;e3e 6: T!'7 Novenmber 2002 WD 99158503 _ 1 _ PCT/EP99/ 02289 New 1, 5- and
3-O-substituted 1Hindazol es having anti-asthmatic, anti7@johv&€mneeic2002
anti-inflammatory, imunonodul ating and neuroprotective action, process for
their preparation and their use as 5 nedi canents. Technical field 10 The
invention rel atesytndR@spseparati on and use of novel dgki %’@Q/‘b‘%ég@f
i ndazol -3-0l as nedi canents having anti-asthmatic, anti -a( ergic,
anti-inflammtory, imunonodul ati ng and neuroprotective properties. 15
Prior art Cycl osporinN&w( GsAr @ndFk-906ubs el turednddétppiesdant atiogal
subst ances ori gi nat i NGunfeh OB i@ ¢, Whinh -hDhéRjslc, t hgnGa2ir dapenrdept signal
transm ssi on pat hway %quniuﬂosc?éma%?” ty#)neds. Ingu;l' celtl s, .both conpounds
inhibit the transcription of a nunber of genés. TR ENd FK506GSR bi nd
with high affinity toPF6rapse fPEcAedF preperasiciuctprdsthdior esanpse,
cyclophilin (CQyp) or Meb@6ahkentdi.ng protein (FKBP) (G Fischer et al.,
Nat ure 25 337 (1989), 476-478;, MW Harding et al., Nature 341 (1989),
75S-760). Both proteins catal yse the isonerization of cis- and trans-am de
bond rotanases of peptides and are al so often designated as i munophi 1 ins
30 The conpl ex Béci@ehalypierd FK 506- FKBP bi nds cal ci neurin (CN) and
inhibits its phosphatase activity. The cytosolic, phosphorylating conponent
of the transcrjption factor. NF-A s recqgni zed as _a cellular 35 target
nol ecul e of CH) sl(gh? hat T h e ré%ié“g%%eté)f Ot%ﬁ PRV The et 15 ot
transcription conppexl sleriketives? ofr snérarl-danhots eddwpmeried hemitdl K.
Rosen, S.L. ~uS~anti<a¥tUmatilc Novemhei-20Q2gic? SciHai-heriardageyy, Chem
104 (1992), 413- 430, Guofl, BENGHy aAROEN BN QR (1), 1479- 1501). The
allergic, asthmatic di seases are based on an S nfra tory reaction which
is controlled by T cells and their nmediators. Corticosteroids are still the
agent of choi ¢® i Bride arteat nent of many all ergic di seases. CsA and FK 506
al so proved to be a favourable therapeutic in bronchial asthma and
underlying 10 infla tions hoth,in ani erinments and in clinical
studi es. Despite Fﬁ%ﬁ’r"grénngnbgcr%&f oart'{Tg*](rrptgéEatarfahel“}mﬂg‘ﬁ?‘fffplr@ﬁf?‘bﬁ of new
active i munophi | hatysli biswpesanass umblginpswintg waemotfypesdsi bivbi¢lo prepare
or isolate any noiehagid wheStaaitiadhesadhansighd)l Rlkahdisdispamachna@r
derivatives obgthese fal wah sybst ances. Ihes high i RRkBLLQLY RALENL ! al of

CsA, FK S06 and raga cin, however, 1s very considerab reduce t he
various 20 side effect¥ SR BT Al & THESFeRhl 9885A city 4RE ABR Dt oxicity
(N.H Sigal et albotly. thag., wktdh hi8h( 18Initglot®l2® ubMhatreicepbehi nd this
fact is the nonspggsddiGist ¥uoh dd1€ rbpt 8kagdeONcPeioppenih MaRePBE! ko | i gands
and the cel |- specLpic, pinding BEOLei NeehS @ 20, Lastl to LhE kngn,

medi ci nal -t herapeutic acti onTof these I mrunosuppr eéssants 1S consi der abl y
restricted. FaPthétfrofE?8%he 47&ckThy Yl ecidnding &t tHe  cHApvEtMdi4broves to
~be probl ematic esperdial | y 766-16Mg-t eBorth her@meeidd Subsiadgees waheh

i nhi bit the activilyndafi-REPsA B RGALYhind SQIBE SRR PEhASENanaeh &8 Cyp or
FKBP, have neur opg)%té%;:c%%ve prgpertl es, stinmulate neurgnal growth and are
n

suitable for the nt 6P%neufblegeteiat i WETSB di SEHIEELEND 9%7 40140,
US 5, 696, 135, WO 9mug@P8)insubstituted i ndazol e derivatives are known
whi ch, howevegg differ fromthe clai med conpounds with respect

The complex of CsA-Cyp or FK 506-FKBP binds calcineurin
(CN) and inhibits its phosphatase activity. The
cytosolic, phosphorylating component of the
transcription factor NF-AT was recognized as a cellular
35 target molecule of CN, so that in the absence of CN
activity the active transcription complex on the IL 2

promoter cannot be switched on (M.K. Rosen, S.L.
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7 Novenber 2002 - 3 to the subs tituents X, VY, Z, Rl, Rz and R~ and their
phar macodynam ¢ action. Corsi [Boll. Chim Farm 111, 568Na¢&mbdrodpl and 5
G annangeli et al. [Boll. Chim Farm 121, 46S-474 (1982)] reported on the
synt hesi s of 5-hydroxybendazac and EP-A-0 191 S20 describes the use of
((1-benzyl -5Shydroxy- 1Hindazol -3-yl))acetic acid for the treatnent of
colds. 10 Baiocchi et al. [Synthesis 1978 (9), 633-648] give a general
Zurveybof synt hesg@h@&@eprowééé@; afnhdrhe illdiélndangzﬁ,‘0|ﬁl-3—l50y\o 87/ 34874
escribes 1, 3,5-trisybstituted i.ndaz i ng i asthmatic,

anti-allergic, ank 1SR LASEE §r’1‘8‘ﬁd0£|dra?rsrdgg¥r&o’dull§?%nb@ét'i on. WO 96/ 04266
includes, inter alia, (1Hindazol-3-yloxy)20 acetam des substituted by
basi ¢ radi cal s anth4 heilneasgid . asishipatic albeasdd eragiec, basdd - ionf | anmat ory
and i rmunomodul at i ng BEOPELY | eSacAMSIR! 18! @nerbPRla [ SehcePhem  Ces.
75 (9), 109625 1107/ (19421]L§re_%crtled on ltchel repartlr_ ation o@ . e
nitro-i H ndazol - 328 s FhREF afieRELAFS - [ FOrREIHTEEHLS EF6ém SHYla) thgp7- 813
(1970)] descri besagsitc] of hechante- iimf | elerattopytrastti onf omaBP tdigergic
1, 5- di substi t ut edqBsdsds0XysAd Hidd#RZ 9 €1 2BRbGefltcBbe 4 PRa/IRELEe 30
(11), 706-708] degcribe 1-benzylated (indazo a_sﬁlﬁé‘li) aca¥lldam nocar boxani | i des.
35 JP 48026760 i ncludes:. iiter al i A o benzyl* T ndd2Si 3-YISXyEE&Y ani des.
EP- A-0 290 14%0 comptliageations 6-Retibsulbigt i tapiedl | ngapeyi@entahi epd ar én
| eukot ri ene ant agéenimical studiNevenber 2002 - 4 US 3,470,194, Pallazo et
al. [J. Med. Chem 9, 38-41 (1966)] and Guyla et al. [Acta pharm Hung. 44,
49-57 (1974)] describe 1,5-disubstituted (indazol -3-¥I )oxy 5 al kanoi ¢ aci ds
and their anti-inPFERATEt or§PSact 13495, RMRGTar col RECERSEh. ¥henfh®onm 42,
327-337 (1977)] reportidioatphyseahedanatvfe t rewmophi hidazolleditdds Yamaguchi
et al. CChem jPhapfiBibl. i d3ud2)ot388s33A o( 1899)dpadessti N&Iate any _
3-O substituted (%&pé/ré dtliné3-s¥lr)1é@drazsolt%snaEgAt hbekl’sc%ﬁtl - ast hnatic action.
EP O 448 206 conplises 1,3, 6-Trisubstituted indazol s ‘15 &Aa" THei - use as
her bi ci des, only @rrioratdvas kydf béhage perafivreed FHPIHIECSS poditei ohiglEP 0 191
520 describes (1- pmeiilcoey hylokebt hyxr oxy-clid, ndsiz 0668- yhjioxyeaeattenaci d and
|t pharmaceul | cabolisey, 20 ER 192348 485! | Refckdpgolas aad; gler
het er ocycl es having_aci dic substyl tuents i.n the ragl cal " Mas | eukotri ene
ant agoni sts. 2% UB'%¥ 966T98 T i ntT uBBE HTHEIbs T uf B AnitAdt Tiddzof®d and
their anti-infl ametorpxandtandlgesi 8iedf eetsalUS 3,-31s0O0Matbsctbes
3-di al kyl am noal kyl ®xyi,ndagod ©s)hanhig @nakgesd craRdradt i rd Rhbansgt ory
activity. 30 K V. Auers (Bere HLeChy, CDEM;oB0Sheqfben? Ot b0Rh; { £925)]
descri bes the COI’IS‘EICEU'[I on” of acylindazoles.” Zoni et al. T‘_Tuf Faf mico Ed.
Sci. 23 (5), 490-5pm5 @ErgeddE Hifd 176RECHicalPindBay | Prefiims -Fdsma 107,
598- 605 (19682% deswurlithe thhekabuy m@tii oimadf- the sadsitiitubedi dhHoifndazed - 3- ol S.

immunosuppressants is considerably restricted.

Furthermore, the lacking selectivity of the compounds

proves to -‘be problematic especially in long-term

therapy.

30

Substances which inhibit the activity of peptidylprolyl

isomerases (PPIases) such as Cyp or FKBP, have

neuroprotective properties, stimulate neuronal growth

and are suitable for the treatment of neurodegenerative

35 diseases (WO 96/40140, US 5,696,135, WO 97/18828).

Substituted indazole derivatives are known which,

however, differ from the claimed compounds with respect



7 Novenber 2002 - s Evans et al. [Tetrahedron 21, 3351-3361 (1965)]
descri be the synthesis of 1,3-substituted acyl- and tosy} NgG&REeER025
Anderson et al. (J. Chem Soc. C, 3313-3314 (1971)] describe

1, 3-substituted tosylindazoles. Schnutz et al. [Helv. Chim Acta 47,

1986 1996 (1964)] describes [sic] the al kylation of indazol ones. 10 On
account of nunerous side effects of the preparatl ons introduced, |ack of
curative effects @cnduwesmstth@n&@tg 0p, nen-gpegi f i ther aPya.na @heat need
for conpounds havi,n q_qu ‘ﬂ’%}a effectlveness and saf ety furthernore 15 exists
for the treatnmentP T ASPHAEIT'E 8Fstdbes. The invention is based on the

obj ect of f~_nding new conpounds havi ng rotanmase-inhibiting and/or

pul nonary eosi nopfddsii nfsdtir.at tRdmi NiHakint i Ng 1pr opesis7es angz23Q nmakang them
avai | abl e by target qlqlagégwegﬁs ]A c%rghet e&%( "povFergl a§§lof S4bgy ance,

whi ch surpri si ngl%/ ophilins specl |caI s represented by the
conpounds of the FbtdfllarFPaL d%"ngi:hFoStYHE $hiverit c?nhyq}ﬁ?’éyttﬂnéééa‘bf
conpounds has a hamgh 25-2af0f L9l t520f atescmibaopbihd | vse sath [ &5-HeypB1-5-
Description of thg,daventioihaaubRl 3 SjiNghyerid f@m now bagn furgdethat the
new 30 i ndazol e degl v§t| ves are able to inhibit the action of PPIase.
Accordi ngly, thes® corrpounds are of great inportance for the production of
medi caments where the inhibition of PPlase is of benefit. Such illnesses
are, for exanpl e: Bpieidcpheial aneuri@patieeis, 1vaar o935 akegeaeg]at@we stroke,
Parkinson's and ALZNGLIEL,Sy&) SEASERcHd:UBLA CoRiAl Rl seRseR. THLtIPIe
sclerosis. It has urtherm)re been denonstrated that t e conpounds
according to the 3P drP e able to inhibit the infiltration of

eosi nophi lic granul ocytes into the 7 Novenber 2002 6 ti ssue, which is

char act eri sti g5 of yé h@7asi Bt hesbAlRRNasEs 1LACE E@st iTRGl NVERLLO 4 €l at es
to new 1, 5- and 3 O-substituted 5 1Hin azollcfs of the eneral fornula I

OY-Rz R Z N N 1289 BBt S A anftn R IV 9F RET R AR Tve the
fol | owi ng neani nganchmNue@dea’éaLQ@-%CUS(‘)- - (CHz) P—, - (CHz ) p-O, -
I(Daglz—i):CI%C_QCI—I:CI—IfG-a@gO§Cg_9 NH-, (Cl-ljt)P-Z-lOiI-S YCI-lC]—l(CI—lz) P-, - (CHz )
) 6 inter ‘&li 1[9"1'?@ Col
- (CHz) p-O, £CHz?' (ééf qu (Crgg’¥ iﬁc‘;o%jl ’éhz)p-
- ( CHz) p- CHOH- cﬁaSlCanéi#C(a ?’erp
1...4, 20 Z can bent‘-leasth@atlc SOantLSOzLerglC)(@ﬂZC)lanﬁ\kwm@t ry land 4, -NH,
-NH- (C=0) -, - NH ( Cefhurdiodu rVHngC5@per@ies- NH- CHz- (C=0) - and -NH (C=0)
-CHz 25 R, Rz and R3 can be identical or different and have the follow ng
meani ng: nmono-, bi- or tricyclic saturated or nono- or unsat ur at ed
carbocycl es havi nBfasnstigl r¢thq130 (ReRbdit&chi rChsstr-t Cegt af> pe”/?ényllwﬁapht hyl ,
ant hranyl, fle2®renyd7 @r94adhorepdntedrort rihey griepasatiwinatedd o rophio- or
pol yunsat ur at ed heter.Q6ysless having 5...15 ring nmenbers and 1...6
het er oat ons, which are preferably N, Oand S, in particular 7 Novenber
2002 t hi ophenyl, pyridinyl, isoxazolyl, benzim dazolyl, benzo[1, 3]dioxolyl,
pyrim dinyl, quinbétsami gefi nakol ildyl Hewerptotli-ny¢hempyr T ol(@di nBlo7 -8 r ol yl ,
phenyl [ 1, 2, 4] oxadiazal)y! gepbemist hsaZpl sle~ anti-inflammatory action of

30 the 1,5-disubstituted 3-hydroxy-1H-indazoles.

Hannig et al. [Pharmazie, 30 (11}, 706-708] describe

l-benzylated (indazol-3-yl)acylaminocarboxanilides.

35 JP 48026760 includes, inter alia, 1l-benzyl-1H-indazol-

3-yloxyacetamides.

EP-A-Q 290 145 comprises 1,3,6-trisubstituted

indazoles, which are leukotriene antagonists.



where the carbocycles and the heterocycles can be nono- or pol ysubstituted
by: -d...s-alkyl, -Od...s-alkyl, -0-C3.,.~-cycl oal kyl7 NG®EHDer 2002 OF
tricyclic saturated or mono- or polyunsaturated carbocycl es having 3...14
ring nenbers, nono-, bi- or tricyclic saturated or nono- or polyunsaturated
het erocycl es having 5...15 ring nenbers and 1...6 heteroatons, which are

preferably N, O and S, -F) -Cl) -Br, -1,” “oR, -SH, -NOz. - NHz,

-NHCI . . . s-al kyl, -N(G . S- aIkyI)2 -NHCs...ia-arYl, -N(GCs...ia- arYI) Z.
-N(d . ..s-al kyl) ia-ar g -NHCOO -al kyl . - NH CCCS ia-aryl.
-CONHCI . . . s-al kyl 5 - %:d\”iiicé94 é iffy‘to etcd\iHsobb Medgq ppfe. 9. 38-41

- CONHSOZCs. . . i a- atM66)4 Chpd- cgf:ca) ‘al s-@ideyl phat©S)i@ing .. gH4al i4)9F57 COOH,
- CoA . S- al kyl ) (ISQA% dé@ﬂﬁle l‘@'—d(tg:@stgtuteg a'JlKMIaZOlOB' )(lc):Q)cy—

o 3 P eng B g S B S S g ALY T 1
4, -SQz-Cl. _s-al kyl, -SCZ Co. . .1l4-aryl , Rl and Rz can furthernore be H

with the proviso kthainali%l [ic&lnotci-éd/mertt?ém— Coam. Ra2Z szn-fur thernpre be NOz
The conpounds a i_ng t tion N ? xcl udi ng conpounds

as in formula I|: %% % g? Sg%?%:%§%'°? 8%% Y?%L%) % ‘where p = .. 4,

then Rz nust not be pyridine, piperazine, pyrintdine tetrahydropyridine;

7 Novenber 2002 gvandguzhiisetNaLl(CECheir. - REa{eC=QulNH- ,43- NI ( C30R-334

-NH- (C=0) - CHZ- angh &dgqyl t ageusbes Rls -o%meeyttu@nosabeytt&ﬁ@d Q%) -
pol ysubstituted b where p = 1 to 4,

Z(CHZ) p- COOG . gr‘i&ﬁ" e\im%li% Eﬁeir a“a“ Eft‘é\i%ﬁ aCtm‘}ar kyl ,
-CCNHCS,..iaaryI - - CONHSsQzd! . ., s- aIkyI, - CONHS02Cs, . . i a- arYI,

1H|-tet [)azm 5-yl bEt’ hemwlmstcdt@tnbesphenyds tﬂ’i&ﬂﬁstlhildefiu'[ﬁﬂia@bles f

po ysu stitut n y a If R3-Z
= , then FEQ X“émiééﬁ% %%% aﬁg%eg?fkﬁﬁéénegﬂg$yo%a€%K¥he olﬁf§n%
neaning R1- X = beewmjitted. Héﬁﬁﬁk?d@ﬁ?fPORz Y = benzyl, 2-pi.colyl. The
invention furthernore relates to the physiologically toIerabIe salts of the

conpounds accordi Bg ¢ q of; 08 sl adés-crIBespharr&egwtgéaaiﬂiystei&mmeﬁsalts are
obtained in a custo %aé%]gayg bgepgutraliz é;ﬂ? Fg?%waceuases W th

i norganic or or gahi¢ At 28t oo € aci it i nor gani c
or organic bas3®s. Possible |norgan|c acids are, for exanple, hydrochloric
acid, sulphuric aepdy ipbosphaidserapbesl Didarpdeobdmanicthaei Hetafoggnies aci ds

are, for exanple, hg@rrgoxyaialewsutml%eﬁyt phapi caci d gyel asyacgtic acid,
tartaric acid, Ia tic <_{)ro pioni c acid, glycolic acid, malonic acid,

mal efic acid, ?t%ﬁa&rae WAGPBLSSId, succinic acid, alginic acid,
benzoi c acid, 2phenoxybenzorc acid, 2- acetoxybenzoic acid, ci nnam ¢ acid,
mandel i ¢ aci dasci §§i L, sael, de1 B J164881 € i SMskCYhica aqif)iRamB18esahd cyl i

acid, ascorbic ach .enb nic %hgatnico%hngga cgd %éBQJ%OtInIC acid,
oxal i ¢ acid, amino acids, anes ?dﬁonic acrdi &t anesul phoni c acrd

2- hydroxyethanesulphonrc acrd et hane- 1, 2di sul phoni ¢ aci d) benzenesulphonic
aci d, 4nethy|benzemeswuphed$cdasbﬂuﬂﬁ;nap@ﬂh&b&aeuﬁxsmbmhmﬁhckaonds

Possi bl e i nor gani g, %ngrgeemfcognaxatm' %nfeadialt%wysﬂa%l@g sol ution,

pot assi um hydr oxi de sol ution, Novenber __amoni a and organic
bases are am nes, preferably, homever) tertiary anines such as
trimethyl am ne, tKietvhylZamveme, [Beri didtschN, thmneﬂhylam8Lidé%ﬂqapﬁ®line,

i soqui noline, a- pieid)Nedeldri¥eeObthdEonk Stk Ll bRCacHUind@Ldide. or
pyrimdine. In addition, physiologically tolerable salts of the conpounds
according to fornmula I can be obtained by converting derivatives which have
tertiary amno gréeps eft 2k-helEbr Fesperli Bg- gutier ndd y (AhmorfiSdnP8hlts in a
1Pkm|anﬂelr_ Iénowa pﬁtgwi Baasi&ileequaterﬂiozrimgcagentrsargreto'iprsgfexaupl e, |

al ky al i des suc t t e ori de,
but al so aryIaIkyI H§e2%§ﬁéﬁg %ﬁzy%iéﬁiorige g? ? Xtuﬁg+

brom de. 15 Furthéﬁr&ﬂ4§zoﬂhe*ﬂﬁvention of conpounds of the fornula | whi ch
contain an asynmetric carbon atomrelates to the D form the Gformand D, L
m xtures and, in the case of a nunber of asymmetric carbon atons, the 20

di astereoneric fornms. Those conpounds of the forrmula |I which contain
asymmetric carbon atons and are obtained as a rule as racenmates, can be
separated into the optically active isonmers in a nanner known per se, for
exanpl e using an optically active acid. However, it is 25 also possible to
enpl oy an optically active starting substance fromthe beginning, a
corresponding optically active or diastereoneric conpound then being
obtained as a final product. 30 The invention relates to the use of the
conmpounds according to the invention or their physiologically tolerable
salts as. 1. |nh|b|tors of PPIase for the productron of nedicanents for the

e Y o - . - -, Y



These di seases include, for exanple, bronchial asthma, allergic rhinitis,
allergic conjunctivitis, atopic dermatitis, eczemn, all erigNeveantsiri2002,

i nfl ammati ons nedi ated by eosi nophils such as eosinophilic fasciitis,

eosi nophrlic pneunonia and Pl E syndrone, autoi mmune di seases such as
rheumatoid arthritis) rheumatoid spondylitis, |upus erythematosus, nultiple
sclerosis, psoriasis, glonerulonephritis and uveitis, insulindependent

di abetes nel litusgand sepsis;; Thecompeunds, acqor disng;tpz4ihe h@%gpLion or
their physiologically tolerable salts are fxrgper for the
*of

nore used . fo
production of nedfEéanertSs Fir FPREYBteévent’ on’ 0TS 1R 66 TSh Pe4cti 8RS after
transpl ant ati on ofogelirslazpiesues or organs. For the production of the
medi canents, in addition to the customary auxiliaries, carriers and
additives, an gffkggggqgﬁ_gpsglof[éhe goposnds accqkdi ng, 0 h@glgpvention
or their salts’is usedﬁ he dose 0 'tﬁe active conpounds can vary dependi ng
on the adnini straffdfrtGuted ARt LhRF¢fhitost Lt 99aEFent, nature and
severity o.f the diseases to be treated and simlar factors. The daily dose
can be given as ap:hfeiViQdual degerd.0 demadat i SiEr 6ds@ncey or(19ld| vi ded
into two or nore gallgnggs s %th%Sa @%_%igglefi%dgggﬂ%pgp ng. Possible
admini stration foffig are o afS paren%éfﬁl, I'ntravenous, transder nal ,
topi cal, inhalt8tional and intranasal preparations. For administration, the
cust omary phar nacedt a€adunpr epafaidronsf 91des «fdhacbe auSaetesgedpaattiablet s,

coated tablets, capgul@feqdi SRELSHP! EuPAVLR! S rOERNULES, (1RAURQYS 80! Uti Ons,
aqueous or oily suspensions, uerEU|ces or drops. har maceuti ca

