| NDOZOLONE DERI VATI VES AS 11B-HSD1 | NHI BI TORS The

present invention is concerned with novel indazol one
wdeanicwatdores which are useful as 1l b-HSD i nhi BCT®P3005/010175

The invention is concerned particularly with conpounds

of formula (1) wherein Rl is hydrogen, |ower-alkyl,

aryl,

or aryl-lower-all<yl; R2 is aryl,

aryl -1 ower - aIkyI het er oaryl , heteroaryl-lomer-alkyl,
cycl oal kyl cIoaIk | | ower -

fi uor o- |oW?r°Z FRG DE VAFB‘(/%A%Pﬂ%rI?S%FWBFB%%-a| kyl

is optionally substltuted W th to 3 substituents

sel ected fromthe group con stln

| ower - Ehkﬁls@gﬁname%@@mm%@% ?%Hcglﬁé‘f%&eég”%wh are
| owgéfriads k yb-HsD1 ugkibitdrower - al kyl , | ovver al koxy, or
fluoro-1oweral koxy; R4 is hydrogen, hal ogen,

| ower Kk fluoro- Yornfia (1
1 tor o roiertiapgSyen ey i R Bk ornitl (1)
| ower - al kyl , quoro | ower -al kyl , | ower -al koxy, or

fl uoro- Iomeralkoxy R6 5 hydRSgen or |ower-alkyl; R7

is aryl,
| ower - aIkyI whi ch Iomer-* ;
substituted wth 1 ﬂD—BNsubu
group consisting of OH CN

cycl oal kyl ; R8 and R9, i

het er oaryl , f1'Udr o- | gwer -ad kyl, or

8 tlonally

ents\ sBFected fromthe
-n/Qiomer al koxy and

©r om each ot her,

are selected fromthe group céisitRng of hydrogen and
| ower-al kyl; CS / 15.7.05and pharnmaceutically
gcc table salts thereof. d ucocorticoids (cortisol in

Ycorticosterone in mce and rats) are an

|npqrtant cl ass cort ost ids that regul ate
mangy mﬁ@%ﬁﬂ$%>%ﬂﬁ”ﬂ8%§8gfﬁﬁ L g@@Ses and form a
key conponent of the response to stress.

G WRoc os arylcoiybiowac lkyli hetaronrylssdrparylde wet o casloliosi qicloalkyl-

recept @meraalnéi/l fluBroSIOWer- ilky‘-l S ESwer AIGBWRICH Wetrlaﬂ@l i optionally
receptors,;

cription
d ucoc 6Fl?sit185?(%jw5€$ t%ﬂs%ﬁtl?%{%bsg{ec‘ieﬁ R 3 ese depe ﬁ oS SES%H?Of OH, CN,
only oﬂmbgﬂcMhﬁtﬂhng@@ﬂaﬁﬂNBdhbentratlons and the
cel lul ar expression of receptors, but

R®  is hydrogen, halogen, lower-alkyl, fluoro-lower-alkyl, lower-alkoxy, or fluoro-lower-
alkoxy;

R*  is hydrogen, halogen, lower-alkyl, fluoro-lower-alkyl, lower-alkoxy, or fluoro-lower-
alkoxy;

15 R®  ishydrogen, halogen, lower-alkyl, fluoro-lower-alkyl, lower-alkoxy, or fluoro-lower-
alkoxy;

R® s hydrogen or lower-alkyl;

R’ isaryl, heteroaryl, fluoro-lower-alkyl, or lower-alkyl, which lower-alkyl is optionally
substituted with 1 to 3 substituents selected from the group consisting of OH, CN,
20 halogen, lower-alkoxy and cycloalkyl;

R® and R%, independently from each other, are selected from the group consiting of
hydrogen and lower-alkyl;
CS/15.7.05



also on intracellular enzynes that critically
determ ne to which extent glucocorticoids gain access

woOaoremsetors in an active forml | beta-hydr oxyBCEEDR@S/010175
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dehydr ogenases (|l beta- HSD s) catal yze the

I nterconversion of the principal2active 11-hydroxy-

gl ucocorticoid (Cortisol in nen) and their inactive

1ind eharnvekabelly asplabbrsultstasof.n men). The enzyme

| | bet a- hydr oxyst eroi d dehydrogenase type 1 (Il beta-

HSDI ) dl&%o% cg%?sr( Eims&qﬁ th'u?ﬁ%nk NhRH ARG i ing 1ce and ﬁatsg afe an

gl ucocorticoi pl'ayi’ng a nmaj or ot'e i'n

mbapbetntortase bf mhlemcunoamcoa@mdsthatmgubm manyi mntahﬂl@lc arifulomeostatic

?I%trcl)c\é?stels 2 ndn 9of§m(r:ae Cé/ ?1%2} énocl oq"dg ercegé/)tng.g %‘ci_é)bfréfsg.rrgﬂ%_eolfgrtm01ds actvia

Ratheethlt f guecm:)e’scqldl r@epterseaqu gs®noTtissnes) marraochrobed eeceptors;

nswere ang usi.n e

Soriife PlAc B B OR GRS e B o ke A8 s copents

mngh bnlbeanassubmag setroid thnden&atwms amelsths t@hatae emre&hctrewfeﬂueptors, but
ab0| lﬁ%ﬁelﬂ- ar %Ibzgf%ngg mriev cal %e{e?r%%ncftta F‘)Nhrng > eri(% & dlcocor’acmds gain

adtqmste rEd:@scue i am oddes éorinn dﬂb&tai-t]nz;rﬂmxyﬂbnbﬁd)ddwdrogenases (11beta-

ogﬁ'}?g)p C@]%j gg%§t$§£§€ﬁgs§?qbof tﬂg yﬁae g%acﬁvef f&@'}%‘%}’] rusgscortlcmd

( MasttzsakinHne®t andl theiStriaetieel 1-RA0 Inddawlifes (cortisone in men).
294(5549) :2166-70.). Taken together, these data very
stron 0 N nter-
PP HBROLIE, AR A5 Bl B S Loy
honeostsasidiva o el pacerispisis stherp mlay@glae@vpx/ é)le in local
i qg&cﬁﬂéﬁ&{lqiocfeﬂﬁlgf %ﬂgo‘ﬁg&% Xgﬁceﬁeyﬁ&’n 4119‘1’\@1[115 Q&tﬂﬂﬂog by?&‘ﬁ@oste&md
|l evel's 1n ype etic patlents normal 1 ze el evat e
| Irpqegfqgrap‘amee tissuahdint @ recertiiedy m@dghy T jHoffparme La Roche differences in
[ [
e
eftd etensifmepeeifiobhaigeeh gope a@rnsgloamm@n@hoboaﬁ@ouamd with insulin
anti.-ul cer n b - :
t ﬁ%msrtae c&0L aﬂ%rﬁ:z rreaqqli]lf) thkg yr%}reglg? %&ﬁ%ﬁewﬁﬁlﬁgA ﬁ)rllqlbeta—HSDl is
c appmm_@ﬂebirtslol-feﬂi mmregnlatém]aned'@@sé hssim’sudﬁene individuals. Moreover,
ls’?)&%!te%fg YLL elca glgigggn CQ]%P hsagf m1c egl {) lv%ge\ll.rgil obemﬁf dand toa
t hgmchbmeeXﬂnﬂ(a phermtm}z (dbavezadd Hi t‘saldéchettcermﬁ)msDeeﬁt 294(5549):2166-70.).

(3 1 gl}e %ﬁgg'l)efa,lt{]?S% ggt%’_vlgéfdtr%lngﬂf Eng 14 am%ortanl\{%‘b% of 1%96‘[;1 HSD1 in the
i nedwdiongflobyety,and dhpmsmitnmas oégluvass d:mh&ostasm and 11p1d parameters

Thus, selective inhibition of this enzyme could lower blood glucose levels in Type 2
diabetic patients, normalize elevated lipid parameters and/or reduce weight in obese

subjects.

The first pharmacological indication that 11beta-HSD1 inhibition in men might
have beneficial effects were obtained by using carbenoxolone, an anti-ulcer drug which
inhibits both 11beta-HSD1 and the related enzyme 11beta-HSD2. Treatment with
carbenoxolone led to an increase in insulin sensitivity indicating that that inhibition of
11beta-HSD1 may reduce cellular cortisol levels and therefore minimizing some of its
deleterious effects. (Walker et al. 1995; J. Clin. Endocrinol. Metab. 80, 31155-3159).

11beta-HSD1 is expressed in many tissues including liver, adipose tissue, vascular

smooth muscles, pancreas and brain. Its activity is dependent on NADP(H) and it has a
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snoot h nuscl es, pancreas and brain. Its activity is
dependent on NADP(H) and it has arelatively |ow

wahbicrsigp4f or its substrate (conpared to || bet aRcHEP2)05/010175

11 beta-HSD i tissue honogenates and when purified is
bi directional, exhibiting both_lg . beta-dehydrogenase
and | | beta-reductase reactions, with greater stability

Efelaﬁh&y g@h}(%ﬁ?@&"ﬂﬁﬁlﬁs@@ﬁrﬁﬂéi(%d{g ag’seMo ﬁtb%’dzﬁ.iHSDngd 1%ef-HSD1 in tissue
rozowski, Vi m rm . . ) ) .. - )

HORRRES P2t e AR V‘t%ﬁ’é P&ﬁ?ﬁ%sbé@fwma erxglﬁtl%%% gat?a H)Dﬁﬁ%tdgéfdmgemse
G@ll 19 betah@dbtlagirdadtREANGHES Sredet btibilily JHBEOFMAyABIRase activity (P.M.
whi ch regenerates actijve Tucocorticoids from.inert

W 30 G KRR 980 CHHEY SO 1 9P o fn &Hrr bin Ffweyer, when the

| cngyBas a6 edstodln i EaeRd, kid Ab @l 8808 adtd-EPiHpl-aY imtes, which

and thereby anplifying glucocorticoid activity. It is.
RFGICEH e AiNg %@Mﬂ%d&% g1 1Edstoderpatiush glupegorticoid

FegdierdtRAOWHIONERESRBB G e REPALIEla BEHEQD S REQLYES LMihereby
adi pocyte_ differentiation and insulin_resistance.

ALY G COF OTHCBIst A HISDI 18 Nt Flavasest cellifley cpigplcenergration that
tiRheRhd BY RALORES RefatiPiRRELST 0ASERE Qaiggcﬁé/ ARt BiatiDYhnd insulin

it 'should al so be save and w t hout maj or 'side effect.
SEHRRE- Wi t h the unspecific inhibitor carbenoxol one

hi ghl i ght the inportance of devel oping specific

| | betlahtiSibn bAhibetd-BISH.1 shbeldinvbibbiytrediteahe typeral Syndrome-X /

[l beta- HSD2 enzyne is badly, t rated and,results in .
RS B0 BF GO BP s Pa 1 Fho Db AEs BE PP AR BT mpior sde effect
;St%@iéawli_tggﬁl uﬁJ’}ﬂEﬂﬁd ikhiBityedakbdnokeloat ﬁighﬁ' Hithﬁe ihmportance of

t a- KN ou ce were undg .pbe heal.t an .
rdé§g§P1WBE‘ilgF§ -?ﬁw&ﬁtar%ﬁgs blflyna?ﬂgetﬁéefe%& enzyme is
(Hﬁ@ly&b@é&t&@‘é;(d rﬁggilngmcﬁg&@_q}m& prgsace. 56 Eoﬂigqﬁﬁinhéﬂﬂﬁ@n of 11beta-

; . - . | ar 0 starvatl! on ese
ﬁ@%%ﬂéﬁﬁ @f?ﬁé‘fﬂs@t $in<rl besa-TaED kgvoqi@aaml@ EHS be healthy
Eaﬁatto Qéﬁsti}&‘ﬁ@%&s@g{nia@ﬁlf@l@eﬁ%gﬁ)@ﬁ ir_%tre&sr(K?@éﬂévttﬁeQ .. _etl al., Proc Natl

ese ce ad | rove o] na llpoprotein proJjiles
g VA o TR o100 Rt Dabite? GRpo Yot these ice had
eftfehGeH QUSvARE FRELheRBic @Rty i @mtgﬁe ﬂgmdﬂvgéirﬁglfl&tﬁkogenesis. In
O De penerjcCla 0

I | bet a- HSD i.nhj bj tors ght al s ) o
raégu&é% ﬁ’gﬁ Sy lﬁ?rggg{ﬂlan% wad [pamotan Petiles suggestigg that inhibition
loTEesTh 1 8D ettty d5hdiduBRd0ke. RaAt Rpoft ifiicate @AM 1beta-HSD1
2003 . July;96(7)" 481- to inprove cognition (Sandee

Tahib@pryinight plsg de hétlfrgﬁoc)}&é iiredufe luglghloo oxyassmr(hazwah H.etal,J Clin
gg&&%%0§7\§§1%(1 133199, RARS Ep\éﬁalf"(%g@ 'ZU?{] ]ﬁ%@)@gﬁ%) I';E{) improve

eficits. Taken ogether | T bet a- HSDI ition m
segaitioasanrep i irbdlo FaosNaprashed U At P4t ARy st 7 ):6734-9) or
@b iR A5k eiRRLIsbYaRAURLRC Taken together 11beta-HSD1 inhibition might

be a save and efficacious approach to treat symptoms of diabetes, obesity and other

diseases.

