®ype 5 to 600 ng. For the therapy of the
abovepenti gned conditions, the .conmpounds of forrmula |l -
~or SYNArGEYP He used as the conpound itself, but they are
-pr@élgcﬁiic}bvaﬂybgﬁdmﬁ%m@dﬁ) -pharrmceutlcal .
cog%}gﬁél on wth an acceptable carrier. The carri er
course, be acceptable in the sense that it
-i sogfenpdbiitid e wi th the other ingredients of 35 the
_C I h b
Oﬂpﬂﬁ eh?ﬂgn%%car rL{SZQ'L%r r}ﬂ’f&mulr’lak?r? drh«[:-m?lag@:dlts%%%é such as, for -
z bo@h’ﬂfﬁﬁ'@ f@%ﬂ@ﬂ&%’ﬂf}t@f ormul ated with the conpound as
-a @g@gh@s dose, 11 for exanple as a tablet, which may
cont {ﬁa W 5% to 95% by wei ght of the active
“i nY? CheXiRbr phar maceutical Iy active: subst ances
ntodtl kew se be present, including other conpounds of

A EEa b BARC U cal eompos, tons of the.
~prmu’te¢mua¢@ty distrérsdsyndnbineh(ARRSENt i al | y consi st of
acgept %ﬂ&ghy%ﬁ%ﬁg& %i&@té’f@@r%fi‘?{n‘)@é%g éfdverse e drug effects

cdRpbIPiowRg r@t?dlt:ﬁr@entﬁ/f@ﬁtrﬁaﬁnaﬁﬂvtqrdgww)t abI e for
oral, rectal, topical, peroral (for exanple
Forms bI.i nqual ) and parenteral (for exanpl e subcut aneous,
ormyationsS, miscul ar, intradermal or i ntravenous)
adm ni stration, although the nost suitable node of

oo BAPLAL5LA B8 AR BB BelBEh Wakn B anEnetlee

biological efiedtitiependaon aaﬂumber obfaniuisd farfexaspiatae speeific compound

choséﬁ e lh!énﬁéerhs%aﬁ"?e m@ﬂétcﬁ%dthWaﬁbh%ﬁ tﬁ@%hﬁf&%LS@ndnt;on of the
ea ormul atj ons

pat'ef'F %@at f@?setlﬁ@einﬁwébrﬂnéfme rangs Erperh@é g tgitPArmgdtypically

from gcmg to @Odmg}'a\tﬁérf ddy bhd Qétr kﬁigrﬂﬁi 6f Bodyviaighl &t &emaple

310 B G F Tu e S ok e b8 B e e e dfie Fange from 0.3 mg

to 1 (ph'tgﬂleg avtgch logd rsmtablydxwadmtrhmbm hslinfasionmiti@aigte1 0D ag per

' kilogr%%% %%%léﬂﬁgﬁuﬁggﬁﬁgﬁﬁrﬁ%&gﬂ?ﬁ%gqratﬂg?lggﬁﬂ%:lse]s may contain, -

for emmleaﬁmn@ 4tngato &mﬁawm@ailyﬁmm ﬂgrtmwfmgzpers@puﬁat Single
dosed %é;ﬁc&’ﬁﬁiﬁ fi5 exlaPfipl 8 ‘ngcl%oﬁ?ibeo?ftr\;ﬁ E\?é thgredient. Thus,

e tablets or tablets aln a
ampqyi@ %gdmsamnﬁ may C@ﬁ@leofﬁﬁ@ﬁﬁmpdﬁ fffanﬂums tp 1&0 mg; agq single-

dose ffonaieia o wllohniHress aaﬁurﬁgievéd oFfaly, saul ngnﬁjrcyxamplértablets or
ueous |

capsRETREY cBniR BT Eeerdle, M ins &L 1 Bt e o s to

- 600 mg rleadpe therapy of the abovementioned conditions, the compounds of

formula I or Il may be used as the compound itself, but they are preferably in the

form of apharmaceutical composition with an acceptable carrier. The carrier must, of
-course, be acceptable in the sense that it is compatible with the other ingredients of

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

~ora [iquid or both and is preferably formulated with the compound as a single dose,
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“or asggéh%'? 'Y"9 ecrcﬂ{t"‘éﬁ‘tﬁr'f'\’% D" S0

- mentioned, be prepared by any suitabl e pharnaceutica
“met hod which i-ncludes a 25 step in which the active
i ngredi ent and the carrier (which may consi st of one
or nore additional |ngred|ents) are brought into
contact. The conpositions. dfle generally produced by
uni form and honpgeneous mi xi ng of the active
t [
for e&BQ{rp‘FQ S8 taBlel Wiich ity Elont%ﬂ'gﬁB{n 0. bB%'%ﬁb §59%! HlPHeRAH bfithe
activiedpgrasient. Othw@armceéw‘aaiw activg waﬁtaélceé W%@(GW'SG be present,

 includif ogRd cBM’np@QﬁH& %15ﬁ'lé%v@htlcﬁp|ﬂ1é”|§héi‘nﬁﬁb@dﬁba%orﬁ§osmons of the

invelicihaa ba PR eHEsY BRAgH i Krodn PaarpReedic igifiadg Sunich
essmallioeomlebbmmﬁg/th‘eahgmdlergsm Wmfawﬁ)glmlﬁ/rmeptable

_ ch as, for exanple, a powder or
carrlat a%\d"ﬁ]@g '&n "appropriate mxed wth a binder,

‘glidant, inert diluent and/or one or nore

| Pha%é&ﬁ%a%T%@%%ﬁsgﬁfttﬁbqﬁverﬂ@W‘é hoéé‘aébét&létf@bbr%l rectal,
ets can uce ss[u%,qgganeous

topicgh pesaisd (fen examiplnsykiingnah cﬁmiewareatqw Ler &?@mﬂ?
intratMuisBURIR, mﬂgaérnha!wnmréhén@@y admhrgtraw tabbaghaled st suitable

modﬁ@!@?ﬁ{lﬁr'?ﬁaﬁ?n enei e REadn RER it SR 1R, t?%rﬁcwﬁ?%ve"w of

the coalitisnstows itdated reinali on t-hecmtpmmﬂthefcdmpmﬁchoﬂ foomuld | or il used

in ea}e’bg%gg aéf)%ye%”ﬁgrﬂg g[ﬂ?:hggl y(%/c\%}l’%i g@@vcgé?n% %’%rﬁﬁuﬁio‘l"\soéiso belong

wrthmcbln@fmmewofkmﬁ thenwventier & referenas igygivanitn agish agidygaatae juice-
reasPJnt?r&ﬁﬁtﬂéﬁoﬁsn ‘éuut%%[;@ ééftmrg% reSRBHTRG g%hﬁ:@]blce compnse cellulose

nposi tions suita arentera amm%ﬁ_|
acet%isrﬁctﬂh%'ete PObMEABFGIale ehthaéatsqhﬁcb’eympaw isplulgse
phth&lateand éninid o6l e@s bf ﬁfetthécr?;mha@ib amdeméthyp nedteaclylate.
isotonic with t bl ood of the intended recipient.
These preparati ons are preferably adm nistered
Suitabie pharnacesltizal edrhpouryts foulorali tmiatstratiomayanbedn théorm of

sepaPét@‘iﬁ}lts@ﬂcﬁ Cfgraégéﬂﬁr a% sru"f’é'g"'%‘éﬂhé‘t'éégucl{dglé i’%ﬂéﬁ%r tablets,

I'ons c¢an

‘eachmfcvdu@lwont@!ma ﬂeﬁged BENQALEHEH d?ﬁjcvﬁnpnumﬁtoéformtda hekilhgs

powde’?@ of @Féﬂdiéé‘gas S8 ansﬁ;%n'slo% iAh HGREAN &r r%ﬁ ueous liquid;
ect abl e conpositi onsghgj)f the i nvgntl on

1595 CHBPYRIEOBS “?Eﬁ’e as already -
mentﬁmeldvbeqw anasuieatde bhaahacautipas nistiood whicH mkluzies a

Sop VLR 0 E0AR 7L B o g mor

additional ingredientsparsmbirasight irtte cbotachi Ehe compbsitians lare generally

prod Lg%rogbuf ?Hch'ﬁ'ﬂg ﬁgﬁ‘ ﬂhnﬁﬂ#n@oﬁ%%ﬁié@@ﬁf tﬁ§ racﬁ%‘?ﬂﬁr@d et 4Ah a fiquid
u

and/grriehadivigedesalid @@ﬁrpers aftabwéncémﬁamp ¢tds shaped & nepgssary.
ThusOforek@nipié, s it 198 BRIdCeR Hy'¥dmpressing or molding a powder or

granuTes of the compound, where appropriate with one or more additional .

" ingredients. Compressed tablets can be produced by tableting the compou‘nd 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 ineﬁ liquid diluent, in a

suitable machine.
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formof ointnment, cream |otion, paste, spray, aerosol
or oil. Carriers which can be wused are petrol atum

| anol i n, pol yet hyl ene glycols, alcohols and :
conbi nati ons of two 25 or nore of these substances.
The active ingredient is gerd@ally present in a
concentration of fromO0.1 to 15% by wei ght of the
~conposition, for exanple from0.5 to 2% Transdernal
adm ni stration is al so possi bl e. Pharmaceuti cal

Phakoagridicel eorspesitioas whichsarefsiitableaios peroral (awbisgualh be

, admfrﬁstHlE)nf(%rﬁg}n‘?ge shégbfe féﬁ?&g%lﬁﬁ‘ tShtafH & c%PHﬁcﬁHd%ffoqula forll

ong-term cl ose cont act patient’'s

 with @ flgvopbachemnally FUAEPSP e%garrharatmreoatf@gwnthgwﬁ pesilles which

compAs@thePEhtApEISnS M 4t ittt bhd< Budipad gbfatineshd\§igcerol or sucrose and
gumég_ﬁéoprl ate, dissolved and/or dispersed in an

'St ve or dispersed in a polymer. A suitable active
i ngredi ent concentration is about 1 %to 35% '
Phan‘?lgegés I‘?{t)lﬂ?ﬂ %’orﬁ?@éi@%rfs/ %@lgabi%?gr \pérléﬁte?% d@f ik‘lks"l’lratlgn comprise
preferebbfﬁ@alekgqt@loystnf@paraﬁgps)pf a@omnqsmdgfﬁ@fregliasl qdl, which are

prefazg?f‘té@t%ﬁnc Wi tlr?ex BFBBH%f théd lrl:t’@ﬁ(ﬁéﬁi?&itﬁléﬁ?'Th@@é?ﬁéﬁ@ratlons are
By

318 nmpoun |
prefey adramest%regtmﬁawm@ﬁf @ﬁhp laﬁgm'@'st.rs%i@mayoﬂso take place

by sulBABRdUS, HtRondsedar Jiiatrabemedliigjeatiry. Thddeusreparatiopisccan

ororf Ay SR o, DB et VR Bl BYing e pesuting

solutiordstetifecandrisotorat withdbood. Idjeatabie sompasitions of the invention

gene%olﬁﬁl':dr){ﬂ?ﬁ' 4R, ?t&%d/ B? r{eg%(tedﬁﬁe %%W%E@ﬁgbﬁﬁ&e"f

Ions. W'th caments conpounds
of the invention can be adm nistered alone or in

Pharﬁ?éﬂéuﬂéél'dﬁ?nﬁbé:ﬁbn@é\ﬂta@le fmrrécﬁapééﬁﬁ’ﬁstration are preferably in the
& m?col ogi cal | actli_g substﬁ)@fes V\:h%éig d of
formgf siglesdopa SHPRBFIOTISS: dpEse AN gHe Vé‘ﬂ'ii'r”@a%&%'g‘po”” ©
the f@ﬂm@laswﬂa?m bhéwmr’e)cmenﬂomi%?hd tcbg’de&ma fo. exa\Thple rc]:oc:oa
s .of .su ts are 1. nedicanents ic
buttqr SPtRyoa ﬂb’? E%’&@g"dd %ﬁ?ﬁ "abetics, 15 2. active
i ngred| ents for the treatnent of dysl i pi dem as, 3.

Pharﬂﬂdeﬁﬂ@ﬁf&ﬁ?&ﬁﬁﬁrﬁcsmﬂé: &5153[ ugk o iid ngﬁsdréé)referably in the

ammatory active |ngre I ent

~form @%pmﬁ@enh@r@@nelqt@nf pastenePrayveaerasel obeil r@@rr@ﬁ%wach can be

usedtarefq;re%rola?cgmharﬁﬂw bb!y@tmmrié: i?@él'sVﬁlcbﬁ@Fs%cE@émbﬁ}atlons of two
acti | ng ec* 1t dt ma[ 9 q[
orm reegfgﬁia%e bs ances he act:ve mgre ientis genera!l presen ina

concentra‘uon of from 0.1 to 15% by weight of the composition, for example from 0 5
to 2%.

Transdermal administration is also possible. Pharmaceutical compositions suitable
for transdermal uses can be in the form of single pouches which are suitable for
long-term close contact with the patient’s epidermis. Such pouches suitably contain
the active ingredient in an aqueous solution which is buffered where appropriate,
dissolved and/or dispersed in an adhesive or dispersed in a polymer. A suitable
active ingredienf concentration is about 1% to 35%, preferably about 3% to 15%. A

-particular possibility is for the active ingredient to be released by electrotransport or
" iontophoresis as described, for example, in Pharmaceutical Research, 2(6): 318
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conESEbhb SRR

9. active ingredients for the treatnment of heart
failure and 10. active ingredients for the treatnent
and/ or prevention of conplications caused by diabetes
or associated with diabetes. 25 They can be conbi ned
wi th the conpounds of the ingntion of the fornula I
or Il in particular fora synergistic inprovenent in
b e effect. Adm nistration of the active ingredient
(198B)nbi nati on can take pl ace either by separate
adm ni stration of the active ingredients to the

The %H&?ﬁhdg f'tl’ﬂ? fdt?ﬁuie&_r g%)r‘?é !Ica‘? iR h%eﬂr%‘%ﬁaﬂlé‘eﬁects on

Ive. I n

metami@@sqrﬁarsﬂmthmﬁcaﬁﬂr mﬂugnp@ Hpideanthpuasy rwmabﬁllﬁmym
parh@ﬁla g’ PRy 1oRRd 1R & Iﬂ@ri’d@'lé‘mtdrﬁsarﬁ%u%bﬁea@k ¢he preventlon and

ant 1 di_abetj cs are di scl osed tor_ exanpl e,i
treatphatof hgil digbgiesand arigriogdefasis mdnﬂmﬂwa% %%W%%hereof
USAN and I nternational Drug Nanmes, US Pharmacopei a, _
i Ant 'c@' abet | $S i nclude all insulins and
rl’? REAGRRCAE 1 or exanpl e, Lantus(r)
(see ww. | antus. con) or Api dra(r), and ot her

The bRRRAS BPY AU oh3 88 i isrtadtRe of Pc%nbinatioh with

rs as descrli
one gr g@re fwh@mﬁsmcom@s%!y @ICBW sdlestaneeswhinty lm%@zioro@xample.

favor[‘éfb‘i’é’ eﬁ@ét@'o‘-?kn‘ré&a%ol@hﬁ%t@ft@inlcés of URGrdae fl‘étﬁwltly eRBbéiated

i ngredients ingcl ude, referably;
therdit. daATEs.Of SHETy ISP 11 oi dus.