Syr Solid
forns can containtPﬂePP“Fﬁ§F%5¥8n Y cat r PETE NTRch HY #%ﬂpoéQﬁﬁple,
calcium 7 Novenberi®p(02 -hilgh e&fponareesealagiduntplrdyphatedhesadieam
phosphate, | agbosexistareh) th@Ntchohentdlodi Batiest igehadddresguar gum
magnesi um or alum nium stearate, nethylcellul ose, talc, highly disperse
silicic acids, silicone oil, high nolecular weight fatty acids (such as
stearic acid), geFé?iﬁPV%Q%VUEgﬁ%*EﬁeﬁegéidHFb‘gﬂeéﬁiﬁélfﬁéﬁé“%nae%ils,
sol i d hi gh nol eculcampavweidght hgpolngnmerog a@ssreh ndgbpol et iy /e @llyookyy
preparations suitabkendniiorakn At Ak $E£-alihQP) ATy CORLBhArrids deghsed,
addi t i onal flg ouriggs Qp/or gﬂ@gaqur%arLgﬁ§;%yg@gégpceuticaI forns can
be sterilized“and/8r &pti Ghal 1y ‘Eontain Auxiliari’és sUCH as preservatives,
stabilizers, wettiPng egjgeselpensderati nglagent £ entHbSitRpers, $preadi ng
agents, solubilizeusprsalngsy svgass ofimsugdhidlecohobsedigncaegyl atieg the

osmotic pressure QL fofe UL BY 1 N RBRPLHAVIcICORE t o HEIY! At S rafdgi tives
of this type are, for exangleh tarth?éﬁfﬁnd citfrate buffers, ethanol,

f
conpl exi ng agent s "PsUBR 4BVEtHyend et Thac¥ti¥ndei 42angd fegh
non-t oxi ¢ sal 28). aEdin¥tegflat imynchbilinscosfh yas sosBi bl e hi gh nol ecul ar
wei ght pol yners are those such as, for exanple, |iquid polyethyl ene oxide,
m crocrystal line g%gggiﬁﬁgﬁ g@qﬁgxxg@&hxkgelluloses, pol yvi nyl pyrrol i dones,
dextrans or gel atim: or exanple) starch, |actose,
mannitol, nmethylcellulose, talc, highly disperse silicic acids, high
nol ecul ar wei ght fSatpyisicigds. (sitchhas gtogarbeeracifdind gelhati ntheagaewagar
cal ci um phosphagt e,; ,HRONES I d4F; $E ERFAL GreaBbi@l caANGinsget el eadabs, ogol i d
hi gh nol ecul ar meEth golxpers sugh astlgl)oleyetchpélenedsglécol.O Bx ¢
suspensi ons for paré&nteral 6P ol dal BFpIT cAPIBREEN BE® vigetEBRE
synthetic or sem -18pafrfatdec foF| sheurtPdstienrokxeadiicareriguitgreathy acid
esters in each casenbeviing 8ft pp2&eCiat ofitbdneflihe $uiht ¥ 1aséskezhairas, for

exanpl e pal mtic, dauric, hpidecyl b6, JIRLART T CincikE3 ik 5N AChGy OV i Sti C,
| eyl ey B¢ ! .

r
beheni c, pentadecanoic, |inolelc, aldic, brassid erucic or oleic 7

Ic, ]
Novermber 200232 18€9§0FR QAT chSaFe est efdF585°M T h Aho- AtE T e hydri c
al cohoi s havi ng 1diee&s<3 attoasratsigchrasn digraexanpiuétipiet Banelosigt-hanol ,
propanol , butanol ,;:pght afdthekmd ReidechS Q8RS rgdb¥& Ana@r tdlyesiRundFatty
acid esters of this Lype are, Egg exan éﬁﬁlcggyeg L?'LX av: knglgpwlglyols,
i sopropyl nyristat’&€ - °TSOpr opyl palnitate, i sopropyl® stearate, PEG 6-capric
acid, caprylic/caprifélaeitdonst ef s e isaphildiCedofartipcyrephotse the
pol yoxyet hyl ene gl ycerol trioleates, ethyl oleate, waxy fatty acid esters
such as artificial duck preen gland fat, isopropyl cocoate, oleyl oleate,
decyl oleate, ethyl lactate, dibutyl phthalate, diisopropyl adipate, polyol
fatty acid esters and others. Al so suitable are silicone oils of differing
viscosities or fatty al cohols such as isotridexyl alcohol, 2octyl dodecanol,
cetyl stearyl alcohol or oleyl alcohol, fatty acids such as, for exanple,
oleic acid. It is furthernore possible to use vegetable oils such as castor
oil, alnmond oil, olive oil, sesane oil, cottonseed oil) groundnut oil or
Soya bean oii _ Possible solvents, gelling agents and solubilizers are water

. - o o oy —y . N o o



30 The preparation, dispensation and sealing of the preparations is carried
out under the custonmary antim crobial and aseptic conditi®bNevenderp§é2dose
of the pharmaceutical preparations depends on the age, condition and wei ght
of the patient and on the adm nistration form As a rule, the daily dose of
active compound is between 0.001 and 25 _rrg/gg of body wei ght. 7 Novenber
2002 - 14 Preparation According to the present invention, the conpounds of

5 the general fordyukge! &mrbqsprc%%@@emtt Beof Ok hovi AP acessEs: Process

for the preparation of e .conpounds of the general fornula I, according to
Claim 1, charact f%drﬁa(f 5%8% hat a) for X - -SQZ-, -SO the reaction is
carried out according to schene 1. 15 1HIndazol-3-yl sul phonates Il are

reacted in the preseneeentish basetard,tol fneappreprhaaea-bxhdﬂﬁmaw@nce of a
diluent to give clqm%%g s, Qf thhgh%(?%w%lfpg J:II where R1, R3, X and Z

have the abovenenti oned neanin ndazo - 2 sul phonates |1 or

1-sul phonylindazoles 111 are reacted, if appr@p | e in the presence of a
base, in particular sodium hydri dé——a d appropriate in the presence of a
diluent, in particular dinethyl sul phoX Mnf h conpounds of the general

formula Hal 25 Y-Rz where Rl, Rz, R, ' atl Z have the abovenenti oned
meaning and Hal is a halogen atomF, Cl, Br d¢ iodine, to give conpounds of
the general fornmula |, where RlL, R2, R3, X ?‘m&i Z have the abovenenti oned

meani ng. 7 Novenber 2002 - 15 Schengp OXR~~OHR-ZR-Z\ ~\~\~N
~ NN X~Ra Fornula Il Fornula I1I r@“% R '\ NN1 X~R- Formul a |
b) for X = - (CHZ)ip .whid@HA p-O , 2~ ((13|—|Z)|f?3-(@ﬁ¢éb)-R bove (topz)foplofima)) - NH-,
- (CHZ) ~, - CHOH ,meaGkilt (CHZ) P-, - (CHz ) p-CHECH, -CHECH (CHz ) pwhere
p=1...41th eaction is carri ed out according to scherre 2. 15 Conpounds
of the general formula Ill are reacted, if appropriate in the presence of a

base, in particul’ar s&#t ukfhydfide, ~Shd i 1(CHploropritatid or ¢ he(Ghésence of a
di l uent, in particul ancedymet hyl(caulplioxdideirH-w t h (CionpeHwds , of -chai-gener al

fornul a Hal - Y-RZ wherecRl,  R2, 2053, oX=cX-and Zehaye (Ehg abovenent i oned

meaning and Hal is a haI ogen atom Cl, Br or iodine, to give conpounds of

the general forniula P,~ éRl R2 R3, X, Y and Z have the
abovenent i onekh neani ng. 7 Novenmber 2002 5 10 Schene 2:
Y can be -(CHz)p-, -(CH3)p-O-, ~(CHz)p-(C=0)-, - (CHa)p-
(C=0)-NH-, ~(CHy)p~(C=0)-NH-(CHy)p-, - (CH,)p-CHOH-,
~CHOH- (CHp)p~, - {(CHy)p-CH=CH-, -CH=CH-(CH;)p- where
p =1...4,
20
Z can be -0-, -S-, -S0-, -S0,-, -0-(CH;)p- where
p=1...4, -NH-, -NH-(C=0)-,-NH-(C=0)-NH-, -NH-

{C=0)-0-, -NH-CH,;-(C=0)- and -NH-(C=0)-CH,-,

25 R, R? and R® can be identical or different and have the

following meaning:

mono-, bi- or tricyclic saturated or mono- or
polyunsaturated carbocycles having 5...14 ring
30 members, in particular phenyl, naphthyl,
anthranyl, fluorenyl; or mono-, bi- or tricyclic
saturated or mono- or polyunsaturated heterocycles
having 5...15 ring members and 1...6 heteroatoms,

which are preferably N, O and S, 1in particular



OHR-Z N1 XR Formula IlIl - 16 O~Y-R R Z NI --~ N1 X~R~ Formul a

| where fornula |1l can also be present as the tautoneric7 November28dRa |V
according to scheme 3. Schene 3: OHR Z . ~\v NN X~R Formula Ill OR Z
W~ NH~ N X~R~ Formula IV The conpounds of the general fornmula |I are

new. Working exanples 15 The foll ow ng representatives of the conpounds
according to the invention are nentioned by way of exanple: 20 25 30
3-[2-(2-brono- 4, 6-di f| tbiophemoxy perhdiayyl 5-irsaeryy 1( tdnmméddzsilphonyl ) -
1H i ndazol e benzo[l,3]dioxolyl, pyrimidinyl, quinolyl, quin
5- et hoxy- 1- (t ol uene- 4- sugghogyl ) - 3- 5-lg3-ir| fluor o .h%phenyl 2—'113;12’ 4- oxad
i azol - 3-yl net hoxy] - 11 3fGazdY e’ ~MOorPhotinyL,  PYrrolicdinyl:  PYIrolyL.

6-{ 2- [ 5- et hoxy- 1- (t ol waeey ik glengddazyilndazol - 3yl otygredéhyazelyl4- di hyd
ro- 1H qui nol i n- 2- one

N- (2, 4-di fl uorophenyl)-2-[5-net hoxy- 1- (t ol uene- 4sul phonyl ) - 1Hi ndazol - 3-yl o
xy] acet am de

3-(6- chl or obenzo( 1, 3] di*bREE- 51| FENGKGT oS- ARt hehe - NREBIREYF b rfAR Pe1H i nda
zol e 3-[3-(4-fl uorophemphppreppollysbbst ittna-el- b3ni t r obenzyl ) - 1H-i ndazol e 7
Novenber 2002 - 17

3 [2- (& chl or obenzol L, 34 oxl .57 1 mef hoxy) et hoxyldazol .yt vl T phe
1- (4-fl uorobenzyl) - S- mebhoxy- i(-2-¢4- trieyphichoggyerdtmdy] o1 Hrcndaz ¢ire 5

3- (2- (2-brono- 4, 6- di f| Wan ppheRkelihoxyfbdry®@eBOXMading 3...14 ring

[ 2- (4-nitrophenoxy)ethyl]:1Hind le ... . .

3-{2-(2-brono-4, 6-difl é‘glr"gﬁﬁsé'nofy gt hoxby]] - 19[:3, tﬁrdicgﬁlltl)?obseantzufff?%-_r%t hyl t hi
0- 1Hi ndazol e 1-{1- (2, #°8Pch| GXobdIPAYPREREYZALEL HiRGEGERERSKSS et MYE 10

1H i ndazol - 5-yl } - 3- naphlt.hal&nriny| nemserEheamdnpoured shetregoahamac tvdriiched by
means of nelting point . thipstaysn Cht ogeLAGr phys, el@mental apalygi,s, NVR
spectroscopy, IR and WIS SREST O8E0PY ARE, 13- 2RL0naLk e U5l 0GB

-NHCs. ..14-aryl, ~-N{(Cs¢...14-axyl) 2, -N(Ci...s-alkyl).
(Cs...14—aryl), -NHCOC;. .s-alkyl,  -NHCQOCs...14-aryl,
~CONHC, .. .¢-alkyl, -CONHCs. . .14—aryl, -CONHSO0,C1...6~
alkyl, ~CONHSO0,Cs¢...14-aryl, -CN, -{(C0)C;...s—alkyl,
-{CS8)Cy.. ¢-alkyl, -COOH, -COOC,. g-alkyl, -0-Cs...14-
aryl, -0-(C0)Cy. g-alkyl, -0-(CO)Cs...14-aTY1,
benzyl, benzyloxy, -S-C;...s-alkyl, -S-Cs...14-2ryl,
-CF3;, -(CH2)p-COOH where p = 1 to 4, -(CH)p-

CO0C,...¢-alkyl where p = 1 to 4, -S0;-C;...¢-alkyl,
-50;-Cs...14-axyl,

. ; 1
R! and R? can furthermore be H with the proviso that R
is not H when X = CHg,

R’-Z can furthermore be NO;.

The compounds according to the invention are new, but

excluding compounds as in formula I:

If ¥ = -{CH)p-(C=0)~, -{CH;)p-(C=0)-NH- where p = 1...4,
then R? must not be pyridine, piperazine, pyrinidine,

tetrahydropyridine;



Purification using colum |iquid chromatography: In the preparation of the
conpounds of Exanples 1 to 123, the 1, 2-di hydroi ndazol - 3- gnaserbeppsong to
the 20 general formula V can be formed as by-products. OR Z NY-RZ N X~R~
For~aul a V The conmpounds of the general fornmula |I can usually be 25
separated fromthe conpounds of the general8fornula V by recrystallization.
If this is unsuccessful, a col ym-chronat og}[@phi c_separation under the

fol | owi ng conditiof§ i € ndfessAFY{C&ati onadfy (SRS hor nifE¥Ra8L-%i4 i ca
gel, e.g. Si 60 to-UBO(d=0)-FHs+ti chedsi zeimhlten8udll0 ERM E uephenyit hyl ene
chl ori de/ ethyl aceiatssgbQataead SEtinyansseht addielmeidano! 088/ 5, The
conpounds of the gegerfl f@%{rul § %iarenm)re pol.ar than the con$)ouh'ds of the
general formula I, 258 the CHabobREE: o1hs5e Pyéner 41° for miFE2 P~ CY¥ el a1t ed
first 35 under thesékehr wharegpraphi &- cohdi tTOMHEC:. Thiaskyl7 NOWSHDeEr. 2002 -
ég D:Jr“; i gation Opey B! i aronesoAP) i-cakke, t ccaldst, Exanah8S It fedd.

anpl e el 2 .
3-i 2- (2- Bronp- 4, 6- é?%lsucﬂldp B2 ) SEHoRE- Be Ry - TRRRTIRS e E4E.d I Fhony! ) -
1H i ndazol e Bf F Heobuswps§ifabrd mhyl ) BF shakedrixy- Ok inddlnl - 3-Gil. .4~
t ol uenelO 4-sul phoaak@lasne drFssolved in 300 m of DMSO and treated in
portions with 3.54 g (140 mml) of sodium hydride (95 per cent). After
stirring for 15 mnputes, a solution of 28.5 93(105 mol ) of
1- ( 2- br ono- 4, 6di f | GbrbpheR PP - BThForbaRe Y FUEGORRE  HBHBERPS WS added
dropwi se and the nmhateairghe fodlowimgdmaan@C for 3 hours. After cooling, it

is stirred into 1.jt% of pugt.ar,, sthecHBxbeheyi S extracted three tinmes with
400 M of ethyl acF;gtg ggch ti gt_apiéolle lorgani c phase is dried over sodium
sul phate and distilledto rEizrlgzlriess FA°Vacuo, 20 and the residue is
recrystallized fromethanol.: Yield: 25.1 g (45.3 of theory) mp. 133-134.5C
13C- NVR (DVSO- d6; 89 MHahvenBicn 21. Bufitiderrayed CHBOlated. 3 and 72.thecach
CHzO. 25 The start] . : | u f he aratio f 2to
76 (Tables 1, 2. Al ArSierty; | ¥larbLl DRI ERTIRL. Ofpf FeABRLAR

5- met hoxy- 1H i ndazdFSEGR9t b 8225t phonat e 5- net hoxy- 1H i ndazol - 3-yl

4- chl or obenzenesul Prordtegmgepkidiory it ¢ Iefmbdle- 8ayts are obtained in a

4-f 1 uor obenzenesul pheitda@y madndOVBPDLREUZPARi zathBn of the bases with

S et hoxy- 1 | ndas i caof TR o AEERE UL DY i Brmaiaacion of the
5- met hoxy- 1H i ndaz®F:9% y|witthi o fRERSETES ul PhorREE S e PRERY - 1HEPFHLIS - 3- v
4- acet yl am nobenzeiresdaplionaicéds are, for example, hydrochloric acid,
sulphuric acid, phosphoric acid or hydrobromic acid,
organic acids are, for example, carboxylic, sulpho or
sulphonic acid such as acetic acid, td;taric
acid, lactic acid, propionic acid, glycolic acid,
malonic acid, maleic acid, fumaric acid, tannic acidg,
succinic acid, alginic acid, benzoic acid, 2-
phenoxybenzoic acid, 2-acetoxybenzoic acid, cinnamic
acid, mandelic acid, citric acid, malic acid, salicylic
acid, 3-aminosalicylic acid, ascorbic acid, embonic
acid, nicotinic acid, isonicotinic acid, oxalic acid,
amino acids, methanesulphonic acid, ethanesulphonic
acid, 2-hydroxyethanesulphonic acid, ethane-1,2-
disulphonic acid, benzenesulphonic acid, 4-
methylbenzenesulphonic acid or naphthalene-2-sulphonic
acid. Possible inorganic bases are, for example, sodium

hydroxide solution, potassium hydroxide solution,



5- met hoxy- 1Hi ndazol - 3-yl qui nol i ne- 8- sul phonate 5-net hoxy-1H i ndazol - 3-yl
napht hal ene- 1- sul phonat e 5- net hoxy- 1H-i ndazol - 3-yl 7 November 2002

2, 5-di chl orobenzenesul phonat e

4- (5- met hoxy- 1H i ndazol - 3-yl oxysul phonyl ) benzoi c acid
5-nitro-1Hindazol -3-yl tol uene-4-sul phonate 5-nitro-1Hindazol -3-yl

4- met hoxybenzenesul phonate The synthesis of the conpounds of Exanples 2 to
31 carried out anah@gﬂuslynd()dd@anp&oa&du@e aeeordiingsExapid @rho1furt her
starting naterial g COLLESRAN '@ﬂ; ?@”0&¥ﬁ%kyksbrggiﬂéﬁh§¥ ghlorides

wi t h neani ngs of n as shown.
3- Phenoxyal kyI oxyFch‘aH‘éﬂL%mi“esul phonaﬁjd%‘s“e@( CHz A Yo9Rge Ry \amN L in®-5~-0 R~
Formul a VI CriB0wdilinep aieddinoRnR m-Yieblind,.p. pGidNWRmenpl ¢ (~ of

[C] (DVBO db) 3 heg Qﬂn[eppmuﬁrmln@ 4 Bokyhidihenyl 2 37 140 65.22; 68. 26
29 113-115 28 51; 64 24 86. 99 4

(2-PrOH) 3 A-Toly 2- Pr OH)

4-Tolyl Phenyl 4 §§¥&§¥125p%ﬁ§%? SBLCTYpr e ?l% 84595 °F 7 RBvenber
2002 5 6 7 8 9 10°ampoppds3aggondingg 4oy Eewmuhx)m.q@ﬂybezceﬁew%xizbﬁ phenyl
4-Tol yl 4- Chl or 0- céhub tphe NYdr i4aChl @¢ arhi4hChh ¢ OcerZ iQrphamyo RR6HY:

4- Fl uoro- 4- Chlo AR 2%Q¥F oro%%lhgn@F££m3’ qug%en %aﬁ;%04ygpeny

phenyl 4-Tri - oro- 2 met hoxy  pl D -
2 34 chlorophﬁ%ylm@P"ﬁﬁl%P°2“4P$i 58 F9SEL B?dﬁﬁ%ﬁVPlﬁPW%niﬂenzseaEf 2 21
f1uorophenyl 4- Tofot eXadpbe, ZlkyTr h&limrsophehyds decvilh- i@dileomeehyl 10
oxyphenyl 4, 6- dlf$fgmwaaheau& ‘%JE}bﬁgP AnBreap; 4ue pheny! arylalkyl

4, 6- dlfluoropheny TonI 16.bro i tropheny 2,6-Di -
2 14 oxyphenyl ?ﬁﬁf iﬁlt?o%%en § benzyl ch 5ride! " 8pneRy henyw%tgyl
bromide

15
Furthermore, the invention of compounds of the formula
I which contain an asymmetric carbon atom relates to
the D form, the L form and D,L mixtures and, in the
case of a number of asymmetric carbon atoms, the

20 diastereomeric forms. Those compounds of the formula I
which contain asymmetric carbon atoms and are obtained
as a rule as racemates, can be separated into the
optically active isomers in a manner known per se, for
example using an optically active acid. However, it is

25 also possible to employ an optically active starting
substance from the beginning, a corresponding optically
active or diastereomeric compound then being obtained

as a final product.