The compounds of formula I and their pharmaceutically acceptable salts and esters
are novel and have valuable pharmacological properties. In particular they are 11b-HSD1
inhibitors and they display selectivity against the related 11beta-HSD2 enzyme. Therefore
the compounds which are specific 11beta-HSD1 inhibitors represent an approach to e.g.
lower blood glucose levels and normalize lipid parameters in Type 2 diabetic patients by
modulating the local concentration of the active glucocorticoid cortisol in target tissue
(liver, adipose tissue).

The compounds of the present invention can be used in the prophylaxis and/or

treatment of metabolic disorders, obesity, dyslipidemiae, hypertension and/or diabetes,



di seases. The conpounds of forrmula | and their

phar maceutically acceptable salts and esters are novel
wandoevasse4 val uabl e phar macol ogi cal properti es. PCIWEP2005/010175

particular they are 11 b-HSD inhibitors and they

di splay selectivity against theg4elated 1l bet a- HSD2

enzyne. Therefore the conpounds which are specific

bhtietiariAGDhbdted T L [0 Bh e RpHRSQAE ofthi GiPPERRGNcahGuRh-be used in the

| ower, bl ood,,gl ucose leyels and nornmalize |ipid .

BALIHRS AL e F5pEneat G RIS eF U ap IS AL b O FHUiRA Alfhfigner and/os

hheodegabraicentrati on of the active glucocorticoid

Cortisol in target tissue (liver, adipose tissue). The

conmpaunds of .the present .invention can pe used.ip t )

o PP S ArEo, PaatanE < Ohe HETBIBIe et frorubyd thei
efoeshéntiortidsdaltp beesd ad, thiiy p&y isQH&lapéhtitﬁHifrﬁtrtive substances, a process for
g%gbet Jparticul arly di abetes Type || he conpaounds

mepwagtire g s BRSNS ]éHES,i. Rbapﬁléceutical compositions,
pleg@ftaylead &)rﬁﬂﬂélﬂg’ thie @%&tcﬁﬁ@ouﬁﬁs,ﬁh?hpﬁﬁﬁla@émﬁﬁﬁy acceptable salts, the
ressure, .cognitian, i mer an r. .
S B AGPHAORS eB] P e@ﬁ%ﬁgfaé%seqﬂd/ bty ghillnesses,
apecitiieinCeesanshen Obr propRHhAs bf ARehbbReHIsorders, obesity, dyslipidemiae,
or enent i ongd gagts per,s§¥§nd their use qi .
ST HpEaR 4l Py diaRe ey @arlifyerdahetesd e bk arg thegse phie said

BERPb@Cds U] it tHHErhS P 6L 1 OIBR @ RekSli cab b &Y BB Heat @8ment or prophylaxis
pharggceuttcal conposSi tions, nedicanments contai ni
phme ilean

n
Plir diwpdtindbesithdrsin lﬁﬁé)éraﬁrut@vérqryanaié%re«bala?gwepartlcularly

agbg&sTﬁggryse of the said conpounds and salts for the
prophyl axi s and/ or therapy of illnesses, especially in
t he eat nent qr prophylaxis of nmetabolic disarders,
obesff{ls/,coagpénupgf agﬁlﬁegé?seﬂva@w&ﬁsqaarfughavwrcoamkaa@% wgh PPAR
R4, gathahd, Vclh PARENESs, DHIBA tdehyéf&%:gaﬂgréb%&oﬁé , bpers afifibitors,
ponpoun s and salts for the_production of nedicaments
o prordirasimhutytorh mapprplatk g ligat. net abol i ¢
di sorders, obesity, dyslipidem ae, hypertension and/or
di abetes, particularly diabetes Type IL The conpounds
of the present invention can further be conmbined with
PPAR (al pha, ganrna, delta) agonists, DHEA (dehydro
epi androsterone), DPPIV inhibitors, insulin and/ o r
i pase inhibitors, particularly orlistat. Unl ess
ot herwi se indicated, the followi ng definitions are set

~forth to illustrate and define the nmeani ng and scope
of the various terns used to describe the invention
her ei n.
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In this specification the term"lower" is used to nean
a group consisting of one to seven, preferably of one

woaodomasgocar bon aton(s). The term "hal ogen" rePeraPL®ms/010175

fluorine, chlorine, bromne and iodine, with fluorine,
chlorine and brom ne being pretérvred. The term

"al kyl"™, alone or in conbination with other groups,

r ef efBlese othebrianotdech ted, the faloghihg ddsfannomm\tai ferth to fllustrate and

%@ﬁﬁg ﬁ%%gea ﬂdpal?l@lts nipé'x h%%flgﬁp tegl%g ?6& too e %ré [ t%s}rgsﬁtlon herein.

twenty carborr ato era one 10 SIX
atons, nore preferably one to _ten carbon atons.
Lower2 ﬁPkﬁﬂeC]@Fﬁ&Fﬁsﬂlgsteﬂés vesed Wed bwrsks e Ly consisting of one to

péveh eireReatAy KYdnedb @vHaS carbBE al3h(® " | over - al ky-1", al one
or in conbination with other groups, refers to a
al kyl radi cal

br an orStraigh ch n nongval en

of oﬁg ? ™% é\?éorge%ali'e o1 18 ﬁﬁme’rf%?ré?eafﬂ? %}n@ﬁémfiéo‘ilé}@rr“’ﬂh fluorine,
clelpbonaad breninEbeisgteefaried. f urt her exenplified by such
radicals as nethyl, ethyl, n- propyl i sopropyl,

N- DUEYL e 8y QH{},}A’I alo{uF Q}lftﬁ{ lCO]%@%laEtLO{l v¥1 1 othe%‘ grvoveulgs, é&'}/ t@;ﬁ branched or

groups can opti ona
Patiglgerhaln papvatK @%yuratﬂd aélphmmhydgocgrbon ok e of bhetoesrenty

LBEA 2@IKY brdsrabpona s sB&@eﬁﬁfaﬂﬁgl atdBR a}%ﬂ%?{'}referablg one to ten carbon

Hu%olo raIyI efers to I ower-

HRFMEh QY E-HOASTOWP 2miesspied belnystlse S GOLRL.
Exanpl es of fhioro -lower- al kyl groups are e.g. CFH,

CF2 HI'hCE?Sm WB@Pﬂl{yl C)J:a'?z()ﬁ‘bﬁm?c,on(m)(ﬁ%tﬁ @@1&52611;@: 1%fers toa

f
%—%?1 ocy o stlca}/%%lt gg%% i oPcr)galgrgtsa%ar? Eaadll%ig ﬂ? gle%m;seven carbon atoms,
preédreblabhy tafous c@bomrdsomn. Hiio tesm is ichhasxeyplifiat Bpyich radicals as

EXEHy0 R | eF%i %ﬁgﬁg% n%rutﬁgia%&? )ﬁ\);d,]ut}{lel g &?Lﬂ% Lgyrer-alkyl

alkox
SIOKY Calrr‘?i?,ilqnélhﬁ’f)@ ?%ﬁ%ﬂeéo@(& byrQeed, halogtrs lowaaikoxy, or

RirQcarboR@ll BhBubistiniteddow@uakylakkbs ard BeerleEdn
‘f Luor o- | ower - aI koxy" refers to the ¢ oup R'-O,

V\’h I “ » f
fi ugr 525 56@: PT? W'ﬁr%ﬁ% %J?ré){%l‘ﬁ”er g%u%ép‘é#}@re mono- or
1@@1;;;@ s@satuieai @ith ﬂﬁ@@ﬂdzma@k( S B3 Qhhved-alapichr k2 dr €k g. CFH,,

éFzgi 2 es Cﬁgbﬁz)éé ?1) él—loamdI C?Fgﬁjﬁl hation,

S|gn| dary or

The term “cycloalkyl™ refers to a monovalent carbocyclic radical of 3 to 10 carbon
atoms, preferably 3 to 6 carb on atoms, such as cyclopropyl, cyclobutyl, cyclopentyl, or
cyclohexyl.

The term “alkoxy” refers to the group R’-O-, wherein R’ is an alkyl. The term “lower-
alkoxy” refers to the group R’-O-, wherein R’ is a lower-alkyl.

The term “fluoro-lower-alkoxy” refers to the group R”-O-, wherein R” is fluoro-
lower-alkyl. Examples of fluoro-lower-alkoxy groups are e.g. CFH,-0, CFH-0, CF;-0,
CFsCH2-0, CF3(CHy;),-0, (CFs),CH-0, and CF,H-CF,-O.

The term "amino", alome or in combination, signifies a primary, secondary or
tertiary amino group bonded via the nitrogen atom, with the secondary amino group
carrying an alkyl or cycloallcyl substituent and the tertiary amino group carrying two
simnilar or different alkyl or cycloalkyl substituents or the two nitrogen substitutents
together forming a ring, such as, for example, -NH,, methylamino, ethylamino,

dimethylamino, diethylamino, methyl-ethylamino, pyrrolidin-1-yl or piperidino etc.,
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tertiary amno group bonded via the nitrogen atom
Wi th the secondary am no group carrying an al kyl or

woyalomakdoyl substituent and the tertiary am noPgTERPI05/010175

carrying two simlar or different al kyl or cycl oal kyl
substituents or the two nitrogeh -substitutents
together formng a pingi such as, for exanple, -NH2,
PESTRRAD AT HBATY aER P atingtylanine e he| disibplomid enHylhamivholy
ehBghangidivl am no, pyrrolidin-1-yl or piperidino
etc.,preferably primary am no, dinmethylam no ang
di et hyl am no, and part.icul arly di methyl am n The term
“al kyl &&=} éﬁ@?@et Tiss 19 ¢ sfrageht ‘?ﬁ%‘? r glfanﬁg%\%é}‘{é]&nt saturated
dlipladtertydsethdroat g@dupbf Dlitﬁ%(]' rthord ﬁﬁﬁﬂi,@@gfefab@;upt@m darbéh atoms,

t nlref erab l1to car bon_at ops, .nore
S BB LB aoRb el B douise- R RS peerite Below also are
grdeped dbyldesgroipe Thbédrowlavsealkylenpt efas ted stahiklit éiag or branched

s = N aj gh
R B S S LD oL EE b P EE6 8% 0 6 carbon
AR e HRISBHC I kY leRe ar lpyerralkemk areutsare praededr 3 to
6 carbon atons. Straight chain al kyl ene or
| Iowe Thakdey ‘@rg” gl enns ia wmglfrﬁfieﬂ, @éiatte%_ F@ﬂiﬁ%ﬁhﬁ}lafrﬂa%hthyl group,
al one, or. in copbi nation, rel ates en or
RS RER e o SRR ublah {7 omactabriA oG BBed Wt ems ceansterably 1 o
S psubstitakhty iddepsudisitiytselteed Hymlthtearrbup cp?ﬁﬁtﬁ{gadri]ﬂ [ywir-ilRyl, lower-
i i.n dently sel ect ed omt he 0

o e R R R e Hibd, SRS et R0 EA Y05 Boxo-tower-
alkdtens (forraing a3 bearridiexy auomab,rhommbmsmomymfsulfd@yl, lower-

' aboOMRFeRl f bivg:- 204! ;
alrkglucgr;?}nl(lbw i aﬁ’%ﬁgﬂﬁoﬁgﬁﬁ{mﬂ% SlHca 0%5@ %@Q 3% alkoxycarbonyl,
%Bwr “I@yﬁﬁg(!u BEATA-loesrdioxy Y RIpledat-Rbepyioxy and owashyl-oxadiazolyl.
B dfyrebyddetiylentiidre M@@m lodMekc @yt ARRBY bwer-alkyl and CN.
fluoro-1ower-al kyl, fluoro-Iower-al koxy, cyclo al kyl,

gzgg%l[:ht% Eéérﬁrf‘;}gegggglﬁg’: rgfegs)r(]t’aoda:nga\%érl{}_/agiic l?it?)’egr%%rrn%%red monocyclic ring or 9
¢ Yomemberedrbigicky tingmliidiNan Thepiréserh, 2 e Bertaas ydlécted from nitrogen,

QgY.C i i Sy .