1oxqetizanidrds aedionesr btdudagiobo@b rmrb‘idm’nﬁlcs gl ucosi dase:

2 Pl TG RE R AR RltathFife 2oL

3asanttatinerezalepdtie, metisemeantscl osed in WO 97/ 26265 and
4V\Q:,,-ﬂfybggﬁgég?h&sul in sensitizers, inhibitors of liver

enzyrres [ in the stinmulation of _
S5¢| ARntasaBaiey active ingredieptogenol ysi s, nodul ators of

69! 4698 EngrietifdtRs foﬁﬁém@éﬂﬁénm ralligldre turbps d
7met gol [ and .I ead ta change in the blood Iipid

co"?Pg' Igroi'n NEATEYI8RES ch reduce food i ntake, PPAR
Bam:ttﬂ%%gredtdms ﬁjrsthalh‘daaﬂrﬁeak:cbﬁ high blugrdepliessti® whi ch act

00" AR ISRERSSAL vRatASH SFRGERGle Bt he beta

ne e I Men I hventl on,
1ecaqbwa frgredienthoritae treptmentcand/or prieyentienoh p@m@h@@th% caused

c %@dlﬂﬁé!e%rbr"égsﬁcfawvbvitﬁ distibtes.

They can be combined with the compounds of the invention of the formula | or Il in
particular for a synergistic improvement in the effect.- Administration of the active 7
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.:

~Examples which may be mentioned are:

Antidiabetics

Suitable antidiabetics are disclosed for example in the Rote Liste 2001, 'clhapter 12 or .
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I n one enbodi nent of the invention, the conpounds of
the formula | or Il are administered in conbination
wi th substances which influence hepatic glucose '
production such as, for exanple, glycogen’
phosphoryl ase i nhi bi t or s (seer WO 01/94300, WO
02/ 096864, WO 03/ 084923, WO 03/084922 WO 03/104188) .
in tl'?e5UB'F’ BRSiRERASH IBAN a d“ﬁxtéi‘?iﬁﬂ lﬁ%lg?ﬁungérhﬁﬁfQBWa"rrdacopela

|stee In

Rocimilp&%mufi@gd iabekcs cludg al [Engbp%anql S13ip gieriyatives such as, for
exafipldanitast G&e Wi, [Ehﬂjsctﬁ)r@)”or%plﬂ%ﬁ rand%thélﬂfalstlam’}ﬁg insulins

(sod R8T Haz) BEP D RRRS Gl =2 Bk ba ¥ Wi o daas or

elsepfvrodxamaple, thosthiisddsedliepd@iad/08a3t af Novm NordisknaiS. of

‘the beta cells, such as, for exanple, tolbutam de,
gl i bencl am de, glipizi de glinepiride or repaglinide.

Thessallmeﬁa@ta\@fﬂm\mﬂgmmlcméwmqa@dma@ iseludreprebenabha |
sulf&*iylllljr;ea%r Slg@@mdéss fggfjnlggg &@H?éﬂﬁ‘i?lr@s@tdﬁéshtrﬂazolldlnedlones

gl UCP&%@I%@H”'&'RB%@ agop ﬁ’é‘t%‘.%ﬂ%%ﬁn@gﬁ { agﬂ@s%hﬁﬁ.ﬁl’ i\\/ fnhjbitors,
potdskiuan @hadﬁelrtbpﬁén@?@ ducias Craﬁ‘emmbleq mhomé uﬂlsaloeed lih WQIigH26265

- and e Rane ¥ iR Srrpuideas Bl o1t PadfiRgs invohupcin the

stimatitioni aftgiw@zhdogenesistandéatn gjycagaﬂmlyeslst mhadtdéicds nkdiucnee uptake,

comﬁBﬁHdgﬁ{héé}gélt&%w hf‘etat?él%m%ga ‘Pé(;ﬁdstqoé Bﬂéh%ﬁ@%‘% blood lipid

-comwrswg;ogvor@powds w@uayresiur;@ deed ivakes GiPARR N, XRrAnodulators and

actl\f%ﬂﬁ'n kédlbAls which act on the ATP—dependent Eotass:um channel of the beta
4-[ (3, 4-di hydro- 3- net hyl -'4- oxo- 2- qui nazol i nyl netho

Ce"S>(y] p h enyl]nethyl]-2,4-thiazolidinedione. 10 In one -
enbodi nent, the corrpounds of the fornmula I or are

0 oS B TERFf e DGRCH %%@%@%@Z’tﬁ'e\‘e@sq@sﬁ gla®

adeiBfQQe(BmeMIQQN\&fhzmwhm\D 01/ 72290, WO 02/ 38541,
WO 03/ 040174, | n parti cuI ar P 93/01 (1
-cycl opentyl - 3- met hyI -1 -o0x0-2 15 pentananmoni um

In or&]emho@@entofémp glwermpz@m goropounas phibederadarkandl are
admiHigtBraPAEShisinbayh Wathi ﬁ]b@%&e@@h!@ﬁirﬁl@@nbé iHephtic HRbOEe

prodffiasih abn i FhTints. duiciopMiRIBP Sl inbititers (e VP

01/94 3000V 6R/006864 | m@Bﬁ)84923 womeomwem/mmm&).
i nvention, the conmpounds of the formula | or Il are

In one embodimént, the compounds of the formula | or Il are administered in
combination with a sulfonylu'rearsuch as, for example, tolbutamide, glibenclamide,
glipizide or glimepiride. '

In one embodiment, the compounds of the formula | or I are 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,

glimepiride or repaglinide.

“In one embodiment, the compounds of the formula | or Il are administered in
- combination with a biguanide such as, for example, metformin. - '



adm ni stered in conbination with a PPARgamma agoni st
such as, for exanple, rosiglitazone, pioglitazone. In.
one enbodi nent, the conmpounds of the formula I or |1
. are admnistered in 25 conbination wth conpounds
with an inhibitory effect on!SGAT-1 and/or 2, as
di scl osed directly or indirectly for exanple in
PCT/ EPO3/ 06841, PCT/ EP03/13454 and PCT/ EP03/ 13455.
I n one enbadi nent, the conpounds of the formula | or
In afurtaerembarimentethecarmpowmseiihe famya lmrdlrﬁra@dmlmstefed in

com@nﬂétmiﬂ@léﬁﬁe?lﬂmsdé §@¢h 8800 8RambRY, répadlipids, m glitol
acar bose n one enbodi ment, the conpounds of the

formulal or Il are admnistered in conbinati on wth
In on® kenbidtiment)ehetotmpeuatie oé trenfarmudll orolﬂrpmmdsumeteged im

comBRRIAR ARei RS ARLTURER R, dgazone

rosiglitszdnacatie corppodndsydiscloaed imWWO /AP et Bro Rﬁddy s Research

ne errbo I'ment o

- Fouh&éﬁ’ér?_'?n fagrtﬁ%f% f[@ r[dsiit??ﬂgﬁiro 105t W L4365 - ?-Q{@%z%‘i:h?tmethoxy]-

10

15

20.

25

Phe”ﬂif@ﬁft"WET? 4ithiazelslipediane. of the forrrul al or Il are
adm ni stered | n conbi nati on with an HM3CoA reduct ase
tin

L

combiratioastitt aiDPPRSnhisthats miesbnbedmfoeekmdpiaam WHD 9810998,

WO 'SREIIA Oy ol e OFRNASo BT 2L SN B HAB0D, Ap b/ Hes 110
WO 0847k, iropaitietiasift %/O(ls(ée:ychmenm&me&yi o2

penipafitydfibm HSougP b 990, LRFD32 7.E0 n, 50,08 8mares £P
ViamyanBsA IRy EPIIn 2 GIArEoRge), TR ML B As o duahad-I3-

hyd r@ﬂjml nﬂimémymthmaﬂnm@!-m@ryl]pynbcblﬁcﬁn@-@@hrbdmméent such
npl e, chol estyram ne, col esevelam In

monBE?snE%% Hﬁ‘ﬁfe of the invention, the compounds of the
formula | or are admnlsteredln conbination with

_Iﬁ or?e @R\‘E}Ioﬁ%gﬁ% tggg@@@bﬂ%ﬂ%ﬁ?&ﬂdsaéf tﬂ@?@lrrh\ggq dr9f are

br ezeti m be

| admgusf@@cbm eumbination withe: BRAGOarame aﬁomsiéuph\aénfqrcﬁxample
' rosidif&drRTP %{:{ﬁf’aszdi’lfe the fornula | or 11 are adm nistered
na

I n combi lon Wth an LDL receptor inducer (see, for
- exanple, US 6,342,512).
In one embodiment, the compounds of the formula 1 or Il are administered in

combination with compounds with an inhib'itory effect on SGLT-1 and/or 2, as
disciosed directly or indirectly for example in PCT/EP03/06841, PCT/EP03/13454

- and PCT/EP03I‘1 3455.

30

35

in one embodim'ent, the compounds of the formula | or [l are administered in

- combination with an a-glucosidase inhibitor such as, for example, miglitbl or

acarbose.

In one embodiment, the compounds of the formula | or Il are administered in
combination with more than one of the aforementioned compounds, e.g. in
combination with a sulfonylurea and metformin, a sulfonylurea and acarbose,

~ repaglinide and metformin, insulin and a sulfonylurea, insulin and metformrin, insulin
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25 I'n one enbodi nent, the conpounds of the formula I
or Il are administered in conbination with bul king
agents, preferably insoluble bul king agents (see, for
exanpl e, carob/ Caromax(r) (Zunft HJ; et at., Carob
pul p preparation for treatnet® of

hyper chol esterol em a, ADVANCES | N THERAPY (2001

contairning pro rom Nutrinova, Nutrition .
Specicalties & Food 30 Ingredients GrbH, |ndustriepark -
Lipid BReifdtors65926 Frankfurt/Main)). Conbination wth
Caronmax(r) is possible-in one preparation or by
separate adm nistration of conpounds of the fornmula I

and ?g)?;g _%e HEGR ana:f&éa%é%tir},%.omx is a

" In o enrBaxiirmend o the Gaventian( the sanpotnddbithedomagltil@r lbarso

a0 L8 B e 3B o ER A pyasttn,

fluvastatire phavhstatin, simvastatinnivestationitavastatine epovastatiof roshwastatin..
formula | or Il are 17 admnistered in conbination

- wth a PPARac[ﬁpha_agon_i st. In one enbodi nent of the
In onegrgebodiment gfdhe imyaniinas ther cameoynsis ef the formaulp)! offlare

admRAsTbRABIneAbinBIi6H WHhNRbil® Bci reBbSorptise thHIBHSR (see, for example,

us €8T TIs 297 Ho7, U887 a1, B 0885 73 e tees 71a).

(S)-3-(4-[2-(4-met hanesul f onyl oxyphenyl ) et hoxy] -

. In o%&?ﬁb&wﬁgﬁgﬁﬁ% &%&@l?@éﬁlgﬁ%&yﬁo%ﬂ%ﬁﬁg ?c?x?nu‘la loril are

administefezl ips-omivihgtiore withenpolymesicadilel agid adsereenbadetyas.for
] ghyici | ibed in WD 99/ 62872, WO

exar@%'%a%%?%@ﬂeﬁg'fgﬁaw01/ 40169, WD 96/ 38428, WD

© 01/81327. WD 01/21602, WD 03/ 020269, WD 00164888 or WO

In orROéeh8dPrent®ftie Mentoh otierdmpaindshsf thaVeniulan or tihge

BBl 6o U e g5 B 8t Bt o

exaniadh VWO025002@eof ebetonibe, tiqhediddrmatreaqlossidé.i brate. 15
In one enbodi nent of the invention, the conpounds of .
the formula | or Il are adm nistered in conbination

In ongi embeadiswnt ef thetiventen nhaciompaunds e therfrmulehor Hrare

admihl¥feredV tohinatidiewiR Eoumnd ?eé@‘ptéﬂ_ﬁdﬁéérr@cé%bfor @kahiple,

e mnistered I1n conbination wth a
US 6462672 |

e.g. CP- 529, 414 (torcetrapib). 20 In one
enbodi nent of the invention, the conmpounds of the

In on%%rﬁ&@n}leﬁﬁ{tglfe{c&%ﬁoun%%%ﬂhgtfgrrrr?uqa 't Or 'ﬁoa'}g"a%i'n%?er\@dtiﬂ
combination with bulking agents, preferably insoluble bulking agents (see, for
example, carob/Caromax® (Zunft H J; et al., Carob pulp preparation for treatment of
hypercholesterolemia, ADVANCES IN THERAPY (2001 Sep-Oct), 18(5), 230-6.)
Caromax is a carob-containing product from Nutrinova, Nutrition Specialties & Food

Ingredients GmbH, Industriepark Hoechst, 65926 Frankfurt/Main)). Combination with

Caromax® is possible in one preparation or by separate administration of
compounds of the formula | and Caromax®. Caromax® can in this connection also
be administered in the form of food products such as, for example, in bakery |
products or muesli bars. |

In one embodiment of the invention, the Compounds of the formula | or Il are
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I'n one enbodi nent of the invention, the conpouhds of

the formula | or Il are 25 adn1n|stered in conblnatlon

with-an MIP inhibitor such as, for exanple,

inmplitapide. In one enbodi ment of the i nvention, the

conmpounds of the formula I o7 || are admnistered in

conbination with an antioxidant. 30 In one enbodi nent

: formula | or I

adnﬁﬁmﬁ#%%hf%ﬁ@b@&@ tWnﬁ‘c%n‘oinaﬂgj@%%‘ Obﬁga | i poprotein

i pase inhibitor. In one enbodi mrent of the invention,

In oh& %n%ﬂ%éﬁfjéf ®b ihhentfor! ME Sorhpdiindd ofthe foRdma tIpaRd

- 7In conbination with . an AIP e, |l yase inhibit "
- admyinstered heRmbinaon i w'xe@t’#ﬁ%ﬁ’pfﬁ@ mﬁ'ﬂpcmmé}%ﬁ as, for
exaftne, /AT DA @T ésaylitddara(S)- 3L B1-[ R vhmetisaressedfonploxyphenyl)ethoxyl-

_ _phegﬂg—‘a- N oq%wptngnglﬁg%ﬂsg_’% %éﬁt(ﬁe[ﬁlﬁg?rgeghg&ﬁﬁ%&y)caﬁoonyﬂ N- |

" [[4- [Edﬁnneﬂny!-thehyl—amazalgrheﬂnosybmdyﬁ]meﬂmﬂﬂlmma)@rﬁ agidgscribed in

wod n,ée%w %{/8‘ qﬁlggsﬁﬁt\ﬁaﬁﬁiﬁbq74*%(9@?&61)6829@%/3811@6

oun
WO SART WO 1/R 1605 Wakob2ss e HOBIAER /b DupATe:
a |lipase inhibitor such as for exanple, orlistat. 10
I n one embodi ther active, jnagredi ent |
In on@ RARAIRPHEOTRe BB G e Shedthas & iBbRLEN o Pare
admirtbiegédrenéombinatibn vithes fiacite vech agy fadiexampls, fenofibrate,

cemBpRELERPte B L o st ored in oo

conbi nation wth CART nodul ators (see

In ongaﬁﬁidaﬁngﬂigaﬁh@%%troﬁgtﬂeaé&ﬂpéumsﬂh@tformmfal luNEaR

ener ol 1'sm anxi et stric enptying in

adm*niéf@fedx@am@manon é‘tltth'COt'rN/P ac "rﬂiﬁ%'“and Met abol i ¢

Research (2001), 33(9), 554- 558) NPY ant agoni st s,
C_aci

* 1n ot Simomdimert o iauditon: B pdhbfugds atihadoryia or i are

administeade kytombimatipanvithea BYFAR mihitsior de g( CEP 5296835&)(;\0rcetrap|b)
MC4A agoni sts (e.g.
1-am no-1, 2, 3, 4-tetrahydronapht hal ene- 2- carboxyl i c

In olr: emt{oﬁmaat-@‘éhgymvezm@gt e cgnpounds of the formula’l or Il are
adm?%lfé_’;’t ﬁe@@rﬂbﬁa?bﬁ%ﬁ%h@@yﬁﬁﬁﬁﬁm 3-c]pyridin-5-yl) -

| orophenyl’) - 2- oxoethyl ] - am de; (WO
01/91752)), orexin antagonists (e.g. -
In orde é&rb@@irhéhthﬁﬂﬁ@xm@ﬂmﬁ the compounds of the formula | or Il are

a_dm{rg%gg%ch@(acﬁrnﬁo’ gé é’/ﬂ? @g%ator% IQ%@P e@%mple |mplltap|de

(3-cycl ohexyl - 1- (4, 4-di rrethyl 1,4,6,7-tetrahydroi m daz

AU e =

admjristerechipl com matlon wnth an antioxidant.