300 The invention relates to the use of the compounds
according to the invention or their physiologically
tolerable salts as
1. inhibitors of PPIase for the production of

medicaments for the treatment of diseases mediated

35 by this enzyme and/or
2. inhibitors of late-phase eosinophilia for the

production of medicaments for the treatment of

diseases mediated by these cells.



123-12S 64.92; 66.24 (MeOH) 153 64.73;67.13 (2-PrOH) 149-154 66. 24; 68. 74
(MeCN) 121-126 65.48;67.97 (EtOH) 160-162 66.26; 68. 61 ( 2- PNOy&mMAdr220020

66. 24; 68. 77 (MeCN) 136-69. 24; 71. 42137. S( MeCN ) 96- 10067. 87;

68. 69( Et OAc) 101- 69. 35; 72. 20102. S( Et OH) 110- 69. 29; 72. 4S111. 5( Et OH) 119- 67. 64;
70. 49121. 5( Et OAc) 138- 69. 41; 72. 05139. 5( Et @H.43469. 17; 72. 17(MeCN) 153 69. 72;
72.73 ( EtOH) 7 November 2002 - 21

194- Tol yl 4- Ni t r o- ZDpsendizeaseh| HroludeN €p5- erapnkehy Ip3vashioh Aaswimg. 4-Nitro
- 2200xyphenyl phenyi Pi22gibi orAimN dirsQ- 235pkegyt pheﬁtijﬁx%ﬂniFDtnysl 4- Qip@c219phen

5691, 68, 49 (NbCN “AIFCLTH b6 oeoky: 37050 O gty e cREERMLBRS (o,
148- 151 65. 64; 67. FSEAEPACRY q_orﬂ}nfs’bl’a% %JS?%@SGEO(SQ@@WCSF%?%%@S#rom
5-ni tro- 1H i ndazol ed@ipbophol irenendsunbpizonahd, Bl bphiosteng detdiv@iinees were

prepared anal 0gousjyieasQEMikacy!  a 8L-NEX s RRNYE £LidMen <& NMRATRIe6 &
of [ C1( DMSO- ds)the%ﬂﬁ&&g}__ ory 254-Tol yl 4- ChI or o- 25818 65. 5:

68. 10phenyl ( MeCN) PUSH¢ Hgﬂﬂggsgg mu tlple s¢lerosis,
71. 21chl oro- (n- Bu@%ogheﬁys27lgrmieyh2916e®r-122512®16®. Qgreitis, insulin-

72. 07f | uor o- (n- BuGidgeheayt 28dnEeky| e BriDus248d SA62188;
72. 14brono-4-(n-B ni t&on‘grh%nyl 294 T0| yI 4-Ni thro 22021t2 %1665 ?E%e

67. 54phenyl ( MeCN) KGVRT 2002°% E educt i on of 't h&" 5-1i tlro group
corresponding to t?i‘é’sﬁpé@@mﬂfléyast?]@rtaé’lExéﬁdlté gze t herfhsirmenp ngsed -
derivatives were pfapahedprdbdbofitul af hediRbmenbklzfdax-thR pRevéntYioal d£M p.

"C- NMR anpl e (~ of ToLyl | or o-
86 192, 5. 66. gl 6 420 "‘@FQ‘*%% ’ggpra%r[%nf‘%ﬁ Xf‘tg’pi %ngy‘:?e%l%goro

68. 68/ 71. 30 br onp- %SSH?SP?mrgﬁPFro phenyl Exanpl e 32 LO
5- Met hoxy- 1- (t ol uene- 4-sul phonyl )-3-[5-(3-trifluoronethyl phenyl)-1, 2, 4- oxad

i azol - 3-yl met hoxy)rokHtHad 3208 dn N LChahe GhddilcameAt NCA N LS tion to
the customary auxiliaries, carriers and additives, an
efficacious dose of the compounds according to the
invention or their salts is used.

The dose of the active compounds can vary depending on
the administration route, age, weight of the patient,
nature and severity of the diseases to be treated and
similar factors.

The daily dose can be given as an individual dose to be
administered once or subdivided into two or more daily

doses and is, as a rule, 0.001-1000 mg.

Possible administration forms are oral, parenteral,
intravenous, transdermal, topical, inhalational and

intranasal preparations.

For administration, the customary pharmaceutical
preparation forms can be used such as tablets, coated
tablets, capsules, dispersible powders, grarules,
aqueous soluéidns, aqueous or oily suspensions, syrup,

juices or drops.

Solid pharmaceutical forms can contain inert

ingredients and carriers, such as, for example, calcium



/ CH 3.06 g (9.5 mol) of 5-nethoxy-1Hindazol-3-yl toluenel5 4-sul phonate
are dissolved in 50 M of DWVBO and treated in portions w Y Nole@BerRa0R4. 2
nmol ) of sodium hydride (95 per cent). After stirring for 15 mnutes, a
solution of 2.5 g (9.5 nmol) of

3-chloronet hyl -5-[3(trifluoronethyl)pheny 211-2, 4- oxadi azole in 20 m of 20
DVBO are added dropwi se and the mxture js stirred at _60C for 3 hours.
After cooling, it F&reaeed | MRYFBH0 nPhotPhddter, SPRFVRJ fRIIOSEhABRM s, and
the precipitate islhctésy,edsodfchi t hasnictalon abghineaesystaélatzied f godax

T3CNR (DVEO d6: 300 Mt ign Sronbuinitnd Selizlefs Roe¥leiuesgie 144C
synthesis of the c&ﬁgﬁurf&@h&Y %&%ﬁﬁfiséas%gi?joc : ilgg?c’ﬁﬂjrée‘ﬁ‘eolﬂl?énﬁ"r%ousl y
to the procedure agoiecubeanptedgBR. f20tWabredg: (such as stearic acid),

o e R Formila G R AL EE U (LARNE DS e el L of
, O ~~S R~ Fornul a .z : ie G~ mple (~ o
[C] (DVBO d6) theo?§7§‘s’CHf° bdprrggé E?‘r%‘fuyﬁaﬁ_%ee}r?}% -B%Hmerfsgkvs?@ 7P Sl
oxyphenyl (MeCld) Pelwsthydene TEllyrodl MePReRgcT-ions 198-tpddeg5f@7 oral

acetyl phenyl (Et OHpakdbnibstFakydn 2-ddnuoeonbai?l 1%6- 460iHdd,76 widieiepdeny!

(2-PrOH) 36 4-Chl 0695, 4, BLUAr Q387023 dodskar 62. 78 phenyl chl or ophenyl
(EtOH) 37 4-Fl uoro-lE?%Yc%"r]'Ji:l%lPuoro-/oLO 113 70.5%8 phenyl nethyl phenyl (MeOH) 38

4-Tolyl 2-Fluoro- 23 151-152 65.43 phenyl (2-PrOH) 39 4-Fl uoro- 2-Fluoro-
18 149-1S0 66. 39 phémyld phlenylaceMeN1 fJrmpveaebe2(d2ril2ded and/or

404- Fl uor o- 4- Fl uor gp8ick{¥111463ntsphe Byt phaiilecEtdddhd I Tol ddA~ERE 9EH- 2- 2585
-9067- 74nitropheny|§ -PrOH) 424-Tol yl 7z ~ (84198- 20268 gséélveo\l) 102. 66CI F
~65. 35; 434- Tol yI ~ STEFZEET (e ORETBS. 639°81° 490 EARE2S S, 2899975 Tol yI ~
~10248- 252 (M CN) 6enybpifgergge. SigaRding 4a®BIt454- EPwbblizers, salts,

sugars or sugar alcohols for regulating the osmotic
pressure or for buffering, and/or viscosity regulators.

Additives of this type are, for example, tartrate and
citrate buffers, ethanol, complexing agents (such as
ethylenediaminetetraacetic acid and its non-toxic
salts). For regulating the wviscosity, possible high
molecular weight polymers are those such as, for
example, 1liquid polyethylene oxide, microcrystalline
celluloses carboxymethylcelluloses, polyvinylpyrrol-
idones, dextrans or gelatin. Solid carriers are, for
example, starch, lactose, mannitol, methylceliulose,
talc, highly disperse silicic acids, high molecular
weight fatty acids (such as stearic acid), gelatin,
agar-agar, calcium phosphate, magnesium stearate,
animal and vegetable fats, solid high molecular weight

polymers such as polyethylene glycol.

Oily suspensions for parenteral or topical application
can be vegetable synthetic or semi-synthetic oils such
as, for example, liquid fatty acid esters in each case
having 8 to 22 C atoms in the fatty acid chains, for
example palmitic, lauric, tridecylic, margaric,
stearic, arachic, myristic, behenic, pentadecanoic,
linoleic, elaidic, brassidic, erucic or oleic



1) ~ J ~10246-2S0 (M Ctv)6S.93; 91 58p enyCe. ZZ CHI 464- Tol yl 10168- 17462. 82/
, N(Et OH) O HOCZ CHI 474- Chl or 0- 14180- 18260. 92phenyl ~ ~N( Et CHNbveEnIEraD02Tol 1N

~ Z411S3- 15761. 27( MeCN) N- OCHI 494- Tol yl zY" ~ ~ ~S172-17461. 34w o( EtOH
) SO4-Tolyl z" (N~ ~ ~23180-18167. 77 s( MeCN ) 7 Novenber 2002 - 25 Exanple
51 - 12 -

6- (2-[ 5- Met hoxy- 1- (tol uene- 4-sul phonyl ) - 1Hi ndazol - 3yl oxy] acetyl } - 3, 4- di hyd
ro- 1H qui nol i n- 2@ HIDch jafe OesteHaE9d \ Wik OTRREr StO ~tyihgdnig 3.66 g
(1i .5 mmol) of Sarehboxyhditigndaze -83-yladdisyesacy- ssl) pheanad:empne, di ssol ved
in 50 mM of DWVS e LR p ' | 1 k), . of sodi um
hydri de (95 per?(l:e?rglt EEA?%Q%H&SJ%rg%%aq{%r'%égﬁ%nlét ggnggjdl% sol ll}}%aff)n of 3.16
g (11.S nmml ) of I BrEremItEtdY °F- grygero. Fatsyr aR{dr orATFoLtnéhin 30 M of
DI\/SO_ S a_dde_d drqu &ee_anfbxt hﬁaﬁibi(éljf@odmﬁars:ﬁia[n_ech\&ﬁlﬁﬂfefm'rng'othUI‘ s. After
cooling, it is s{ig 8 yiNtQ, 200,08 of; vater, ) Sggarm@aﬁe,r 61_4323%?3,1 and the
r

precipitate is 15 filtered off th suctiop. an

b recrgs}fgﬁlfg,zed om
acetonitrile. Yi¥igraseo oP¥37.86G2BF Fhedf) MGFPY3EC 1E3CARMR
(DVBO- d6; 300 Memterss af 2FafuGHzEd 23aptyHelcpBo¥s 20 pCHroxEGhv16m30; 69.5
(E:I;ZO, | 189.52 2 XGQQYQS—_ erbR (&Bgléa&@ﬁo |@1_:leT|hﬂe§)£B'} Ea&ixs ofcame aen@ouggs O}‘
anpl es to IS carri.e out _anal.ogo yt t he I oC ur.e S 1n anpl e
25 51. 7 Novenbar 9003°<" 24 Tgﬁltéfégl%l-sPﬁiélﬁgccg/Pfﬁgaz elea-“f-sgf"bhonam de 3

~R 0-C(HZ R isopropyl cocoate, oleyl oleate, ecyl oleate, ethyl
lactate, dibutyl phthalate, diisopropyl adipate, polvol
fatty acid esters and others. Also suitable are

silicone o0ils of differing viscosities or fatty
alcohols such as isotridexyl alcohol, 2-
octyldodecanol, cetylstearyl alcohol or oleyl alcchol,
fatty acids such as, for example, oleic acid. It is
furthermore possible to use vegetable o0ils such as
castor oil, almond oil, olive o0il, sesame o0il,

cottonseed o0il, groundnut oil or soya bean oil.

Possible solvents, gelling agents and solubilizers are
water or water-miscible solvents. Those suitable are,
for example, alcohols such as, for example, ethanol or
isopropyl alcohol, benzyl alcohol, 2-octyldodecanol,
polyethylene glycols, phthalates, adipates, prépylene
glycol, glycerol, di- or tripropylene glycol, waxes,
methylcellosolve, cellosolve, esters, morpholines,
dioxane, dimethyl sulphoxide, dimethylformamide,

tetrahydrofuran, cyclohexanone etc.

Film-forming agents which can be used are cellulose
ethers which dissolve or swell both in water and in
organic solvents, such as, for example, hydroxypropyl-
methylcellulose, methylcellulose, ethylcellulose or

soluble starches.

Mixed forms between gel- and film-forming agents are

also perfectly ©possible. Here, especially, ionic



| ~~N _ wN _S-ORz Fornula VIIl Rl - CH30 Ex-RRYieldM p. G- NVRanpl e( $
of (C] (DVMBO-ds) t he- CHZO / C=0 ory) 524- Tol yl 4- Chl or o- 7173- 1BR&@rMter 2002
/ 190. S5phenyl ( MeCN) 534- Met h- 4- Chl or 0- 37183-70. S9 /

191. 38oxyphenyl phenyl 183. 5( MeCN) 544- Chl or 0- 4- Chl or 0- 21166- 16972. SO /
192. 84phenyl phenyl (2- Pr OH) 554- Tol yl 3, 4- Di .-, 9173- 17872. 65 /

192. 52chl oro- (MeCN) phenyl 564- Chl or o- 3, 41L3)| -13175-17S70. 42!

190-03pheny|ChlOﬂﬁcQ&&gggkgﬁggyg§g4uégftyéué%‘%AJ 65%2% %ggy Sgédlum

191. 47am no- chl or o- q*;‘? 58Na ht ha-3, 4-Di - 17210- 21270. 97/

190. 68l en- 1- yl ch°8F o&%ﬁyﬁﬁ%m §éu. n&Pr }ﬁa%’-”yz}lﬁ 35393 o pghmerdy

191. 438-yl chl or o2cNECN) phamyd 60ardlol ytst- besphteny| 84k9B8uR00 28y Sdpecttdsh, 3S( MeCN)
7 Novenber 2002 seaZg:Lﬁ:JolétQﬁl 0LQyidtdi pheny! 66206r8€,m1%r1y|%

4- Met h- 4-bi pheny| 23198 2059x phen 63 4 e

2248- 249ani no@(n heny |q‘% %‘“16%9%\5% T S5 92"2% §3X‘7 192. 47
Starting from S- @pgrgg%qrnga@gﬂgegnw t ol uene- 4sul phonat e, the fol |l owi ng
derivatives were prepared 5 anal ogously: Fozmula VIII, RL - NOz Ex R R

Yield Mp. C NVR:apple, (Fofuiblod %&ﬂ%géewﬁ%ﬂ?o . 85%3 Qrgé( 8 yedod ion

4-Tolyl 4-Chloro- 35 20, 1-207 72.06 191. 74 phenyl
of the 5-nitro grdtp c8}¥‘ées‘ﬁ&nd| H@r?%ht“ne Ar o@é&ﬁ?’é‘"@s iHSERENDISS 87, the
fol | owi ng deridvattinieshavarlempnepar edildagmyul aaldntoiRl - nNMEAGSOLiR

RYi el dM p. C- NVRanpplg( ~ of[C] ( DMSO- ds)the CH20 / C—Oory) 65 4- ToI yI

4- Chl or 0- 64193-7 28 1 19% PF anje 2nuldifyvenber 2002 Exanpl e 66
N-(2,4-Difluoroph nyI Hox toPuene Esulophoﬁyﬁ gfLI—'ngenc?gzol 3-ylo
xy] acet ani de O , IcaN RIgR B¢/ r\eqqsﬁ)aSIS gr gogmat ignpglyhofs, for

5- met hoxy- 1Hi ndaa&a}npﬁeyl offol en@adrgldyiipbnate aaetdi seeloned ierre@ m  of
DVBO and tregied J,gppordd ons - - Ladtl10p( dfcfoalfBPL: téod%aw& dride (95

per cent). After Prrln m nut'es, sol u nmol )
of a-chloro-2,4 f’(’fYéIFF‘F‘hoF‘b%ﬁféi a‘?ﬁ]1 i o F’ﬂr‘?’ﬁfarﬂ ‘Pﬂ“OBﬂ/B’t‘f‘?s a a&ropvvi se
and the m xture im®nstteamteat p6ISHbat8s htrgs. TREe®r, cetll nglcatiolis stirred

into 200 M of watehcnst, rrefdykerod hoﬂd(b'r&)st@@ga&@e prgaivekiatig lesefl i | tered
off with suction %nd recrysthwb ed f r am,net hanol he 15 recr stallized

precipitate is fiTCeF e of 1 erll}’c]t an l(yB;l/y(f)? odutt " °t he CETY t:rrat eis
concentrat ed 4% JIGthylameenignt eﬁ*h](ﬂfyétaal P¥ zadt9ren/ fkaldgnpl eekyglviselpr oduct
is filtered of f withbrsaerthophospficalid: adid ngpnodTh8Plafhihdenityy. 20 m p.

155- 159C 13C NVR DB fs. SUMHEo . doriadls B1 £H3oe5507 CiDio 0012 OHR0:

165.4 C=0O IR (KBr 1706 %O 25 The sg ihem s _of _the_conpounds of
Exanpl es 67 to 76‘3l éct‘éra}*‘i 6% Hifacsgbl ﬁf’tt‘8“t‘ﬁfe PHOELT €%adFn Exanpl e
66. the prevention of the breakdown of the active

25 substances, such as antioxidants, for example
tocopherols or butylhydroxyanisole, or preservatives,
such as p-hydroxybenzoic acid esters, can also be
necessary for the preparation of the desired
formulations.

30
The preparation, dispensation and sealing of the
preparations 1is carried out under the customary

antimicrobial and aseptic conditions.

35 The dose of the pharmaceutical preparations depends on
the age, condition and weight of the patient and on the
administration form. As a rule, the daily dose of
active compound 1s between 0.001 and 25 mg/kg of body
welght.



7 Novenber 2002 - 29 Table 4: Other 3-subst. indazol-1-sul phonam des -R O
R ~\ NN _ S OO 1z RFortaula IXR - CH30 Ex- R R ¥Nevembér2002C NVR
anple ($ of [C) (DVSO-ds) the- CHZO (ppm) orY) CH 67 4-Tolyl i ~ ~ ~ 16
128-129 70.13 (2-PrOH) OH684- Tol yl S135-14072. 79(EtOH) G\ CI/ \694-Tol yl CH
018142-14467.08cH o ' (Et OH) ~ \ 704- Fl uor o- - ~6154- 15769. 58phenyl o
cH~(MeCN) 714- Tol yl CH ~ ~ F5165-16969. 40 OH) 0 ~724-Tol yl ~ ~
\29177-67.970 H cH-178 . S(EtOH) Or34-Tolyl Ctii--~ ~39196-20067. 79G N
~(MeCN) HCl CHi H744- Tol yl ~- - N24147- 1516S. 860 ~- ~( Et OH) 7 Novenber 2002 -
30 0 CH=~N i O-N fi‘ﬁfé\ééﬂ’ﬂl\l i ~ NI H14 238-241 67.20 (MeCN) 24 216 dec.
66.85 (MeCN) 75 4-Tolyl 76 4-Meth oxyphenyl Exanple 77
?é(G-Ch|grObePZO[icéﬂﬁﬁﬂﬂ§ﬁko5ﬂykﬂ&hh@éﬁl-Enﬂﬁﬁ@ﬂﬁﬂ-]ﬁhe compounds of

-ni trobenzyl)-1 'qggﬁ D 5 .
5- met hoxy- 1- ( 3% ni tti?%benzglaﬁ- %lglgzggféglof)@;?%gp I s?go %e&h? nfoll(‘}ﬁwrlﬁlgof DVSO
and treated in poP¥?¢i¥eeRith 0.72 g (18 mmol ) of sodium 10 hydride (60 per
cent). After stirring for 2 hours, a solution of 3.1 g (15 mmol | of
6-chl or opi peronyl pehlyd dg, i Negd FleraPVBP be added dLopMS e, ANdRL he
m xture is stirred at ‘3310&“” 3 hours. After cogqli.ng, 58 m of water are
added dropwi se, tRAEHNt JPETE 15 AGPFEN of© ¢ afBPIHEEIEPY i s
filtered of f Wt hisudtaton. The precipitate is first recrystallized from
i sopropanol, then fromethanol. Yield: 3.3 g (47.0 of theory) mp.
134- 135.5C

a) for X = -80,-, -S0- the reaction 1is carried out

according to scheme 1.

15 1H-Indazol-3-yl sulphonates II are reacted in the
presence of a base and, if appropriate, in the presence
of a diluent to give compounds of the general formula
IITI, where R!', R}, X and Z have the abovementioned
meaning.

20 1H-Indazol-3-yl sulphonates IX or 1l-sulphonylindazoles
IITI are reacted, if appropriate in the presence of a
base, in particular sodium hydride, and if appropriate
in the presence of a diluent, in particular dimethyl
sulphoxide, with compounds of the general formula Hal-

25 Y-R? where R!, RZ, R’, X, Y and Z have the abovementioned
meaning and Hal is a halogen atom F, Cl, Br or iodine,
to give compounds of the general formula I, where R!,

R?, R®, X, Y and Z have the abovementioned meaning.