4555y MO 51, RIS RN i,

1;0x0 RyFidm Tk oREC-pETEdiBd HFwinh tiegbrisorezgly exarwyloradiazolyl,

sHidakdlyl, Eﬁﬁb@gﬂl, ?ﬁrafzélﬂ)/{r.iazﬁb}’fl’, :téi'fa@bhyl, Mizbgﬁ?rzi'scﬁllﬂazolyl, 1,2,3- '
x0:.pyri-dazi nyl., ri.m dinyl, 2-oxo-pyri yl, _ .

%13«}38%6@7 eﬁ?ﬂ%ﬁéﬁ%ﬁ&ﬁaﬁ% ?éldﬁ%ﬁ%e/ﬁyﬂ pr @6@5@%%&9’1 group is pyridinyl.

Axterapbarly] gronpdiagdabyl subisttddagiattern py de@kpld earlier in connection with

Pyt h%%» triazolyl, tetrazolyl, thiazolyl,

I sot hi az ﬁy|, 1,2,3- thiadiazolyl, benzoim dazolyl,

i ndol yl, indazolyl. A preferred heteroaryl group is

pyr i @pmppunds of formula (I) can form pharmaceutically acceptable acid addition salts.

Examples of such pharmaceutically acceptable salts are salts of compounds of formula (I)
with physiologically compatible mineral acids, such as hydrochloric acid, sulphuric acid,
sulphurous acid or phosphoric acid; or with organic acids, such as methanesulphonic acid,
p-toluenesulphonic acid, acetic acid, lactic acid, trifluoroacetic acid, citric acid, fumaric
acid, maleic acid, tartaric acid, succinic acid or salicylic acid. The term "pharmaceutically
acceptable salts" refers to such salts. Compounds of formula (I) in which a COOH group is
present can further form salts with bases. Examaples of such salts are alkaline, earth-alkaline
and ammonium salts such as e.g. Na-, K-, Ca~ and Trimethylammoniumsalt. The term
"pharmaceutically acceptable salts" also refers to such salts. Salts obtained by the addition
of an acid are preferred.



A heteroaryl group may have a substitution pattern as
described earlier in connection with the term"aryl".
waanpoasds of fornmula (1) can form phar maceut i eairiEe2005/010175
acceptabl e acid addition salts, Exanples of such
pharmaceutically acceptable salts are salts of
compounds of formula (1) wth_physiologicall X .
conphis Clﬁ’lffémmnﬁé?%ﬂor@&fa&sc,an ele &V Hydroe RV EF ¥t8d‘ajéli‘ecﬁ01vatlon can
@Jétfﬁeﬂéaii&t}@fcbdrs_eg@ﬂﬁhﬁhﬁﬁmaﬁh? ﬂfce@b@ﬁ@hﬂ@iﬁd}pla@'daﬂg. o8
Wi organi.c acids, such.as_.nethanesu oni c._aci
bR BOHIELS BRI SE0T 1 B ref g oo find of formul
thyiifdtioay. daeetrint paaithcewtidally accaptiable séltsmbsoiicchzied physiologically
waI%i ag%gkstartaric acid, succinic acid o r
%ﬁﬁféﬁfﬁ) acid. The term "pharnaceutically acceptable
salts" refers to such salts. Conpounds of formula (1)
in which a COOH group is present can further form
salts with bases. Exanples of such salts are al kaline,
eart h-al kal i ne and ammoni um salts such as e.g. Na-,
K-, Ca- and Trinethyl amoniunsalt. The term
"“pharnaceutically acceptable salts" also refers to
such salts. Salts obtained by the addition of an acid
are preferred. The conpounds of fornmula | can also b e
sol vated, e.g. hydrated. The solvation can be effected
in the course of the manufacturing process or can take
pl ace e.g. as a consequence of hygroscopic properties
of an initially anhydrous conmpound of fornula I
(hydration). The term pharmaceutically acceptable
salts al so includes physiologically acceptable
solvates.In detail, the present invention relates to
conmpounds of fornmula (1) wherein Rl is hydrogen,
| oner-al kyl, aryl, or aryl-lower-alkyl; R2 is aryl,
aryl -1 ower -al kyl, heteroaryl, heteroaryl-Iower-alkyl,
cycl oal kyl, cycl oal kyl - | ower-al kyl,
fluoro-1lower-al kyl, or |ower-alkyl, which | ower-alkyl
is optionally substituted with 1 to 3 substituents
selected fromthe group consisting of OH CN, hal ogen,
| ower - al koxy and C(O NR8R9; R3 is hydrogen, hal ogen,

| ower - al kyl, fluoro-I|ower-alkyl, |ower-al koxy, or
fluoro-1oweral koxy; R4 is hydrogen, hal ogen,

| ower - al kyl, fluoro-I|ower-alkyl, |ower- alkoxy, or
f hi or o-1 ower al koxy; R5 is hydrogen, hal ogen,

| ower - al kyl, fluoro-I|ower-alkyl, |ower-al koxy, or

fruoro-1 oweral koxy;
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R6 is hydrogen or lower-alkyl; R7 is aryl, heteroaryl,
fluoro -l ower-al kyl, or |ower-alkyl, which |ower-alkyl
woOompsssomal |y substituted with 1to 3 substit uearaP2005/010175
sel ected fromthe group consisting of OH CN, hal ogen,
| ower - al koxy and cycl oal kyl ; -RB8- and R9, independently
fromeach other, are selected fromthe group
congh temi; thebresgreimgatioanedates Wesoradkipids offpgmula (1)
pharmaceutically acceptable salts thereof. The
conpounds of formula |I can haye one or nore asymetric
centers and can b e pRresent 'n the formof optically
pure enantioners, mxtures of engfti omers su c as, for
exanpl e, racemates, optrca v regdlastere|0|soners
m xtures of diastéteo di ast &bi soneric
racemates or mxtures Q 5 e onerlc racemat es.
The iirvention enbraceg all of thﬁse(forns Preferred
are the conpounds of f®rnul aRl . Meferred(ifonpounds of
formula (1) as described above are those wherein Rl is
hydr ogen, |ower-al kyl, aryl, or aryl-lower-alkyl; R2
Vﬂ§*%ﬁyl, aryl -1 ower - al kyl , heteroaryl,
het eroaryl -1 ower - al kyl, cycl oal kyl, cycl oal kyl | ower -
Rl kyb hydrbgear, wer allet,ard) drcyryl-lover-bléyler - al kyl , whi ch
Iomer al kyl is optionally substituted with 1 to 3

Si%][‘gﬂty gfﬁmﬁé? ﬁﬁ);lel%(yo thg&r&f O?%BWEPE‘&WE%I@H@{L SHo alkyl-

hydrlo@elﬁalkﬂaﬂwedowr%mléﬂ o feypler- SRR a%? gy pptionally

' O‘A%bé\: t'ﬁf:&ﬂ il o 3 MsBrdeavREiRbk® kY BE stcuphwdrgenof OH, CN,
alogen ower - al ky ower - al kyl,

| onettalegerdgyyer- é&%ﬁiﬂ&%@ﬁ@%‘al koxy; R5 is hydrogen,

hal ogen, |ower-al kyl, fluoro-Iower-alkyl, |ower-

= kqud&geﬁ hulogen, |1MFﬂqﬂmromdwemadewgenﬂ<gxy, or fluoro-lower-
| oner-al kyl; R7 is aryl, heteroaryl,

flu @%9$%mer al kyl, or Iomer al kyl, which | ower-al kyl

Is optionally substituted with 1 to 3 substityents

Re! eis hedrogem metdgen.devermalkdniapilayeotkgHowenatkqgy. og dyoro-lower-
and Jip -al koxy; R8 and R9, independently from each

ot her, dfe selected fromthe group consiting of

EQ’ drlcs) ?fgroaggri }Jaloo\%gé, lgxllvle(r ;lﬂkyl fluoro-lower-alkyl, lower-alkoxy, or fluoro-lower-

alkoxy;
R®  is hydrogen or lower-alkyl;

R’ isaryl, heteroaryl, fluoro-lower-alkyl, or lower-alkyl, which lower-alkyl is optionally
substituted with 1 to 3 substituents selected from the group consisting of OH, CN,
halogen, lower-alkoxy and cycloalkyl;

R® and R’, independently from each other, are selected from the group consiting of
hydrogen and lower-alkyl;

and pharmaceutically acceptable salts thereof.

The compounds of formula I can have one or more asymmetric centers an.d can be
present in the form of optically pure enantiomers, mixtures of enantiomers such as, for
example, racemates, optically pure diastereioisomers, mixtures of diastereoisom ers,
diastereoisomeric racemates or mixtures of diastereoisomeric racemates. The invention

embraces all of these forms. Preferred are the compounds of formula I.
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and pharmaceutically acceptable salts thereof. A

preferred enbodi nent of the present invention relates
woaommepounds of fornmula (1) as descri bed aboveCT/EP2005/010175

wherein R1L is hydrogen or |ower-alkyl, preferably

wherein Rl is hydrogen. Anothef -preferred object of

the present invention are the conpounds of formnula

(1) ,PrefeerdicomRdunds difytmileiBras dbdkyibed above are those wherein

het eroaryl -1 ower - al kyl, cycl oal kyl -1 ower - al kyl ,

lu 5 I 0 ich | ower-al kyl
%s gé??%ﬁgﬁ{yké%ﬁgtlt %’%ﬁﬁf@%5¥lFm$g substituents
&elected fromthe qroup consi sting of OH  CN, hal ogen,
R owes 2 :raes&;lo‘arrda]b( Jyairor heigrearsl- lawrs alild csmlwﬂlefl»acsfdoaﬂwl-
def i1pRer-ARAY BuorBLIEHEY- QE‘MYOI 1B%ret ST, %1&‘1&‘@&-3&@' 1538%’[16}{&11157

het er ower- al k nore pre enz

or ﬁ;‘}gft&%ﬁgr hin ‘?fa%té?l@rlﬁ Sé@ﬁﬁ@goeﬁeémqu%ef OH, CN,
s ubstai dgeh ddwed- hlhoﬁb/ ard Q Walrdg&n. Especial |y preferred

are those conmpounds wherein R2 is benzyl

& LR Tt AL S TRy B oL B0 o v

tho Oxgtherein R2 is aryl, particularly phenyI.AIso
preferred are the conmpounds of formula (1), wherein R3

S b I ¢ g t . .
accor g Lo o il & 1] wher 61 n R L Ay bgen of oo lover
hal & »particularly wherein R4 is hydrogen,

fluorine or chlorine. Another preferred aspect of the

Ror eseitdrbgare hilogen, Biveer dit o els-1ofer faditytlbrert dlkoxy, or fluoro-lower-
mher QYRS i s hydrogen or hal ogen, particularly

wher'ei A" R5 i s hydrogen. O her preferred conpounds of

formula (1) as defined above are those wherein R6 is

Ry divkgetiogdnrrdoveralkdr preferred enbodi ment of the

present invention, R7 is |lower-alkyl or aryl.