In one embodiment of the Envention, the compounds of the formula | or Il are

"administered in combination with a lipoprotein lipase inhibitor.

In one embodiment of the invention, the compounds of the formula [ or Il are
administered in combination with an ATP citrate lyase inhibitor. -

“In one embodiment of the invention, the compounds of the formula jorllare
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- 9-(2,4,6-trinethyl phenyl)-9H 1, 3,9-tri azaf | uoren-4-yl]
di propyl am ne (WO 00/ 66585)), - CRF BP ant agoni sts .
(e.g. urocortin), urocortin agonists, [33 agonists
(e.g. 1-(4- :
chloro 3- et hanesul f onyl et hgl phenyl ) - 2-[ 2- (2 3-dinmeth

-1 Hindol -6- onxy) 30 et hyl ami no] - et hanot

admp#i%ﬁb&{ol;nd@p%mn ith Bt pddre Ahetass ingibitoro

agonlsts (e.g

norabana mégﬂgﬁge%@%>qfﬁhé@myla'ow %

adm@nstech mmmblaa wuthtar!iﬁqw@teaﬁ@)san@gamsa salt (WD
99/ 15525)), serotonin reuptake inhibitors (e.g. -
dexfenfl uram ne), n xed serotoninergic and _

Antiohesiy 2888y ¢ conpounds (e.g. 35 WO 00/ 71549), 5HT
agonlsts e.g. 1-(3-ethyl benzofuran-7-yl)piperazine

 in R Pk g3 BRSBTS g o frare

admlgllabwtdu! inaromirieatiorgwihiehipese inhibitores amg‘ocammmwhstat
(6-benzyl oxy-1-(2-
di i sopropyl am noet hyl car banoyl ) dj h

- In ona-erabadinent; the-furtbaf aeiup lnareéiéerﬁ is f%r}fw%mweo%& Jexfeafiwamine.

(V\D 01/ 85695)), TRH agonists (see, for exanple, EP O
884

e b R b Re S e R

Lei nung, Matthew C.; Rozhavskaya- Arena, Marina;

i = SRRl o chFRLAOGBP R AR By PR lstera

comipinatior WithCDART me@m)ators?saes'glgcalmaagﬂmt@mme -regulated transcript

:nﬂu%ﬂe@%@@%@%@% %Eété;}' r’erzgg Lﬁ 5 or iA§ fh hilkd"AssKava, A,

et alobf.7HoPPNe RRA Mool RescaiomADR! haHO BESH %9 NPYhe
.';amta@cﬁi’m%I VinaphtHdiénd-nifbhizracid e [#udrmhequirezolin-2-ylamino)-

o ARG e BT A e o

1-amifE 2|8 /4etetrahgbemaphthiatene-2&arpoxyie asith[(Ieebenzyl-Zemethyl-3-

oo SBRHICR 8o et Sl SR LSRR

“oxoetiufleamide; (W@ O &176R))apteximantagesisis e gsg, Jednethylhanzoxazol-6-

yl)-34 ie & ﬁé;fhtﬁi(rﬂimheyluﬁé%ﬁuidwbmbﬁ@ég BB&:QI»BGVaN) PHBlagonists

ct on t

(3-cysiphet| 1 HAFCHTIRIEY bt N EER B SURSr JPRTL- Sy prppan-i-

‘one Gaficet® 4O ODMZQQmeNFotsgmﬁsttsheRFoammgannstsa(re ¢l [2-methyl-

o-2 AR Mo DEET - gﬁg&%ﬂgﬁeﬂw]&pﬂﬁﬂé&%ﬂ% 00/66585),

CRF BP antagonists (e.g. urocortin), urocortin agonists, 3 agonists (e.g. 1-(4-
chloro-3-methanesulfonylmethyiphenyl)-2-[2- (2,3-dimethyl-1H-indol-6-yloxy)-
ethylamino]-ethanol hydrochloride (WO 01/83451 ), MSH (melanocyte- -stimulating
hormone) agonists, CCK-A agonists (e.g. {2-[4-(4-chloro-2,5-dimethoxyphenyl)- 5 -(2-

' ,‘ cyclohexylethyl)thiazol-2-ylcarbamoyl]-5,7- dimethylindol-1-yl}acetic acid

trifluoroacetic acid salt (WO 99/15525)), serotonin reuptake inhibitors (e.g.
dexfenfluramine), mixed serotoninergic and noradrenergic compounds (e.g.

WO 00/71549), 5HT agonists e.g. 1-(3-ethylbenzofuran-7-yl)piperazine oxalic acid
salt (WO 01/09111), bombesin agonists, galanin antagonists, growth hormone (e.q.
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I n one enbodi nent, the conpounds of the fornmula | or
- Il are admnistered in 25 conbination with nedi canents
- which are enployed for cancer therapy and cancer
prevention. It will be appreciated that every suitable
" combi nation of the conpoundsi®%f the invention with
one or. nore of the aforenentioned conpounds and

humgﬂtquWH h%rn?g}%géér&rﬂhrﬂﬂr@roggg%fea%@f@rﬁ bﬁ’r%ifﬁ bé%ylony (2

ve Subs

diisoprepydeminaetiydeadamay by, 4tdibydroeHargoquinainer &rarbmylic acid
teﬂlé}gEH#u *fte)étaf(vvdmw@my gl?::ergfa}ggh%té (éé%"?’dn%v%d(a%plg hep 0 462 884),
uncoypiing @9@@% Oésmwgulgima leRtia 398 L’ﬁ ofPf DTk S
Dan@LV\NAGemNB@l nﬁﬂpém giézmewsmba-am Mrina; BragsmfPatrlcla

oS o |..N an n
Lepty S5@IRk 42 BRfRArPiroagn T i sBOGRAU TS RES T ofhe
FutunA@ZC{He, 26(@306Vadat), DAmga»ﬁstslﬁbu@nmwnphneTﬂopmn)s of
Ilpas@/"éﬂﬁﬂgf.‘é rﬂY bi‘t(ﬂ@s(éggﬁ ﬁﬁdf%g%@bﬁﬁ?\% fho 13%934 one
WO BQHBI?GQ dﬁXBmeNia § OriThnBAgeNtpet t ed t oget her | nt 0

plastic scintillation vessels (final concentratlon in
olipid/.m.;

In orleRAG RSN O fas MeBfion A0S atedDgediitdRisptin -

conpl etely renoved by 10 passi ng a stream of N2 over

o B R B B8RPl M e

mazindole omphardatrained NAG (on t he day of the assay), the
drled substrate is taken up in 20 m of assay buf f er
(25 oM Tris/HC, pH 7.4; 150 nM NaCl) WO, ,

In ong embediment V@aﬁqvem@dﬁ ‘Pﬂhﬁrfohm‘#]?zi%rﬂﬁ %re aslfrelﬁéstemd in

combiREAHS ARhFABHIERRTENTY ReVihy eftR GIRtH mr@haty ¢liculdifdn and the

eat nent se t|n 2 et ween
vaschleg Sy SUeb A% Ry xSk ek CE Bty (£ SR prit; Hodjcgents
whicheicheanhd an‘grmt@rmm-a:mnaa@ystenn:mal@m argagbmistsp betaehi@chers efc.
the color of the substrate solution changes from
yel l ow (extinction maxi mum 481 nn) to red (extinction

In onesarnbodinss o, the)camwpeundscofithe deraulad iosH are adstiniséerReldn
comﬁlﬁﬁtlcm%Hhﬁéﬂl@éﬁmenf@h&% %ﬁ arﬂnﬂﬂa?nrY]ﬁﬁjrg'eﬁ‘éém cel | es.
Before use as substrate hin the next 2 h), the 20
solution is incubated on |ce for 15 mn. Indirect NAG

in on%SeﬁﬁModlﬁi@tatﬁ%a)omﬁomﬁrsr ofetHe dorimula | br § ark ddomialsteret in

combmats on with eéi camc—:nfcsD wﬁ Sargtem&oyeé) for cancer therapy and cancer

“prevention.

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

The activity of the compounds of the invention of the formulae | or Il was tested in
the fo!low:ng enzyme assay system: ' ‘ '
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25 60 min. To find HSL inhibitors, 10 pl of the test
.substance are introduced into assay buffer (25 nM
Tris/HCl, pH77.4; 150 mM NaCl) in the presence of
16. 6% DVMSO. 180 pl of the substrate solution (20
pg/ M phosphati dyl choline, 20 pg/m

phosphati dylinositol, 50 pg/m NAG in assay buffer)

; Sub&faﬁe?ﬁ‘%ﬂaﬁ@)ﬁler prei ncubation at 30C for 15 min,. 20
- p o *

e“enzyme solution in assay buffer (diluted 1-
to 4-fold are 30 pipetted in, and the extinction at

Prepafatidiaf NAG"@(FBD mcﬁ{décgf@?érﬁfb)iémb@trﬁt&et te

6 md LRl SPhATRVIENG e M b aRG 81 PRV IRRSTal TS pgh dissolved i

1 mieXchrResforn. 16 mMEpepNAGarodissolvdd i melrefasorbform. Two parts of

phospbel Vi SMefRian (a5 el ok osry posPriiisngiing

- solufjour (€. g.e4 .5ipl) arehtiOd al af MA@ galutidn Brelpipetteddogether intd phastic

sonByEN V58841 W SoodinPhisEn DESLESRT 0t o posppolpioms

0.055ng/NAG sl Sfthesghioroiemu (2 2hyl total vplusarlds sopipletely tespoved by
passirfpa streBnPofaN2 BYESt. Oivd 8Fe®¥uBSPSE RN Sorédat T fér up to

., l'ayer chromat ography.. For this purpose, 1.3 of
3 day®i iraPisPREh %f%’%%@&%qeﬁfﬁﬁq@!%ﬁ)wﬁw@ﬁ%%@ NAf (on the
day offth@ .absh N e sabsiestetio takem umnuR@til of assay buffe @2F0mM

) t ot 3l , vl i ndi in 2 )
sy 4314 BTG SR RN b 1RRHgHR e Tap vasoni
probe {BemseeRorafiérofypesl i standardedicoptiehstrtidatgent satting 2,

2« { 0o oy T LSFRSHRS 1600 e S 43 £, i
betwgpa deminaen iaeracimacPUBRg His pacedvre sthgadlon#fiiba supshate
solutIMos RIS ronTQEIIGW I(BxtirRYIBh maXIF MR 48 Y naf ts, reli@xtinction

maxigh S8 piag B e THeUAioro) NAC e Be BB o

- molesuleisda tigeleSitle6Onipblids Befdler edd) as Shiestratbr(withinoieamx 2 h), the

solutehy § 5T Hh 94 K 831y o al acet ¢ aci d as mobi I e

phase. The anount of |iberated fluorescent 15

; t cid is determ ned by Phosphori magi ng
Indlr%ﬁé%lﬂ%?ﬁDynam cs, Storm 840 and | mageQuant

Software) at an excitation wavel ength of 460 nm and
The 8582555 @BrrictPMeigN% i EppehbdoftRsbas drosywell plates at 30°C for

r afj,an:. Preparatign of the partiall rified
60 s 0 i SLJRPpLersy 40 W 12 et SabatBnreary liced o assay
buffee (25 irdy Teis/HCH, pbisZ.4t 156 neMNalh) imtheepresdnceraf 861686 HMSO.
180 ) 0 P& undflle t%ﬁﬂg@)gl @Y ﬁ@@H BR6ARRiVIRBIAE O [1§/mi | |
phosphatidylinositol, 50 pg/ml NAG in assay buffer) are added. After preincubation at
30°C for 15 min, 20 pl of the enzyme solution in assay buffer (diluted 1- to 4-fold are
pipetted in, and the extinction at 480 nm is immediately measured in a cuvetie
photometer (0.5 ml cuvette) or microtiter plate reader. After incubation at 30°C for

60 min, the extinction is measured again. The increase in extinction at 480 nm is a

measure of the enzymic activity. Under standard conditions, 20 g of partially

- purified HSL lead to a change of 0.4 = 4000 arb. units in extinction.
35 . | | '
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met hods (e.g. S. Nilsson et al., Anal. Biochem 158,
1986, 399-407; G Fredrikson. et al., J. Biol. Chem
256, 1981, 6311-6320; H. Tornquist et al., J. Biol.
Chem 251, 25 1976, 813-819). The fat cells from 10
rats are washed three tines28y flotation with 50 m
of honbgeni zation buffer (25 mM Tris/HC, pH 7.4, 0.25

1 mvM ETDA, 1 nMDTT, 10 g/m |eupeptin, 10
DweMlﬁ# %%%Ha 20 g/ pepstatin) each tine and

f| nal l'y taken up in 10 m of honogenization buffer.