7 Novenber 2002 - 31 13C-NWR (DVSO-d6; 300 MHz) : b - S1.5 CHzN, 55.7
CH-G 67.8 CH20; 101.7 OCH20. The synthesis of the conpoundevenibeE280D! es 78
to 85 is carried out analogously to the procedure as in Exanple 77. Table
5: 1-(3-Ni trobenzyl)-3-al kyl oxyi ndazoles p-R CH3-O/ I "N NGO Formula Xl

Ex- RYield Mp. CGNWR anple ($ of (G ( O ds) theory) N CH2/ O CH

784- Chl or ophenoxyet hyl 31118-12051. 46/ 66. 63;

(2-PrOH) 67. 32794- Niidrephenoxyet hyl 75163- 16650. 48/ 67. 03;

facet-67. 10o0ne) 804- Car boxam nophenaxy- 94159-162S0. 47/ 66. 22; OH

et hyl (Et OH) 67. 28812; Br onp- 4, 6-2%53-73S2. 01/ 68. 32; R-—7

di f | uor ophenoxyet hf . B0822, 6- Di bronp-4-18118- . 68. 09;

ni t rvphenoxyet hyl ( Et OAC) 95,N\ 83CHZ N ’

H Cl 55160- 170S0. 39/ 68. 3 e g:ane) 842, 6- Di chl'or obenzyl 61139- 19{350. 49/ 65. 31(
32 i 8

Et OH) 7 Novenber 2002 - 5 ~-~ C~ 53 141- 144 S1.91/ 77%8Q'(2-PrOft)
Exanpl e 86

3-[ 3-{4- Fl uor ophenyl ) gi*8pBX3)E5- ni t r o- 1- ( 3- ni t r obenAA 3 I fdazole 5 10 15
20 OONOF ~~N N1 NOZ 5.97 g (19 mmol ) of

5-nitro-1-(3-nitrobenzyl)-1H ndazol -3-0l and 4.47 g (29 mmol) of
3-(4-fluorophenyl)propan-1-of are dissolved in 150 m of tetrahydrofuran
and treated with 7.6 g (29 mmlj of triphenyl phosphind A solution of 5.1 g
(29 mmol ) of diethyl azodicarboxylate in 10 m gf_&zetrahydrofuran is then
added dropwi se and the mxture is,stirred at 20 to 25C for 5 hours. It is
then distilled to dryness in vacBo—¥ke rgesidue is stirred with 50 ml of 1IN

sodi um hydroxi de solution for 2 hours & eMNalized with 5 m of 10N
hydrochl ori ¢ acid, and the aqueous sup ant is decanted. The oily
product is crystallized by stirring with nethgnol and recrystallized from
n-butanol. Yield: 4.7 g (54.9% of theory) mp. %5-90C 13C-~ (DVBSO d6; 300
MHz) ; 8 - 30.35 CHz; 30.91 CH2; 51.15;5HPN, £8.95 CH20. 7 Novenber 2002
- 33 Exanple 87

3-[3-(6-Chl orobenzol[ 1, 3] di oxol - 5-yl met hoxy) - 5- net hoxyi ndazol - 1-yl met hyl ] phe

nyl am ne b) for X = -(CH2)p-, - {CHy) p-0-, - {CHz) - (C=0) -,
10 ~(CHy) p- (C=0) -NH-, - (CHy),~CHOH~, ~CHOH-

(CH3z) p-. - {CHy) ,-CH=CH-, -CH=CH- {CH;) p-

where p = 1...4 the reaction is carried

out according to scheme 2.

15 Compounds of the general formula III are reacted, if
appropriate in the presence of a base, in particular
sodium hydride, and if appropriate in the presence of a
diluent, in particular dimethyl sulphoxide, with
compounds of the general formula Hal-Y-R?® where R!, R?,

20 R', X, Y and Z have the abovementioned meaning and Hal
is a halogen atom F, Cl, Br or iodine, to give
compounds of the general formula I, where R!', R?, R’, X,

Y and Z have the abovementioned meaning.



HCCii 52.2¢9 (4.7 mol) of

3- (6-chl orobenzo[ 1, 3) di oxol - 5-yl net hoxy) - 5- met hoxy- 1- ( 3- AiNovebwez 2002 1H i nd
azol e are dissolved in 500 mM of dioxane, treated with about 1 g of Raney

ni ckel and hydrogenated for 2. hours at 70C, 10 20 bar. After cooling, the
catalyst is filtered off with suction, ghf filtrate is distilled to dryness
in vacuo and the residue is recrystalIizedsfron1dioxane. Yield: 1.8 g
(87.50 of theory)gsidhe 253-1. S4C 15 13C NVR (DMSO-d6; 300 MHz) : 8 - 52.6
CHzN, 5S.7 CH G 67.9 CHzG 101.7 OCHzO. The synthesis of the’\p_quounds of
Exanples 88 to 90 is carried anal ogously to_t he_proceduge as in Exanple
20 87. Table 6: 1RF3=Aqi yl ) - 3- al kyl oxyi nd8zoré -ONN, NHz
Formul a XI| 7 Novenb 02NEx- R anple - 34 Yiel p. Xo of [C]
theory) "C -bl MR ( DVBO N CHZ/ O-CHZ-88-© ~ ~ NHi -230

50. 991 66. 63; (2-PrOH) 67.35 Z&H:QI CHO8 p ~- ~ 77 176-1?8\ 2. 00/ 66. 43;
NH (di oxane) 67.33 CH90 Z ~ ~®) t-!1-Cl 40 155-1S8 50.84/70.57 (2-PrOH)
Exanpl e 91 1-(4-Fl uor eberdyd )rxa- net hoxy- 3-[ 2- (4- ni t rrephandxy) et h5
oxy]-1Hindazole H Ci NOZ F 4.1 g (15 nmol ) of

1- (4-fl uorobenzyl)-5-nmet hoxy- 1H ndazol -3-0l are dissolved in 100 mM of DMSO
and treated in° pofR§ShEomreir £1F €28 M PeoPreTIituAS 18Py U PREED per
cent). After stirfomg foomula TYurscomliggl bbi wrheoke 3.7 g (15 mmol ) of
2-(4-nitrophenoxy]ethyl bromde in 20 mM of DMSO is added dropw se and the
mxture is stirreg at 8Q-90C for 3 hours. After cooling, 2SO0 ml of water
are added dropwi s85"T1e’15 mixture is stirred for 4 hours, and the solid is
filtered off with suction and P
(47.20 of theory) &rpZ

Hcrystallized fro etganol.

ol 5C 20 13C-NMt ( DNBO-

CHN, S5.4 CHQ 67.0 67 R CH-O ~ N—H
N N N
\ A
X\Rl X\R'
10 Formula IIT Formula IV
The compounds of the general formula I are new.
Working examples
15
The following representatives of the compounds

according to the invention are mentioned by way of
example:
3-[2-(2-bromo-4, 6-difluorophenoxy)ethoxy}-5-methoxy-1-

20 {toluene-4-sulphonyl)-1H-indazole
5-methoxy-1-(toluene-4-sulphonyl)-3-{5-(3-trifluoro-
methylphenyl)-1,2, 4-oxadiazol-3-ylmethoxy]-1H-indazole
6-{2-[5-methoxy-1-(toluene-4-sulphonyl)-1H-indazol-3-
vloxylacetyl}-3,4-dihydro-1H-quinolin-2-one

25 N-(2,4-difluorophenyl)-2-{5-methoxy-1-(toluene-4-
sulphonyl) -1H-indazol-3-yloxylacetamide
3-(6-chlorobenzo(l,3])dioxol-5-ylmethoxy) -5-methoxy-1-
(3-nitrobenzyl) -1H-indazole
3-[3-{4~-fluorophenyl)propoxyl]-5-nitro-1-(3-

30 nitrobenzyl)-1lH-indazole



7 November 2002 - 35 The synthesis of the conmpounds of Exanples 92 to 98
is carried out anal ogously to the procedure as in Exanpl & NovembgpPe02;:

1- (4- Fl uorobenzyl) - 3- al koxyi ndazoles ~-R CH3-O N N F Forrmula XIll Ex- R
Yield Mp. CGNWR anple (~ of [C] (DVMSO d6) theory) N-CHz/ O-CHz CH 92p ~ ~
C) 4881. 5- 83. 550. 51/ 6S. 49; - (Et OH) 6S. 99CHl ;7 ~930 ~ ~ NH75190- 19S50. 731 66. 52;
(2-PrOH) 67. 21H GF94cH~-~ /| ~4064- 66S2. 22/]68 27; 0 F(2-PrOH) 72. 93Bf 950
~8497-9852. 25160.31QGHl 6 NerilcPb ez 596 83 420455k 9@&5&&@%5 -metHoxdgt OH ) FCHz ~
97~7513S- 136. 5S2. 1/6 % gﬁet g?he zaNovenber 2002 - 36 CHZ 98 ~-~ Cl 73
119-i 21 53.79/72. £ Y pY'e

3-[ 2- (2- Br ono- 4, 61‘d|4f"lf W%ﬁbkﬁ%ﬂ%%%y@@rﬁéwltlr[oz’héﬂO’ﬁY>t“r ophenoxy) et h
yl]-1H i ndazol e Bfthoxk)]51H-Qnd5z@02.7 g (8 nmol ) of

5- met hoxy- 1-[ 2- ( bt [ 9PheRRXY) st é}q)@%, _ar ved in 50
m of DVMSO an?tfjegﬁe 2 ¥| gn(is}ygvxl/l]utml'!J_%lll 9 ghtﬁo@] %I ?‘egt:‘léé,gél um hydri de
(95 per cent). Aflt%r! sf‘f"r‘?‘ippg‘ﬁn?ﬁ)eﬁ‘yﬂnﬁ}t(e’s“ 2%°4B ution of 2.17 g (8 nmmol)
of 1-(2-brono4, 6-4iR2Horiopirendx§y)diXlehiroprlvatdanethoxy?dC 1ni(30f- DVMSO i s added

dropwi se and the cﬁicmuf&oér&yst]Lgrr@éir@tltﬁ@&fpprmaams After cooling, 200
nl of water are added,, the.mxture is. stir for ours d the solid is
filtered off wtf}lgﬁct(lzb% aglcrf ?’é%t?%/nz ?Iilszéze r8r1nt% éar?SFY) :}IOI 1717 g
(37.60 of thedy)linipdazebe-yis- NvRPbhBteRie:-v3opeaHz ) : 8 - 46 . 3 CHzN
54 . 3 CH-O 66.6 CHzQ 66.9 CHZO 71.3 CHZO. The synthesis of the

conpounds of Exanples wh8s 11l t a S
procedure as in yanp‘f%n%%th =t Sbh%qg&ggl&la 2@{1 %%Q(&EIJ' %FI h%lEDr?g

1- ( Phenoxyet hyl ) -PR&tky | CRYT h?j%&rol ghromagography, elemental analysis,
NMR spectroscopy, IR and UV-VIS spectroscopy and

15 optionally using mass spectroscopy.

Purification using column liquid chromatography:
In the preparation of the compounds of Examples 1 to
123, the 1,2-dihydroindazol-3-ones according to the

20 general formula V can be formed as by-products.

O

R—Z
/N-—Y——Rz
N

\
X\Rl

Formula V

The compounds of the general formula I can usually be
25 separated from the compounds of the general formula V
by recrystallization. If this is unsuccessful, a
column-chromatographic separation under the following
conditions is necessary: stationary phase: normal phase
silica gel, e.g. Si 60 to 100 A, particle size 5 to
30 100 pM. Eluent: methylene chloride/ethyl acetate = 95/5
or methylene chloride/methanol = 95/5.
The compounds of the general formula V are more polar
than the compounds of the general formula I, so the
compounds of the general formula I are eluted first

35 under these chromatographic conditions. This



OCH3 ONNOR- Formula XIV Rz - NOz Ex- anpleR Yield ($ of theory)M p.
(C"C NWR (DVBO d6) OCHzCH2--~100p ~ ~ C(48110-11667. 86; 6BNdEEmMber 2002

- (Et OH) 68. 84Br 101CHI 181S7-1616S. 90; 66. 06; O / \ NOz( Et OAc) 70. S3Br CH2102/ \
Cl 33181-18468.21; 71. 36- Q MeCN) C 103 CHz 29 195-197 66.91;70.44 / \ C
(MeCN) OCH 104 / ~ ~ ~ 63 153-1S6 67.71'1 0.89 (MeCN) 105 C~ ~ ~ NH 50
158- 165 67.78;70.60 O ~O (MeCN) O 106 CH-"20 167-171 67.S1;67.03 N/ \ F

(NECN) HF 7 g%%ﬁqggEagggg rg%9;5%%;h%é§écggﬁe to all of Examples )
66. 97 ( Et OH) CHz- Al1084791-9667. 87; 69. 65/ ~(Et OH) F10960144- 64. 88; 67.89CH /
~147( MeCN) F11053177-%3283; 64. 82; CH ~ ~178. S67. 04; 90. 63( MeCN) O ~OFor nul a
X'V, RZ - ClEx-RYiel dM p. C-NVrRanpl e($ of [ C] (DMSO d~)t heoryyOCHzC~111p / ~
C~6110- 11666. 92; bixaai1=( Et OH) 67. 60 Exanple 112

3-(2-(2-Bronp-4, 6-difluorophenoxy) et hoxy] - 1- ( 3, 4di chl or obenzyl ] -S- et hyl t hi

o-1Hindazole Br C~O,S\ HOCI ~-NI i F F C 7 Novenber 2002
3-{2-(2-Bromo-4, 6-difluorophenoxy)ethoxy]-5-methoxy-1-

(toluene-4-sulphonyl)-1H-indazole
Br

31.8 g (100 mmol) of 5-methoxy-1H-indazol-3-yl toluene-
10 4-sulphonate are dissolved in 300 ml of DMSO and
treated in portions with 3.54 g (140 mmol) of sodium
hydride (95 per cent). After stirring for 15 minutes, a
solution of 28.5 g (105 mmol) of 1-(2-bromo-4,6-
difluorophenoxy)-2-chloroethane in 100 ml of DMSO is
15 added dropwise and the mixture is stirred at 90°C for
3 hours. After cooling, it is stirred into 1.5 1 of
water, the mixture is extracted three times with 400 ml
of ethyl acetate each time, the organic phase is dried
over sodium sulphate and distilled to dryness in wvacuo,
20 and the residue is recrystallized from ethanol.
Yield: 25.1 g (45.3% of theory)
m.p. 133-134.5°C
UC-NMR (DMSO-dg; 300 MHz): & = 21.3 CH3; 55.9 CH;0; 69.3
and 72.1 each CH,0.
25
The starting materials used for the preparation of
Examples 2 to 76 (Tables 1, 2, 3 and 4) were the

following products:

30 5-methoxy-1H-indazol-3-yl toluene-4-sulphonate
S-methoxy-1H-indazol-3-y1 4-chlorobenzenesulphonate

5-methoxy-1H-indazol-3-yl 4-fluorobenzenesulphonate



-39 3.6 g (11 mmol) of 1-(3,4-dichlorobenzyl)-5-nethylthiolHindazol -3-0l
are dissolved in 100 M of DWMSO and treated in portions WiNdvet®n2904 13. 2
mol ) of sodium 5 hydride (95 per cent). After stirring for 2 hours,_ a
solution of 3.0 g (11 mml ) of

1- (2- br ono- 4, 6di f |l uor ophenoxy) - 2-chl oroet hgne in 20 m of DMSO i s added
dropwi se and the m xture is stirred at 60C for 3 hours. After cooling, 200
m of water are a8deethb@ydidpwiceecltheyhidimgtboxybaxienastEphdrtuatee ti nes
with 100 1 of et byherteyale- aollysyl and 4 he-eoUbLaRciRgaRhephases are
washed with 50 m o) wat L dried over sodi um sul phate and stilled to
dryness in vacuo. |due is dissolved in 100 mM of chloroform 15
extracted by shakﬁﬁge‘mo?qﬂ ioindazedch-wf thiopberend-ispdrbsdates sol uti on and
100 ml of water, theewogarik-phasel1is-¢ried-mwar1sadhsmsidRRatgnand -
distilled to dryng ? and the residue is purified by means of Iiquid

chr omat ogr aphy (SI 1ca gel 60/0.2-0.5 nm eiuent 20 nethyl ene

chl ori de/ met hanol 3=y - i ginglazel 33 vk srigplingsSyplahenaus- 49C 1' G NVR
(DVBO d6; 3a0 MHzj-metthoxyd BH-irdd38] -5y 17 rE@dhbhaBhe3 1CEA hhoate CHZO. 25 The
synthesis of the EoeY - ph-anBh e 13}132 §_§RLKI Rl AN Q9RHSLY tO the

procedure as in Exa 12. Tahle 9: sl

1- benzyl - 3- al kyl o%y* ‘“ﬁﬁ W'tliﬁ'd\‘?éaizﬂjd'&(ﬂ g¥ysulphovd) benzqist pgid xiv 7
Novenber 2002 40 BaitRoYlktihddzel-3erNVRlugpket{sulphoh&te (DVMSO d6) theory)
N-CHz/ O CHZ CHz 143hityo- G- ififhabd4=3391 Sl oAk neEL okl e 114 5
1-{1- (2, 4-Di chl orobenzyl)-3-(2-(4-nitrophenoxy) et hoxy] 1H i ndazol -5-yl }-3-na
pht hal en-1-ylurea NN/ Om10 15 20 2.9 g (6.1 mol) of

1-[ 1- (2, 4- di chl orBBer2theshs d? bxybe HFImRPAREE - 8 yEXemlespid Hedl - 15yl ur ea
are dissol ved i n ddrriledolbubVBoaaogbislgatted tite potckieduse Watbofdiy o 9 mmol )
of sodi um hydri deg er j;cent ter n m ol ution
of 1.5 g (6.1 mml,%%‘g%QZ (14 nl%rrggﬁgno;;?g%%ﬁ g?%%rdlejaqlsn mgﬁs O%ESDI\/BO is
added dropwi se an@PTIFEPRNGERG Pheaogyatdd Paptetrs ©dr chlpbifdes wather
cooling, 400 mM ofediilRks afer’addedn andnbhe. m xture is stirred for 3 hours
and extracted three tinmes with 400 mMl of ethyl acetate. The conbi ned

or gani ¢ phases ar she ri ver i um sul phat e,
distilled to dr yn'lgas\g%lg %a?&gggﬁgg%gm%s}qgég&lesqr 3@9 s?nﬁnfll%%%d from
met hanol . Yield: 1.3 g (33.2 of theory) rop(CF&)ngraﬁc 13C-NVR (DMBO- d6; 300

MAz) : 8 - 48.8 CH N, 67 1 CHzOR %7 3 ¢HzO . 7 Novenber 2002
O \’N
N
\

=0
=S
\ 2
R
Formula VI
R! = CH;0
Ex- R® R* n Yield M.p. B C-NMR
ample ($ of [°C] (DMSO-~dg)
the- CH; (ppm)
ory)
2 4-Tolyl Phenyl 2 37 140 65.22;68.26
(2 -PrOH)
3 4-Tolyl Phenyl 3 29 113-115 28.51;64.24;
(2-ProOH) 66.99
4 4-Tolyl Phenyl 4 22 136-137 25.37;25.60

(2-PrOH) 67.32;69.75



- 41 The synthesis of the conmpounds of Exanples 115 to 123 is carried out
anal ogously to the procedure as in Exanple 114. Tabl e 10:7 'Suestber 2002

1- benzyl - 3- al kyl oxyi ndazol -5-amines ORa R ~ \\N N Rz Formula XVI Rz _ 3,
4 Cl12 Ex- Rt R Yield Mp. "CGNWR anple (~ of [C] (DVSO d61 the- N-CHi
/O-CH2 ory) HCHs / \ 11SwW1 NNOC 191 0 HG—~/ \ 116 ~ | N N O-NGCs

6IW0HHCHZ/\117~1~WG23"IO"OHH11H~HIrNH~C_0~OHN
119 ~ 1 NON Gt k-\ G 230O/CH £2-BroB® O 25% 168 UB.-337 646632;686/6@H) 65. 3S
178- 188 48.37/6S.29; (MeOH) 6S. dBerkd6- 153 50. 63/ #0865 (MeOH) 149- 15S
50. 44/ 71. 01 (I\/EG—l) 209- 211 SO. 71171 03 (BuO—é) 1753N0verrber 2002 - 42
Formul a Xvl, £ 2 ( 47%cip! Ex- 4 -Chloro- 64.
h nyl (2-PrOH)
7 4-Chloro- 4-Chloro- 2 9 149-154 66.24,;68.74
phenyl phenyl (MeCN) -
8 4-Fluoro- 4-Chloro- 2 29 121-126 65.48;67.97
phenyl phenyl (EtOH)
9 4-Meth- 4-Chloro- 2 37 160-162 66.26;68.61
oxyphenyl phenyl (2-PrOH)
10 4-Tri- 4 -Chloro- 2 22 117-120 66.24;68.77
fluoro- phenyl {(MeCN)
methoxy-
phenyl
11 4-Tolyl 2,6-Di- 2 34 136- 69.24;71.42
chloro- 137.5
phenyl (MeCN)
12 4-Tolyl 2,4-Di- 2 15 96-100 67.87:68.69
fluoro- (EtOAc)
phenyl
13 4-Tolyl 2,6-Di- 2 21 101~ 69.35;72.20
fluoro- 102.5
phenyl (EtOH)
14 4-Tolyl 2,4,6- 2 7 110- 69.29;72.45
Tri- 111.5
fluoro- (EtOH)
phenyl
15 4 -Meth- 2-Bromo- 2 10 119- 67.64;70.49
oxyphenyl 4,6-di- 121.5
fluoro- (EtOAc)
phenyl
16 4-Chloro- 2-Bromo- 2 5 138- 69.41:72.05
phenyl 4,6-di- 139.5
fluoro- (EtOH)
phenyl
17 4-Tolyl 2,6-Di- 2 16 131 69.17;72.17
bromo-4- (MeCN)
nitro-
phenyl
18 4 -Meth- 2,6-Di- 2 14 153 69.72;72.73
oxyphenyl bromo-4- (EtOH)
nitro-

phenyl



anpl eR1R Yield (~ of the- ory)Mp.
~ N NCH=---~/ p~C 31 184-187 49.13/66. 93; |

/| ~ Noi 33179- 18348. 87/ 67. 16; ~\
49.00/71.01° | ~O(BuCH) 123" "

QO MeCN) To determ ne the’
invention in terns of anti-asthmatic,
and/ or i mmunonodul ati ng properties,
carried out. The c
urprisingly alstlﬁgﬁggﬁed DY dn
dyl -prolyl cis-transi sonerase

wer e
are s

pept i

screening (10 ~nmobké 1),

t est

i sonerase (PPl ase
tested accordi ng § 3¥
C. Mech, Bi oned. BIOChIm

Ienberger Bh@ChlﬂjvﬁﬁgphyS4[ﬁQE@,79i
87-97,

Schel

% act|V|t

| (MeOH) 67. 33 122|
~Nl (' HCH ~ Gi

(CLC-NMR (DMSO-d61 N-CHZ/ O-CHi 1201 H H
-\ (di - 67. 820kNnednitEr-2002N NC O

HH~ NN ~C 26 18S-187

~ 39 192-196 48.98/70.98_
effect of the conpounds according to the
antBlatlergic, anti-inflammatory
in-vitro and in-vivo investigations
qus gqggrdlng tq t he
nop fi l%in bi
PPl ase) act|V|ty or the |n|t|al

fSBVEggl 0p. as . k fornula I

and PAAl its

{lonlodhi bitNiaRo-of human cywcbephi | i 66 Bii 68 tshe PPl ase
is determ ned. Assehenibr thehedeterm nati on ofte€fie pepti dyl prol yl

ctigiis

n nme

Y 1 1111 G
357 NQ£©UQQF 20023-643g (1984),

and |nh|b|t|on thhod The PPl.ase act|V|ty IS

§E178 B J6net-37H. Bang,
sch e H. Bang, A

D.H Rich et al.phehyl Med.pKdhem 38 (1995), méd6¥- 4170.