RPar i &4, ﬁéﬂe?t’oaﬁ?)ﬂeﬂlﬁfrf)qgwé’rr ﬁk}lh&rslgwgpﬁﬂ\}ﬂumh lwenﬂ_‘(ﬁ 1ﬁgpt1onally

IS Iomer al phen or na erein ph

opt FBREItEEd Erétbslufﬁs% ﬁ“f%ﬁﬁ”élan C}’ frbmhe grespiconariag of O, CN,
I ndépkigdenid bweelakeokgd fronrthe group consisting of

| ower - al kyl, fiuoro- omer aIkyI | ower - alkoxy,

I ol n hal ogen,
BELHER ) 19@%%ndg1t§rof)r(d<¥rg eac l}(é(]tg}rer, FTe 55 fegﬁeé‘ fré)%éﬁ}e Fadarriafc) ﬁrng of
Nbréyéne¢eae®ﬁywnﬁﬁb¢s phenyl substituted with 1 to 2
substituents selected fromthe group consisting of

ah@y8 5f1ﬁédéﬁ(dmaugb&t%?&b cQUR! m@ldsy! . hal ogen and cyano,
partlcular y or o- 2- et h. yl - phenyl ,

» 3A0b el RGNt S (BB HPLen Aink IO PRE Y confounds of formula

(I) as described above, wherein R' is hydrogen or lower-alkyl, preferably wherein R' is
hydrogen.

Another preferred object of the present invention are the compounds of formula (1),
wherein R* is aryl-lower-alkyl, heteroaryl-lower-alkyl, cycloalkyl-lower-alkyl, fluoro-lower-
alkyl, or lower-alkyl, which lower-alkyl is optionally substituted with 1 to 3 substituents
selected from the group consisting of OH, CN, halogen, lower-alkoxy and C(O)NR®*R’,
wherein R® and R’ are as defined above. Preferably, R* is aryl-lower-alkyl or heteroaryl-
lower-alkyl, more preferably R* is benzyl or pyridinylmethyl, wherein benzyl can
optionally be substituted with 1 or 2 halogen. Especially preferred are those compounds
wherein R? is benzyl, 4-fluoro-benzyl, 4-chloro-benzyl, 3,4-difluoro-benzyl, or pyridin-2-
ylmethyl. Other preferred compounds are those, wherein R* is aryl, particularly phenyl.
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trifluoronethyl-4-fluoro-phenyl, 3-cyano-phenyl,
2, 5-di f Luor o- phenyl, 3-chl oro-2-fl uorophenyl,

wo6-200s/004804 2- f | uor o- phenyi, or 2-chl oro- phenyl . POCE®2005/010175

preferred conpounds of fornmula (I) as described above

are those, wherein R7 is fluortdtower-al kyl or

| owner - al kyl substituted with cydopropyl, especially

t hosélsoperfeiral &F thecoymiwoys opformmbt fiy hwhefoiaRpisdsydodgen. Further
fr:ege];rnxeetﬁrhagg tgh(r%g% poor}élgogu:nldgalcc]:;og(ri%mé l:tg fo(r!'r}ulz{jl {I? , Vi\:f].’pegalel I Gi‘s! }?y%tr&gen or
Nl¢denBparziglilaBy orhere? B diblygudigen,| fiiorind azrathidingl ) - 3- chl or

o- 2- met hyl benzenesul f onam de,

2': S,l. Fﬁc@%y réeﬁe%xgeﬁ%é%zﬁcf EC)) . é%gerégﬁtl ihbddazel 50511_1¥c|n}.r§d?§ of Folrgnrula (D,
WhéreinBTig iy drdgoxor ] Gred) particdatliwhedarRi is hygdoge-Qtherd preferred

uor onet-hyl-- benzenesul f-onam de, 6

KRR, For A5 AR G o thosurabageineRi provogeny

hl or o- benzenesul f onam de, Napht hal ene-2-sul fonic acid

(| - Derezfykthdr preter 2d3ndiduydeg-dfithd prdeeo inventiby, Rl ever-alkyl or aryl.
%!a:rﬁlgﬁr%glﬁﬂé%/e{gééﬁe—z eaﬁgéhé{sg %%r%lhglgnrecg,— WhELD) Ziglo_wse}yahzﬂ,%hgglfl oL naphthyl,
WhrkinBaryl caB-opxiondlydedniditotet WA ibntazbdubstiyehtsdn dapehdoatly

nesul f onarni de.
K ROEENS T sBRR 0 ng of les P s s Jovep- sy, uoro-
lotver-alk6xyreli dnoHoerr-eligkut, algam,dgand\pbbnoxBendyd-m3thgk OF, 24 -
3- di hydr or . . . .
Pl Gl Morspretsabhy B s BPamAETRTHEh Yihdsian s whuisgnss selected
i1l th Bgrnyl coﬁsistlitlfg- o | Gwelt dilyydr fhrdrbHowetaziyl; Belydeh-add4yatid,
Luor Q- benzenes onajm de .
R CPOE T RNES LBy a s ichloraralisnit. Bepye-4-paphentl, -
triflnenzeebgld-flonaphenyd 33eybh bipliesyl e s zofdord]sheax Hehlrs-2-fluoro-
é{e&?f? bgc}g.ﬁ)glg%-ﬁlllér%%}lz lyl_, g’f ?—)c(:gl_o%c’)-%}lgﬁy y 81[.h%; lpgfér?gda CZ()%!II;OﬁndS of
Mfﬁlh}gEﬁéMﬁescﬁiﬁég @abdyedrél 'tHlb‘fdQ Féhrekdih RN Q)r 0 Sowér) alldyl @B ld@er -alkyl
0: 2, 5-di i net enzenesul f onani de, . .
%bfztr’f-uée 0 Svslapgand, csper Ay dhese Pkt s AL B reogTopY ey
o-3-trifluoroneth.yl benzenesul f onam de,
N- (| ExBenpiasl of Brefu@e2ecingsdiyid bOfdritul @ pael thSseblkctdd frbtiothe group
0-3-trifluoromethyl benzenesul f onam de, '
QP2 71 - 3- oxo0- 2, 3-di b. ydro- 1 Hi ndazol -5-yl )-2-chl o
Wd1Beneyltl-ves-arpedihydieriz enesul-bonasiciRro-2-methyl-

N- (| - Benzyl -.3- oxo- 2, 3-di hydro-| Hi ndazol - 5-yl ) - 3- pheno
Wg%ﬁ‘igﬂé%??’onam de,

N-(( 4 BeBeyl 3tbx 323X OhRd 3 T iy elzet-b i i nadamed45Aydrp- 3- (5- me

t hyl - . 3, 4% oxadi azol - 2-yl )- benzenesul f onam de,

Hgneeng P¥8%0xo0- 2, 3- di b. ydro- | Hi ndazol - 5-yl ) - 3-chl o

N1 Bnzareesib-L@naily &, 1 H-indazol-5-y1)-3-trifluoromethyl-benzenesulfonamide,

N-(1-Benzyl-3-o0x0-2,3-dihydro-1H-indazol-5-y1)-2,4-dichloro-benzenesulfonamide,
Naphthalene-2-sulfonic acid (1-benzyl-3-0x0-2,3-dihydro-1H-indazol-5-y1)-amide,
N-(1-Benzyl-3-o0xo-2,3-dihydro-1H-indazol-5-y1)-3-chloro-4-methyl-
benzenesulfonamide,
N-(1-Benzyl-3-o0x0-2,3-dihydro-1H-indazol-5-y1)-4-methoxy-benzenesulfonamide,
N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5-yl)-2,4-dichloro-6-methyl-
benzenesulfonamide,

N-(1-Benzyl-3-oxo-2,3-dihydro- 1H-indazol-5-yl)-2-triflucromethyl-benzenesulfonamide,
N-(1-Benzyl-3-o0x0-2,3-dihydro-1H-indazol-5-y1)-2,4-difluoro-benzenesulfonamide,
N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5-yl)-4-propyl-benzenesulfonamide,
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N- (I - Benzyl - 3- oxo- 2, 3-di hydro-1 Hi ndazol -5-71) - 3- net ho
X7-benzenesul f onar ai de,

woOR(de/Betozy| - 3- oxo- 2, 3-di hydr o-1 H i ndazol - 5- yl peBAatrdob/010175
or omet hoxybenzenesul f onami de,
N- (I - Benzyl - 3- oxo- 2, 3-di hydr edltHi ndazol -5-71)-3,5-bis
-trifluoronet hyl benzenesul f onam de, Propane-2-sulfonic

2g@eDihydro-benzo(1,4]dioxine-6-sulfonic acid (1-benzyl-3-ox0-2,3-dihydro-1H-indazol-

5&&;%%gg I-3 0x0- 2, 3-di hydro-| Hindazol -5-yl)-am de 5
enhzyl - 3- oxo- 2, 3-di hydr o-1 H ndazol -5-yl)-3-cbloro
N- ?_L I&emhyh%tdxoyl,heﬁh;eheshﬁl—imhamﬁﬁ?l)~4I\Id¢181=cQX,6-dmmt}o/ﬂ}yI -

b -1 H- nmdazol -5-yl)-3-trifl uoromet hyl benzenesul f
S%Zeﬁ,le onarm e,

h@gBB&@thm-w(dahmo-lﬁ-mdamw -2l 3t-clilbyed B-arifl b ionehaizg! -

b %ﬂ%&? nzen suI f onam de,
52 824 %%or o- N- (3- oxo- | - propyl -2, 3-di | i ydro-1 Hin
Nié]zﬁlenz&} 9#()}(0 her&msuﬁ-ﬁmmléﬁi‘ﬂ) 4-fluoro-3-trifluoromethyl-

t hyl - N- ( 3- oxo- | - phenet hyl - 2, 3-di hydr o- IH-
be?ﬁfﬁ‘isblifgga }r{f benzenesul f onami de,

N3 { GBEmayh 3 doxwed, Bydihjidr -3 Ho¥0lab ol Iy e tlpto- 8- trifluoromethyl-
b53 dlgh%dro H i ndazol - 5-yl ) - benzenesul f onam de,
FUCRFOHBPZ 5™ di et hyl - N- (3- oxo- | - phenet hyl - 2, 3-di hydr o

N—KHBEMBZ%XO@,W&hyd@@ﬂZ-EHﬁﬁk@@ ?ll') lﬁ’@moxy benzenesulfonamlde,

N Pe bRy DNRRah FOHER e N T T Sl Graliasol 27D
ban&ﬁgmafoﬁalﬁid@ydr o- | Hindazol - 5- yl )

I\bg][ %EI!IZ% X o % ly%%cr)] Zl 1ensdléltlzgl()5n?rl5n3 c?}ﬂoro%]elznozrer?esﬁfgrllafnlnag,

N- YﬂBlé’%zlr HS@L@&Z,IQJS%I%"CM) NiB Y- g]?@zﬁféﬁﬁ)b&f&ﬂi’éﬂeﬂﬂfonamlde,
N3§ﬂd 31 Cﬁfgva%&dl@%y 1H§ qﬁ@%ﬂyﬁ-ﬂé&@#égmmﬁh% de,

bgnzg}@mfoﬁjlmi@obutyl 3 oxo0- 2, 3-di hydro |ndazol 5-yl)-be
enesulfonanlde D fl oronetho

]Sgﬁrﬁ?tyilﬁ OFOred: dzh}{gl_rg]IH indazol.5. -yl)-3 Xgl blS -trifluoromethyl-

byﬁeﬁew[fgﬁg@{deS yl ) -benzenesul f onar ide
| -i sobutyl - 3- oxo- 2, 3-dj hydr o-i ndazol -5-yl ) -be

Pf%ﬁg-g?ﬁug@ﬁg,ﬁcgie I-benzyl-3-0x0-2,3-dihydro-1H-indazol-5-yl)-amide,
N IEBEIOAR 3 Noixol 2, LY 1 1 B % 051 55 ?@L&}MQJOOZ-N‘}th&ﬁﬁO' 5-

yI )-3-trifluoronetiiyl benzenesul f onam de
bauepgsytipnamideyor o- N- (I -isobutyl -3-0x0-2, 3-di hydro-1| Hi

NIGRZRL-12 3 S
DR Topkopht 2 BB RIESH AGNSI S90) 2-triluoromeiyl. 1 5.

bFI)ZﬁBQSHEPh%FPldBenzenesul f onam de,
23: ﬁlﬂb‘i@ 'I\N'(fjoxg tlhgllopg - HX( Qﬁgyéﬁ‘ s iy g951 é_l'yi r\fje‘iﬁ%&leséf&ﬂa}mde