As aﬁrbﬁtefrﬁéﬂ\fé%l r?géé@re gﬁﬂa‘ eﬁ 0 be_f ﬁEﬁEﬁ" of ﬂTeQétﬁ)%‘frate

enit zer [ aun- sung es at

soluticpﬂntgﬂ@rq@@ts mﬁ@%ldﬁbgeﬂ@tm ar@ 'Bté?ﬁtigaﬁ% ¥ ph gé?\ﬁspﬁratlon/thm-
laye SO at86@aph§OB8r thispurpb@e M B, mié) mettoohibedfanh/heptane

(1092} 5 e, ﬁwﬁoégﬂimf%@ar‘s% dbd i 356 riyBaifn il 2004
total vohmat asde indgatt NAG adsayd i @ miiEppenelotiridssebsd M@awlgorous
mixiliq?gf gé&r)t phe %gﬁ%@ggr?ﬁ’ %té&’[ﬂs Féﬁtrmjgatlo@%ﬁg €20 min, room
temr(avawem&qau\almteQMme:ﬁ(@e Oaﬁa@H@cue $a<kem frﬁrret@ezamuﬂqus upper
phask, 'aﬁ(d'TFé exﬁﬁbt?orﬂat 418510 H@@r}mhéd ROSI PRotMhERF. For thln layer -

Chm;_’[%%ﬁ"%;)h%thgt%wuﬁ ohpseAtied f%%f\?@ﬁw%%g@aen upin 50 ul -

of tetréb@@rofﬁan 3900samptesldtenbadedténto siliea gelr&rﬁrtapl@nés {Merck). The

o e eAiod Dl BBy S Bt 5 BSGeDH

ethedt Inlexftghatislyacetierdaid fs gaitilerph@Ser Vhé langss4 of libeded fluorescent

NGO ARy i Bt PHBRERANH, HBEE Dy som o
and ImagaQrant §3fw@ar@/) at an expédianvawlenah of/ 444 mﬂslaﬁ""rﬁ efigsion

Wavégj@ﬁl’tﬁlm 580 Al yzed against 25 mM Tris/HC, pH
50% cerol, 1 mMon, 10 g/nm [|eupeptin,

E”Zyﬁ%gf%ﬁﬁrﬁ Ofintipain at 4C overnight and then | oaded
onto a hydroxi apatlte colum (0.1 g per 1 m of

Prep BRI ES ol S BB corol . 1 i DTT) . The col um

Isolates] ned $atartliniare obtained ﬁbmresldmiymaﬁ adindsedigsor framnuntreated

| male%fﬁ'qw sté'roz?étﬁoogﬁ) %pcélf%\géﬁagé {rﬁatﬁ?rﬁt 1H§Jccb?daﬁ1dét\ﬁﬁh published -

bration

methods (8ig S AdssamEhRboRl: BIoSAEM: &R, 1PAPy3ekA02es- Fredrikson
et al 3908%) @mh SSEICEIET, 83846320t 8. TorAduist &val., J. Biol. Chem. 251,

[ t D af | PM 1 it t A4C . ey
10767 AR Hkbe T 1Sl Forodo P erg e Frasr v with
50 mitof Romogenikzatiod bufies@b mdrigHEN Apld 7.4,0.260d tsuatase, 1 MM

crOAS) Ty LS USSR 5L By P EFfEbsp o) oo

time phd $iphtly takedsup in 10 ml of homogenization buffer. The fat cells are
homéﬁ&‘ﬁ%ﬁ‘ﬁté @éh@ﬁ-%—b@s%é@ti&%é?ﬁ MQburieh)MyW10 8frBkes at
1500 rpm and 15°C. ‘The homogenate is centm‘uged (Sorvall SM24 tubes, 5000 rpm,
10 min, 4°C). The subnatant between the layer of fat at the top and the pellet is
removed and the centrifugation is repeated. The 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, Wa_shed 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, |
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20 taken up in 2 mM of 0.1 MKPi (pH 7.0) by

ul trasound treatnent (Branson 250, mcrotip, setting

1-2, 2 x 1 min with an interval of 1 mn). After
~addition of 1 m of KPi and renewed ul trasound
"treatnent (4 x 30 sec on ic82with intervals of 30

sec), | m of 20%BSA (in KPi) is added (final

 30005RRE O ot |08 Ofnd gug‘!ﬁﬁ%rﬁ'.ys@ Rledto 12 pfSfidird Gacial

action, lon are pi

acetic@cist anwig insabated & di°Gtips R0 28in mBe nseeipiaten 248 calipaied by
centﬁfh%&ﬁ Sérval 8@@4}(92 000Hpfn, 040 it @l?'%d susp¥h@3d in 2.5 ml of

20 il Somk R AT B A b mmﬂl%ﬁaﬁ*/b%f%%ﬁ%w'\a%

10 paved! heuse gtionbepstatn antipeph alee 64§pehsidn Brdlalyked aBainst 25 mM

R eyl N o R T

4°C gyergighbanyl thed teadeghande aseyshioxiapatite Qﬂhﬂnedaﬂvgaperlﬂ roffof

suspéﬁﬁoﬁo @Hﬁﬁfatﬁﬂftﬁet A ﬂ hofg%gfu‘?ﬁpﬁﬁ?pﬁg ISItIef? 30% glycerol,

| oac scinti

1 mMBd0r Eh%ﬁ@lumn sunshad wih Tos? valumies o equilpet m Grry’ﬂ a flow
rate 623 830 Fhlfhp Thel MYEREBRGS With)dnd Riuméhs dauflibeatidrobufedr

contajaiig 1 M ROFAFSLPREARR GiANg HEn i Hed [ 20 o) GRE) o

concentrgtedd:. to Tiltefol b uitmafitteatim @reidoh Diafla M ma iFiltetr) ah4°C. The

paridlyuy s T bR S 100 MAPBAbRLTt o

package is used to analyze the data. 5 The conpounds
sa?.f Exanples 1 to 103 showed inhibitions in the IC50
‘range 1 nM- 1 Min this assay. The conpounds of the

i nvention of the general fornmulae | or |l are prepared

To prlepardBHdQdsstiaeVe5-8e LG f [3H uolbwyigrwbm[ l(moxmfene) 6.8 pmol of

it ut J es II'l 10 with

uniﬁ%ﬁi@%ﬁf@%ﬁ@wﬂ B¢ %r(%/ B8 1 two stages by
(phos;&mtrﬁykngohmmi’phok;ﬁmtidylmosnidl B: bwms)@e enized edpigd itk MZand then

t rdchl
e S TR G OGPt B o .
micratipe setiogul-2i Ao rrdlawhearambeml of ‘cmn@} M’@f\ﬁﬂﬁﬁloarﬁfri‘e@l of KPi
and r‘éﬁe@%l&&ﬂt‘i‘@st%hwm#h FF&{O §@d‘8ﬁ%@§/ttg r‘rgt\é@&(ﬁo@o is&c), 1 ml
of 200485 Apiin K5i) lata@'?iegdgwmmr@ﬁow? %&?9%@%3%0?1 &y Fo
the ré@o”ﬁo@ R8O pl of substrate solution are pipetted into 100 pf of HSL solutlon
(HSL prepared as above, diluted in 20 mM KPi, pH 7.0, 1 mM EDTA 1mMDTT,

 0.02% BSA, 20 pg/ml pepstatin, 10 pg/mi leupeptin) and incubated at 37°C for

30 min. Addition of 3.25 ml of methanol/chloroform/heptane (10:9:7) and of 1.05 ml”~
of 0.1 M K2C03, 0.1 M boric acid (pH 10.5) is followed by thorough mixing and
finally centrifugéti'on (800 x g, 20 min). After phase separation, one equivalent of the
upper phase (1 ml) is removed and the radioactivity is determined by liquid

scintillation measurement.

"Evaluation:

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
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H 1113 11l 20 O G R2 y-RL I' 11 R Since acids are
usually liberated in these reactions, it is advisable
‘to add bases such as pyridine, triethylamne, sodium
hydroxi de solution or alkali metal carbonates for .
expedition. The reactions c28 be carried out in wde
tenperature ranges. It has wusually proved to be

unmﬂ]@;ﬁ%@%@ﬁﬁ?ﬁ%%ﬁo fgﬁ(ﬁfgeé I&%@g f}'(?rntef?flnhﬂqrtkdrf‘?lot with

min. é.@pcrcuwmratms n%mweéh@mma Jéne RAPHIVFElsevigrdd@SOF T

som%raydda&‘éséﬁﬁ tch&rl%i Aethdiigmane, diethyl ether or

pyri y rou condi tions are used, strong
bases such as |ithium hydride, sodlun1hydr|de or

The @@ﬁ'@‘é}&hégbf ExbriplesoK tel €08 shapedtinbibitivnedntise Kighrange 1 nM —
have al so proved 24 suitable. The indazoles

' 1 “Me bi/ s starting corrpounds I11, or correspondi ng

aza-substituted derivatives, are commer ci al | y

The ?éﬁ]’ploﬁpég gfthregﬁ\?e%rp{iﬂﬂ% a{fé?‘tek?ﬁl @F@G%@e& Ikﬁl@"@re“g%%ﬂ By
methoms7gowreps: 81 8.9 |by aplationaf subsiituted orH@gsub siituipd mdazoles H
with (:éﬁia% | 2RbrR23)V (Heghse® Qsmﬁf'«w@fstéj@s BP réadtmg idd@roles Il

it Sheaaras gg&ggg@gggch ' w%f’qfe%’qe%r'a?né"%"%@%g%ms es

d |tr|c@||ﬁir@rde¢lfik/l E@kmm@ and flithaed ﬂeastm)iabétl‘tdlmsuhmgnndazolecarbohyl
owever
nioffié (R 4i8S BY ShipeS St Bl hanqopm@pesh s YR ©

hydrogen, the indazoles Il can also be reacted with the appropriate |socyanates
R2- N=C=0. '

o

YK ‘:'J{N,m

y—H - X
x5 o R N XS R
) | N F ' )\N\' _ x\y N + : Q P N
Xox N -0 ke }\ R3 >N
H . ‘ N R1 - .
‘ , o
: R2
m - Y . I , I
0
—R
—H YR Y’[( ~R2
)( X/)( AN X7 ‘N
X N /ﬁ\ e N + 0 Sy R
Xay "N cl \ X R3 ~7 N
\ R2 ’
H ey R1
R2

n ' | n

Since acids are usually liberated in these reactions, it is advisable to add bases such
as pyridine, triethylamine, sodium hydroxide solution or alkali metal carbohates for
expedition. The reactions can be carried out in wide temperature ranges. It has
usually proved to be advantageous to dperate at from 0°C to the boiling point of the
solvent used. Examples of solvents employed are methylene chloride, THF, DMF,
toluene, ethyl acetate, n- heptane dioxane, diethyl ether or pyridine. If anhydrous
conditions are used, strong bases such as lithium hydride, sodium hydride or
potassium tert-butoxide in aprotic solvents such as THF or DMF have also proved
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300 ng (2.24 mmol) of | Hindazol-3-o0l were dissolved
in 25 mM of THE and cooled to -20C. 1.3 m (2.46
nmol ) of phosgene in toluene (20 percent) were added
dropwi se 20 and the reaction mxture was stirred for
90 mn, during which it warpgd to room tenperature.
The reaction m xture was concentrated and evacuat ed

ce again with a fewm of toluene.. The residue was
suﬁagr ,

®solved in 15 m of THF, 265 pl (2.2 mml) of
4- et hyl pi peri di ne were added dropw se and the m xture

o 03y SO TR s s

- derivatieasysire comsnevaiadly ayailableTrApEn ba pleparati by pgogesses known from
- Mk . | & 2 L i | dh8gsla- |
the il 358, & SHEEEL & Sory'shRYBILRIORS, dbaeds, 5agma otal

J. Het3Chewg. (1%7@8, 1-P38)- triethylanine were 30 dissol ved
in 100 mM of THC and, at -30C, 54.9 ml (100 nmol) of

The GARBFAR: bineliSiiSA%: 67 9108 S biaiet iR AR nilitatioorachy

- accotding togenense kndbwnenefhlbesy eacti on m xture was

concentrated, the residue was mxed with nethylene.
chloride and filtered off, and the filtrate was

‘The exanoplas detaied beftw servaite Pustnatetthe inventigh wikout.dveser,

reétri&fir?__gf‘ﬁpt further purification. 35 25 Exanple 3: _
4-Fl uoro-1 Hindazol - 3-yl -
4- et hyl pi peri di ne-| -carboxylate 100 ng (0.66 mmol) of
Examblég uoro-1 Hindazol -3-ol and 116.8 ng. (0.72 mol) of
4- et hyl pi peridine-1 -carbonyl chloride (Exanple 2) in
10 m of pyridine were heated 5 under reflux for 4 h
Examplel 1t eft to stand overnight. Addition of 24 ng of

1H-Irio2BL 244 4 BhER el epte S2000YakR, P90 N i e the
300 mg (2 gfremabiofditbindazelt3ur ware disseiMed inmd mhef THE angcooled to
-20°0'8S3 i3 eviathdlNoMHdagend il taeha CiEHetieht) viérdYddded dropwise
and '%?ffe;(%tg:g n]t-h r‘é:\gﬂgﬁg{{&s Srf&ﬁﬂ_v\%?r(,%%gr\]nti!{ig}% ﬁo\llva?r?ged toroom
tempeetiren Theirkadtitat @ixtOrelwas EbAtentétet dnd Hvacogtedndd again with

a fow g8 RRUEBE TP abTRUE s ssoVS! Y 8o g S o 8 oo of

4-methfylpipetidine sueok a8ded dtopwiskydnst thermitute wiascstirpek gt mioen

‘ Rle (0, :
tempSRIUEIBTRT sotonriFu SR T ot HPLG (PR
acetonitrile/water 0.1% TFA). Yield: 347 mg (60%), M+H+: 260.4.