23 4-Tolyl 4-Cyano- 2 19 148-151 65.64;67.65
phenyl (2-PrOH)
24 4-Tolyl 4-Carb- 2 15 175-180 66.03;68.62
oxamido- (2-PrOH)
phenyl
Starting from S5-nitro-1H-indazol-3-yl toluene-4-
sulphonate, the following derivatives were prepared
analogously:

1

Formula VI, R NO,
Ex- R’ RF n Yield M.p. He-NMR
ample (% of {°Ci {DMSO-dg)
the- CH, {ppm]
ory)
25 4-Tolyl 4-Chloro- 2 58 150 65.05;68.10
phenyl {MeCN)
26 4-Tolyl 2,6-Di- 2 35 117-125 69.88;71.21
chloro- (n-BuOH)
phenyl
27 4-Tolyl 2,6-Di- 2 25 120 69.93;72.07
fluoro- {(n-BuOH)
phenyl
28 4-Tolyl 2,6-Di- 2 48 159 69.88;72.14
bromo-4- {n-BuOH)
nitro-
phenyl
29 4-Tolyl 4-Nitro- 2 20 212-216 65.39;67.54

phenyl

(MeCN)




The conpounds of the general fornmula | according to the invention are
preincubated at 4C for 15 minutes together with 10 nnol J&fN@®gmt@r 2062
enzyme reaction is started using the test peptide Suc-Al a- Al a- Pro- Phe- Nan
after addition of chymotrypsin and HEPES buffer. The extinction change at
390 nmis then nonitored and eval uated_ The photonetrically determ ned
extinction change results fromtwo sub-réactions: a) the rapid chynotryptic
cl eavage of the traps-peptide; b) the nonenzymatic cis-traps isomerization,
which is catal yséd BﬁdEE/&f’d‘pmfl I“RE. > ThE 005 QEBo AT FRFPSPAARS SRtFRA ties of
t he conpounds of pgrheedgener ads f oimul &ol d&eopbe ng8¥o t ltbei nieatowinare shown
in Table 11: Tabl&rl;étg)@smggéggp Lt-b@n of the PPlase activity in [~] at
10 ~i ML9577099032704171664073678490114100116~ 90121100 7 Novenber 2002 -
44 I nhibition of |ate-phase eosinophilia 24 h after inhalational ovalbumn
chal I enge in act ifeeryladisi R zedHgui nea- pi gs 5 Met hod. The inhibition of
pul monary eosi nophil infiltration by the substances is tested in an in-vivo
test on mal e DunkixA- HartT ey gui Réa- pi gs @2013S0Mg). sensi'ic-md 10 agai nst
oval bumin (OVA). afhke sensitization is carri®edfout®dy near®MIF-dtwo
intraperitoneal injections of a suspension ©®-20 ug of O¢ tlBE®k her with 20
my of al umi ni um-hydrexide-as—an adiuvant o) r5-ef—physi-plagical—sal i ne
sol ution per animal on tWo'i 5 sUELesstve “days. 14 @ays after ‘the second
injection, the animals are pretreated with nepyrauppgyyral eate (10 ng/ kg
i.p.) in order to protect them from anaphylactic death. 30 m nutes |ater,
the animal s are étposed-Tawl30 8eg-Din a Pl astic box to ans@s7aeynsol 20
(0.5 ng/m) which is generated byo®e-febul i zer dr(3@r%®y conpressed air
(19.6 kPa) (allergen challenge)*&Mtrol aninmals are nebulized with
physi ol ogi cal saline solution. 5%°W5urs after the chall enge, the animals
are anaest heti zed—wth—anoverdose of —ethytorettane 2515 gy/rkg—of—body
wei ght i.p.) and a bronchoal veol ar | avage (BAL) is carried out with 2 x 5
m of physi ol ogi Gdampaéid®e sol ution. The BAL fluid is collected,
centrifuged at 300 rpmfor 10 min and the cell pellet is then resuspended
in 1 m of 30 physio i cal saline solution. .Th si,npphi] s are stained
e S R R e

usi ng the Becton- t'es eosi nop i

: 11°¢°and count ed
in a Neubauer chdifserlrizerydntt o} {grsapsaitedal peliiosy ! Wi Higskgelel ogi cal
saline solution and nebulization with ol wtion) arg 35 additionally
included in each test. 7 ltNo e 002 - A5\\ The—pefcentage inhibition of
t he eosi nophilia of the tes 3%rou eatqd NM'& nce is cal cul ated
according to the followi ng fornula - O - (E O/(A- O xi00 =%
i nhibition The test substances are adﬁgi__@ siyerad intraperitoneally or orally
as a suspension in 100 polyethylene g yc;eg 0.50 strength

5- hydr oxyet hyl cel l ul ose 2 hours 10 befolCe at%rgéen’chal |l enge. The control
groups are treated with the vehicle according to the admnistration form of
t he test substance. The nunber of animals per control and test group is
3-10. The results-8begl ($t%edwiop)t pe Foidtdbangli-dbpdezol S -Fabkelugnefx-

anpl eDose [ mo/s kgj-AdMbRonatel SkéadiddcnEasiMominl B! biistn/zaai BBbaved S! nhi -

in portions with 0.34 g (14.2 mmol) of sodium hydride

(95 per cent). After stirring for 15 minutes, a
solution of 2.5 g (9.5 mmol) of 3-chloromethyl-5-{3-
(trifluoromethyl)phenyl]-1,2,4-oxadiazole in 20 ml of
20 DMSO are added dropwise and the mixture is stirred at
60°C for 3 hours. After cooling, it is stirred into
200 ml of water, stirred for 6 hours, and the
precipitate is filtered off with suction and

recrystallized from ethanol.



bition
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Eosi nophils in the ntro rQup. Wit A chal | enge and vehicle B =

Eosi nophils in th’@%ﬁéu{f% r%a{?gd?%c’[i{:t B%f'ance with OVA challenge 5 C =
Eosi nophils in therohad8ol44gC€oup with 0.9% strength 61aCl chal | enge and
vehicle x - Aver age-wal usmso .St avdlard)deyi-atioon dhg canpotmids eésaording to
the invention ar e%[} Qus 10 particularly suitable for the production of

medi caments for thé treatnent of diseases which are connected with the
suppr essi on of® i munol ogi cal processes. 7 Novenber -2002 WO 99/58S03 - 47
PCT/ EP99/ 02289 Patientsycthésiss bf Naw tobpouwdd 3f Cesatijslest 38edo 146 i ixdazol es
of the general fq l:a 41 \A N ~R= A ich X Y,
2 R Pz and R Pavernety o asastibant s Thotas hs iaorratile! %
{CHz) P-, - (CHz)*%-0O, - (CHz) P{C=0)-, -(CHz)p-(C=0-NH, -(CHZ)p-CHOH,
-CHOH(CHz) P-, -(CHz)p-CH=CH, -CH=CH (CHz)P- where p = 1. . .4, 15 Y can be
-{CHz) P-. -{GHz) PrB1e 2( ChlzBen n16x) ndazol6HE) Q(16EGhamMFs or ©eEErd- p- (C=0
-NH (CHz ) p-, _an(a%la%zx p-CHO+, -CHOH (CHz) Q, - (CHz) ~-CH=CH, -CH=CH
(CHz) p- where p = 9% 20 Z can be -0, -S-, -50, -SQz-, -0 (CHz) p-
where p = 1...4, -NH, -NH (C=0O -, - NH (C=OgN#H;7R-NH(C=0) - O,

-NH-CHz- (C=0) - and -NH (C=0O -CHz-,r25 Rl, Rz and R3 can be identical or
different and have the follow ng nea Wno-, bi- or tricyclic saturated
or nono- or pol yunsaturated carbocyc having 5.. 14 ring 30 nenbers, in
particul ar phenyl) naphthyl, anthranyl; fluorgnyl; or nono-, bi- or
tricyclic saturated or nono- or pol yunsa@e’rséfed het er ocycl es having 5...15
ring menbers and 1...6 heteroatons, R?

Formula VII

15 R! = CH;0

Ex- R? R’ Yield M.p. “BooNMR
ample (% of (°C} {DMSO-dg)
theory) CH, [ppm]
33 4-Tolyl 4-Benzyl- 23 ) 159-161 70.51;
oxyphenyl {MeCN) 71.52
34 4-Tolyl 2-Methoxy-5- 15 132-136 65.67
* acetylphenyl (EtOH)
35 4-Tolyl 2-Fluoro-6- 21 156-160 61.76
chlorophenyl (2-PrOH)
36 4-Chloro- 2-Fluoro-6- 23 151-155 62.78
phenyl chlorophenyl (EtOH)
37 4-Fluoro- 3-Trifluoro- 10 113 70.48
phenyl methylphenyl (MeOH)
38 4-Tolyl 2-Fluoro- 23 151-152 65.43
phenyl (2-PrOH)
39 4-Fluoro- 2-Fluoro- 18 149-150 66.39

phenyl phenyl (MeCN)



7 Novenber 2002 - 48 which are preferably N, O and S, in particular

t hi ophenyl, pyridinyl, isoxazolyl, benzim dazolyl) benzo(7.INGamnket@002 ,
pyrim di nyl, quinolyl, quinazolinyl, norpholinyl, pyrrolidinyl, pyrrolyl,
phenyl (1, 2; 4) oxadi azol yl phenyl thi azolyl, where the carbocycles and the

het er ocycl es can be nono- or pol ysubstituted by: -Cl1_..s-alkyl,
-O0d...s-alkyl, -OC3. _.T-cycloal kyl, noaé-5 bi- or tricyclic saturated or
mono- or polyunsaturated car bocycl es haV|ng 3...14 ring nenbers, nono-, bi-

or tricyclic saturated o mno- or poI unsat ur at ed he er cycl es having
S ..15 ring rrenbe%og ancﬁhi 76 he 4%%&%@0”5 whi ch are gera ? y*°N, O and S,
-F, -c, -Sr, -1, - -NHCl . . . s- aI -N(Gi...s-al kyl) z,

-NHCs. . . i a- azYI : 41N(Cs.4. TLB,rlar M-rBloroNg O . .258 al kyhé_go( Cs.. 5izar4ar Yl) .
-NHCOG . . . s-al kyl, -NHCCCs. .. i a-rat¥bphenCONHCL" _s- ak kydron} CO\IHCs, ..la-aryl,
- CONHSQzd . . . sal kyl, - CONHSQZCs, . .ia-aryl, -CN, -(CO CI . S- aI kyI ,

-(CS a, s aI kyI (E)OCl , s al kyl , |aar CO
d...s-alkyl, -0- 2(CC)) @g(’lyla afy enzyl 34benzyl i%%/c 8" IkyI,
-S—Cs...ia-aryl, -CFA, - ( CHz ) where p - )
pCOOCi , . . s-al kyl V\herep- 1to ql, oRd . .s-alkyl, -SOz Cs...la-arYI, R1
and R2 can furthernore be Hwth the prowso that RL is not H when X = CHz,
R -Z can furtherm)re be NQz, butF '@g conpounds as in fépmzlia |: if Y
= -(CHz) P- (C=0) -, *% (cHAy pete=0) - N pl 1. .418 ng f not be
pyri di ne, . pi pera2| ne, pyrimdine, t tra ydropyr|d| néEtOAC Noverfer 2002 -
49 if Zis -NH(CO-, -NH(CO-N+, -NH(CO-0, -NH(CO-CHz- and

si mul t aneously RL - phenyl m)nosubstltut ed or pol ysubstltut ed by - COOH,

-COOCL .s S al kyI QOON, e 5 1to 4 - p- CE@°: . . sal kyl
where p - 1. )Pglys al kyl 0 H&:B %}t % Cl
~-al kyl, CO\IHSOZCG . 14 aryl , 1H-tera?o| S—yI then not be

phenyl, nonosubstituted or poI ysubst Ft ut ed by CN hal ogen, O'. 4-al kyl, G
.410 al kyl oxy, CF3, furthernmore jf R3-Z - NOz, then R -X andgRzxY nmust not
si mul t aneousl y haye t hei_tokdrewi NG e R3- X = bergyke 4- getshoxybenzyl
15 RZ-Y = benzyl, 2-piaokygyl 2. Co "accor di ng (senEl ai mp1l.,s8
3-[2-(2-brono-4, 6-di fl uorophenoxy) et hoxy] - 5- met hoxy- 120

(tol uene- 4-sul phonyl)-1Hi ndazol e

S- met hoxy- 1-{t ol uene- 4-sul phonyl ) - 2-[ Sci3-tri fl uoronet hyl phenyl)-1, 2, 4- oxad
i azol - 3-yl net hoxy‘}ﬁ 1H itndalzdl e 10 168-174 62.82

6- (2-[ S- et hoxy- 1- (t ol uene- 4-sul )()I,f)l 1H i ndazol - $§%%y] acet yl } - 3, 4- di hyd
ro-1H qui nol i n-2-one 25

N- (2, 4-di fl uorophenyl)-2-[5-nmet hoxy- 1- (CrHoI uene 4sul phonyl ) - 1Hi ndazol -3-yl o
xy] acet am de 47 4-Chloro- 180-182 60.92

3-(6-chl orobenzo[ 1, 3] dirbruatl S-yl HIEL&:;?(N) 5- rret hoxy- 1€®Hni t r obenzyl ) - 1Hi nda
zol e 3-[3-(4-fluorophenyl)-propoxy]-%nitro-1-(330 nitrobenzyl)-1Hi ndazol e
3-[3-(6-chlor obenzo( 1, 3] di oxol - S-yl nmet hoxy) - 5- net hoxyi ndazol - 1-yl net hyl | phe

nyl am ne 3-157  61.2

1-(4-fl uorobenzyl) 5- rret hoxy 3- (ZZ‘({ ophenoxy) eq ]-1H1 n&lazol e 35
3-[2-(2-brono-4, 6-difl uorophenoxy)'é‘t"ho /] - 5- met hoxy- 1[ 2- (4- ni trophenoxy) eth
yI]-IEi-indazoIe CH,

3-[2-(2-brono-4, 6 di f1 uor ophenoxy) et hoxy]mll (3, 4di chl or obenzyl ] - S- net hyl t hi
o-1

H i ndazol e 002 -
1-{1- (2, 4-dichl oro enz;rFIO? ]§’%[ 2- (‘Mr‘?l’g/ghenoxy) et ho H-| ndakor S-yl}-3-na

pht hal en- 1-yl urea 3. Physi ol ogi calT y t ol erabl e sal ts o the novel 5
conpounds as in formula | accordin ims 1 and 2, characterized by
neutralization of5¢ he BaSeklw t hu(n ic o organile;oﬁcilds 67.7y
neutralization of the acids with i"norganic or organi¥®ases or by

gquaterni zation of_tertiary amnes to give quaternary 10 amoniumsalts. 4.
Use of the conpounds as in fornula | and their salts accordi ng to Cains 1
to 3 as therapeutic active conpounds for the production of nedicanments for
the 15 treatnent of diseases nediated by PPlase. 5. Particularly preferred
use of the conpounds as in fornula | and their salts according to Cains 1
to 3 as therapeutic active conpounds for the production of




20 nedi canents for the treatnent of diseases which are connected with the
suppressi on of inmunol ogi cal processes. 6. Process Eor t veN¢oveajsr2002n of

t he conpounds of 25 the general formula |, according to Clainms 1 to 3,
characterized in that a) for X - -SOz-, -SO the reaction is carried out
according to schene i by 30 reacting 1H i ndazol-3-yl sul phonates Il O X-R~
R3Z NNHFornula Il 7 Novenber 2002 - 251- in the presence of a base and
if appropriate in_ the presence of a diluent to give conpounds of the
general formula I'PRA¥NERELZ \~ N N X~R- S Formula 111 where RL, R3, X and Z

have the neaning nmentioned in Caim1 or above, and reacting

1H i ndazol - 3-yi sgl phqrai@endaly-Ar (Lo sidianylii gfidrgeh esulildaazbi- 30 _
appropriate in thel r sengelg_f3 e&_gaﬁe |_r1HQart| CJ;,H 6_15_§Oéj| um hydride, and if
appropriate in t RE-GRISEREE b3 d-di it P RU BT ERSEr 8 i et hyl

sul phoxi de, wi th conmpounds of the general 4 Haﬂ-Y— RZ, where Rl, R2,
R, X Y and Z have the nmeani ng nentione , QL-cL5 above and Hal is
a halogen atomF, Cl, Br or jqQdbpe 0_4gi ve//compoedinds/of the general
Formula | where Rl, Rz, R, "X’ Y § / Navé t he neaning nentioned in Caim
1 or above, 20 b) for X = -(CHZ) p ) P-O, -(CHZ)P-(CO -, - (CHZ ) P-
(CO -NH, - (CHZ) p-CHOH, -CHO—|(CI—g:)‘Sp- (CHz ) p-CH=CH,6 -CH=CH
(CHzZ ) pwhere p - 1...4 the reaction Is |(&F|t according to schene 2
by 25 reacting conpounds of the general Gormufa I'lP, if appropriate in the
presence of a base, in particular sodium hydride, and _if appropriate in the
presence of a dildett, Pn dadttrcul@PLli mithy! > SGEPRSK e 12H T H 30YLonpounds
of the general fotolleneHdlsYipibnankenee Rliss2yve®R3in X0 Kl apfl HMYvawedt he

nmeani ng menti onedejghida@iim b2k isRoVei @t Hal 4 S18. hakRgen &t A¥akunCl, Br

or iodine, to give g%?oiggs of th% geggr a]_l sftgrrgyrllago,r \f@e&& Rt.E:’s RZ, 7
Novenber 2002 - 53Y9RSEE X7 YPEh £ Rave  tHe STRERTHG TP8nt P ohed' R Faim 1 or
above, where 1&rnaptution ©dn 3al§od bél briedwiol) agft hebramersaityl&fsem f or mul a
NOR Z ~NHN X-R3.%-teorithpr@dqiynoline in 30 ml of DMSO is added

dropwise and the mixture is stirred at 60°C for

for

3 hours. After cooling, it is stirred into 200 ml of

water, stirred for 6 hours, and the precipitate 1is
15 filtered off with suction and recrystallized from

acetonitrile.

Yield: 2.2 g (37.8% of theory)

M.p. 232-237°C

DC-NMR (DMSO-dg; 300 MHz); & = 21.4 CHy; 23.2 CHy: 28.7
20 CH;; 56.1 CH30; 69.5 CH;0; 189.3 2 x C=0.

IR (KBr): 1680 C=0.