- 2-met hyl - benzene onai n
3-Chloro-4- ﬂuoro N-(3-0x0-1-propyl-2,3-dihydro-1H-indazol-5-yl)-
benzenesulfonamide,
3-Chloro-2-methyl-N-(3-oxo-1-phenethyl-2,3-dihydro-1H-indazol-5-y1)-
benzenesulfonamide,
3-Chloro-4-methyl-N-(3-oxo-1-phenethyl-2,3-dihydro-1H-indazol-5-y1)-
benzenesulfonamide,
4-Chloro-2,5-dimethyl-N-(3-o0xo-1-phenethyl-2,3-dihydro- 1H-indazol-5-y1)-
benzenesulfonamide,
N-(3-Oxo-1-phenethyl-2,3-dihydro-1H-indazol-5-y1)-3-trifluoromethyl-
benzenesulfonamide,
N-(1-Isobutyl-3-0x0-2,3-dihydro-1H-indazol-5-yl)-3-trifluoromethyl-

benzenesulfonamide,
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3-Chl oro- (I -cycl opropyl net hyl - 3- oxo- 2, 3-di hydr o-i ndazo
| -5-yl)-2-nmet hyl benzenesul f onam de,
wWQ@-2aisl0o#s04 (| - cycl opr opyl et hyl - 3- oxo- 2, 3-di | i ydCcoAiP2@am10175
ol -5-yl)-4-fiuorobenzenesul f onam de,
(1 -Cycl opropyl net hyl - 3- oxo- 2-32di hydr o-i ndazol -5-yl)-4
-fiuoro-3-trifiuoroneth.yl benzenesul f onam de,
33Cmbkc9ﬂ\bé (-lsobyyl-6prxopys didtydyd-1 B-omdezdd, 53Y1&114h1y1dthyl i ndazo
‘% benz nesul f onam de,
bfn%l-enf)? @PB% %1 -cycl opropyl net hyl - 3- oxo- 2, 3-di | i ydro-i

3ndhloed i\f;{yﬁs))bﬁtynetmmmme@uw mdamildeyl)-2-methyl-
3- Chl or o- [dl %2 nmet hoxy- et hyl ) - 3- oxo- 2, 3-di hydr o-i ndazo
Bengengiylionamidd,y | benzenesul f onani de, 4- FI uor o-

3 Cydnd- ?IFISBW} &Ioliylb2),3—at}qﬁﬁ3 ﬂldﬁzcdﬂqyld-rb@nzamdaﬂﬁmaﬁmﬁtd ]
B PR TR A L - —
4r Cy éﬂ?ﬂ@lﬁ%bb@b‘ﬂoxg@ﬂfiﬁﬁdﬁ@h{dﬁﬂdm -de- benzenesulfonamlde,
Di chl oro e 0-2,
4(:151218F0 Bl S’]i ]rso‘@u%%wb?egggﬁlgg tﬂ?lox?l}gﬁ%og- yl% 3= trlcﬁuo YSihé yl—
&ngﬂegﬂggnanﬁ@éhyl N-[ 3-oxo-1-(2,2,2- trifluoro- ethyl)-2
di hydr o- | H nd ]
R e A e e AL L DA
benpdazQboramilld,- 3-tri fl uor onet hyl benzenesul f onami de,
i,n-2-

Fl.uar o- 3-di hydro-1 Hy .
PSPy D P B NG IR s Lonarnide,
ﬁcﬂﬁo@bqwm%@wr@iohyb d}h)(dioQX-Drrid-aﬂ)lrﬂ oli) 12~ ZrejHytrbbtmehe]fonamide,

di liydro-|IHindazopl -5-y n | a %e,
%C@Lq@@dlzy#@mﬂth 8B %52601~= psflﬁr%io Zﬂ? n’g}' syl gi
ggﬁgeﬂegulkdﬁamlagazol 5-yl)- benzenesul f onani de,

3- G/h&n—rgr Eﬂl;tlg)lﬁﬁ)fpybpgtggfng%xézrge&gﬁlo 1n8a26|1 5 }ﬁ X Iéfuoro3 di

gern gﬁeglg@(g{ﬁlgyl benzenesul f onam de,
g Benzyl - 6-'chl or o- 3- gxo- 2, 3- di o-I.Hin

e y@mrgpﬂmihﬂlﬁo@@o%,ﬁzdéh@gmlp%g ~ -d' -4-fluoro- —tr1%uoro_ ethyl—

b BEIAFNife,C Pl or 0- 3- 0x0- 2, 3-di hydro IH-| ndazol - 5-yl
l%Iuoro trlfluororrethyl benz

thﬂerge(ﬁzcyploercmﬂr@@tém?z-@%@l@ dngsimy rﬁng’é%ﬂne%ﬂwamld@

L 1 th 1-
e (s o 2
Ev@rze@suhf@tﬂlrmdabenzenesul f onami de,

{s‘é}horge@ <I>2' @t},l%?} %&%\/33 0¥023 - iy HHS701-5-71] -2-methyl-

ano- benzenesul f onani de
Nr(anﬁelﬁ@wmlde,chl or 0- 3- 0x0- 2, 3-di hydro-| Hi ndazol - 5- yl

l—P’Iguo(fB-l P19 k}ﬁ%gﬁﬁ %lyf Qﬁéﬁl. de. ~dihydro-indazol-5-yl]-3-triftuoromethyl-
benzenesulfonamide,
3-Chloro-4-fluoro-[1-(2-methoxy-ethyl)-3-0x0-2,3-dihydro-indazol-5-yl] -
benzenesulfonamide,
2,4-Dichloro-[1-(2-methoxy-ethyl)-3-o0x0-2,3-dihydro-indazol-5-yl]-6-methyl-
benzenesulfonamide,
3-Chloro-2-methyl-N-[3-0x0-1-(2,2,2-trifluoro-ethyl)-2,3-dihydro-1H-indazol-5-yl] -
benzenesulfonamide,
4-Fluoro-[3-0x0-1-(2,2,2-trifluoro-ethyl)-2,3-dihydro-indazol-5-y1]-3-trifluoromethyl-
benzenesulfonamide,
4-Fluoro-N-(3-0x0-1-pyridin-2-ylmethyl-2,3-dihydro-1H-indazol-5-y1)-3-
trifluoromethyl-benzenesulfonamide,
2,4-Dichloro-6-methyl-N-(3-o0xo-1-pyridin-2-ylmethyl-2,3-dihydro-1H-indazol-5-yl)-
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N- (I -Benzyl -6-chl or o- 3- oxo- 2, 3-di hydro-| Hi
dazol -5-yl)-4

wohbmroa4€84t ri f | uoronet | iyl benzenesul f onam de, PCT/EP2005/010175

N- (I - Benzyl - 6- chl or o- 3- ox0- 2, 3-di | i ydro-| Hi ndazol - 5-y
|')-3-difluoromet hoxybenzenesul fi@ram de,

N- (| - Benzyl - 6- chl or o- 3- oxo0- 2, 3-di hydro-| Hi ndazol - 5-yl
bezﬁehesutfoumuieet hyl benzenesul f onani de,

- or.0- 2, 3r di n 0
e e e e e Rt
bbr(zleﬂaaftfbyhmﬁiechl oro 3- 0x0- 2, 3-di hydro-| Hindazol - 5-yl

A DR Bae b APy ar ot e laisp -9 A el 3712

frﬁ;lﬁlmbﬂfedbfehzmswlfo@nﬂﬁded e,

N BT R lorp P Aeat TS v s BRI % 286!

Bbr(zlen%tfbyamﬁiecbl or o- 3- 0X0- 2
ﬁoﬂ]aﬁgdr ?6|cl_h|icl>rrc])— _%}C{)(I) 2% }ﬁh)ydr% {I—rllglllayzgf gn'?)t mﬁu%en S %g}omethyl—
bkr(zlen&alfammﬁ}e;hl or 0- 3- 0x0- 2, 3-di hydro- | H i ndazol - 5-yl

N Brl i Horent oRoos: dses. S0 E%zgﬁs-.vw-.ch@wmsﬁw-

berdesbulibabanzenesul f onani de,
Ben hl or o- 3 2, 3-di_hydro-indaz yl) -
Norge J'Léﬁb%rséﬁ%ﬁééﬁ%%@n%d% NS5 S .
BDedden BB yAmEGtef | uoro 3- oxo 2, 3-d
#}%&agf%};& cglgozrgl 3-0%x0- l223_ 1hy rlil)olr -13(13?22) %05 %ggoh Lr%%gezsglfonamlde,
N (1I B&%‘?’Z—Blchﬁnﬁliuek@,‘z% %Qdrd- B1dhdwdIr-9-y B icAR@g 0l - 5- Y|

cHor openzenesul f onam de,
zlen 27H6CF | uor o- 3- oxo- 2, 3-di hydro-1 H i ndazol - 5-yl

N- ,—Bex%yPBl&!&@%éﬁ&@%“ﬂﬂn?&%”lﬂﬁndazol 5—y1) 4-chloro-3- tnﬂuoromethyl—
| - Benzyl - 6-f | uor o- 3- ox0- 2, 3-di hydro-1 Hindazol - 5-yl

3’ eryepefudpBamide uor obenzenesul f onam de,
N-(1-BBeHT¥L Hfsrbl 3185023 @KPdrd- ﬁ{th!ﬂa\igf—Q yhbb It % 8 hreBrok)-

-5-¢chl éro- 2-f | uor obenzenesul f onami d
r(qeng@}fggqtm@.eﬂ uor o- 3- 0xo- 2, 3- di h7dro | Hi ndazol - 5-yl

%ﬁBEﬂzfyl Hsﬂhm%tﬁgﬁ/ Q%D&%?&%Uiﬁ%@ﬂbﬂ??u -2~ trlﬂuoromethyl—
| oro- | uor o- benzyl) - 3- oxo- hydr g

bWzieﬁ%Pﬁif@Pafﬁldﬂ ] benzenesul f onam de,
&-8-Bé -@IE%IA}@X#O% bl &ﬁz&ﬂouﬁq 95 PEORY1y e§ AN Qodmtit-

dro- | H-| ndazol - 5-71 ] zenesul f onam
CIFYleH@ﬁ‘ll"fDl\FfPl (4-fl uoro benzyl) - 3- oxo- 2, 3-di hydro-1 Hi

| |
R AR T ey Longde.
P¢n2€ﬂ€$¥9@¢mld§enzyl) 3~0x0- 2, 3-di hydrol H i ndazol -

1 B F6 chloro 3- O)(O -2,3- d1h dro-1H- n%a)zo g))o décl‘émiw dr o-

4-Dri chl oro- \- Fi Uof 0~ benz
b%ﬁ@&ﬁ@ha@ﬂﬂ] 6-metli 7l benzenesul f onani de

%&%}f I6 i gfgzrg LB? i P']?_L&M«ﬁo”ﬂ? 8&428!@%13 SHRXQ22a:R5: 4!
benzenesulfonaml e,
N-(1-Benzyl-6-chloro-3-0x0-2,3-dihydro-1H-indazol-5-yl)-3-trifluoromethyl-
benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-0x0-2,3-dihydro-1H-indazol-5-y1)-5-chloro-2-fluoro-
benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-0x0-2,3-dihydro-1H-indazol-5-yl)-2-chloro-
benzenesulfonamide,
(1-Benzyl-4-chloro-3-oxo-2,3-dihydro-indazol-5-yl)-3-chloro-2-methyl-
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benzenesul f onam de,
4-Chloro-2,5-difluoro-N-[I-(4-fluoro-benz7l)-3-o0x0-2,3

woedodsAdeso4 | H i ndazol -5-71]- benzenesul f onam depPCT/EP2005/010175

3-CUoro--[1-(4-fluoro-benzyl)-3-o0xo-2, 3-di hydro-i nda2o
| -5-yl]-2-met hyl benzenesul f onaridde,

3-Cyano-[ | - (4-Huoro-benzyl) - 3- oxo- 2, 3-di hyd
benz'telndaﬂfmln—aﬁn&é] - benzenesul f onam de, Napht hal ene-