Example 2
4-Methylpiperidine-1-carbonyl chloride

| 9 g (90.75 mmol) of 4-methylpiperidine and 13.9 mi (100 mol) of triethylamine were

dissolved in 100 ml of THC and, at -30°C, 54.9 ml (1 00 mmol) of phosgene in
toluene (20 percent) were added, and the mixture was stirred for 2.5 h, during which

it warmed to room temperature. The reaction mixture was concenirated, the residue

was mixed with methylene chioride and filtered off, and the filtrate was concentrated.
The crude product (12.7 g) was reacted without further purification.
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‘Exa

(0.34 mol ) of | odonethane were stirred at room
tenperature for 48 h. The solvent was distilled off
in vacuo, and the residue was dissolved in water and
extracted with ethyl acetate. The organi c phase was
concentrated and purified bgSpreparative HPLC (PR1S,
acetonitrile/water 0.1 % TFA). Yield: 7 ng (8%, MrH+:
rﬁglééll 20 Exanple 5: 100 ng (0.56 mmol) of 6-nitro-1
I'ndazol -3-ol and 135.3 ng (0. 83 mmlz of o
4—Fiwr@-étkhy1d§zpb31yzhAﬁaeﬂlybwwﬁye-kwbpxﬂa Q Exanple 2) in
100 éh% ol 660MniYY bELARIOYEA BI-BAESIB-oHBRE M 188 IngX(Of T rimndl) of

a left to) stand overni ) i di ne i sti.lled
4-medpylpipgriginentsca b arIoRE S LEPaS 2h8 1] B of bRiting Were heated
undenaéffux fond rexhd deft edstantiovethight. Aeklitidreof Fhemgoofgbhmathyl-

vine RS eSO B Rl S U PRI A  suor2

‘while( (8% pyoidink wes-distiled>off i6-vacuooand drotesidyg yag dlisaeived in water

azol -3-

and %pf‘%ftécg wri}p'te;tﬁﬁ_/l)ld‘%tiﬂ%g?ﬂ@orgﬁm iph%gé wasPOsh&htted 38dburified
by prepatativel TP kEr PR e aceloniibishyater &.1 Y TFA). Yoeldas6 g (31%),

M+HEXapphe 6: 5-Nitro-1 H-indazol-3-yl

4- et hyl pi peri di ne-1- car boxyl ate 200 .mg (1.12 nmmol ) of
5-ni.tro-1H i ndazol -3-0l and 180.4 ng (1.67 mmol) of
Exardpiget:hyl pi peri di ne- 1-carbonyl chloride (Exanple 2) in

B S e e G e e

80.1 o1g (0.81 varoab of ditiindazok 8y dueethyipipsriding-ecarbaxylateer
(Exa@gbglg g)étsfséfh?gj{' ! d& En@bgﬁ_ip?%%ﬁtrﬁateﬁlh%t&{i@éahe 4 pipse

ncent ra n arativ

, , y pre HPL.C
(0.34(mrocd) ofjederethang weimstired gt roap g@ngera#v@ far 4&51- fye solvent
was distHi8d offiraci® briddtheFssrbkayas digsGivadiimwater and extracted with

ethyl l(_%:l_egaqﬁr:]é %g%/zlirgé H%%g%‘ oenrcle(rjiltrg ed and. Egﬁﬁ%{& %§/%rg’p(>)arggve

HPLEHPRA 87z atetdnitdie/wateh P 15 FdTA X Yield 17 oay (89%);IMtd+: 274.1.
(Exanple 5B) in 15 m of ethanol were hydrogenated in
the presence of 10% pall adi um carbon under a hydrogen

'Exanmieéisure of 2 bar at roomtenperature for 2.5 h. The

100 FCISRnATA LR e Al ) a6 1500, ol o
4-mefhyipipendigesl —cg‘i&%(r@h!gnge (Exampfje 2)in 120 mi of E)ynﬁé were heated
under reflux for 5 h and left to stand overnight. Pyridine was distilled off in vacuo,
and the residue was dissolved in water and extracted with ethyl acetate. The organic
phase was concentrated and purified by preparative HPLC (PR18, acetonitrile/water
0.1% TFA). Yield: 5 mg (3%) of A: (3-hydroxy-6-nitroindazol-1-yl)-(4-methyl-
piper_idin-1-y!)methano'ne', M+H+: 305.1 and 64 mg (38%) of B: 6-nitro-1H-indazol-3- '
yl 4-methylpiperidine-1-carboxylate, M+H+: 305.1.

Example 6:

 5-Nitro-1H-indazol-3-yl 4-methylpiperidine-1-carboxylate

200 mg (1.12 mmol) of 5-nitro-1H-indazol-3-of and 180.4 mg (1.67 mmol) of
4-methylpiperidine-1-carbonyl chloride (Example 2) in 20 mi of pyridine were heated
under reflux for 5 h and left to stand overnight. Pyridine was distilled off in vacuo,
and the residue was dissolved in water and extracted with ethyl acetate. The organic
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Exanple | was repeated with 2 g (14.9 nmol) of 1

H i ndazol -3-0l. In this case it was possible to
isolate A: 1Hindazol - 3- yl 4- nethylplperldlne 1
-carboxyl ate al so the 15 isoneric products B:

(3- hydr oxyi ndazol - 1-y1) - ( 4- Qﬁthylplperldln 1- yI)nEthan
one and . C

| | phaS% \Kré's %E&Eé’rlltf’étgg ra'n% iﬂﬁ‘gy%dc@ JF%%F%I’%} vl*j ﬁPECE{Wﬁ% %@?ﬁ)‘?}'ltn%/water

01%4Tﬁ7é~1)h\ylelqa418pégu(di4?/q)eMﬂ-ba666 .at e 20 a) 1 -

‘ H Pyrazol o[ 3, 4-b] pyridin-3-ol:.5 g (26.94 mmol ) of
et hyI 2-chl oronicotinate and 4.76 g (80.82 nmol) of

ExamplgrGzi ne hydrate (85 percent) in 10 m of ethanol

B-AniRo<l szausxw demetksﬁ;inpemdme 1BcdrboXlate eact i-on

30 %@t \Aﬁ‘%go {1157 d%;ﬂ-?—yifl Tet%y?ptgerlcgme 4) Carwmate

(Exahhby 65!2) m &b InloflEtpymal dvere&ydromtm& thenpreganae nfrid0 %o

oAb R et Sl 20

The gatglysh wase‘ﬂ&er%o wﬂustmﬁ@nnagﬁtthe filraite was eemcentraiedoffield:

21 rrrﬂqu%b/?)YMHMWB dine-1 -carbonyl chloride were

| owed by further heating under reflux for 2 h, the
pyridine was distilled off in vacuo, and the reS|due
Exanmaszﬂlssolved in water and extracted with ethyl

Exarg;ﬁlpl nga %@S@%Ejg\, gbglgp@ 2@6 wﬁﬁ&ﬁf E%?g&é%lf%qoﬁnrgthts case tt wa; |

possibtetmsolate e/ kinetazol-3- YW TRedhylpip@idine docargorylaty also the

: lsom&' Elﬁ dodu%ﬁ& ?Zd&% ﬁ%@lrﬁla&gH %O(M%e(@ ﬁ?ﬂ?@l—g | @ Ornone and

C: 2-¢5metbylpipegidine 59:3,5!9@1»! Q-dlhydrOIndazo!-3-one
4- met hyI pi peri d| ne- 1- carbonyl chloride (Exanple 2) and
(4.32 mmol ) of triethylamne in 30 nm of '

0
Exa 'Wa Bi<di ne were heated under reflux for 27 5 h and |eft

1H-PyeazstieiB-bisridirgBtyl 4Addihtylpiperidin@d2carborylate

2) 1 YO ARR:338 S8 02080 Yool o sty oplsremisatipats and
4.76 nd80i8%gmimol) of hydreriee hydmts. (85 Pereenthin Mmlmfgthan%were
heat& gnﬂé‘r r‘éﬂﬁ&d%r @ﬂdTﬁQ‘?eﬁﬁet hy M\%Swé’é %éﬁ&ré’ 1RFhted. YRIB!3.5 g

o ed wit acetate he organic
(gﬁ/ﬂhM%‘“\Aé@ e%ncentrat ed and purified by 5 preparative

b) 3olchHq§ (£ PRnol Peet Hrpytazdl@[e\mt)ﬁfyna:rﬂ%oﬂaﬁh 536.2hsy (58 migiol) of

4-mefihfhadtin et oAy RN BHRR (LS8 2 BIAE T ot ByAihe gt heated

undeofefRix for 4 h and left to stand overnight. Addition of 24 mg of 4—methyl-
p|perf§n%wﬁb8§@é%ioﬁdf%wge( 1%1!{3@%@%%%’& AbBary ¥hAGEIARRr 2 h,
the pyndme was distilled off in vacuo, and the residue was dissolved in water and
extracted with ethyl acetate. The organic phase was concentrated and purified by
preparative _HPLC (PR18, acetonitrile/water 0.1 % TFA). Yield: 99 mg (17%), M:+H+:
261.28. ‘

Example 10:
500 mg (2.16 mmol) of 1H-indazol-3-ylamine; compound wnth sulfuric acid and .

419.3 mg (2.59 mmol) of 4-methylpiperidine-1-carbonyl chloride (Example 2) and

300 pl (4.32 mmol) of triethylamine in 30 ml of pyridine were heated under reflux for
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4-Trifl uoronet hyl pi peri di ne- 1 car bonyl chloride .
Carboni ¢ acid ditrichloronethyl ester (840 ng, 2. 83
nmol) were dissolved in 30 M of nethylene chloride
and, in an ice bath, 2.06 m_(25.24 mmol) of pyridine
were slowy 15 added. After 230 nin,
4-trifluoronethyl pi peridine hydrochlorlde (1.45 q,

5h a?mdﬁéﬁfqufg{a}ndt ﬁg@e?n@‘h?%&qﬁ&? 8?'30@ HPGf {rieﬁgﬁamﬁi’et &hd and 390 mg of

4-megloy piperidinge1-sagkanyl ﬁblpédws fqll@wé@yd?;aq@b&gga%@aer 2.5h.

Pyridihé WaR-hemicAnsi indRbubNand ithé FédiGue Was disstest! inalvatér and

ool e b e EAE L o ahest UL Conl it SeE Sl by
prepéraTK/eﬂ-llm PR BY hpeipaitiildiwatet 0- 1Ca MYy Yiadd:a85 thg (10%) of A:

- meiReBe R IC A BRePa SN M 2% apa

36 4 (g ¢, %QSDDB f&ram)UOIzldazolﬂl-wan(@mthyﬂp;pendm 1-yI)methanone M+H+:

59 Pi peridine-1-carbonyl chloride (1.436 g, 6.6 mml) and
triethylamne (1.68 m, 12.11 nmmol) were stirred in 25
m of pyridine at roomterrp for 1 h. Addition of 0.5
miple 1of. triethylam ne was followed by stirring for 2 h,
oncentratjon and, additi ethyl acetate and
'T”ﬁ%‘?eretﬁﬂB'preé'glﬂeﬁﬁad% gFBf 'dfe was filtered off with
suction and dried. 30 Yield: 765 ng (379 of

Carbénfg%@%ﬁﬁﬁ&ﬁgﬁﬂ'&tﬂwgtéfLyr A Cﬁé lﬁmﬁlgwgf:é glssgivép in 30 ml of

methglenerchidtice an@aman ipt &ah 66 ol 5&4emm|} of Pyﬂdlne were slowly
addeBOﬁPc@PSb %uﬁdﬁﬁﬂ’u&ame&h Q: %Ydmeqwraém&ﬁdélﬂ% >R85 mmol)

acetonitril & water

of .
was slowfy aqidrst BHRRTHONS fbfé?f r&m«gg)_alpf:g}edgg)ha, 8 %@nég as continued for
90 mfn, fiysl pﬂédﬁ:téte WRidfitterdd Offuticawabédwithtl-ngpladienaidithe filtrate

( .
was ESHErwela) e §Fioen B S Bl eios s sait and was
reactéd etthen diedty- t ri f | uor onet hyl pi peri di ne-

1- car bonyl oxy) - 1H pyr azol o[ 3, 4- b] pyri di n- 6-yl ester,
MrHt+:  524.20; 106 ng (3% of 28
ExamplerliZt | uor onet hyl pi peri di ne- 1- carboxylic acid

4- TmﬁJd‘r&Sﬁf pipeBineY] -chiddkylié bHd@-h?droxy-él methyl-1H-pyrazolo-

erl di ne-1-carbonyl) -
(3, 4"%]6?&'82%5 gen- p] pyri di n- 3-yl ester MtH+: 524.52; 54
1.3% of 4-trifluoromnethyl piperidine-|-carboxylic

B AL RSATE PR, Ay

piperitirean bearpbnyl Thitrivier (azztﬁﬁ)g;aﬁ Aoy antd triedhylamise €4.68 mi,

-12. 1%?%\1\/%?’9 frreli79B sqyndlrle at room temp for 1 h. Addition of 0.5 ml

erazine-1-ca Id
of tnezthyi@tmm V@S(fszQ»(/epqi bms@rrmgqg;qr@ tp,eqqrmaﬁtgatson and add:tlon of ethyl

acetate and water. The resulting precipitate was filtered off with suction and dried.
Yield: 765 mg (37%) of 4-trifluoromethylpiperidine-1-carboxylic acid 6-hydroxy-
4-methyl-1H-pyrazolof3,4-b]pyridin-3-yl ester. The organic phase was separated off,

. concentrated and purified by preparative HPLC (PR18, acetonitrile/water 0.1% TFA).

Yield: 96 mg (5%) of 4-triflucromethylpiperidine-1-carboxylic acid 6-hydroxy-
4-methyl-1H-pyrazolo[3,4-b]pyridin-3-yl ester. M+H+: 345.1 3, 102 mg (3%) of
4—triﬂuoromethylpiperidine-*l-carboxylic acid 4—methyl-3-(4-triﬂuoromethylbiperid ine-
1-carbonyldxy)-1 H-pyrazolo[3,4-b]pyridin-6-yl ester, M+H+: 524.20; 106 mg (3%) of -
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1- car bonyl oxy)-1 H pyrazol o[ 3, 4- b]pyrldln 6-yl ester;
conpound with trifluoroacetic 10 acid
~ 4-Trifl uoronethyl pi peridi ne- 1 - carboxylic acid 6- hyd
roxy-4-methyl -1 H pyrazol o- [3,4-b]pyridin-3-yl ester
- (300 ng, 0.87 nmol), 4-nethygBpiperazine-1-carbonyl
chloride hydrochloride (191 ng, 0.96 mmol) and

4GB ATL B e blox SBTRYd NG e ¢4rﬁﬁkuprb-
- methylpipedidioe- &-car@onyh)—ém pEI'aZQM3 Aelpydips3-yl ester, M+H+: 524.52;

- 54 n@a@mbphﬁﬁﬂg&b%wﬂwgﬁie%g%s&%kwﬁyﬁ(éaawcmeéth?stI de .

d
3-(-iibaropeiioetgnestes Mebarfgarameih delnsaeie o -

1-cafon§))- THSyRIZRSTB21-BipyEidine S| astearidtpd: 208.36rul tiple

extraction), concentrated and purified by preparative
HPLC (PR18, acetonitrile/water 0.1% TFA). Yield: 125

Example2tB:( 25% of 4-net hyl pi perazi ne-1-carboxylic acid

ne- 1-car

4-Me%hgg{pié¥d%2|§e 4 cérﬁgﬁw}ﬁoéag‘?} ﬁ%’thyi-S ~(4-trifluoromethylpiperidine-

- cavftmylcwbn bt Byrazgl]ob%rh]pwrﬁngﬂ-yfe@t%rn coappppdrtirifiyoroacetic |

acigtrifluoroacetic acid, MrH+: 471.24; 82 ng (13%
4- trlfluoronethylplperldlne 1- carboxyllc acid
6- hydr oxy- 4- et hyl - | - (4- et hyl pi per azi ne-1-car bonyl)-1

—Triﬁbor@}’rﬁ@cﬁﬂbtﬂe'ﬂldﬁ‘ré@]l malrb@‘btyhc&c)d 64yt eaxy-4-omgthyirtHyvayrazolo-

i S AL S
hydrochlbyde (a‘E91emg( B af nmoi)_mndﬂmmthylan'dna&f&m&znhé 48 araelpwere
stlrre%iqR (130 !:i"lfj’ f’ﬂ)dyrhd"ﬁ? 6¢ r&ﬂﬂ 'témﬁe q‘? g Sﬁ&’&lﬁﬁ' of 8 4%?1@ omr:é?lﬁylamme

and bOngwf fbmeipﬂp@gra@nmﬂd%ﬁb@nmmommBndr&ﬁlalq'i@'ﬁtw followed by |

- stirrind #8711 K eédri@éntréﬁén %nﬂlﬁdd'tﬁfn &f éthyl%tét@&aﬂﬂ Wiat&r%n@laadjustment

trated th L at dd
to pH ol 5 igTs RhasE Ned SRIBraled O (TatER SHiBtRPE, Enbeipted and
purlftedd)wbnegdrati?erHPLCdPRm b}tetqmrtﬂkeaﬂaitelr@a %WPLRAY. RfklE; 125 mg:

(25%} éﬂl@@ﬁ)’l@ééﬁ%’_&r 13ebodd it Rk JEgerétlhgpg[ (-tckstofhdifyl-

piperidinadagarbosyloky )21 riviiazalof3, wﬂm@ﬂt@r){t e&tﬁrdcremsognd with

e e QU L  fhgfonshfpoians

carbowyieiacid §-hyd Qoxy -mathyl-nibnyethipieragingt -

aﬁd@[@dﬁt-é s 8-y bstee! €npOGhd Nthemﬂ&@roﬁbétl@hmﬂomm-ﬂ 471.27.
pyr np. , ]@gdlum@ulflte(%Q g, 400 nmmol) in 250 m of

vvater were added. After stirring for 2 h,

Example 14:
- 6-Nitro-1H- lndazot-S-o!.