The synthesis of the compounds of Examples 52 to 65 is
carried out analogously to the procedure as in Example
25 51.



according to schene 3. 10 7. Pharmaceutical conposition, characterized in
that, as an active constituent, it contains at |east one7d¢oveobed20082t he
formula | according to Clains 1 to 3 and physiologically tolerable carriers
and/ or diluents or auxiliaries. 15 8.~ Pharmaceutical preparations,
characterized. in that, as an active constituent, they contain at |east one
conmpound of the fornula | according to T%i ms 1 to 3 and a suitable

carrier. 20 9. P c I tions, ac n oCdainms 1, 2, 3, 7
and 8, character P@é’gﬂ t#f;Pt%ef‘%é dazos?‘Eldlms § %‘glqtn the form of

tablets, coated tablets, capsules aerosols er formul ati ons, patches,
25 sol uti4ns, anpoul es or suppositories. 10 e of the conpound of the
formula | accordlng to ains 1 to 3 and/ orodfH $harnaceut|cal preparations
according to Clains 7 and 8 as ageRrts_<20 having anti-asthnmatic,
anti-allergic, anti-inflanmatory anc ynonmodul ati ng actions on their
own or in conbination wth one anot h& Nn conbination with carriers. 7
Novenber 2002 - 53 11. The conpounds

3-[2- (2- br ono- 4, 6- d|f|uorophenoxy)ethoxyd;éS

5- met hoxy- 1- (toluene 4-sul fonyl)-1 Hi ndazol

5- nethoxy-3-[2-(phenoxy|ethoxy]-l-(toluene-4-su|fony|)-i H i ndazol e,

5met hoxy- 3- [ 3- (phenoxy) pr opoxy] - 1- (t EPHEHE ¥I3E| f onyl ) -1 H-i ndazol e,

3-[ 4(but oxy) pr opoxy] - 5- net hoxy- 1- (t ol uene-4-sul fonyl)-1 Hindazol e,

3-[2- (ZBronDphenqnyeé@ y] - 5- met hoxy- 1- (t ol uene-4-sul fonyl)-1 Hindazol e,
3-[ 2- (4ch|orophenoxy)ethoxy] 5- nethoxy 1- (toluene 4-sul fonyl)-1 Hindazol e,
3-[2- (4ch|orophe -

H i ndazol e, R R Yield M.p. C-NMR

3-[2(4-chl orophenoxyfet hoxy] - 5- met hoxy- 1- (gi ffuorocbenzene lﬁPpr&b) 1

H- i ndazol e, ry)

3[ 2- (4- chl or ophenxy) etdhoxayfi- 5- neidroxyo-1- (n met hoyarhenzenegsLdof orpol 35 1

H ndazol e, phenyl (MeCN)

3-[2-(4- chlorophenoxy)ethoxy] 5- netho -1- (4tr|flgoronethoxybenz nes ul f onyl
)-1 Hindazol e, Chlor 38
3-[2-(2, 6- d|chIoropheno%§3éﬁKoxyT%zﬁethoxy 1- (tohmgﬁ@ 4-sul fonyl)-1

H i ndazoi e,

3-[2-(2, 4-di f| uorophenexgheirhoxy4-Chietdioxyz11- (t olleer1€9 4- su2 fsony| 192184

H-i ndazol e, phenyl phenyl (2~-PrOH)

3-[2-(2,6-difluor henox hoxy 5 thoxy 1-(tol ue 4-sy] faon

3-[2- (2.6 R L5 4 S iy
5-nethoxy-1-(to|uene-4-su|fonyl)@§m§2(2,4,6-trifluorophenoxy)ethoxy]-l

H i ndazol e, 3-[2-(2-brono-4, 6difl uorophenoxy) et hoxy] -5-nmet hoxy-i

- (4- m-t hoxybenzengsul f @ngh)ord- H 3 ridazol e, 13 175-178 70.42 / 190.03

3[ 2- (2- br ono- 4, 6- blquGWeﬁHenoxy@épﬁexy] 5- met hoX¥eCN) (4- chl or obenzenesul f on
yl)i H-|ndazole

3-(2-(2, 6-di bronos-A- nlgrggggnoxyg%tggxy] S5 nethogyS%zgtolygqﬁ 4sylfonyl 1 -1
H i ndazol e, amino- chloro-

3-[2-(2, 6-di brono- 4- ni tghepyienoxypadnkoxy] - 5- nethoxy 1 (4nethoxybenzenesu|fon
yl)-1 Hindazole, ~ 5-nethoxy-3-[2-(4-nitrophenoxy)ethoxy]-

1(t ol uene- 4- sul fo-‘rWUlNaIPhtH@azol &,4-Di- 17 210-212 70.97 / 190.68

1- (4- chl or obenzenesul f dfHHvs- ne?%%%? 3-[ 2- (4ni t (¥R noxy) et hoxyl - 1

H i ndazol e,

5- met hoxy- 1- (4- Weédﬁoxy%@z&qgsulmnxk) 3- (A(4-ni Mﬁmenoxyieﬂgh%@h pE

H i ndazol e, chloro- (MeC

5- met hoxy- 3-[ 2- ( 4- nltrophenoxy)ebmﬂwyl 1(th|ophene 2 sulfonyl) 1
H-indazol e, 3-[2-(4-cyanophenoxy) et hoxy]-5-nmethoxy-1(tol uene-4-sulfonyl)-1
H-i ndazol e, 3-[2-{%- cartbdstt dophdhieksivdt Hoxy] - SlWéﬂﬁéxy|7354 / 194.35
-(tol uene-4-sul fonyl)-~ Hindazol e,

5- m~t hoxy- 1- (t ol uene-4-sul fonyl)-3-(5-(3trifluoronethyl phenyl)-i

, 2, 4-vxadi azol e- 3-yl net hoxyl -1 H i ndazol e,

3- (4- benzyl oxybenzyl oxy) - 5- net hoxy- 1- (t ol uene-4-sul fonyl )-1 H i ndazol e,

3-(5-acetyl - 2nmet hoxybenzyl oxy) - 5- net hoxy- 1- (t ol ue®~-4-sul f onyi ) -

H i ndGzol e, 3-(2-chloro-6 7 Novenber 2002 _S-~,

f1 uor obenzyl oxy) - 5- met hoxy- 1- (t ol uene-4-sul fonyl )-1 H i ndazol e,

1- (4chl or obenzenesul fonyl )- 3-{2-chl oro-6-fl uorobenzyl oxy) - 5- met hoxy-1

H i ndazol e,

1{ 4- Fl uor obenzenesul f onyl ) - 5- net hoxy- 3- (3-tri fl uoronet hyl benzyl oxy)- 1

H i ndazol e, 3-(2-Fl uorobenzyl oxyl - 5- et hoxy- 1- (t ol uene-4-sul fonyl)-1
H-|ndazole 1 (4f|uorobenzenesu|fonyU— 3-(2- quorobenzonxyI 5- nethoxy 1

I D /7 aAaCc 1 [ Y e 1 ~ £ A r 1 [T I
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10968 () - MBLOYB&' ()-S, 10968 ()-! @10% X- X& () - ! @10965& ()-"!1&10%565& ()
" VY-pgr<. C 10: 5: 51 N &1: 10% 5: 5& ()- ! :
&1: 10965& ()- S 109%& ()-f, 109%6& ()-S) 10%& ()-! XIOL0%ESESS: () - qr s\ dBC

ca] caU] ca] ca]ca] ca] ca
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599} [ <BC 10; 5; 7 November 2002
5'L910% ()- @D L910%& ()- @ @910%& () - @O%& ()- 9YL0%& ()-s!;9YL10%& ()-s
1zl APl 1110% 0& ()- 10 10 10!D L*10%& ()- !l L*10%& ()- !DL*10%& () -
yF(lO%&' ()-! ISITII}[97PL 11 @MLO% Z;

Z& ()-!" @MLO%& ()-! @M0%R2& ()-!1@ML0% 029& ()-|

10% o&' ()-9g10% 0& ()-!""j ###MbWX6 P1 1! 8F+: 10%008&" () -

(10% 0& ()-!X @/m@)@i@&"l()ws%r@%e%%ﬁzo&ﬂéymll 1@@@9 2dey- |

@IL0%obo&' () - MB$RBORKERr S4 1f 1090V’ () -f - 10%\!&!()-' 10%&' ()- 1000 1000
1000! Z° @ MLO%00&' () -y! @ MLO%O&' () - y@<*t***+f +dEr S4

1f 103310%v& () --/ Y10%WK' ()- & 109%v& () -¥ 5=N':t () ) MLOVE () -

@O%NWK' ()-CG +++++++a--~_@ 1f Z10% & () -1 -1 f 10%:c&' ()-'S10% & ()- 10M
10M 10M610%V& () - - - C. 222222bC 1f S1096&' - Aﬁg - 100 10

100 " 310% & ()-F310% & ()-F Z10% & () - 233}%5’957 z[ 9bC 1! ; S&10% 5(5& () -
10%& ()-!1 F&LOY%5& ()--!6 F&LOW#S5#5& ()-- FRA0W&R' ()--! 1F&109B5& ()--/6@v7
v88u9vowowu®C 1 1055

1055! 7, &109%%5&' () -! @ &109%65& () -! 1, &1EvEd& s X! 1° S&10965& () -! 1" S&10Y%65&' ()
-WOx999] ; E<==uV7GUngR¥ ()-m mlO%&' () -

@O ()-z@OY% ()-zs,109%& ()-!,109& ()-

Ex- R* RY Yield M.p. TIc-NMR

ample {($ of ({°cC] (DMSO-~-dg)
the- CH,0 {ppm]
ory)

CHZ
67 4-Tolyl \ 16 128-129  70.13
(2-PrOH)
o
68 4-Tolyl 5 135-140  72.79
CH, (EtOH)
a cl

69  4-Tolyl C/Hz_>—©‘°\ 18 142-144  67.08
° s (EtOH)

70 4-Fluoro- CQ‘O‘O\H 6 154-157  69.58
phenyl ° CH, (MeCN)

71 4-Tolyl CW—F 5 165-169  69.40
o (MeOH)

72 4-Tolyl c,—{ _@_ 29 177- 67.97
N
i - 178.5
(ECOH)
O
73 4-Tolyl cri4 39 196-200  67.79
IN-{}CI {MeCN)
H
¢

cH, H
74 4-Tolyl }—N 24 147-151  65.86
o \—Q (ELOH)



1055=R>>?@ga @&nmbC 1°!,10% & ()- 10 10

10ys610%& ()--y. 10%& ()-&S) mOo%& ()-  mo%& ()-m , @@ BlFEemben2002
1°1,109% & ()- 10: 10:

10:/10% & ()-10% & ()-ml0% & ()-"10% & () - GGKMyNNNNNAYNC 1% 10( 10( 10(

6l 10% & ()--3 .YL0% & ()-F ! Z10% & ()-1 Z10% & ()- @ 10% & () - NNNOOPhPA<YNC
1161 : 10%p& ()-z ! P 910%&' ()-!910%& ()-- 30 -

1 10% & ()-10% & ()-! @0% & () - hPPAQNRRS$TTWUIYNC 1! 6" | : 10%pé& () -z
l@1:10%2z& ()-z 7s@| : 109@12& () - &L 6 M 10%pp& (-2 ! G38-240%p&. 49 - Z
16°1:10%p& ()-z TUULULUWVuv4 — ° N (MeCN)

111 @0% " & ()-" S10% & ()-10% & ()-!@W )- 10kk 10kk

10kk! 128109%Kk&' () - 2VWWMAKYYYWUG94 111 19"" 10""!;

T&FEI0W & ()-@ @ &F&IOW & ()-@;

&F810%" & ()- @} SS10%" k" & ()-! @Y: 1098 & ()-: YYYYYYZ+Zr P14 1

109& ()-!f 10% &) -] HrHamdomive CY=hAL0o®’ () 2409& R}6 19eF00d6( 5

10" " +Z- Z1Z<ZKZUZZ} <14 ¥R () -, Jmioyl() -1'S 1004° ENY-&'S 109 ()-& F
N
\

H
Q

H

Example 77

3-(6-Chlorobenzo{l, 31dioxol-5-ylmethoxy) -5-methoxy-1-
5 (3-nitrobenzyl)-1H-indazole

4.5 g (15 mmol) of S-methoxy-1-(3-nitrobenzyl)-1H-
indazol-3-0l are dissolved in 100 ml of DMSO and
treated in portions with 0.72 g (18 mmol) of sodium
10 hydride (60 per cent). After stirring for 2 hours, a
solution of 3.1 g (15 mmol) of 6-chloropiperonyl
chloride in 20 ml of DMSO is added dropwise and the
mixture is stirred at 60°C for 3 hours. After cooling,
250 ml of water are added dropwise, the mixture 1is
15 stirred for 4 hours and the solid is filtered off with
suction. The precipitate is first recrystallized from
isopropanol, then from ethanol.
Yield: 3.3 g (47.0% of theory)
m.p. 134-135.5°C



1098 ()-ft109%&' ()-Z*[8\]1]111]1]1}0oP1 1" 10%& ()-s!, 10%& ()- 10 10 10!;
“LI9%40%& ()- !6LI %0 ()- ! 109%WE ()-1]1&].17]Q J]} " ?0RFINaventsg2002
O9y10%&' ()-110%j & ()-f!110% /& ()-fSl YIO%& ()-9y10%&' ()-IJIWI[]1j]1t]]]z[<oP1
1f F10%& ()-S
109 () - 910%& ()-lf@owv& ()-!‘Of @0% ' & ()-!f@owuwe ()-111]1"""zX60P1
11°1°910% ' & () -! 910%w& ( - 31 -
ff109& ()-!":10% -1{:10%ror& ()-!:10988& ()- "% U  ~i ~MAdEOPL
1°1°91y" 109&' () - W@& ‘P}“SQ#%W&&O) M) 100k T ) 2% 51 00RN( ) SPLDIBH(O:- AAAAS
"dYNC 1! 7179 10 HY.8 CHO; 101.7 OCH,0.
10" f (109%&' ()-f (109%& ()-9610% ()-9010%& ()- 9*10%&' () *aaabb[ ¢} *<YNC 1! !
"L10% H, H& () - Y10%& () -1 6F Y ocy H6H& ()-:1:Y10% H
H& () -: 1094 () - sifo ‘351[%8 ?F«f’& ‘é’?@%}ﬁ& (§-to 85 is
Ik 9100KK& ()-Y cau9iedpos (eynavogoaz@lmwrx(e) pPYo¢SBIRYSTSTE Exanple
Y L109%& () - gdr ddeff ffzX9. C
10H ) 910948 ()-! | ‘)910% HI H&' ()-IN‘)910%\IHNH& ()-11)910% H H& ()-! @ 910%H&
"()-' 1094 () - ffff
0% & ()-s10% & (I)i g%l&*<(3yN@10%e&'zq'}lﬂ)%lwéywmfewkpff) 10H
10Hggghhi Q zX6nN/ !;" & &10%& ()-!, & &10% ' R)-!6 & &10%"& ()-! @&

&10% " & () - 10%&'()-'F@.0‘V&'()-dgb¢)j,k kKkkwXJd</ I; 10""
10" "s910% " & ()-)! D&410% " & () - M6 E@%()-'G & &1O%W"& ()-11" &

8&109&' () - kkkkVl | muV7/ | @0%r& ()- &S N NO
Y

Formula XI

Ex- R Yield M.p. Be-Nur

ample (% of [°C] (DMSO-dg)
theory) N-CH,/0-CH,

78 4-Chlorophenoxyethyl 31 118-120 51.46/66.68;

(2-PrOH) 67.32

79 4-Nitrophenoxyethyl 75 163-166 50.48/67.03;
(acet- 67.10
one)
80 4-Carboxaminophenoxy- 94 159-162 50.47/66.22;
ethyl (EtOH) 67.28
81 2-Bromo-4, 6~ 44 63-73 52.01/68.32;
difluorophencxyethyl (2-PrOH) 72.80
82 2,6-Dibromo-4- 18 118-121 51.95/68.09;
nitrophenoxyethyl (EtOAc) 72.59
y/ N
83 CH, N H-—-CI 55 160-170 50.39/68.30
— (acet-
one)
84 2,6-Dichlorcbenzyl 61 139-143 50.49/65.31

(EtOH)
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-109%&' ()-1Y10%r&' () - CoFol oMboooa?7/ !'!10 * 109%& ()-! * 109& () -
*T10%m& () -, &L0%r&' () -t & 10%r& () - &10%&' () - opBpCpDpEpUpbpepr S4
V109B&' ()-F10% ()-U !'109B& ()- 10 10 10!> 3
109& ()-!40Z10%& () -epnpgpzppp/ qaBrS4 -~ 32 -
V, 109B& ()-0, 109B& () - Qs B& ()-0, *10%3&' ()-&(&L0YB& ()-#109B& ()-3/d]q
qqqq' r}[ <rS4 85 )-_é:/e}j- 141-144 51.91/71.00

, 109B& ()-0!1, 10%+& ()’ 0! %)BOB& ()-o! 6 109%0BaB&: oy 0, 109B&' () - 0, 109B&
()-0' rerrrrsaBrS4 109B&' ()- 109B& () -
3109B& ()-,109B& ()-0T@ 10% B: B& () -0, 109B& () - 0s"s?sZs_sksl'srsdlL24
L109B& () - L109B& ()- L10YB& ()- 109B& ()-v10¥B& ()-10YB& ()-rsssts}s~ssss|
] >4 L10L109@& () Exemed@e&q) - 9%.109B& ()- L109B& ()- L10%B& ()- ssssssss}/F4
L10L10%BE () - = L10%B&- (3 -FlubleBiedy)) pirbBSMBE -(5)-ni sss8sY3sabib -
L10L109B& () - Ll%éﬁ‘g‘yig 21-LOUBE, {9 - ) L109B& () - L10%3& () - ssssssss} D4
L10L109B& () - L10YB& L109B& () - L109B& () - QYB&' () - sSSsssssx"F4
L10L109B& ()- L109B& ()- L109B& ()- L10UBE: g

tttqY?4
L10L1098& ()- L109B& ()-° Llof%B& ()-" - 1Q0%BE () - B& ()-t
the(t)t e tot]]>4 F
L10L109B& ()- L10%B& ()-° L10%3& LI& ()- L109B& ()-

tBtCtDLEt]t At _t tbUH, L1010&10

$310% ()-L109B& ()- L1098B& ()-" Llo%s'
L1f 109%&' ()-f 109& ()-f10%& ()-f109%& ()- 1
L1f 10%&' ()-f109& ()-f10%& ()-f10%& ()-)?°

ptwztttt~">bUH,

=~
)- 1 109 ()-ttttttt}] AbUH,
GoR ()-tttttttzZ: bUH;

Lf 10%& ()-f100& ()-f10%& ()-f100& ()-)? f10% ()-tttttttyY=bUH
Lf 109& ()-f10%& ()-f10%& ()-f109%& ()-)? f10%&()-tttttttzZ: bUH;
H iS‘Zﬁ 8 HS‘% ES) oh19%& (o mei/g (goez ;S%QY&&%—t(BLMEﬁdb‘éanH ~1H-
%& ()-f1009 ttt
L 10%& ()-f 10% () ()“df%g(%% { 1% % 4?7‘%1 oé/&"“ﬁ"g’ bt u%;ﬁ(;%/ ngi’f“
Lf 109& ()-f 109& OrefLd wiaanfio‘%& He)dlﬁfd%ﬁ ( e d0aft u 00 Ut 82 1 UH;
Lf 109& () -f 109&' (Hydi&084ar( ) arfd 084foted) Wift hOYR!G( o ; (RSU2w@IAUKA LB TADUH,
H ig‘zg 8 ;181% (Q&.efnw fm 2 0% (Lo%l’?)tﬂ;o]liloty&ggi i.UJgUK'(IMVHmHleZ)AtEBE;
0, 0, u
Lf 109 () - f 109%& 1eft%?5(df dlfci‘ﬁl?/&‘}])at 1?18{&“1(?%53%% fii SF* UF 109&
() f 109&' () - f 10%&hep- fddok drprii D8/ r)\e W‘&W(}S}Wﬁﬁ’éuﬁ‘yx We10%

10% & () - @, 10%a&€) £&, $0Uo&ré) - @ is then distilled to dryness in

109& () - @10‘y&v(a)c )3" Ui{é V¥é/§/1\éL@A L é@%é@@%&%h()soﬂ@%@ iﬂr %@&@&& ()- ff
0%(& ()- ﬁgﬁi ()-@yvvvvyvzZ>*Uf 10 } d th
1 Y109%K&: () - YF0O (‘5””&%%&&1 510?105}85&%)h\9%}6?/v9{}?x@8f156@ zeaad
Y109K&' () - YLO%K&' Y JolY DEURAN( hy¥IBHLLLE - ¥E 00k Q) -tHEOHaREOYs YIRS () - VVVVV

VVj I UYL0%K& () niLAkk & £ )acthlvké: (q)neYbQ%%ﬁc)du\élgO%&c@sta\mgzed by

}' vvvvvvvmpb* U104 &§ - Y10 O) 0%k &' ()
}kYLO%K& () - Ylotﬁkék vvvﬁgNZ*"L%%’ g avwc’fecrys‘talhzed from

}(YLIO%K & () - YlO%(&uHmﬂm%(& ()-Y10% & () vvvvwvvaP* UY10% &' ()-5Y10%& () -
Y109%&: () - Ylmm(l)enﬂwk&g()(wm%c& EhedBHIKE () - w
wiwww Z: * UYYL0% & () Y IQ0& () - YLO%KE: () - Y100k&! () Y109%&: () - 5WO
WS w. erz*U\(;é’ % 109K & () - YLK () - 5\

DMSO ~ds; 0 MHz); & "= 30. 35 CH,; 30.91 CH,;

51.15 CH;N; 68.95 CH,0.



}' - YI0%K&' () - YI0%K&' () - . wOwW3W7/WOWMDWEW - * UY109%K &' () - 5SWIO

}' YI09%K&' () - YI0%K&' () - YL0%K&' () - Y109 &' () - EWwFWMMWOMAWW 7N QPendsek £003 - 5Y10%
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o pwx wwwwwwwimQL* UY109K &' () - YI09%K&' () - YI0%K &' () - 5SWO

P KYLO%K &' () - YI09K& () - wwwwwwwW: * UY109R&' () - 5WIO

P YLI0%K &' () - YI09K&' () - YI09K&' () - YI09%K&' () - wwwwwwwpT* UY109%K &' () - YI09K&' () - Y1
0% &' () - YIOUK &EEIFYHOIKE' () - YIOUWKE' () - YIOUKE' () - wwwwwwyj J** UY109K &' () - Y109k
& ()-YIO%& ()- YIO%&' ()- Y10%& ()-5WO0

wwaanmQL * UYL
Yol O XHOE ) YR (- P Dnosy ) -5-methosy-
}' YL0%K&: () - Yle%‘&z‘(]) 1\7!65}&%‘%1)15’?%@%&‘1(‘? VWM T* UYlO%(& () - YLO%& ()-Y1

09K& () - YLOU%K& () - YI0%& () - YI0%KS&' () - YLO09K&
xxj J** UY109K&' () - YLOUKS&' () - YI0%&' () - Y10%K&:
x! X" x#x, xmQL* UY109K & () - YLOUK&' () - Y10%&'
}' KYL09K& () - YLOUKS () -, X- X. X7X8X9x: xV: &
1" YLI09K& () - YLO0%&' ()- YL0%KS&' () - YI09%K&' () -
XBXCXDXEXFXPT* UY100K&! () - YI0UKE! () - YIOW®
YlO%(& () - FXGxHxI XPXQ(RXI‘V * &S

" ()-5WH0 }' RxSxTxUxXx" xi xr R2FY100) )-.q0%<& ()- YL0%& () - 5WIO
- YLOUWKE () - YIOUKE' () - i xkxnxvxxx xR0 &' () -0
1 YLOUK&' () - YIO%K&' () - YL0%K&' () - YLOUK&' ( \= xsxXxx| P*UY109%K &' () - 5Y10%& ()-Y
109%K& () - YI0%&' () - Y109%K& () - YL09%&' () - Y10°) - XXXXXXXXgFUY10%&' ()

L0%: ()-( ! $0%&' () - 10k10k10KYY10%E! () - SWMO 1yHyyyyz{Z9FUY10 10%
& ()-8 &l0% & §)g ELI&J}OMIT&O&) - &191'{1861@0 10 {dxo1- 5 ~y1-

109& () - zz)zzzzz I'0s O%UL{& g)-lsS 0%’ ( sS 0%&3
sS109BaB& ()-- ™ SReYRpeve L4 S @iGre E“?’{ﬁ | | [ b 10%&‘3(53 L

|, 10%& ()-) 1OBB$@<BB@@BBH. 509 MLOUER&CKane A tOavILOd g Jaboup) MIOY&: () -
YHi I "~ ~6~] B8VHBhLY Whi AW 'add( hy#ogkdUred for 2 hours at 70°C,

10 20 bar. After cooling, the catalyst is filtered off

with suction, the filtrate is distilled to dryness in
vacuo and the residue is recrystallized from dicoxane.
Yield: 1.8 g (87.5% of theory)
m.p. 153-154°C

15 BCc-NMR (DMSO-dg; 300 MHz): & = 52.6 CH,N; 55.7 CH0;
67.9 CHyO; 101.7 OCH,0.

The synthesis of the compounds of Examples 88 to 90 is
carried out analogously to the procedure as in Example

20 87.