NS e B gy 29 Skecdee Wiyt o g rifisppomethyl-
benmgflgfonamdi?o N-TI-( l,uo X 3-di hy
Rekaet Ao SR S R L ok s ren SR

BeftthesiOfdnlar{ide, 4- di f | uor o- benzyl) 3- 0x0- 2, 3-di hydro in

gféf)ﬁéea@%f bfoes ﬁ%ﬁenéi@si 3?493 dre)- et

beganetulfonihdidd- f | uor obenzenesul f onam de,

-(3,4-DiflLu. -b d dazql - 5-
5} 1 LB v Porv, ggéﬁgmﬁé Sunbsult o nragzz uoro-
Be@kb%ﬂfo[nlan{x@e 4-di fl uor o- benzyl ) - 3-o0xo- 2, 3-di hydro-in

ol -b | f i de, .
ﬁaf @ea%ﬁr ﬂa%géeggaiﬁ 3111%31&gﬁz,néa?@térxlh?ﬁbﬂcr?aa%m@:

%Eﬂlze%eglﬂf({nlagﬁapl net hox7- benzenesul f onam de,
Di cKLor 3,4-dif] ugro henzyl ) - 3- oxo- 2, 3-di hydr

é\f Hq@g%w 6589@]0 okeery b Hdsnifshan te: Sriftuoromet 0XYy-

geﬁzegegﬂfo%gmﬁé (3,4-diluoro- benzyl) 3- 0x0- 2, 3-di hydro
-1 Bdazol - - benzenesul f onam

3-Ghlpr - blf é‘l{ﬂruo{%bﬂ%r Dr1-0%93- %@hz@qoyllé ipslerob 53t hydr

gehi}%g‘gfongnﬂgg 2-fl uor obenzenesul f onam de,
5-Tri chl or 0- [[ 13 4-di fl ugr o- benzy I)h 3-0x0-2,3-di h

90@6@%@@2@4%}3% (4-flaasehenz) t bagrededihydro- 1H-indazol-5-yl]-

ge&egbgmo%gmﬁg (3 4-di f1 uoro- benzyl) 3- 0x0- 2, 3-di hydr
o-indazol -5- 71 - benzenesul f onani d

2-Bugychl- Ur&fl fluox(osbmzah s @méﬁtfbhidxp)%m@@owgl d? i dieoromethyl-

geh&g@;lgfongnﬂgg met hyl benzenesul f onam de
| or o- N [I-S J difluoro-benégl) 3- 0xo0- 2, 3-di hydr o-

f2+3r Dﬁafalzwasqu diotingdr pienicast ur&%ﬂalmfpd@enzyl) 3-0x0-2,3-dihydro-

'T'H[ind(a 0145191346{}&%50 benzyl) - 3- oxo- 2, 3-di hydro- 1 Hi ndazo

2 A- D1c oro-N-[1-(4-fluoro-benzyl)-3-0x0-2,3-dihydro-1H-indazol-5-yl]-6- methyl—
benzenesulfonamide,
5-Chloro-2,4-difluoro-N-[1-(4-fluoro-benzyl)-3-0x0-2,3-dihydro-1H-indazol-5-y1]-
benzenesulfonamide, '
4-Chloro-2,5-difluoro-N-[1-(4-fluoro-benzyl)-3-0x0-2,3-dihydro-1H-indazol-5-y1]-
benzenesulfonamide,
3-Chloro--[1-(4-fluoro-benzyl)-3-0x0-2,3-dihydro-indazol-5-yl]-2-methyl-
benzenesulfonamide,
3-Cyano-[1-(4-fluoro-benzyl)-3-0x0-2,3-dihydro-indazol-5-yl] -benzenesulfonamide,
Naphthalene-1-sulfonic acid [1-(4-fluoro-benzyl)-3-ox0-2,3-dihydro-1H-indazol-5-yl] -
amide,
3-Chloro-4-fluoro-N-[1-(4-fluoro-benzyl)-3-o0x0-2,3-dihydro-1H-indazol-5-yl] -
benzenesulfonamide,
3-Chloro-[1-(3,4-difluoro-benzyl)-3-o0x0-2,3-dihydro-indazol-5-y1]-2-methyl-
benzenesulfonamide,

3-Chloro-[1-(3,4-difluoro-benzyl)-3-o0xo-2,3-dihydro-indazol-5-y1] -4-fluoro-
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trifluoromethyl -benzenesulfonam de,
3-Chloro-N-[I-(2,4-difl uoro-benzyl)-3-o0xo0-2, 3-di hydr o-

wo 2bbsioagtaz ol - 5-yl | - 2- met hyl benzenesul f onam dePCT/EP2005/010175
N-[I-(4-Ciloro-benzyl)-3-o0xo0-2,3-diliydro-IHindazol -
5-yl]-4-fluoro-3-trifluoromneth.y benzenesul f onam de,
3-Chloro-]9S[-[!-(4-chl oro-benzyl) - 3-o0x0-2
bédzetiebhyl b farhtdel Ndazol - 5-yl ] - 2- met hyl benzenesul f onami de

[3: - DP i pecbragyD-TAxe b BY Behinep ol gl Bugrogdjpgomethyl-
Hehlzéﬂ&@k@z@hargmél ] - benzenesul f onani de, Napht hal ene-

3’[ pitj a%lﬁfg‘ﬁﬁ?ﬂ)eﬂgﬂbﬁoo@ ?53dilhxﬂdpdnﬁwoﬂﬁd)g]zépngnwlfonamlde,

334]Dﬂﬁﬂoro benzyl)-3-0x0-2,3-dihydro-indazol-5-yl]-3- trlﬂuoromethoxr]
Cﬁl oro-N-[|-(2-chl oro-4-fluoro-benzyl)-3-o0xo0-2, 3-di

%?@eﬂiﬂlf@ﬁﬁaﬁjc?b -5-yl]-2- nethyl -benzenesul f onani de,

j\mﬂl&ﬂl@%@l[@ (34 8 b enbenAeL d—oxo 2,3- dlhydro -indazol-5-yl]-5-methyl-
y!
(2-chl oro-4-fl.uoro-béenzyl) - 3-o0xo-2, 3-di hydro-1 H nd

b&?émes'@fw}md&m
324 %)1@15%!{!‘1&{3% ﬁﬂﬂu@%’o %QI'IZ%"I)O3 Sxblunngy ryg%lﬁ/da)zolsS 9K0-2,3

dro- 1 H i ndazol - 5- yI ]'-'benzenesul f onam de
h@@¢nee@f@¢@t%4 f 1 uor o- benzyl) 3- 0x0- 2

435 Higre- Il"(|3'4ngfﬂégko %eﬁfiyl $okdh B0y th%dro indazol-5-yl]-2-fluoro-

trifluor orret h benzenesu.| fonai ni d
banpenegplfontmids, 4- f | uor o- benzyl ) - 3- oxo 2, 3-di hydro-| Hi

2”9 QZH cﬂo}’d II %3 4dd1ﬁ£6&%r E’éFE’ﬁrl')‘-‘??-(é{xon @ZcﬁH%?ﬂcB' HARATIsAR] -

hﬁ@ﬁ@}ﬁﬁ‘ﬂf@n@%@ez 3 d| hydro | Hi ndazol -5-yl ] - 3-
|
th 'ﬂﬂHQfQ"INFt quafﬂ*ﬂ%fg BQ‘S@’? EX %?@?Sdﬁzhy%ro 1ncf1aﬁol gl_]l~ Hin

["or o- 2-cyano- 0X0-
hmzmes@fynamzienet hyl benzenesul f onani de,

%\11 P1¥}fl &%{?g@t o ¥bis Be 7?2 1090 %@M A h‘ida@%a?‘} 65rr§élchyl—

uor onet benzénesu onam
bznﬂertesldtfbmmldﬂa[l - (2-cyano-ethb. 71) - 3- oxo- 2, 3-di hydr o- |

s Tt e Sttt s it T o
E@Zl@mesul;fbilamdeuor obenzenesul f onani de,

I&I'n[é %tgﬁg?% &5}2&5 10 BQ% 9%” é%ké{ro%ﬁ’&ﬁa;zo? Sd;HP 1Yl Qs 15t
ttlﬂmbtmﬁdwbbhwenbsﬂmesdﬁ f onani de,
3-Chloro-N-[1-(2,4-difluoro-benzyl)-3-0x0-2,3-dihydro-1 H-indazol-5-y1]-2-methyl-
benzenesulfonamide,

N-[1-(4-Chloro-benzyl)-3-0x0-2,3-dihydro-1H-indazol-5-y1] -4-fluoro-3-trifluoromethyl-
benzenesulfonamide,
3-Chloro-IN-[1-(4-chloro-benzyl)-3-0x0-2,3-dihydro-1H-indazol-5-yl]-2-methyl-
benzenesulfonamide,
2,3-Dichloro-N-[1-(4-chloro-benzyl)-3-0x0-2,3-dihydro-1H-indazol-5-y1]-
benzenesulfonamide,

Naphthalene-1-sulfonic acid [1-(4-chloro-benzyl)-3-0x0-2,3-dihydro-1H-indazol-5-y1] -
amide,
3-Chloro-IN-[1-(2-chloro-4-fluoro-benzyl)-3-ox0-2,3-dihydro-1H-indazol-5-yl]-2-
methyl-benzenesulfonamide,

Naphthalene-1-sulfonic acid [1-(2-chloro-4-fluoro-benzyl)-3-0x0-2,3-dihydro-1H-
indazol-5~yl]-amide,
2,3-Dichloro-N-[1-(2-chloro-4-fluoro-benzyl)-3-o0x0-2,3-dihydro-1H-indazol-5-y1] -
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5-Chl oro-N-[ 6-chl oro-I-(2-chl oro-ben2yl)-3-0x0-2, 3-di h
7dro-1 Hindazol -5-yl]-2- fluoro-benzenesul f onam de,

wa@ 28060B¢dol or o- N- [ 6-chl oro-1-(2-chl oro-benz7l) - BeoEm20d5810175

-di hydro-I Hindazol -5-yl]- benzenesul f onam de,
3- Chl oro- N- (6-chl oro- 3-oxo- | - p7k8 di n- 2- 71 net b. 71 -
3-di h7dro-| Hi ndazol -5-71) - 2-
lbmltzhydsulﬁﬁmmde,sul f onam de, N-(6-Chl oro- 3-oxo- I-py t
2~ met,h 3-diji./d | H 5-,71
S e e e e
{rﬂu@%ﬁﬂvbb&mmyfmbma@nesul fon7l ar ni no) 3- oxo0- 2, 3-
' d met t
8- ChoBF & fiore a3 o o baRSgH S T o8l do- 2
diBudidiyethoxyi- betazod subfopkiride, net hyl - benzenesul f onami de,
- Chi -kl - ) .
B B CBlo8 et by boamioro s B indaradS Wiz -
ﬁiﬂdo}orﬁet{hekﬁ%FMﬁéﬁﬁlﬁﬁwkﬁldaam de, and phar _macleuti cal
cecept alts t L es of parti
G oot aegn S S TSt & e AueG Ssal ep e
Béx@f@ﬁéshﬁoxgalrr@lue ClonSI sting of: 2 di h7dr o ;
nz oro [ ro azo
swsl Bl I o ﬁmaa%l WW Bléﬂffy -t%ﬂwomethﬂ~
Bér@exses@x@nazmiaedl hydr o-

ﬁ%‘ﬁ[%l ﬁ}géblg%%g‘fy X ro%ggzn dﬂgsulf 1nrHazgl 5-yl}-6-methyl-
b&héﬁ&gﬁ@ﬂmﬁlﬂyl ) - 3-chl or o- 2-f 1 uor obenzenesul f onam de,

N- (| - Benzyl - 6- chl 2,
P Gga - B-5R90 SUBH) or oAb et l-5-y-¢-fuoro-

B&I{zgnggﬂgﬂgm@efl uor o- 3- oxo- 2, 3- di hydr o-
| H i ndazol 0- 2- fI uor.obenzenesul fonam

N-l6r Clerory r(_26c%z|lqr90b6n§r 0% %9 33 ¢lildapdH-indazol-5- 1 -4- ﬁuoro 3-
{rfﬂ-doggl@é@llyy E%I)Qleﬂe-sg_ﬂﬁm(ahﬁ@é or obenzenesul f onam de,
B - 6- I 0- 3- 0X0-
@ﬂ@f@:ﬁg{ﬁ =ahlgrpyL42 probezlzrﬁéo%béﬁz@hé@,@r*%ﬂaﬁazew -yil-2-

fﬂ-l&lo tlj’&aglyésﬂ@mgﬁgd% 3-di hydro-| Hindazol -5-yl)-3-chl or
benzenesul f onani de

%’3@%]@“? W (@chlprer ]Oc%é}fﬂ?w Perzikd-ozos #diliglap o H-indazel-5-71)-
Beréeﬂéshlfoxpﬁﬂﬁ@nesm f onam de,

loro-N-[I-(4-chl oro-benzyl) - 3-
%rﬂ-‘éor@ 1§ (@r drlraro=dxe- }-peedion- 743*11%‘]11%’1 -2,3-dihydro-1H-indazol-5-yl)-2

Rengenesshlonem dhde,
N-(6-Chloro-3-oxo-1-pyridin-2-ylmethyl-2,3-dihydro-1H-indazol-5-y1)-4-fluoro-3-
trifluoromethyl-benzenesulfonamide,
2-[5-(3-Chloro-2-methyl-benzenesulfonylamino)-3-o0x0-2,3-dihydro-indazol-1-yl] -
methyl-acetamide,
2,4-Dichloro-[1-(3,4-difluoro-benzyl)-2-methyl-3-o0x0-2,3-dihydro-indazol-5-yl}-6-
methyl-benzenesulfonamide, and
3-Chloro-[1-(3,4-difluoro-benzyl)-2-methyl-3-o0x0-2,3-dihydro-indazol-5-yl]-2-methyl-
benzenesulfonamide,

and pharmaceutically acceptable salts thereof.