2-Fluoro-4-nitrobenzoic acid methyl ester (5 g, 25.11 mmol) and hydrazine hydrate
(1.34 mi, 27.62 mmol) were dissolved in 250 ml of ethanol and heated under reflux
for 11 h. A further 0.26 mil of hydrazine hydrate were added and heated under reflux

_for a further 6 h, and the mixture was concentrated and ethy! acetate and water were

added. The precipitated residue was filtered off with suction and dried. Purification by
preparative HPLC (PR18 acetonitrile/water 0.1% TFA) resulted in 1.39 g of product
M+H+: 180. 05 :
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30 m of conc. hydrochloric acid were added, ‘and the

m xture was left to stand overnight. It was then

heated under reflux for "9 h, cooled and adjusted to pH

5.5 with 10 sodi um bi carbonate. The precipitate was

filtered off with suction a®d dried. Yield: 19.8 g,

(81 %, MrH+: 152.94. Exanple 16: 3-Hydroxy-1

zol e- 6 carboxylic acid 15 2-Ami noterephthalic .

ExarF%!enF%l nmet h ester (5 g, 23.9 muvl) were dissolved in

- B-FluggorijH-isrda éiﬂ and 6 nl of cone. hydrochloric acid.

At 0C, sodiumnitrite (1.65 g, 23.9 mmol) in5m.of o

2 ATBOTHTOBRRZO S5 0oL £ rBmPR M3 SysPehdag hg) i of water

and 39 n*ﬂQJf Iﬁﬂonof hymbehlovie?emﬂhdeﬂc éétﬁier‘n Altriter(A@ §,0t6 22 mimol) in
I.OC

30 nf peidule S5 dRENEERL BR B0 AR R eme.
sodilmaastudide 469 80 €00 anmpY it 25600l efdvaind wedg asided. Aiepstirgng for 2 h,
20 o B e S THE A e end
overpightylt was then heatedsindes refignior & hyoooled and adjusted to pH 5.5 with
sodu%n*ﬁlé’ér@ébiat‘ér mRkiPrbcibitate was filtered off with suction and dried

Vields 1R Goab et 15264 (3.1, 316 mmol ) vere

suspended in 100 mM of nethanol. Then sodi um
ide (5.1 g, 95 mmol ) and 2, 4-di oxopentanoic acid:
Exai?% hII%g(ester 30 (5 g, 31.6 mmol) were added, and the
3I%whonwﬂkaWazdR%&@mepwmnﬁnd reflux for 12 h. The
solvent was renoved |n a rotary evaporator, water was
add to the residue, greC|p|tate was filt

-Anan@temh#halwcwardlmsﬂwl feﬁt@rf( 1% Patmpel) w&r%gt%eﬁieé ig40 ml of
wateﬁanutshnz g toH HyedRadig. Amm: sHmerrﬁxm@m g6eg 23.9 mmol)

in & B8 Veler i Hﬂr@‘é"é Bobe o5 105 R il bl tom.

sodilh s'lu'lfﬁae tm Dawd, 187 . 423n‘mmlb1ds4®\ml of p\rae:awenb addechahfteyystirong for

B BEBE01 5 PR S BB SARL ShATR e was e o st

overmighhdlayas tkgaryhe@gdf@t@@f@rfor 24 h, cooled and adjusted to pH 5.5 with

t
Yleld 5" 29 o (S M 504,

~ sodi Q‘:? ﬂj)ﬂ@!fgl'hﬂoﬁHTI?é‘b%&lblﬁé%@ﬁl@e@bﬁfwmsumﬁhd tried.

Example 17:
3-Hydroxy-4-methyl-1H-pyrazolof3,4-b]pyridine-6-carboxylic acid

5-Amino-2H-pyrazol-3-dl (3.1 g, 31.6 mmol) were suspended in 100 ml of methanol.
Then sodium methoxide (5.1 g, 95 mmol) and 2,4-dioxopentanoic acid ethyl ester .
(5 g, 31.6 mmol) were added, and the mixture was heated up under reflux for 12 h.

~_The solvent was removed in a rotary evaporator, water was added to the residue, the

precipitate was filtered off with suction, and the filtrate was adjusted to pH 6 with
dilute hydrochloric acid. The precipitated product (both precipitates) was fi ltered off

‘with suctlon and dried. Yield: 4.9¢g (70%) M+H+: 194.09.

The following compounds weré prepared in analogy to the described examples:



203-H droxy -indazol-1- 1 - rrolidin-1-

| - met hanone232. 3 : :

21( 3- Hydroxy-i ndazol - 1-yl) -t hi onor phol i n-4-yl -264. 4
met hanone 22(3, 4-Di hydro-1

H-i soqui nol i n-2-yl)-(3-hydré®y-294.5 indazol -1- |
- met hanone 233- Hydr oxy-i ndazol e- 1- carboxyllc acid
nethyl 268. 3 phenyl am de

—243—hethyt=piperidine=t=carboxyticactd-t-methyt=t
Exarpple7uNamendazol - 3-yl ester M+
18 3_2(2 Smgg) ip g -cerbbylichdi®Y PNindEk@I%Jyﬂ' peby! )2
: . neth ne 263-H drox -indazol e-1-carbox|lic aciid
__dibu @$ hi de290.16 27D et hyl -carbami ¢ acid-] : g
e T R T (01
20 30(1 aryumyandamlnuwu-pgrmndmeeyhmmnmdézap.m vl )
21 Loig ?@%@Fo?%ﬂﬁﬁﬁ%ﬁ-“ﬁwm?ﬁwﬁﬁ&ﬁihﬂ’agioﬂ < PeaR e
324- Mrtellydnawieper i di ne-1 - carboxylic acid 6- fIJoro 1
22 H::sz %%‘%R'@@éﬂcﬁ ésc;q'ﬁ'or o%'yﬁﬁémgw nglagglrl %gsl% .
est er ingazolvktyhynetfiapenedi ne- 1 - carbhaoxylic aci
e T e
pi.perP 'ﬁmr' €-net hanaone - |
24 36(3¢ mwétﬂwpup@ﬂamet‘r sattokyli®atiahyeiethy IS’ﬂHﬂd DR72:4y1 )|- 2
86.1 t e 31 37Cct ahydr o- |30|ndo 2- car boxyl ijc
mwm—angiﬂgaggggﬁE B.286.17 1 ester
25 (3- Methoxy—lndazol 1-yh-(3-methyl-piperidin-1-yl)- 274.4
‘methanone
26 3-Hydroxy—1ndazole~1—carboxylic acid dibutylamide | 290.16
27 Diethyl-carbamic acid 1H-indazol-3-yl ester 234.11
128 Diisopropyl-carbamic acid 1H-indazol-3-yI ester 262.13
29 Piperidine-1-carboxyiic acid 1H-indazol-3-yl ester 246.10
130 (1,3-Dihydro-isoindol-2-y1)-(3- hydroxy—mdazol -1-yl}- 1280.12
methanone 7
31 4-Methyl-piperidine-1-carboxylic acid 6- 328.16
trifluoromethyl-1H-indazol-3-yl ester _
32 4-Methyl-piperidine-1-carboxylic acid 6-fluoro-1H- 278.13
. indazol-3-yl ester
33 4-Methyl-piperidine-1-carboxylic acid 6-chloro-1H- | 204.06 -
indazol-3-yl ester '
34 4-Methyl-piperidine-1 carboxyllc acid 6- methyl -1H- {27412
_ indazol-3-yl ester
35 (6~-Chloro-3-hydroxy-indazol-1-yl)-(4-methyl- 29412
piperidin-1-yl)-methanone '
36 (3-Hydroxy-indazol-1-yl)-(octahydro- rsomdol-z-yl) 286.16 )
' methanone )




383, 4-Di hydro-1 Hisoquinoline-2-car boxyl [ c acid 1

H- 294. 13 i ndazol -

394-
6-ch
este

3-yl ester-
pi peri di ne- 1- carboxylic acid
1H

31

Met hyl -
| or o- 4-309. 14 net hyl -
r

40( 3- Hydr oxy- pyrazol o] 3, 4- b]pyridin 1-yl) - (4- et hyl

razoI034br|d|n3

- 26

1
w

2-yh)-carbamic acid 1H-indazol-3-yl ester

37 iii?h)@{cgﬁ{yd% cndpis P EARROARE acid JHindgzol-3- | 286.17
4-rretv|lwsten(4 416. 24
3B Toar podphasy Pﬁ*ﬁ*ﬂﬁ@bﬁﬁ?ﬂ%‘é’%’f‘%“.#ﬁ?’ e bposfie
aci d| Bdagel %%6319291 20 methyl-1 H razolo 3[4-b
39 Zédgnﬁﬂéth?ﬁ i%éndme—1 _carbogcyhc acid 6-ch|0ro-4— 130914
: Ism um[o py?ézpﬁﬁé@:ggaém&yl (4 met hyl - 278. 1
40 44(6f E! Hgﬁﬂ»@ ;mrdmaw Lnpzrdin-t-yi)-4- (Tmihﬂhyd 26304, 2
B e B T e S il N
41 - ndazzdnethyl-gllp)andmelcfbcnartmxyllc acid 4-methyl-3-(4- { 416.24
T sop bR R Y bR RbRYE i raorbe | L2 O
aci d BkWNdmw@ﬁﬂeﬂﬁrndazol 3-yl 264,17 ester ‘
42 ﬁfi'\/ﬁtgg&}é tﬂ??@één&@bbﬁgéﬁaé?@h&aéﬂ eiﬁz@ro}y -4- | 291.20
[ | SrieettlsmyraZelolBsglpyHdne-o/ SBro 131 hor o1
43 Hind Piuo% SLhﬁﬁbﬁf—mdazol -1-yl-(4-methyl- 278.18
| 504- wpg¥6m‘l§ﬁgnﬁf 22{29xyllc acid 1 Hp61.15
44 514 l\@hmbr@Bawdrdxmmdhzan@d))(Mctahydw-d 6- br b4 20
ROl cbRo Binetlianer® ST L ey
45 Hin (ﬁz:bJDeh)BjIrB m-lwqumdjm&-lyl)e(Ga‘myQﬂOﬁé{ hyl esBéz2.17
’53»(2 ﬁyoqogy?_rﬁ}dz%ﬂ?tﬂ%eﬁw%%es t et rahydr o- napht hal en
146 | Octahydro-isoindole-2-carboxylic acid 6-fluoro-1H- | 304.21
: indazo!-3-yl ester .
- 47 ' Piperidine-1-carbbxylic acid 6-fluoro-1H-indazol-3-yl | 264.17
ester
48 Methyl-phenyl-carbamic acid 6-fluoro-1H-indazol-3- | 286.17
yl ester
49 3,4-Dihydro-1 H-isoquinoline—2—carboxylic acid 6- 312.13
| fluoro-1H-indazol-3-yl ester
50 4-Methyl-piperidine-1-carboxylic acid 1H- 261.15
pyrazolo[4,3-c]pyridin-3-yl ester |
51 4-Methyl-piperidine-1-carboxylic acid 6-bromo-1H- 338.08
indazol-3-yi ester
52 3-(4-Methyl—piperidine-1 -carbonyloxy)}-1H-indazole- | 318.17
6-carboxylic acid methyl ester '
153 (5,5,8,8-Tetramethyl-5,6,7,8-tetrahydro-naphthalen- | 364.8




- 2- 1 -carbamic acid 1Hindazol-3- | ester 32

543, 4-Di hydro-1 Hi soqui noli ne- 2- carboxyllc acid
6-343. 16 chl oro-4-nethyl -1 H pyrazol o[ 3, 4-

b] pyri di n-3-yl ester ,

554- Met hyl - pi peri di ne-1-carB8xylic acid 6- 329 19
trifluorometh 1-1 Hrazolo 3,4-b ridin-3- ester

| 54

55

' 574- hla‘lihm~4-r§h$ibvi-ﬁHWBZ@a%@xl?]IpMidlac?v ol

58 3 4= Drhydro- 1 Hphthatazin=2- yl) (b f1uor 5@‘%‘5 15

S6(6-& é%i‘h?q% ﬁ‘ﬁti?t‘?ﬁ%l{lhﬁl‘fl@éoéarﬂ)o}(ylk dcf BEt hy 3484620

pI peri
5, 6- dégtgyoro 296. 25 1H-indazol -3 | ester

hydr &Methmla%@ﬁﬂqimeﬂ -cahioxylipasid 6
59(6- tﬁhh@mn&hywﬂqawafolapimw]pwwmaoyp@eﬁ- 343. 12

56

et AR B MR e e k- BP0y | c| 2270

1- bengiperidin3B{l)AMetadonsy - 4- met hyl -1 H pyrazpl o 3, 4-

57

o1+ MEMSI T B RBE s opthoxvlis g &.6-4iupe: 53429625

net hatddnddamhglyl Bskbri ndazol - 3-yl ester

58

e e R R

63 ( 3, lydnbiy-indexol-pyamethdr®ne bl pyri din-1

59

64(6 dr oX razaol of 3, 4- 3
ri di jrRlpyridin- hylﬂré%ﬂ qj’%b/d@rﬂdr' OQU'K@“” r%yll[?\anon
65SUGektHanonel d net hyl ester