Table 6: 1-(3-Aminobenzyl)-3-alkyloxyindazoles
o-R

CH,-0 {
N
N' NHZ

Formula XIX
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S/ KsS10%&' () - +ST09& S ST09
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& () -+ KsS10%& () - +xX8r Q0 KS1008" ¢ ) - +S10%& () - +S100& () - +/ KsS109& () - +S10%
& () -+_2r Q/ KS10%& ()w+3100$ )- +310%& () - +S109& () - +S109& () - +S109%& () - +W

2r Q0/ KS109%&: () -96S10%& () +SL0%& () - +1KsSEQYE ( be aWs @9/ KS10%& ()
- +S109%& () - +S10%&' () - +§Ks & ()-+S109%&' () - +| (RrGAMKSSL0%& () - +S10%& () - +/
KsS109& () - +S109%&' () - +S10%& () - +W

r Q0/ KS10%&: () - 7/ KSSI0%& () - +S10V& () - +( SI0& () - +( S10%& () -+ 2r Q07 KS109%&' ()
- +S10%& () - +S10%& () - +S109&' () - +S109%&' () - +S10%& () -

1'$_?r Q0/ KS1O%& %_;im@m ' () - +S109&' () - +S109%&' () - +S10%& () - +S10%& () - +$' () +/
15S3r Q0/ S10%& ()~ (4SEDSE (BpnzBLOYRME) heS§1-0%R2 ( § 4 +/iKs SA08MIxy) e#ll 246789t X<r Q0/
S109&’ () - +SLD%E )~ th KSShOYE: () - +S109%& () - +S10%& () - +9;

<=>?7@ ?r Q0/ S10%& () +/ KsS109&’ () - +S109%& () - +S10% () - +S109%& () - +@\CH JKp@ Q
0/ / KsS109%& () - +S10%& () - +SLO%E () - +S1¢ V8 -0t S109& () - +KNVWZbhcCr QO/ / S10%&

()-+S109& () - +S109& () - +S1pes” SAQO& () - +JLOY&K () - +hi j knpaxX<r Q0/ S109&!

()-+S109%& () - +S10%&' () - +S10%& ( z{| ~W:

r Q0/ S109&’ () - +S109&' () - +S109&' () K3 ) - +S1001 ) - +~[ ?r Q0/ S109&’ () - +/
Ks&S10%&' () - +S10%& () - +S109%&’ () - +S109%& Q0/ / KsS109&' () - +S10%& () - +S10
%8 ()-+S10%& ()-+S10%& () - +cCr Q/ / S10%& 5+G9R () - +S109&' () - +S109&' () - +(
S10%& () - +S109&' () - +t T8r Q0/ S10%& () - +USL0%&’ () - +S10%&. () - +S109&' () - +S10%&. (
) - +% Ksw ; 4.1 g (15 mmol) of 1-(4-fluorobenzyl)-5-methoxy-1H-

r Q/ S10%& () - +%é@ ()3 o§101 O 6K %Eh()ro’asmﬁ/&c(f) plidd Ql0% () - +/ K
S&S109&' () - +S10%& S10%&" () .- +S109%&’ ( % S109&’ () +S100&! () - +S10%
& ()-+S109& ()-% @& P P%tﬁﬁ’f‘gld’%ﬁ‘h() +§1o (5"m9r§10t9 (§eHer008' () - +S10
%8 () - +S10%® ()hydnide QIFGLOOR' ¢IntIS1EFRE() st BLONMY (for+S10URIrE) - a/ KsS109&' ()

_a))/v[s'lo%& () 5001(%8:41031 oES 3.%& () 15 mmol) Ocﬁ&f 2-(4- Eltrophenoxy Yethy /810%& () s
r + + T +
109%& () - +/ KsS1 +éTO ,g( g&d dS gr W(L%e angg?x

[ 2r Q0/ S109%& (n)ueperxssmo/&t(r)nedsmn/&B(Oysatglcm& (3 - HESTevR Abter" #$9& (t Dr Q
0/ / KsS109%&' () - *&H1%&g () 258108 (o)f HRUOIR' h)e +SHAUE (Jroplvtde? Gvhar QU/ S109&' (

) sto0e () SSToNe s s SRovk () eabbe () ke o e e () stovk

‘() - +S109&' () - HS1heEeq ) -2f/fKs B1boR S(IJ)CtJra'éfgq xxsmovtsié%ﬁ) -£rgmoog’ () - +S10
08 () -+ KSSlO%Eet(h)andrSlO%& () - +| 0S7r Q0/ S109&' () - +S10%& () - +/ KsS10%& () - +S10%
& ()-+S10%& () -HW4019S1 %%4§)Zg+ Ifs% ) - +S109&’ () - +S10%& () - +S10%&' () - +
&5bA010S \ MLO%H#E (i gs Y~ 109 So ()- SL0% ()-

S, 109& () - 10105#r* 1t 2 ¥7Ro20¢ 9M10%<K& ()- ~OMLOYPP& ()- ~ 9MLOYKKE () -
IMLOYFFE ()20 Sa* 00 (PMED BLOYB00) MEBIT31 SSHOMOLT( CHIS! @B &CHip+ (101010 S69
+1109% ()-L! ~ QMLQUMBEET )2 B@OMLOY& () - yWsuT31
S@310% & ()-!7,:10%& ()- !,:10%& ()- !,:10%K dK d& ()- !C0,: 10%wwé& ()-
S:10% & ()-"'- _2uT31 Sy 10%& ()- y 10%& ()- y 10%& ()- y 10% & ()-
y 10% & ()-



y 109 & ()- -.456<Al\<uT31 Sy 10%& ()- y 104 & ()- y 10%& ()-
Vv 10% & ()- | y 10% & ()- % K+W XxSPAKLMNOTW ; uT31  y" 109 Bo¥ember 2002
V' 10% & ()- y 10% & ()- ( y 10% & ()- (/K+rW XS y 10% & () -
TU acdex\ @T31 y 10% & ()- y 10%& ()- y 108 & ()- /K+WxS* y 10% & () -
y 10% & () - ej kl mpxwAWuT31 y 10% & () -
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The synthesis of the compounds of Examples 92 to 98 is
carried out analogously to the procedure as in Example
91.

Table 7: 1-(4-Fluorobenzyl)-3-alkoxyindazoles
o-R

Formula XIIT

Ex- R Yield M.p. He-NMR
ample (% of (°C} (DMSO-dg)
theory) N-CH,/0-CH,

CH
2
92 *\b-4<::>}—0| 48 81.5-83.5 50.51/65.49;
(ELOH) 65.99
CH
93 % NH 75 190-195 50.73/66.52;
! (2-PrOH) 67.21

H-C
F
94 CHi, 40 64-66 52.22/68.27;
) F (2-Prod)  72.93
Br
95 o 84 97-98 52.25/60.10
cH <7 i (ELOH)
FF
96 73 72-175 51.96/58.57
oH; (EtOH)
F
CH, o
97 ) 75 135-136.5  52.31/68.32

(2-ProOH)



y 10% & ()- /KtWxXxS* vy 10%B & ()- Yy 10% & ()- y 10% & ()- xQ3uT31

y 10% & ()- /KtW XS y 10% & ()- y 10% & ()- y 10% & ()7-Novwenitizd®2807 ) -
| <uT31 y /KW XS y 10% & ()- Yy 10% & ()- y 10% & ()- y 10% & ()-
y 10% & ()- 2uT3l y / y 10% & () -

- 36 -

CH,
98 }—@—m 73 119-121 53.79/72.73
q (ELOH)

Example 99

3-[{2-(2-Bromo-4, 6-difluorophenoxy)ethoxy]-5-methoxy~-1-
{2-(4-nitrophenoxy)ethyl]-1H~-indazole

Br
. O/\/O
C/
H, \,N
N F F

2.7 g (8 mmol) of S-methoxy-1-[2-(4-nitrophenoxy) -

ethyl]-1H-i1ndazol-3-01 are dissolved in 50 ml! of DMSO

and treated in portions with 0.4 g (16.7 mmol) of

sodium hydride (95 per cent). After stirring for 15
10 minutes, a solution of 2.17 g (8 mmol) of 1-(2-bromo-

4,6-difluorophenoxy) -2-chloroethane in 20 ml of DMSO is

added dropwise and the mixture is stirred at 60°C for

3 hours. After cooling, 200 ml of water are added, the

mixture 1is stirred for 6 hours, and the solid 1is
15 filtered off with suction and recrystallized from

ethanol.

Yield: 1.7 g (37.6% of theory)

m.p. l02°C

BC-NMR (DMSO-dg; 300 MHz): & = 46.3 CH,N; 54.3 CH30;
20 66.6 CH,O; 66.9 CH,0; 71.3 CH;0.

The synthesis of the compounds of Examples 100 to 111
is carried out analogously to the procedure as in
Example 99.

25



y 10% & ()- y 10%& ()- y 10%& ()- y 10% & ()- y 10% & ()- tX8uT31
y 10% & ()- y 10% & ()- | y 108 & ()- y 10% & ()- vy 1074&vémberrd00eW
XSMTDUT31l y y 10% & ()- y 10% & ()- y 10% & ()- y 10% & ()- /K+Wxsh
y 10% & ()- sS3uT31 y 10% & ()- vy 10% & () -

- 37 -

Table 8: 1-(Phenoxyethyl)-3-alkyloxyindazoles

Formula XIV

R? = NO;
Ex- R Yield M.p. Bc-NMRr
ample (% of [ecCi {DMS0O-dg)

theory) OCH,

CHZ—-\
100 o ct 48 110-116 67.86;68.55;
(EtOH) 68 .84
Br
101 CH, 18 157-161 65.90;66.06;
o NO, (ELOAC) 70.53
Br
CH,
102 )—Q—a 33 181-184 68.21;71.36
o {MeCN)

103 CH, 29 195-197 ©6.91;70.44
Cl {MeCN)

CH,
104 O O 63 153-156 67.71;70.89
o (MeCN)

CH,
105 50 158-165 67.78;70.60
(o} {MeCN)

O
N

H
[
N
(0]
106 CH2—< 40 167-171 67.51;67.03
| F (MeCN)
H
F




y 10% & ()- /K+WxXSA y 10% & ()- y 10% & ()- %156=0S3uT31 y 10% & () -
v 10% & ()- /K+WxXS* y 10% & ()- y 10% & ()- y 10% & ()7 NoDENGRSAADAT31
Y 10% & ()- /K+WxXS* y 10% & ()- y 10% & ()- y 10% & ()- y 10% & ()-
S[cenm} /uT3/K+WxS* y 10% & ()- y 10% & ()- y 10% & ()-

- 38 -~

o
107 55 91-98 64.69;66.97
(EEOH)
CH;

—0
’ CF
108 47 91-96 67.87;69.65
CH; {EOH)
F
109 60 144- 64.50;67.89
CH; 147
(MeCN)
F

110 53 177- 63.93;64.82;
CH; 178.5 67.04;90.63
(MeCN)
0O
\—0

Formula XIV, R? = Cl

Ex- R! Yield M.p. Dc-NMR
ample (% of [°C] {(DMSO-d;)
theory) OCH,

CH;—,
111 e} Ci 6 110-116 66.92;67.32;
{ELOH) 67.60

Example 112

3-{2-(2-Bromo-4, 6-difluorophenoxy)ethoxy]-1-{3,4-
dichlorobenzyl] -5-methylthio-1H-indazole

Br
] 0o
HC™
N F F
Cl

Ci



y 10% & ()- y 10% & ()- }~I PUT3/ K+W xS y 10% & ()- ~ y 10% & () -

y 10% & ()- Yy 10% & ()- y 10% & ()- y 10% & ()- }]AuT3 Kewsmber 2002
XSMS$10% & () -S$10% & ()-S$10% & ()-S$10% & ()-" y 10% & ()- /K+W
XxSMvV6UT3/ S$10% & () - S$10% & () - 5W

6" S$10% & () - &S$10% & () - S$10% & () -_) uT5W

6" S$10% & () - S$L0% & () - S$10% & () - S$10% & () - S$10% & () - hLO5S$10% & () - S$1
0% & ()-S$10% & ()-S$10% & ()-S$10% & ()-S$10% & ()-S$10% & ()-rV: 055$1S$10
% & ()-S$10% & ()-SS$10% & ()-S$10% & () -SS$10% & () -5W

6" r R205S$10% & 3(-F- S$ibwgz‘°(l§ 3§1bod ke dylighyorobenzyly-5-methylthio-

6" - S$10% & () - 3?116)%&0(1}3 6) | a06SP1686 W) -15W 100 ml of DMSO and

6" S$10% & () - S$1Q% & (I s (A1 §$1@%4&g()1)30§9@59)KQ5§$J0%{%§f ()-55$10%

& ()-S$10% 10% S$109 & 100 BCDKRSTNR605S$S
$10% & () - s%m%ygs tﬁ(‘) sﬁéﬁ()%e&? (5 100%%‘3{) %’$‘1() S% vthur
6" TUMZckr R2058$1094 & ( )ofS$T0M &9( ) -($$10%eL ) ) cafvv 1 (2 ~bromo-4, 6-

6" -S$10% & () - mi@%&gﬁb&nkﬂyﬂ—lzﬁ‘:ﬁ%%&né) -iW20 ml of DMSO is

towe () ssion'f () SHIBE B4 %00%595 CO A ks Tom e ()0
S$10% & () - 0S$POYPE T - 884599 §oP)ivR$19 whder 'ape
6" r R205S$10% & drpp&hddlot hd ) mBHR0H &) eSWacted three times with

g %S?é(?ﬁi%&&(;) %Sﬁg&n%&zné) elch PSEL0A & (éacﬁlwtlme and 11‘6})% &co(nsb £ 0% & ()-S$
10% & () - S$10%°§9€5‘"s$‘)i‘b%fae§ (a)”esgfcﬁ% %Sﬁ‘b%s& ‘?"i}*‘?fessé’fd%ﬂs 0% & ()-0
S$109% & () - 0S$LO%F &5¢9 Luss H0PE {E) a@%qgw&le deess in vacuo.

6" r R205S$10% &'1fhy- SEQAUE (i)s S&ﬂ&&’&l&e&) -iaW 646 S$10%f& Ehr EBEQUE (

207023#05%3?%0%8?%{%2‘%%&6%’?%{%&§§51“6‘0 & Oﬂo&s’& & ()ésﬁoo qu‘/%“&sgloga & ()
- S$10% & () - EF&MPIZaYis syxodsten (2nd Swacer organi

phase is dried over sodium sulphate and distilled to
dryness, and the residue is purified by means of liquid
chromatography (silica gel 60/0.2-0.5 o@m, eluent
20 methylene chloride/methanol = 9/1).
Yield: G.3 g (5% of theory)
m.p. 46-49°C
DCc-NMR  (DMSO-dg; 300 MHz); & = 18.4 CH;S; 51.7 CHN;
68.3 CH,0; 72.7 CH;0.
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The synthesis of the compound of Example 113 is carried

out analogously to the procedure as in Example 112.

Table 9: Subst. l-benzyl-3-alkyloxy-5-methylthio-

30 indazoles
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MLO%& ()- O@BFL0% ()- @BF10% ()-L
10 10 10% ()-! &% 10%& ()-F &% 10%& ()-F' v(7}zY9t S1 7 NEverts&@&002- P
8&91090& ()- ! AP &910% ()- !/ &910% ul u& ()- 8&910%& () - &9109B& () -
UOtS1 ! K 1090& ()-)?a 7 K 1090& ()- K 1090& ()- K: 109%0& () -
K:1090& ()-~BtSl | K K 10%0& ()-)?a 7 K 10%0& ()- K: 109%0& () -
K:1090& ()-U9tS1 ! K 1090& ()-)?a - 41 -

'tS1 ! &910% & ()- ! 109%C& ()-& 10

K: 1099& () -

The synthesis of the compounds of Examples 115 to 123

is carried out analogously to the procedure as in

Example 114.

Table 10: Subst.

l1-benzyl-3-alkyloxyindazol-5-amines

Ex- R, R, Yield M.p. Be-nur
ample (% of {ocC} {DMSO-dg)
the- N-CH,/0-CH,
ory)
};{ }‘1 CHI—\
115 N_ _N o ca 19 159-168 48.33/64.65;
‘ T (MeOH)  65.35
C
How S
116 N o NO, 6 178-188 48.37/65.29;
O “f)( (McOH)  65.48
SENERL
117 N cl 23 146-153 50.63/71.05
O ° o {MeOH)
‘e
118 e O’g’ ci 23 149-155 50.44/71.01
Vo ) {MeOH)
H H CH
[ 2
119 O“T" )—@—a 50 209-211 50.71/71.03
o e} {BuOH)




K: 10998&' () -
K: 109%0& () -
K: 109%0& () -
10908& ()-)?a 7 K:10998& () -
10908&' () - ?EFMSTWY=t S1 !

109%0& () -
10908 () -

K: 10908& () -
K: 1090& ()-)2a4Z K 109%0& () -

K: 1090& ()- K 109%0& ()- K: 109%0& ()-~Bt Sl !
K: 10998 ()- K: 1090& ()- K 1090& ()-
K: 10998 ()- K 1090& ()- K 1090& ()-

bBt S1 ! 7INovmbelgt ) -
g 0=>?19t S1 |
K: 1000& () -

K: 1099& () -

K: 10908 () -Wgnz (] UL ST | K: 10998 ()-) 72 7 K: 10908 () -
Formula XVI, = 2,
Ex- R, R, Yield M.p. Bc-NMR
ample (8 of [°C] (DMSO-ds)
the- N-CH,/O-CH,
ory) -
SOV R
120 NN o@—ct 31 184-187 49.13/66.93;
‘ TOF (di- 67.82
oxane)
CUN AR
121 NN o NO, 33 179-183 48.87/67.16;
‘ T (MeOH)  67.33
O S
122 N }—-@—CI 26 185-187 49.00/71.01
‘ \!)( (o) {BuOH)
n G
123 or'y );—@-01 39 192-196 48.98/70.98
%Cq ° 0 (MeCN)

To determine the_effect of the compounds according to

the invention in terms of anti-asthmatic,

anti-allerqgic,

anti-inflammatory and/or immunomodulating properties,

in-vitro and in-vivo investigations were carried out.

The compounds according to the invention as in formula

I

binding and_ inhibit its peptidyl-prolyl
isomerase For the initial screening

the PPIase test is determined.

are

Assay for the

surprisingly

(PPIase) activity.

determination

of

distinguished

the

by immunophilin

cis-trans-

the inhibition of human cyclophilin B in

peptidylprolyl

isomerase (PPIase) activity and inhibition

Method:

The PPIase activity 1is tested according to a globally

customary enzyme test: G. Fischer,

Biomed.

Biochim. Acta 43
H. Bang, A. Schellenberger,

Biochim.

H. Bang,
1101-1111; G.

Biophys.

C.

Mech,

Fischer,

Acta 791

Ki K 10%& ()-) ?a

) ?a



1090& ()- K 109%0& ()-|Y=tSl ! K 109%0& ()-)?a 7 K 109%0& ()- K: 109%0& () -
10908& () - K 1090& ()-U9tSl | K: 1099& ()-)?a 7 K: 109%0& (7)Novemite@80?) -
10908 ()- K 1090& ()-Y=tSl ! K: 1099& ()-)?a 7 K: 109%9& ()- K:10%9& () -
1090& ()- K 1090& ()-aAtSl ! K 1090& ()-)?a 7 K 109%0& ()- K 109%0& () -
10908 ()- K 10%0& ()- _5tSL !)?a 7 K-1030& ()- K 109%& ()- K 10%8& ()-
10908& ()- K

1090 & S) I")*+ pF* K 1090& () - )’>a 7% K: 1090& () -
(1984 87-97; D.H. Rich et al. Jd. Med. Chemn. 38

(1995), 4164-4170.