Examples of particularly preferred compounds of formula (I) are those selected from
the group consisting of:
N-(1-Benzyl-6-chloro-3 -ox0-2,3-dihydro- 1H-indazol-5-y1)-3-chloro-2-methyl-

benzenesulfonamide,
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3-Chloro-N-[1-(4-chl oro-benzyl)-3-0xo0-2, 3-di hydro-| Hi
ndazol - 5-yl ] - 2- net hyl benzenesul f onam de,

WO-26061004804 N- [ | - (4-f | uor o- benzyl ) - 3- oxo- 2 PCT/EP2005/010175

3-di hydro-| Hindazol -5-yl]-3-trifluoronetbyl benzenesul
f onam de, - 17 -
3-Chl oro-4-fluoro-N-[I-(4-fluoro-benzyi)-3-o0xo0-2,3-dih
NelrloBdrryl-ordhlood-350x0-2,3-dikyiiz enbld tib fappdri-de 2, 5- difluoro-

= =[] -4:3, 4-di fl uor o- benzyl ) - 3- oxo- 2, 3-di h. ydro-i
ﬁ@%ﬁ%@@géﬁu@% met | i yl benzenesul f onani de,
N-(1+ B¢nayiohi colove ey B - Bhoix 0~ PH3ndado) - ylo-3-Eklondaflolor &
BgngLnésﬁIf&lla%%ﬁg' 3-trifluoronethyl benzenesul f onam de,
an ’

BI-@EBmy]Zéwbloth—Mo(—B,—?:oiihydlre-pyﬁ‘liidﬁm&cﬂ—WVM—&;lbfo’_l, 3-dib
b nzenesuff'{)' nd%i% -5-yl)- benzenesul fonam de, and
arnaceu 1y acceptable salts thereof. O her
NX@P(B)&ngI 6ftlupr @B erxoel) 3-cldimdoaHids$-iodadobis5hp) -8 - {Hlgroa2-Euoro-
%e 0se & ectﬁt_j fromthe group consisting of:
TEERSSE (6-chl oro-3-o0xo0-1-py tidin-2-yLnethyl -
N3(1eBdnydl- 6-flubk ¢ -Betaxpel, 3-Dilyidyo- 1iéHzénebaHflpagrdidaloro-

| - Bepzyl - 6-f | uor o- 3- oxo- 2, 3-di hydro-1 Hi ndazol - 5-yl
?‘% ?ﬁqsﬂﬂ?‘?{%g&benzenesul f onani de, 2, 4- Di f | uor o- N- ( 3- 0X0
Nl-(lkaﬁny] 6-2ludr&lB hyxadr D3 dihyidasialt -indazol-5-yl)-5-chloro-2-fluoro-
% - ben2enesul f onai ni de,

en@ﬁlfiﬂl B0 o- N (3- oxo- | - phenyl -
N3(10B drieli- ®-obcbt-2, rd izt o- 5Hy1hﬁaz&eﬂ&5%$b]ofr@maﬂ‘ied@1—

| - Benzyl - 6-f | uor o- 3- oxo- 2, 3-di li 7dro-1 H i ndazol -5-y
{’\%n- ??ﬁﬁ%%ﬁgﬁ’zenest i | f onami de, Propane-2-sul fonic
aQydndd[1- (beﬂmz)yé ~beéndyl)- BoKe-23~eXloyd2o In i Ay Gl yll Benzenesulfonamide,

A R L L P SR oo hrpibtrp i iadezsl S5l

bhebzRNEsSMhidsam de, 2,2, 2-Trifl uoro-et hanesul fonic

acl . .

%1th<éfﬁzl§r o4t dhigyedenzdxd-oxo32 g it L H-indazlol-vig-2-methyl-

M&&e@@hg@mnaa@pane- 2-sul foni c acid

|- b I - 3- 2, 7 H- i, ndazol I

ig}ﬁq?{g-z -FBII 66 éfﬂ)@fr)r _%gr&qy%)ég HOgO a?c?’ ljﬂhc r[)olH 1nc|ia[]zo %oyl] 3- t¥1ﬂ1)10romethyl—

B@mgﬁﬁsgﬁ‘@ndmﬁé chl or o- benzyl ) - 3- 05Co- 2, 3-di hydr o-| H nd
Orse%ﬁypr%l\ﬂ lugﬁr%u@oc%@33-8?%&61};‘/@:%3%&51&2@ “yyll-

ger;zgﬁé‘s{ly@ﬁﬁﬁqgg hanesul f onam de,

3-Chloro-[1-(3,4-difluoro-benzyl)-3-0xo-2,3-dihydro-indazol-5-yl]-2-methyl-

benzenesulfonamide,

N-{1-(4-Chloro-benzyl)-3-0x0-2,3~dihydro-1H-indazol-5-yl1]-4-fluoro-3-trifluoromethyl-

benzenesulfonamide, and .

3-Chloro-2-methyl-N-(3-oxo0-1-pyridin-2-ylmethyl-2,3-dihydro-1H-indazol-5-yl)-

benzenesulfonamide,

and pharmaceutically acceptable salts thereof.

Other examples of preferred compounds of formula (I) are those selected from the
group consisting of:
2,3-Dichloro-N-(6-chloro-3-oxo-1-pyridin-2-ylmethyl-2,3-dihydro- 1H-indazol-5-y1)-
benzenesulfonamide,
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-1H-indazol-5-y1)-2,4-difluoro-

benzenesulfonamide,
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Propane- 2-sul fonic acid
(1 -isobutyl -3-o0xo0-2, 3-di hydro-| H i ndazol - 5-yl ) -am de,

weénopaneo2- sul fonic acid PCT/EP2005/010175

[1-(3,4-difluoro-benzyl)-3-o0xo0-2

3-di hydro-| Hindazol -5-yl]- am&e, Propane-2-sulfonic

acid

l@ B Qiﬂumﬁobay@m-hjph)mﬁ B¥dilgdss-dH-inddrad-I-H - hetezobsulfopamide,

i I& eﬁ% 0&3 O? épc}im%}dzfssod dro azoda‘;%O F)YIC cyclo
lpﬂmp}dsultﬁcatahnade,sul f onani de and phar rraceutl caI ly
I t asr‘rﬁb
lgcﬁeé)etn L& lﬂﬁgl'o 3. 0838% £ % gdpép?ﬁh dffc? czfeirjab benzenesulfonamlde,

ticu eferréd ¢
No@hneéﬂzkfbmsacndd-lﬂaeﬁzsquﬂmm -3- bb(ﬂ)-ﬁCB&dle}’df)@-}MH—lﬁmb beyl)-amide,

n n ha i cal |l .
SR T R e P PP P IRTR S B opamice
1.he- Tmﬂrpnumdlsarmﬁulfdmec i Glebénziyng-hbrea-axmy- 2l dihydro-1H-indazol-5-
ﬁzrl vati sed at functional groups to provide
tives whicli are capabl e of conversion back to

Phopapal entfogioapidy b ennyl \a- Mlﬂorophy)sb{ﬂ Ppgitgalrbyl H-indazol-5-yl)-amide,

R A ARl o AL BB LS it s
‘g%antﬁndad for glrj]lt a g{/é in vi VZ ar eI alefo Wi t2|t n %htehzcope
SR FHEM Sre D Rlvrs e R R il at i on
m;et}ﬁﬁdfmtﬂdﬂdﬁldeagf defi neld a?ﬂ/e _c;)n'p;i iiongohhg rfeacti on
Piophe 2 RIPRY G STapoRt 3t oxd by Wb e s gmide,
BuphnA2 RUF6ES Sciddn-(Ba- &ﬁﬁdsﬂoewenewg usees,3candidié-QBindazol-5-y1] -

kn]g§ to the person skilled in the art, e.g. in the
ence of a base such as trietylamne or

P el dYR s\ f@utiic ROIH-[ Py irdléth F)3-b¥o-8,3SdhaRs - 181 edHazol-5-yl
I%P et _hanol , net hyl ene gjt?l(%de DMF or DH&I\/SO or in -

W’fdie’d‘}“ﬁle as a solvent, with or wthout the addition of

H-haBRriurbxes, 3—&&19&136 ahAL oD -yPVBRsy b rbﬁ r-Tim=.“t11antesul‘fonzmnde
e I nventl on

te erature at e gl&e erat ures.

% a?eé’itlé% %?Pt%tgﬁffﬁﬁﬁ f formula (1) as
described above, when prepared by a process as defined
abovgndehfedxam rpaamlﬂmyogrefeh@d@b 868 €Ssf fdABula (1) is:

]IQ glﬁep?%lrpo gﬁ;ﬁ@ 8&58 13<f;1azfof’5m]’ 2. cycl%prtog%l I’FI)’lret Sagggulfonamlde

and pharmaceutically acceptable salts thereof.

It will be appreciated that the compounds of the present invention may be
derivatised at functional groups to provide derivatives which are capable of conversion
back to the parent compound in vivo. Physiologically acceptable and metabolically labile
compounds, which are capable of producing the parent compounds of general formula (I)

in vivo are also within the scope of the present invention.

A further aspect of the present invention is the process for the preparation of

compounds as defined above comprising the reaction of a compound of formula (II)



out in sequential or convergent synthetic routes.