I EIoRGlo 350 TROR bt ooy ot hanga@s.
&

60

o SR S Pl P, o | 5127

ridijm ﬁfoiy—éeheﬁhyﬁﬁH-Wh@lb[&z#lpb]pqndme?,-yl car poxylic

acl d éssté& Iuoaoﬂlﬁfl:l;??? 15 indazol -3-yl ester;| conpound
161 | 4-Methylpiperidine-1-carboxylic acid 6- . | 338.17
methanesulfonyl-1H-indazol-3-yl ester .
62 4-Methyl-piperidine-1-carboxylic acid 6- -hydroxy-1 H- 277.15
pyrazolof3,4-b]pyridin-3-yl ester
63 (3,6-Dihydroxy-pyrazolo[3,4-b]pyridin-1-yl)-(4- 127715
' methyl-piperidin-1-yl}-methanone
64 (6-Chloro-3-hydroxy-4-methyl-pyrazolof3,4- ' 309.13 |
blpyridin-1-yl)}-(4-methyl-piperidin-1-yl)}- methanone '
Succinic acid methyl ester 4-methyl-3-(4-methyl- 405.26
piperidine-1-carbonyloxy)-1H- pyrazolo[3,4-
b]pyridin-6-yl ester
66 4-Methyl-piperazine-1-carboxylic acid 6-fluoro-1H- | 279.15
indazol-3-yl ester; compound with trifluoro-acetic ‘
acid :
67 | 3,4-Dihydro-1H-isoquinoline-2-carboxylic acid 1H- | 285.18
‘ pyrazolo[3,4-blpyridin-3-yl ester
68 4,4-Difluoro-piperidine-1 carboxyllc acid 6-fluoro- 300.25

| 1H lndazol 3-yl ester




acid 673, 4-Di hydro-1 Hisoqui nol i ne- 2- car boxylic .acid

1 H295.18 razolo 3,4-b ridin-3- |

ester

684, 4-Di f | uor b- pi peri di ne-1-carboxylic acid

6-f uor 0-300. 25 1 H- i-ndazol
694, 4-Di f | uor o- pi peri di ne- | 38ar boxyl i c acid
“4- et hyl -

-3-yl ester 33

3-438. 31 (4-net hyl - pi peridine-|

ester 1-(6-fluoro-1H-indazol-3-yl} ester

169 700, ARl hinbrfiiéd 50%31“0%%% %??F%%sls
J11 aé4-m£hyll-mpendImeH—cw&@ﬂMIOXB JH-ester
11 g e s & e gt
70 72Thi 6rioPEneireriél-thierslBegIPYEdiagT A CBIAPYLF o- 1 385k,
| ndaz akri3-MloRs 1 Blindazol-3-yl_ester :
TR AR R U e o Vo P
742, 6fbbiet IHMhdﬁZtSHIhﬂD eBterd- carboxylic acid
72 $5£1I- Jﬁbﬁ:&;ﬁé’%héﬁp &7 %)% %’L%&éﬂuﬁéciw 6-f1u r8 gl
H 341 irkibzoR8a1 ebtes- I ester 76Mor phol i ne-4-carboxylilc
75 2oL B b i SRRt Bl pere |
'6-313ﬂue|roﬁ1!ldendaa_ol+3-vlrﬁﬁéeb| -3-yl ester: conpound wit
74 t7g|4f! 282 ﬁ@! i p h& eﬁté—_ca_r%%lyhg)?gldl 6-fluoro. | 294.18
6- hy ﬁblx:vd@ml 3! QStﬁ’ét hyl-1 H razolo 3 4- b fdidin-3-1
75 este 47r%rf’y|? 6érbl§h@-10b9|€kfdx iOBcid-ERIGRXYHI C | @R |
6- chl or o- razolo 3,4-b rifdin- 3-yl
este Imzoklg 5 e(r;l nprl rh ne-l-car hnvyl i.c—acid
76 4, 6- Jll\lfdrpﬁdjime?@fi:alﬂoxyhc acid 6-fluoro-1H-indazol-3- | 266.15
yl ester
77 3,4-Dihydro- 1H-phthalazme-2 carboxyhc acid 6- 313.14
fluoro-1H-indazol-3-yl ester; compound with
trifluoro-acetic acid
78 4.,4-Difluoro-piperidine-1-carboxylic acid 6—'hydroxy- 313.17
4-methyl-1 H-pyrazolo[3,4— blpyridin-3-yl ester
79 4 4-Difluoro-piperidine-1-carboxylic acid 6-chloro-4- | 331.14
methyl-1H-pyrazolo[3,4-b]pyridin- 3-yl ester |
80 4-Methyl-piperidine-1-carboxylic acid 4,6-difluoro- 296.17
1H-indazol-3-yl ester
81 Piperidine-1,4-dicarboxylic acid mono-(6-ﬂuorb—1 H- | 308.20
indazol-3-yl) ester |
82 4-Fluoro-piperidine-1-carboxylic acid 6-fluoro-1H- 282.10
indazol-3-yl ester -
83 4-Cyclopropyl-piperazine-1-carboxylic acid 6-fluoro- | 305.24
1H-indazol-3-yl ester
84 Piperazine-1,4-dicarboxylic acid benzyl ester 6- 399.13
fluoro-1H-indazol-3-yl ester
85 4-Fluoro-piperidine-1,4-dicarboxylic acid 4-ethyl 354.13




difluoro-1H-indazol-3-yl ester

1 Hindazol -3-yl ester 81Pi peridine-1, 4-dicarboxylic
aci d nmono-(6-fluoro-1 H 308.20 indazol-3< | ester
824- Fl uor o- pi peri di ne-1-carboxylic acid 6- quoro 1
'~ H282.10 i ndazol - 3-yl ester
834- Cycl opropyl - pi per azi ne- Bdcar boxylic acid
_ 6-fluoro-305.24 1 Hindazol-3-yl ester
84Pi par Foly-€S[ 805.35
86 ¢ SopHET PRk oA ARG nBBHE3 HARMY
854- \Aindere-hiyhdeneitianeng, 4- di car boxylic acid
87 gft hy U35ndiRyESibefidike- fohiveRyie ddkigntiasel - 3-292.e0t er
86(4 dedﬁﬁqh%yl Qﬁt‘?fpr azin-J| -\/| \ (R fluoro-3 h"d u,\)- 3
88 g$4354JM‘éiﬁ?|0;b| brldllne ﬂ@éﬂﬂﬂgﬁtﬁamg 6-flL|loro -1- . 202.13
i ne-1-carboxylic aci
Bt .mﬁmﬁaﬁm%zgﬁé. Pl SaTPoXY L
89 . 884- WBMLDKvnaayi-plhmwl)lplperdmwn+aarlamxyﬁc 351,17
6-f|uor 2 I-1 H i ndazol - 3 y | ester
894 ‘8 1ﬁ mgé%aﬁ%%% si-perazine—t=—car uux%i c351, 1
00 7 acj zﬁ-ﬁlﬂuorcn'dawl p@er:dm@si-earboxyhc acid 6- 63.07
904-T r hbg,) I|c aci d
6- 2613 é'ﬂg}ogﬁlrﬁ'?@ww?rﬁﬁgﬁl? JF’ i i
bl pyrésteh- 3-yl ester
914- @fd%ﬂﬁcém& lRox¥iti =flasriot 13- f | LRT®22
91, H- 27“43%}1@1}1%9%?0 I- 3-yl est e?
924- Tinﬂﬁzwrﬁ Hh%tﬁ(l = n| ner_|_d_|_n_g 1 car hr\V\l| | c ui d
92 4- 4704-11$:ﬂﬁatdmétr@r-prﬂ>eﬁemy1 -cRited/lic aeidl4-car bp#Y0.68y)l- 1
A razo % iper] 4 e(%«ésén (0).4 '
934-|3PE %’y H@ﬂé’ E’é’? & %ar@oxyl iclacid:
6- 302pﬂrézbla[mnobpyﬂd|mﬂgtestes |_ester _

93 O34 (YL RSBy RE Bl idRel -EAHRRN hGdaki d) 80318 31
fluoro-1H-indazol-3-yl ester

94 4-Cyclopropyl-piperazine-1-carboxylic acid 6- 318.21
hydroxy-4-methyl-1H-pyrazolo[3,4- blpyridin-3-y!
ester - ' _

95 Piperidine-1,4-dicarboxylic acid 4-benzyl ester 1-[4- | 536.40
methyl-3-(4-methyi-piperidine-1- carbonyloxy)-1H-
pyrazolo[3,4-b]pyridin—6—yl] ester

1 96 3-Methyl-piperidine-1-carboxylic acid 6- 386.32
' ‘pentafluorosulfanyl 1H-indazol-3-yl ester _

97 4-Methyl-3-(4-methyl-piperidine-1-carbonyloxy)-1H- | 319.17
pyrazolof3,4-b]pyridine-6- carboxylic acid

98 4-Methyl'-piperidine-1-carboxylic acid 4-methyl-6-(4- | 400.26
methyl-piperidine-1-carbonyl)-1H- pyrazoio[3,4-

| b]pyridin-3-y! ester .
199 | 4-Methyl-piperidine-1-carboxylic acid 4-methyl- 6- 351.34
. phenyl-1H-pyrazolo[3,4-b]pyridin-3- yl ester
100 4-Trifluoromethyl-piperidine-1-carboxylic acid 4, 6— 350.11




hydr oxy-4-net hyl -1 H-pyrazol o[ 3, 4- b] pyridin-3-yl
ester 95Pi peri di ne-1, 4-di carboxylic acid 4-benzyl
ester 1-[4-536.40 nethyl - 3-(4-nethyl -pi peridine-1 -
carbonyloxy)-1 H - razolo 3,4-b ridin-6- | ester
963-N®thy|-piperidine-l-carﬁéxylic acid 6-386.32
pent af | uorosul fanyl 1 Hindazol| - ester
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974- “@T@%&hgﬁmpéngﬁb- -EaFH fié Qbﬂ% g%ﬁﬂé'tﬁﬁnw DZW 25

H 319 e- oxyl aci d
984- ﬁodmsrhéartm 17“3# rM«e $i8l g

102 ﬁi mt@-}dhl&déhﬁr@?bx?jﬁwd&tzbw 1 iRy BeidL- car pesoyhp- 1 -

zol o b ridin ester
QQAP ‘F%M'a%d%r. dipne-l-gcar ng¥| l-G—acid d

103 4- WEt@-)Chl@'o315-h yarfoxytntidzole-tHcaribaollio a8idd- b ri j296.36l

nr\l r*l
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NR3 6 X.~XNi 7'RL (1) 10 in which the meanings are:

W-(C=0-, -(S=0-, -(S®)-; X =C(-R)- or =N-; 15 Y
-G or-N(R1); 20 25 R hydrogen, hal ogen, (Cl- 06) -al kyl ,
(C1- C3-al kyl oxy-(CG--C3) -al kyl, hydroxy,

kyl nercapto, amino, (Cl-C6)-alkyl é(ncmEP20051000365
WO ipbb(t% gﬁz

)- al kyl am no,.
~rmono- (G - C6) - al kyl am nocar bonyl, -(C2-Co) -
al kyl am nocar bonyl, COOR4, cyano, tr;i f1 uoronet hyl,
(G -0C6)- al kyl sul fonyl , (A -Co)-al kyl sul fnyl,

Clainﬁ&n%m fonyl, nitro, pentafluorosulfonyl,

do)-aryl, (C5-Cl12)-heteroaryl, CO NR2R3,
O CO NR2RS3, OCO(Cl C6) - al kyl ene- CO-O-(Cl C6) - al kyl ,
O CO (CrCo)-al kyl ene-CO OH,

R 7 i G T L S e

- (C1-C6)-alkyl,; benzyl; 30 R2 H, (Cl-C6)-alkyl,

(d-c4)-al kylp henR1 (C6 G o)-aryl, where phenyl and

caryl rmy ‘bpti o) aI |y be substituted ;Py hal QgaN;
(Cl- GB),~ BC1-C3) 37 5 alkyloxy, h oxy,N—-RZ
(Cl-C6 -aIk Imé Mapto, amino, (£1- -alKybam/no, di-

(CZO - al Iamno nono- (G - C61alklar\n‘qdaarbonyl

- - ai yI amgyocar bonyl , -
(CI 06) at koxyggLl R)“T) cyano, ?rl\fj( oro 1thyI
trifluoronet hyI 0X (C| (6) - al kyl sul7f onyl pq

“am nosul fonyl, nit m or

ON | xU

in which the meanings are:

W

X

R1

R2

A'(C=O)"’ _(S:O)_, '(802)';
=C(-R)- or =N—;
-O- or -N(R1);

hydrogen, halogen, (C1-Cg)-alkyl, (C4-Ca)-atkyloxy-(C+-Ca)-alkyl,
hydroxy, (C1-Cs)-alkylmercapto, amino, (C+-Cg)-alkylamino, di-(Cp-C12)-
alkylamino, mono-(C1-Ce)-alkylaminocarbbnyl, di-(C2-Cs)-
alkylaminocarbonyl, COOR4, cyano, frifluoromethyl, (C1-Co)-
alkylsulfonyl, (C1-Cs)-alkylsulﬁnyl, aminosulfonyl, nitro, _
pentafluorosulfonyl, (Cs-Cro)-aryl, (Cs-C1z)-heteroaryl, CO-NR2R3,
0-CO-NR2R3, 0-CO-(C4-Cg)-alkylene-CO-0-(C+-Ce)-alkyl, O-CO-
(C4-Cs)-alkylene-CO-OH, O-CO-(C+-Ce)-alkylene-CO-, NR2R3 or
unsubstituted or mono- or poly- F-substituted (C4-Cs)-alkyioxy;

H, (C1-Ce)-alkyl, benzyl;

~ H, (C+-Ce)-alkyl, (C+-C4)-alkylphenyl, (Ce-C1o)-aryl, where phenyl and
aryl may optionally be substituted by haioge_n-, (C1-Cg)-alkyl, (Ci-C3)-
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" R3

tetra net hyl -t et rahyd rona pht hal ene; R3 H,

(C'-c6)-al kyl; or R2 and R3 may form toget her with the
nitrogen atom carryi ng thema nonocyclic, 10
saturated or partially unsaturated 4- to 7-nenbered
ring systemor a bicyclic sggurated or partially

unsaturated 8- to 14-nenbered ring system whose

i ndi vi dual nenbers of _the ring systens

r epl ac@ikyigxye fiydraxy: fﬁe@ah@lbm%ﬁa%tpoﬁw%r(gn&)ﬁ”a’ﬂﬁmmo di-
the .se cg&g&kﬁ%mmo%(c -((':Q-:éﬁs,)lammd%bonyi Hi{O-Ca)-

- 0- provi so t

units ﬁ*@l’ﬁ'f‘ﬁ@@@?qr% (COSCG\ﬁmag‘OXyC ony{ SYpnos Bﬂf}u?{é‘{“e&'éy'
adj acehﬁﬂuo?émw{@gﬁmcﬂ@;am@)mﬁbhyll antiessfonyl2 BitfE or

: Co6 I k f | hyl , COOR
((:SCI op?‘ : g“%ﬁr@% 5%/% 3\'&'& Igﬁ%'gnteaeyphy& ol ggl cal ly

tolerated salts and tautoneric forns thereof, wth

't he p t he conpounds of the fornula (1)
' V\?-y ébct?g 5))'&3‘ and R3 formtogether wth the

n| trogen atom carrying thema nonocyclic or bicyclic

R2 ar‘id F"tg Wﬂﬂ héztoge?é?lw thWiritio atdfh @érr{nﬁé'tﬁ@ﬁrélhi@ﬁocychc

R4

R5

R3 cannot s neou

f ol | o\,\,;sa’glra@gr@rﬁggtlauy msaiu o_ -@,@mgﬁ%’gcf 5’”9 sysqem ora

" substi bigyec ééﬁrﬁe@)or%)’a\ﬂla!@ﬂﬂ'ls%ratéd 83@ 1?4 nﬂmbered ring

i ndazol e derl vati ve of or
DO o sster whosg pahidug Srergberéied the Aag'shafEing by B!
deri vateplaced bylmaftorthtdeaatbnmrorl dtomdc gtcmpmafnbm the baiies

ée?[vi?t)&o%'lﬁ% K@r’é‘g% R ¢( Vvﬁ _dﬁéfillﬁggs 1202

‘a nmonowythithe psavieo élnﬁdWB urtits f&mﬂmee@@s +-Ohg—Sys —SOz-

whi ch sition 4 an atom or atomc
menber "N ttﬁeiééfsﬁ.e@@ - CHR5-, - CRSR5-, -(C=R5)-

-NR5-, -0-, -S-. 10 5. An |ndazol e deri vatlve of the
f or nul ﬁy(ljrd@l’enl kal@stFRW‘B@ntﬂ claims | to 4, in which

 (C4-Ce)-alkyl, halogen, trifluoromethyl, COOR4, cyclopropyl
cyclopropylene;

and the physiologically tolerated salts and tautomeric forms thereof,
with the proviso that in the compounds of the formula (I} with W = CO

a) R2 and R3 form together with the nitrogen atom carrying them a monocyclic or

bicyclic ring system if Y = N(R1) with R1 =H or (C1-Ce)-alkyl or

b) Y-R1, R2 and R3 cannot simuitaneously have the following meanings:

Y-R1 = OH, R2 = optionally substituted (Ce-C1o)-aryl and R3 = H.