The compounds of the general formula I according to the
invention are preincubated at 4°C for 15 minutes
together with 10 nmol of Cyp B. The enzyme reaction is
started using the test peptide Suc-Ala-Ala-Pro-Phe-Nan
after addition of chymotrypsin and HEPES buffer. The
extinction change at 390 nm is then monitored and
evaluated. The photometrically determined extinction
change results from two sub-reactions: a) the rapid
chymotryptic cleavage of the trans-peptide; b) the non-
enzymatic cis-trans isomerization, which is catalysed
by cyclophilins. The corresponding PPIase activities

of the compounds of the general formula I
according to the invention are shown in Table 11:

Table 11:

Example Inhibition of the PPIase
activity in (%] at 10 puM

95

70

90

32 _ 70

41 71

66 40 )

73 67

84 90

114 100

116 : 90

121 100




K: 1090& ()- K 1090& ()- K 109%0& ()- K: 109%0& ()-,-.3458bB* K: 109%0& (
K:1090& ()-)?a 7: K 1090& ()- K 1090& ()- K 1090& ()- K: 7ONG&nfder 2E08/bCcdU9*
K: 10% K: 1090& ()-)?a 7 K 1090& ()- K: 10%0& ()- K: 10%0& () -
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nhibition late-phase eOSanphlgla 24 h after

inhalational ovalbumin challenge in actively sensitized

guinea-pigs

9 Method:

The inhibition of pulmonary eosinophil infiltration by
the substances is tested in an in-vivo test on male
Dunkin-Hartley guinea-pigs {200-250 q) sensitized
10 against ovalbumin (OVA). The sensitization is carried
out by means of two intraperitoneal injections of a
suspension of 20 pg of OVA together with 20 mg of
aluminium hydroxide as an adjuvant in 0.5 ml of
physiological saline solution per animal on two
15 successive days. 14 days after the second injection,
the animals are pretreated with mepyramine maleate
(10 mg/kg i.p.) in order to protect them from
anaphylactic death. 30 minutes later, the animals are
exposed for 30 sec in a plastic box to an OVA aerosol
20 (0.5 mg/ml) which is generated by a nebulizer driven by
compressed air (19.6 kPa) (allergen challenge). Control
animals are nebulized with physiological saline
solution. 24 hours after the challenge, the animals are
anaesthetized with an overdose of ethylurethane
25 (1.5 g/kg of body weight i.p.) and a bronchoalveolar
lavage (BAL) is carried out with 2 x S ml of
physiological saline solution. The BAL fluid is
collected, centrifuged at 300 rpm for 10 min and the
cell pellet is then resuspended in 1 ml of
30 physiological saline solution. The eosinophils are
stained using the Becton-Dickinson test kit (N. 5877)
for eosinophils and counted in a Neubauer chamber. 2
control groups (nebulization with physiological saline
solution and nebulization with OVA solution) are

35 additionally included in each test.
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test group treated with substance is calculated

according to the following formula:
5 (A -C) - (B -C)/(A - C) x 100 = % inhibition

The test substances are administered intraperitoneally
or orally as a suspension in 10% polyethylene glycol
300 and 0.5% strength 5-hydroxyethylcellulose 2 hours
10 before allergen challenge. The control groups are
treated with the vehicle according to the
administration form of the test substance. The number
of animals per control and test group is 3-10. The

results are listed in the following table:

15
Table 12:
Ex- Dose Admin- Eosinophil Inhi-
ample | (mg/ istra- million/animal bition
kgl tion X t s (%1
A B C
1 10 i.p.-2h }2.11%1.05 |1.23+0.38 0.67+0.23 61
30 p-o.-2h {3.49¢1.47 | 1.75%1.86 0.83+0.30 65
8 10 i.p.-2h | 2.46+1.08 {1.84+£0.94 0.97+0.47 41
32 10 i.p.-2h ]1.9340.75 {0.86%10.49 0.66+0.12 85
91 10 i.p.-2h {2.89%1.66 |1.16%0.65 0.47+0.24 71
99 10 i.p.-2h |1.93+0.75 |1.3540.67 0.66+0.12 46
30 p.o.-2h |1.81+0.23 }j1.33+0.23 0.33+0.08 33
107 10 i.p.-2h 12.46+1.08 |1.44+0.92 0.97+0.47 68
114 10 i.p.-2h |1.93+£0.75 {1.19+0.43 0.66+0.12 58
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strength NaCl challenge and vehicle

X = Average value s = Standard deviation

The compounds according to the invention are thus
10 particularly suitable for the production of medicaments
for the treatment of diseases which are connected with

the suppression of immunological processes.
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- CHz C= 0) ~NH-(CH,J o~ (CHz)p ~CHOH-,
—CHOH*(CH2)p . - (CH;})p-CH=CH-, -CH=CH- (CHy) - where
p=1...4,
20
Z can be -0-, -§8-, -80-, -S0;-, -0-(CHy)p~ where
p=1...4, -NH-, -NH-(C=0)-,-NH-(C=0)-NH-, -NH-
(C=0)~-0-, -NH-CH;-{(C=0)- and -NH-(C=0)-CH;-,

25 R}, R? and R’ can be identical or different and have the

following meaning:

mono-, bi- or tricyclic saturated or mono- or
polyunsaturated carbocycles having 5...14 ring
30 members, in particular phenyl, naphthyl,
anthranyl, fluorenyl; or mono-, bi- or tricyclic
saturated or mono- or polyunsaturated heterocycles

having 5...15 ring members and 1...6 heteroatons,
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1010%&' () - 10%& () - 10%& () - 109%& ( .
1010%&'8 10%&'8 109K iﬁ/éfa(%e%o%r % *g"'}ﬁf b%“’”‘g 3...14 ring

101098 () - 109%&' () - 10%Rber$0YRnqno-109RL () OF?2ng=isfrclic saturated or
1010%&' () - 10%&' () - 10%edo)- 104 (polhRMBatdrdtdw V\iEterocycles having

5...15 ring members and 1...6 heteroatoms, which
are preferably N, 0 and §, -F, -Cl, -Br, -I, -OH,
~SH, -NO;, -NH;, -NHC, , ¢-alkyl, -N(C;.. .s-alkyl):,

-NHCg...14-aryl, -N{(Cq...14-aryl),, -N(C;.. g~alkyl).
(Cs...1a-aryl), -NHCOC;.. .s-alkyl,  -NHCOCs...14-aryl,
—-CONHC; . g-alkyl, -CONHC¢ . . 14-2ryl, —CONHSO0,C; .. 6-
alkyl, -CONHSO0,Cs...14-aryl, -CN, -(CO0)C;.. g-alkyl,
-(CS)C;...g-alkyl, -COOH, -COOC;.. ¢-alkyl, -0-Cs...14-
aryl, -0-(CO)Cy.. ¢-alkyl, -0-(CO)Cs...14-aryl,
benzyl, benzyloxy, -S-Ci...¢-alkyl, -5-Cs...14-aryl,
-CF;, ~-(CHy),-COOH where p = 1 to 4, -(CHp)p-

CO00C;.. . ¢~alkyl where p = 1 to 4, -S0,-C;.. ¢-alkyl,
-502-Cs...14-aryl,

R' and R? can furthermore be H with the proviso that R!

is not H when X = CH,,

R'-Z can furthermore be NO,,
but excluding compounds as in formula I:
if Y = -(CHz)p-(C=0)-, -(CH3)p-(C=0)-NH- where p = 1...4,

then R? must not be pyridine, .piperazine, pyrimidine,

tetrahydropyridine,
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furthermore if R*-Z = NO,, then R}-X and R’-Y must not

simultaneously have the following meaning:

R!-X = benzyl, 4-methoxybenzyl

15 R2-y = benzyl, 2-picolyl.

2. Compounds according to Claim 1,

3-[2-(2-bromo-4, 6-difluorophenoxy)ethoxyl-5-methoxy-1-

20 (toluene-4-sulphonyl)-1H-indazole
S-methoxy-1-{toluene-4-sulphonyl})-3-{5-(3-tri1fluoro-
methylphenyl) -1, 2, 4-oxadiazol-3-ylmethoxy}]-1H-indazole
6-{2-{5-methoxy-1-{toluene-4-sulphonyl)-1H-indazol-3-
vyloxylacetyl}-3,4-dihydro-1H-quinolin-2-one

25 N-{(2,4-difluorophenyl)-2-[5-methoxy-1-(toluene-4-
sulphonyl)-1H-indazol-3-yloxy}acetamide
3-(6-chlorobenzo(l,3]dioxol-5-ylmethoxy) -5-methoxy-1-
{3-nitrobenzyl)-1H-indazole
3-{3-(4-fluorophenyl) -propoxy]-5-nitro-1-(3-

30 nitrobenzyl)-1H-indazole
3-{3-(6-chlorobenzo[1l, 3]dioxol-5-ylmethoxy)-5-methoxy-
indazol-1-ylmethyl]phenylamine
1-(4-fluorobenzyl)-5-methoxy-3-[2-(4-nitrophenoxy) -
ethoxy] -1H-indazole

35 3-[{2-(2-bromo-4, 6-difluorophenoxy)ethoxy]-5-methoxy-1-
{2- (4d-nitrophenoxy)ethyl]-1H-indazole
3-{2-{2-bromo-4, 6-difluorophenoxy)ethoxy}]-1-{3,4-
dichlorobenzyl]-5-methylthio-1H-indazole
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1H-indazol-5-yl}-3-naphthalen-1l-ylurea

3. Physiologically tolerable salts of the novel
S compounds as in formula I ac_cording to Claims 1 and 2,
characterized by neutralization of the bases with
inorganic or organic acids or by neutralization of the
acids with inorganic or organic bases or by
quaternization of tertiary amines to give quaternary

10 ammonium salts.

4. Use of the compounds as in formula I and their
salts according to Claims 1 to 3 as therapeutic active
compounds for the production of medicaments for the

15 treatment of diseases mediated by PPIase.

5. Particularly preferred use of the compounds as in
formula X and their salts according to Claims 1 to 3 as
therapeutic active compounds for the production of
20 medicaments for the treatment of diseases which are
connected with the suppression of immunological

processes.

6. Process for the preparation of the compounds of
25 the general formula I, according to Claims 1 to 3,

characterized in that

a) for X = -S0;-, -SO- the reaction 1s carried out

according to scheme 1 by

30

reacting 1H-indazol-3-yl sulphonates II

O—-X—R‘
RE—z

\N
’
N
H

Formula IX
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ce of a base and if appropriate in the

presence of a diluent to give compounds of the general

formula III

OH
RL—2
\’N
N
\
X\R‘
5 Formula III

where R}, R), X and Z have the meaning mentioned in

Claim 1 or above, and reacting

1H-indazol-3-y1

sulphonates IT or l-sulphonylindazoles III, if

10 appropriate in the presence of a base,

in particular

sodium hydride, and if appropriate in the presence of a

diluent, in particular dimethyl sulphoxide, with

compounds of the general formula Hal~Y—R2,

where R}, R?,

15

20

25

R}, X, Y and Z have the meaning mentioned in Claim 1 or
above and Hal is a halogen atom F, Cl, Br or iodine, to
give compounds of the general formula I where R!, R?,

R3, X, Y and Z have the meaning mentioned in Claim 1 or

above,

b) for X = ~(CHa) p-. - (CHz) p-0O-, -(CH;)p~ (C=0) -,
- (CHy) p- (C=0) -NH~, - (CH;),~CHOH-, -CHOH-
(CHy)p-.  -(CHy)p-CH=CH-,  -CH=CH-(CHj)p-
where p = 1...4 the reaction is carried

out according to scheme 2 by

reacting compounds of the general formula IIT, if

appropriate in the presence of a base,

in particular

sodium hydride, and if appropriate in the presence of a

diluent, in particular dimethyl sulphoxide, with

30 compounds of the general formula Hal-Y-R?,

where R!, R?,

R', X, Y and Z have the meaning mentioned in Claim 1 or

above and Hal is a halogen atom F, Cl, Br or iodine, to

give compounds of the general formula I,

where R', R?,
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R}, X, Y and 2 have the meaning mentioned in Claim 1 or

above,

where formula III can also be present as the tautomeric

form formula IV

, 0
R—2Z;
N—H
7
N
X
~pl!
5 R
Formula IV
according to scheme 3.

10 7. Pharmaceutical composition, characterized in that,
as an active constituent, it contains at least one
compound of the formula I according to Claims 1 to 3
and physiologically tolerable carriers and/or diluents
or auxiliaries.

15
g. Pharmaceutical preparations, characterized in
that, as an active constituent, they contain at least
one compound of the formula I according to Claims 1 to
3 and a suitable carrier.

20

9. Pharmaceutical preparations according to Claims 1,
2, 3, 7 and 8, characterized in that they are ,
administered in the form of tablets, coated tablets,
capsules, aerosols, powder formulations, patches,

25 solutions, ampoules or suppositories.

10. Use of the compound of the formula I
according to Claims 1 to 3 and/or of pharmaceutical
preparations according to Claims 7 and 8 as agents
30 having anti-asthmatic, anti-allergic, anti-inflammatory
and/or immunomodulating actions on their own or in
combination with one another or in combination with

carriers.
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methoxy-1-(toluene-4-sulfonyi}-1H-indazole, 5-methoxy-1-(toluene-4-sulfonyl}-3-[2-
(2,4,6-trifluorophenoxy)ethoxy]-1H-indazole, 3-{2-{2-bromo-4,6-
difluorophenoxy)ethoxyl-6-methoxy-1-(4-méthoxybenzenesulfonyl)-1H-indazole, 3-
{2-(2-bromo-4,6-bifluorophenoxy)ethoxyl-5-methoxy-1-(4-chlorobenzenesulfonyl)-

1H-indazole, 3-[2-(2,6-dibromo-4-nitrophenoxy)ethoxy]-5-methoxy-1-({toluene-4-
sulfonyl})-1H-indazole, 3-[2-(2,6-dibromo-4-nitrophenoxy)ethoxy]-5-methoxy-1-(4-
methoxybenzenesulfonyl)-1H-indazole, '5-methoxy-3-[2-(4-nitrophenoxylethoxyl- 1-
(toluene-4-sulfonyl)-1H-indazole,  1-(4-chlorobenzenesulfonyl}-5-methoxy-3-(2-(4-
nitrophenoxy)ethoxy]- 1H-indazole, 5-methoxy-1-{4-methoxybenzenesulfonyl}-3-[2-
{4-nitrophenoxylethoxyl]-1H-indazole, 5-methoxy-3-[2-(4-nitrophenoxy)ethoxy]-1-
(thiophene-2-sulfonyl)-1H-indazole, 3-[2-(4-cyanophenoxy)ethoxy}-5-methoxy-1-
(toluene-4-sulfonyl)-1H-indazole, 3-[2-(4-carboxamidophenoxy)ethoxy]-5-methoxy-
1-(toluene-4-sulfonyl)-1H-indazole, 5-m:=.ti10xy-1 -{toluene-4-sulfonyl)-3-{5-(3-
trifluoromethylphenyl)-1,2,4-oxadiazole-3-ylmethoxy]-1H-indazole, 3-(4-benzyloxy-
benzyloxy)-5-methoxy-1-(toluene-4-sulfonyl)-1H-indazole, 3-(5-acetyl-2-
methoxybenzyloxy)-5-methoxy-1-{toluenz-4-sulfonyl)- 1H-indszole, 3-(2-chloro-6-
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indazole, 5-methoxy-3-(6-nitro-4H-benzo( 1 3]d|oxme -8-ylmethoxy)-1-(toluene-4-
sulfonyl)-1H-indazole, 5-methoxy-3-(6-nitro-4H-benzo[1,3]dioxine-8-ylmethoxy)}-1-
(A-fluorobenzenesulfonyl)-1 H-indazole, 3-(3,5-dimethyl-isoxazol-4-ylmethoxy)-5-
methoxy-1-{toluene-4-sulfonyl)-1H-indazole, 3-(3,5-dimethyl-isoxazol-4-ylmethoxy)-
5-methoxy-1 ~(4-chlorobenzenesulfonyl)-1 H-indazole, 5-methoxy-3-{6-(2-
methoxyphenyl}{1,2,4]oxadiazole-3-ylmethyl]-1-(  toluene-4-sulfonyl}-1H-indazole,
5-methoxy-3-[5-(4-tert.-butylphenyl}[1,2,4]oxadiazole-3-ylmethyl]- 1-{ toluene-4-
sulfonyl)-1H-indazole, 3-[2-(4-chlorophenyl)-thiazale-4-ylmethyl]- 5-methoxy-1-
(toluene-4-sulfonyl)-1H-indazole, 6-{2-[6-methoxy-1-(toluene-4-sulfonyl)-1H-
indazole-3-yloxylacetyl}-3,4-dihydro-1H-chinoline-2-one,  3-{2-(4-chlorophenyl)-2-
oxo-ethoxy]-5-methoxy-1-(toluene-4-sulfonyl}- 1H-indazole, 3-{2-(4-chiorophenyl)-2-
oxa-ethoxyl-6-methoxy-1-(4-methoxybenzenesulfonyl)-1H-indazole, - 3-{2-(4-
chlorophenyl)-2-oxo-ethoxyl}-5-methoxy-1-(4-chlorobenzenesulfonyl)-1H-indazole,
3-[2-(3,4-dichiorophenyl)-2-oxo-ethoxyl-5-methoxy-1-({toluene-4-sulfonyl})-1H-
indazole, 3-[2-(3,4-dichlorophenyl)-2-oxo-ethoxy]-b-methoxy-1-(4-
chlorobenzenesulfonyl}-1H-indazole, 3-[2-{3,4-dichlorophenyli)-2-oxo-ethoxy]-5-
methoxy-1-(4-acetylamino-benzenesulfonyl)-1H-indazole, 3-[2-(3,4-dichlorophenyl)-
2-oxo-ethoxy]-5-methoxy-1-{naphthalene-1-sulfonyl)- 1 H-indazole, 3-[2-(3,4-
dichlorophenyl)-2-oxo-ethoxyl-5-methoxy-1 -(chinoline-B-sqlfonyI)-1 H-indazole, 3-[2-
{4-diphenyl)-2-oxa-ethoxyl-5-methoxy-1 -(toluem;-4-sulfonyi)-1 ‘{-indazole, 3-{2-(4-
diphenyl)-2-oxo-ethoxy]-5-methoxy-1-(4-chlorobenzenesulfonyl)-1H-indazole, 3-{2-
(4-diphenyl)-2-0xo-ethoxyl-5-methoxy-1-(4-methoxybenzenesulfonyl}- 1H-indazole,
" 3-{2-(4-diphenyl)-2-oxo-ethoxyl-5-methoxy-1-(4-acetylamino-benzenesulfonyl)- 1H-
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chlorophenyl)acetoxyl-5-methoxy-1-(3-nitrobenzyl)- 1H-indazole, 3-[3-(6-
chlorobenzo [1,3] dioxol-5-ylmethoxy)-5-methoxy-indazole-1-ylmethyll-phenylamin,
4-{2-{1-(3-aminobenzyl)-5-methoxy-1H-indazole-3-yloxyl-ethoxy}-phenylamin

dihydrochloroide, 4-{2-[1-(3-aminobenzyl)-5-methoxy-1H-indazole-3-yloxy}-ethoxy}-

benzamide, 3-[3-(4-chlorophenylcarboxymethyloxy)-5-methoxy-indazole-1-
ylmethyl]-phenylamin hydrachloroide, 1-(4-fluorobenzyl)-6-methoxy-3-{2-(4-
nitrophenoxy)ethoxyl-1H-indazole, 3-[2-(4-chlorophenoxy)ethoxy]-1-(4-
fluorobenzyl)-6-methoxy-1H-indazole, 3-{2-{4-aminophenoxy)ethaxyl-1-(4-

fluorobenzyl)-56-methoxy-1H-indazole, 3-(2-(2-bromo-4,6-difluorophenoxy)ethoxyl-
1-(4-fluorobenzyl)-5-methoxy-1H-indazole, 3-(3,5-dimethylisoxazol-4-ylmethoxy}-1-
(4-fluorobenzyl)-5-methoxy-1H-indazole, 3-(2,3.6-trifluorobenzyloxy)-1-(4-
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fluorobenzyl)-5-methoxy-1H-indazole, 3-(6-chlorobenzo(1,3]dioxol-5-yimethoxy)-1-
{4-fluorobenzyl})-5-methoxy-1H-indazole, 3-(4-chlorophenylcarboxymethyloxy)-1-(4-
fluorobenzyl)-6-methoxy-1H-indazole, 3-(2-(2-bromo-4,6-difluorophenoxylethoxyl]-
5-methoxy-1-[2-(4-nitrophenoxy)ethyl]-1 H-indazole,n 3-[2-(4-chlorophenoxy)ethoxy]-
5-methoxy-1-[2-(4-nitrophenoxy)ethyl}-1H-indazole, 3-[2-(2,6-dibromo-4-
nitrophet_\oxy)ethoxy]-5-methoxy-1 -{2-{4-nitrophenoxy)ethyt]-1H-indazole, 3-(4-
chlorophenylcarboxymethyloxy)-5-methoxy-1-{2-{4-nitrophenoxy)ethyl]-1H-
indazole, 3-(3,4-dichlorophenylcarboxymethyloxy)-5-methoxy-1-[2-(4-
nitrophenoxy)ethyl]-1H-indazole, 3-(4-diphenylcarboxymethyloxy)-5-methoxy-1-{2-
(4-nitrophenoxylethyl]-1H-indazole,  6-(2-{6-methoxy-1-[2-(4-nitrophenoxy)ethyl]-
tH-indazole-3-yloxy}acetyll-3,4-dihydro-1H-chinoline-2-one, N-(2,4-difluorophenyl)-
2-{5-methoxy-1-[2-(4-nitrophenoxy)ethyll-1H-indazole-3-yloxy}acetamide, 3-(3-
acetyl-6-methoxybenzyloxy)-5-methoxy-1-{2-(4-nitrophenoxylethyl]- 1H-indazole, 3-
(3-trifluoromethylbenzyloxy)-5-meth0)gy-1 -[2-{4-nitrophenoxy)ethyl]-1H-indazole, 3-
(2-fluoromethylbenzyloxy)-5-methoxy-1-[2-(4-nitrophenoxy)ethyl]-1H-indazole, 3-
(6-Fluoro-4H-benzo[1, 3]dioxine-8-ylmethoxy)-5-methoxy-1-[2-(4-
nitrophenoxy)ethyl]-1H-indazole, 3-[2-(4-chlorophenoxy)ethoxy]- 1-{2-(4-
chlorophenoxy)ethyl]-6-methoxy-1H-indazole, 3-(4-chlorophenoxyalkyloxy)-b-
amino-1-(toluene-4-sulfonyl)-1H-indazole, 3-(2,6-dibromo-4-nitrophenoxyalkyloxy)-
5-amino-1-{toluene-4-sulfonyl}-1H-indazole and 3-(4-

chlorophenylcarboxymethyloxy)-5-amino-1-(toluene-4-sulfonyl)-1H-indazole