An indazole derivative of the formula | or Il as claimed in claim 1, in -
which

is -O-.

~ An.indazole derivative of the formula | or Il as claimed in claim 1orz,
in which ' ‘ ‘ '
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4,

R1

R2

R3

Xin position 4, 5 and 7 is =C(-R)- with R = hydrogen.
15 6. An indazole derivative of the formula | or Il as
claimed-in claims 1 to 5 in which Wis -(C0O-; 20X
is =C(-R)- or =N-; Y is -0-; R is hydrogen, hal ogen,
(C1-C6)-al kyl, hydroxy, amgp®, COOR4, 25
trifluoronmethyl, (Cl-C6)-alkylsulfonyl, nitro,

pent af | uorosul fanyl, (C6-do)-aryl, CO NR2R3,

" O CO NR2R3 or O CO- (Cl- C6) - al kyl ene

COO (G (@ago)al kyl; Rl , is H (d-C6)-alkyl, benzyl;
30 R is (C1-C6) - aI kyl, benzyl, (C6-C o)-aryl or- '
tetranet hyl -tetrahydro-. naphthalene; R3 is H,

( C1- Co)aringakzolecderd/atite ofithh foBmutgel dred [hin tihidhhe

ni trogen atom carrying: them may fornma monocyclic 39
saturated 5- to 6-nmenbered ring systemor a bicyclic

g NRZRat ur ati®d mono@atic lsatUratedrﬁs—atmﬁ-atemb@edtrmglaystmﬂW@'d

ring SX@%&@{H%@% goFﬁﬂh‘ﬂ %ﬁ‘%’tom & r%n{d?e‘? flohithe series -

systens E Wo atons or atomc
groups -CHﬁﬁ-t HeRBRBBtefC= NR5€R@R5‘ - - (C=R5) -

-NR5-, -0-, -S-, Wlththe prowsothat tvvo unltsfrom

t he serles-o- dj

hydr ogé¥ 'W@ZO[@G?)&"B(IHQW 05&‘ fla i qfo' ﬂ@ cﬁegmed in claims 1 o 4’
(G - Con dHieH . hal ogen, tri fI uor onet hyl, COCR4, - :

-cycl opropyl, cyclopropylene. 7. An i ndazol e

derivative of the fornula | as clained in clains 1 to
6, in impbsitiodd, Warsl 7 ({C=Of-R)- WithR =@ydRygeror =N-;

An indazole derivative of the fo'rmuIaT or Il as claimed in claims 1to 5, .
_'-in which

is -(C=0)-~;

is =C(-R)- or =N—;

is -O-;

is hydrogen, halogen, (C4-Cg)-alkyl, hydroxy, amino, COORA4,
trifluoromethyl, (C4-Ce)-alkylsulfonyl, nitro, pentaflucrosutfanyl,
(Ce-Cro)-aryl, CO-NR2R3, O-CO-NR2R3 or O-CO-(C4-Ce)-alkylene--
CO-0-(C4-Cg)-alkyi; ‘

- is H, (C4-Cs)-alkyl, benzyl;

is (C1-Ce)-alkyl, benzyl, (Cs-C1o)-aryl or tétr‘amethyl-tetrahydro-_
naphthalene;

!S H, (C4-Cg)-alkyl; or

R2 and R3 together with the nitrogen atom carrying them may for_m a mqnocyciic
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20 Yis -0-; Ris hydrogen, halogen, nitro, hydroxy or

R4

RS

R1

R2

R3

P-CB)-alkyl; RLis Hor (C-C6)-alkyl; 25. Ris

(G -C6)-al kyl, benzyl, or (C6-Cio)-aryl; R3is
(Cl-C6)-al kyl; or 30 R2 and R3 together with the

ni trogen atom carrying thenggay form a nonocyclic
saturated 5- to 6-nenbered ring systemor a bicyclic

saturated or artially unsaturated 9- 10: nenber.e
o <ytwteh el -RAThean NG renOTa BcHES SarEed or
syste WEpdl‘ﬁ&ll)h@ﬁ&@*a@étEQ— t@y1 @-ma'hb@nedrnrfglswtemn whosg indjvidual

_ E aom OES ?egs :rsesfoﬁh%CHrfffg %’ﬁ}‘%{ﬂ paﬁﬁg %@g&%! gﬁ 08, t\c/) EEYVO atoms or"

of t he dtomiaigeoupk fasn thesenizs iGCHRBaI-BR5R-0-(6= Rfﬂ- -NRS- -0-,

whi ch | I3 28~ t
is hydr ge\HﬁrFH% %"é’é’%‘ﬁf'éﬁw‘é‘g‘"@ Lroﬁfthﬁ%g rlgéy am nom%y ne
COOR4, beladjacet uor onet hyl , ( Cl- 06) al kyI sul fonyl ,

nitro, pentafluorosul fanyl, (C6-C o)-aryl, CO NR2R3

OCONRZRS or O ) - al kyl ene-

'CO O (ds hys kgﬂPT-&Fhé’k!'qlle("@YlCG) al kyl or benzyl

15 R2 is (CI C5)-al kyl, (C6-Cio)-aryl or

A B P R Ak OB poeparony.

ni t r ogesychipponyterie.yi ng them may forma nmonocyclic
saturated 5- to 6-nenbered ring systemor a bicyclic

saturated or partially unsaturated 9- to 10-nenbered

ring syt mdesblesterivative ofithe formatebleass cleimed én elaigs 1 to 6, in
syst eng, iy be replaced by one to two atons or. atomc
groups Tromthe series -CHR5-, -CR5R5-, -(C=R5)-,

-NR5-, -0-, 25 -S-, with the proviso that two units
fromthe geides -0-, -S may not be

is =C(~R); or =N-;

is -O-;

is hydrogen, halogen, nitro, hydréxy or (C1-Cs)-alkyl;
is H or (C+-Ca)-alkyl;

ié {C4-Ce)-alkyl, benzyl, or (Ce-Cao)-aryk;

is (C4-Cg)-alkyl; or

R2 and R3 together with the nitrogen atom carrying them may form a monocyclic

-R_5

saturated 5- to 6-membered ring system or a bicyclic saturated or

partially unsaturated 9- to 10-membered ring system whose individual

members of the ring systems may be replaced by an atom_ or an atomic
' group from the series -CHRS-, -NR5-; and

- is (C1-Cg)-alkyl, or cyclopropyl.
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adj acent ; R4 is hydrogen, (Cl-C8)-alkyl, benzyl; and
30 R5 is (Cl1-C6)-al kyl, halogen, trifluoronethyl,

COCR4,

cycl opropyl, cyclopropylene. An indazole

derivative of the fornmula Il as claimed-in clains | to

6. and

8, in which 35 NR2R34@ s pi peridi ne which

~-conprises the atom c.menber CHR5 in position 4. 41 the
formula t or Il as clained in-one or nore of claims 1

1 t0°9."

the fo
clai ns
ef f ect

10. A medi cament. conprisi ng-one or nore of the

‘i ngppRbgoRaldrivativy esthe fokhulaA| BB dilmrerih chitis Bito 6, in wmch R
i nhi bi to:{é fect on hornone sensitive Ii pase. ° S

conpri 4%

& or nnre of the indazol e derivatives of
romula | or as clainmed in one or nore of

%bm:ﬁ ﬁz Arredlcarrent with an inhibitory |
nBhe ‘sensi ti ve | i pase 10 conprising one

or nore of the indazole derivatives of the fornula I

' or 11
one or

.§l.ained in- one or nore of claims 1 to 9 and
noreé active ingredi ents which have - favorable

effects on netabolic disturbances or disorders

R associ t?é ﬁgdrbpf hetélbben 1(@;1-@)@1@%0?{@% Yz?rhimoa@oom
Shprometon. €0 e ARl e paBR oA DG

con'prl
-the fo

cl ai ns
- nedi ca
- sensit

.1 n 20 one

l'ipid
R2 of the;
cl ai ns
di sord

f(Gbﬂmo)La@r GO-NR2RBa0OREO- NRZR@W O+COHCr-@)-alkyiene-
tCSJ\(\(”% ﬁ.’ng ﬁ)‘yﬁ or nore antidiabetics. 14. A -
tTre&A " Yhhi bitory effect on hornone
ive lipase conprising one or nore of the

1to 9 and one or nore
nodul ators. 15. Use of the indazole derivatives

0 & tBREmiethARSralydroRaghtblene;
{EEﬁE@a?lkw f’leb1 Sar?iment and/ o‘? pr e[?/yentl oﬁho
ers of fatty acid netabolism and gl ucose

' .R‘I !ndazoll&eHdg(E1 iémg?orgé%ﬁ%s formula | or Il as clai méd

R3 utilizad HO(C#C§}DQM?IV§r 25 16. Use of the indazole
derivatives of the formula | or Il as claimed in one

or nor

e of clains 1 to 9 for the treatnent and/or

R2 amd R3entogathef willh $hmr ditrogienratoin carryingithem maneformt amanocyclic

is inv
the fo

R4

R5

ﬁ-ﬁ-ﬁgfeﬂ%g mlaéix’?oeﬁ%d f@g éﬁ?@lﬁ 4% tﬂ@yél’\éastdtlyr%‘iec%r

partially unsaturated 9- to 10~ membered ring system whose individual
members of the ring systems may be replaced by one to two atoms or
atomic groups from the series -CHR5-, -CR5R5-, -(C=R5)-, -NR&-, -O-,
-S-, with the proviso that two units from the series -O-, -S- may not be
adjacent; - o

is hydrogen, (C4-Cg)-alkyl, benzyl; and

is (C1-Cs)-alkyl, halogen, trifluoromethyl, COOR4, cyclopropyl,

cyclopropylene.

NR2R3

An indazole derivative of the formula Il as claimed in claims 1to 6 and -
8, in which '

is piperidine which comprises the atomic member CH R5 in position 4.




or nore of clains 1 to 9 for the treatment and/or
prevention of diabetes nellitus and -the sequel ae
associated therewith. 18. Use of the indazole
derivatives of the fornula |l or |l as clained in one
35 or nore of clains 1 to 94for the treatnment and/or
prevention of dyslipidemas and their sequel ae. 42
19. Use of the indazole derivatives of the fornula I
or Il as claimed in one or nore of clains 1 to 9 for

10. t he tr eahiERidarddst/ mpt %Bhe@fﬂ nSrecsdtioé tridazsle derivatives of
abolic,s 20. The use

the T %’é%trﬁ@aﬁzéﬁ‘amt’ﬁeﬁ%wgw SRR M 2 i as
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clainmed in one or nore of clains | t09|n'

1. Gortt et ekl SRTBR AEELGR PEDAE sonsiyetpace

compilsmg dee sr aforé af the icadoleederiativesrobii fgrru@tasleor II'as claimed in
one tr’nHeZ?féIQi?nsd s‘h?ﬁders 10 21. The use of the indazole

errvatives o e formula | or Il as clained in one"
or nore of clains 1 to 9 in combination with at | east

12. 223 / g:”/ip ?‘?%cﬁaﬁéﬁﬁngtmﬁﬁ aeHisidry oifect bR @okmhens gensitive lipase
0

compTBANG PR OE e o Dot SaOIB ST atkEs Phltidorale ket clggmed in

one ci‘r HBEH GRS ¢ eTRIArel dvie oNmode attiveingfedibets whidhzhalve

vorgHd AP 55 Pk 1Rk B gt SLERER e,

active ingredient with a pharnmaceutically suitable

| 13, carrier W@Eﬁ%n@&ﬂ&ﬁﬁéﬁ%ﬂlmﬁy@f?&%ﬁhb%@nésfeﬁéiﬂ\/e lipase

suit ablpss
comprising one or more of the indazole derivatives of the formula I or I as claimed in

one or more of claims 1 to 9 and one or more antidiabetics.

14. A medicament with an inhibitory effect on hormone sensitive lipase

-comprising one or more of the indazole derivatives of the formula | or It as clatmed in

one or more of claims 1 to 9 and one or more lipid modulators.

15. ‘ Use of the indazole derivatives of the formula | or If as claimed in one '

" or more of claims 1 to 9 for the treatment and/or prevention of disorders of fatty acid

metabolism and glucose utilization disorders.

16, Use of the indazole derivatives of the formula | or Il as claimed in one'

‘or more of claims 1 to 9 for the treatment and/or prevention of disorders in which

insulin resistance is involved.

17. Use of the indazole derivatives of the formula | or H as claimed in one
or more of claims 1 to 9 for the treatment and/or prevention of diabetes mellitus and
the sequelae associated therewith. '

18. Use of the zndazole derivatives of the formula | or I as claimed. in one
or more of claims 1.t0 9 for the treatment and/or preventlon of dyslipidemias and
their sequelae.
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18. ~ © Use of the indazole derwatlves of the formula | or I as claimed in one

or more of cialms 1 to @ for the treatment and/or prevent:on of conditions assoc;ated
W|th the metabohc syndrome

20. The use of the indazole derivatives of the formula lor I[ as claimed in .

. one or more of claims 1 fo 9 in combination with at least one further active ingredient

for the treatment and/or prevention of disorders of fatty acld metaboilsm and glucose
utilization disorders.

21. The use of the indazole derivatives of the formula | or Il as claimed in
one or more of claims 1 o 9 in combination with at least one further active ingredient
for the treatment and/or prevention of disorders in which insulin resistance is
involved. '

22, A process for producmg a medicament comprising one or more of the

- indazole derlvatlves of the formula ! or It as claimed in one or more of- claims 1109,

which compnses mixing the active ingredient with a pharmaceutically suitable carrier,

* and converting this mixture into a form suitable for administration.