Synt heses of the invention are shown in the follow ng
weehmwmeso4 The skills required for carrying out PCEP2005/010175

reaction and purification of the resulting products

are known to those persons skilded in the art. The

substituents and indices used in the follow ng

description of the proqgsses gfve the significance

gi ven above unl ess indi Qted tjo the,contrary. In

general , conpounds of typ¢ AL Ebdlly accessi bl e by
ﬂ!’g;- of fornula Ha (R6=H)

sul fonyl ati on of appyt _Qﬂﬁ bstituted
5-am no-1, 2-di hydr o-i ndas
with sulfonyl chl ori des, erYvarNous conditions t hat
are known to persons skigled ils th eartl Exanples of
such conditions are - as indicated éH bel ow -
e.g. pyridine at el evated tenperatures or THF under
wRh b u¥meensd bi BAsuiaItihe presence of a base such as
pot assi um carbonate, sodium carbonate, sodium hydride,
triethyl amne or the like. The sulfonyl chlorides are
either conmercially availdB&eoor known in the
literature or avail able |n/ahal gy to known procedures
to those persons skilledGn thé*ar@‘Schene 1: K20CB,
THF, reflux Ha R6 = Hla | Optionally, conmpounds of
RL1; l?tb%%éﬂcﬁﬁ edﬂo‘% tained in this way can be
Urther Substituted e sul fonani de nitrogen by
treatnent with a base such as sodi um hydride, cesium
car boshedrogst asdiesarrist B nater onditivas knrenite the person skilled in

tﬁlgl }’teQ% iR %@@&g@é@e ag%a[sgﬂfchoi's tﬁérzﬂal’rﬁﬁ%éro # aﬁﬁgﬁyﬁﬁlaﬁlo& ényndme

ion e ng ani o
&1 prastepit suchdi R, etierioy mdShdereddlorbler2YIF IR or in
i s
;g;& Sﬂti‘ele%suaesﬁ eh%owi?ﬂhgo% f.h%u't E%e a%g#ﬁ)glec;r:gﬁ)ta?eo ﬁ%:ag ﬁ‘?ylamme or
IAMAAH, at toom tn?tn;@mtpmmdtt devdtet reniparatdareby pr ocedur es
known to those persons skilled in the art.
Appr |
5. arri?%olhl%ng o}j& fﬁﬁg%‘gﬂe%a%gg cc)(l)mgo%rhdesSof cf)c%rrr%ula D s dﬁgﬂbed above, when
‘@mpﬂedbkn@mﬂfﬁWSﬁh@nﬂiﬂ%wature or can be nade in
analogy to literature procedures from known starting
materials according to schene 2- e.g. by condensation
of the appropriately
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functionalized 2-fluorobenzoic acid of forrmula |11
w th hydrazine hydrate in ethanol and cyclisation

wandsro3goidi c conditions, followed by al kyl at i eaTMEPRW5/010175

R2-X to afford conpounds of fornmula IVa (R6 = H), an
optional alkylation with R -X2X0under thermal or basic
conditions in analogy to procedures described in
(reteed] deyudipsioh @9 the pibeesdr9- 36 or / . Med. Chetn. 1991,
34, 1492-1503) to afford conpounds of fornmula IV, and

hyd ﬂ%&ﬂ'@éa{rgﬁgﬁgf &Hﬁ%gidltdr %ﬁﬁ)rrg'fﬁﬁ) Igééﬁg ?gé%l %éng%tﬁjln may be carried

qmttu@ serateniiell gr, coapgrgeprayatheliy rewibs @ymt@gé@g of the invention are shown in
the %ﬂoﬂ@n sc%eﬁix'ebmre(lkﬂl@ dagled 3510085 thQB@%Ha@tldri arfl Furification of
repare ording to the general "SC Vi a
fESY @gaarp Bete éli?gg’r?é"é’t fodROtT P IS a’gg%m fhgragf-yL he substituents and
1ﬁ@f¢§§ hseA @ tizefdll @vink Qs RIEDE Of Ehedibebses ha®d thelsainifidance given above
Cg a%gd[or otgrl at el }ét substituted hydrazi ne R NHN\H of
%‘?‘Sﬁfﬂ ¥ PREPFBLence of a coupling agent in DVF
foll owed by an optional alkylation with R -X (under
Inheenaml, omppaside of oypei It drerrsadily anabiblpybyt sulfmybeidurefsappropriately

t - . -
TR i SRR ol B Bl g o

chlaridssgsiep VamnuaroRgitions thit hgﬁdﬁr@wmf@azemonss@ﬂe@ irpthe art. Examples
JofuiH| @mldludmsti}eRZas— @dlyited hetRhaaE vil Hbedw alé%ﬁﬁldlne at elevated

t%%%%’%gﬁégﬁ%% r@%{: égﬁﬂ( glj:cllogts uﬁtl-}nf pg%g?érg%a Base such ans potassium
AR, lsaﬁlahy cabbsitef wdelﬂnsﬁyaiﬁdb Nyt e Qminﬁla Sarqhe like. The sulfonyl

| a are either cially avail

e e o Py S ot S R e dlond R qyatante in
dniatogy & knewppoceduree® thosmmpekoowskiBedintthagrtmat eri al s.

The correspondi ng substituted hydrazines of fornula V
fELeneht her comercially available or are known in the
[1Tterature or synthesised in analogy to literature

procedgtes (suehoas / ..,Orgyg Chem 1984, 49, 336,:@2 /

%;\p em S ps\ 986, 31- 4 cgf,, Bf%or g L Me

©hemT 2004, 1 57-R1-366) 30 RLX. DVRR1oK |RR,9
H Ry~ 2 praObee - | VA TUEST %‘Iaed above, thg N’S‘R7
corfpounsis of 50 F il a (IP ofrst He present i nverit i oRs cam

be usqd @S nﬁ@ﬁ%éﬁ’émlg for the treatnment and/or
prevenf‘l on' of di seases whiclf are caused by di sorbers
assom at ed wth the enzyne || beta-hydroxysteroid

egras@unts (of 1 foHiSkk )la WEkARP |=€H éﬁtaﬁllé& hn dhise@se&n be further
H@ﬁgﬁfesrﬁg Pl ARG petely e b R h BB agaivm bydside,
deyipm tdrboddte oasgionn debofate lok shd eeint 4 omivmtrsuf:lm t BF or THF or
similar followed by alkylation of the resulting anion with an alkyl halide such as methyl
iodide, ethyl bromide, benzyl bromide or the like in order to introduce the desired R6
substituent. Optionally, R6 can be introduced via alkylation of compound of formula Ila
by procedures known to those persons skilled in the art.

Appropriately substituted 5-amino-1,2-dihydro-indazol-3-ones of formula Ila are either
known in the literature or can be made in analogy to literature procedures from known
starting materials according to scheme 2— e.g. by condensation of the appropriately
functionalized 2-fluorobenzoic acid of formula III with hydrazine hydrate in ethanol and
cyclisation under acidic conditions, followed by alkylation with R2-X to afford compounds
of formula IVa (R6 = H), an optional alkylation with R1-X (under thermal or basic
conditions in analogy to procedures described in Heterocycles 1997, 45, 129-36 or J. Med.



be used in the prophylaxis and/or treatnment of high

ocul ar eye pressure, cognition, Al zheiner and/or
woewendeener ati on. The invention therefore al BOT/EP2005/010175

rel ates to pharmaceutical conpositions conprising a

conpound as defined above and Zl pharmaceutically

acceptable carrier and/or adjuvant. Further, the

GTrroeRP9 bR4r HI93t1683 e aElorpoempsuats of &inndd [Gboddiyorzenation of the
HEE ASud. NSARELUL: 61 36LE B aHH. blsﬁa?ﬁzcﬁ/ﬁd ERt | fst@'saﬁjzy 13891,
t hefapeutic active substances for the treatnent / or
}grevention of di seases. which are caused by di sorder

LR Bt APRIPP R s Uiy ied Srap@oahydiedyetedagply3-ones of formula II

a@eiate@aﬁ@araa&amtg t6 H@Jg%latex)at S@aitd Thihakky @ﬁtﬁ)ﬁ%bﬁ@&ﬁ&ﬂl&l of the
ive treat nt and

S POR AR QPR Lo gD P 1 P G G 3 Apbropriately
snypentediyidoniaid/NIINdodheteds Viartkd maieard yf dicapihgsgent in
lﬁ%gefollllovvez Igﬁ ah %ﬁg&fxaﬂ %ﬂclyfaﬂﬁh Q«g{h RE (l%(fadl er t?ler%qﬂ&)}l Bgsnc co ndltlons in

treatne d—gq l'axi’s I Seases
awalegB o byocadwes @l@ﬁrsbqlsts terpedesd 37, 49 82¥A6 pmp Med. Chem. 1991,

ééb@tga 1yody mﬂe%ewn gpdﬂx@t@&gfme 514 mBRY-§ 'ZCcHhﬁ{rloymfiQfol 3-ones

e treat nent _and {1 | aXi s of net abo I C
10 Q:f yorgelwithBa s %ryl %ty ar}é.%tzeﬁf%ée PRy pEHiR AR OF eideran etal,
et Csem. PR HigU TRFouYh Hir 8Beke20 03y pet7i 1480 WMThe RpprabRedly

iR e e -
iptlesléatatioee nteroprepaled iresndlogyt théiterseroprocedqpeufrds: lamwn starting
rﬁ tlﬁ?drt?ebc%}lr% O;Io%lrtﬁs%bt %’E%%?&i Az‘fne@%?'{f ‘%@uﬁ’{ \9%@&%&%% tSmmercially

reat nen ases re cau
15 ayeitablq ontard kopwhin te liseraipmeof $‘/I®éh€al5¢ﬂy@r &9 biegature procedures

(@?AP}VQVOQ N@86n. 1198024, B%ih@'r]l Ak @'heﬁi hecaivu! 108, 258414 OF Bioorg.
]%gggy actic treatment of netabolic disorders,

K 2%%#? dﬁ%&?%@ hypert ensi on and/ or di abet es,
particularly type Il diabetes. The invention further
Scet@ates to the use of conpounds as defined above for
the preparation of nedicanments for the treatment and
pr oph axi s of di seQ{se@BV\/m ch are cgausegs by disor dergi2

} ’&%ﬁ‘é‘ﬂtxhe 5 4!%.8%@@ hwmm geor
i ar |-y—f-errithe
Id‘qu§ ﬁ'fHEF?etaol ic dPs F ers, BODEEI Ty, SnC! HC' NH
™ hypeft er&€i on aﬁd/ or i abet es H°
parti éul arl y type Il di abetvgs ri-Rrogpent ivomi aHd/ or
treatnment of type |1 di abetiesbNrsiithespvef erred

i ndi cati on. Assay Procedures

N

20
Scheme 3:
Y, R2 R3
R2
Pd/COerIeOH N R4
2 . RI-N
NO, EDCI DMF NO, SnCl, HCIH,O NH,
RT, 24 h O Rs

NaH, R1-X, DMF or Va R1=
R1 X DMF 110°C \Y;
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Transi ent expression and partial Purification: The

cDNA encodi ng the human || beta-HSDI protein was cl oned
wOnwmw/Bkse4 expr essi on vect or pcDNA3 (St rat agenepPCT/ER2®5/010175

construct (for details see Alex Odermatt et al.; J

Bi ol Chem, 1999, Vol. 274, |ssiie- 40, 28762-28770) was

used to transiently express the protein in HEK293

cel | &s {eATedrabobeithe &iRhpoubily 3f fodesbr ([pefithe pr&emtiamntion can be

F.L., Smle . ,.. Russel | C., Nairn G (1977

Fe i ar b iy e B AU P Brot st i gop gaused by

dsmsted aswbm&dwlt}htheeﬁmé tlteBShyd?hsephraidelchydiogeede 1 (11bHSD1).
al i vol une of ,c Si

BRreototh dece S ritlb G e R RRL S P pize dhypertension

dﬂﬁ%r@ﬁlﬁteslﬁﬁﬂ[%lbﬁﬁﬂ)abms‘ @p&ﬁd@ﬂe cd’rhpomﬁid of thve irevehtiSeehn further

by Pott eniz |on st The resultlné;

B oh e P e i e e e el Sl e Bt b Bition,

Aldb@pet ad/¥r B€irs8ezcheratign.cl eared by a | ow speed

centrifugation (I Omi n x 900Qy; 4C) The m crosomal

E r68 %EVG\:AHI%S gﬁtéar ae_Lm éfq,tgsstgi eegl[:agtecgégggglg gst éo%pnsmg a
dnd édfindd oot agea bhﬁhﬁtedtm&&épﬁblﬁ Idarfied and/svhdjuvant.
EDTA; 10% d ycerol) and the centrifugation was

rep t The resulti el | et c nt a n

e ire O PaEFRh 8 BEarRoniRih HihrRrt e for wges therepeutic
abcufvé mbsamdesaparquuihﬂy wetheralpeytic efcl':loi @ibstancd fgtlit? treatment and/or

Gener ti on of, stable cell, ines
BB B ret B hats Coate oS hepr Gt St tperarme 11beta-
Ky’dadéb@ls’&l?md &E{@Sﬁdn@&i lD(lleIISEm |ﬁa€1&ﬂﬂaﬂg§a th‘é&@e@ﬂlﬁﬁmve substances
to establlsh ce L.ng, the
F Biear AR Ciar § Provipkon 8] meupp i Wi ey ShsttiabeiPdreie

HylplefreigsidiSidd/ 60diabetels batistilgy Uh®elel pPLELt am ne reagent
(G bco BRL) according to the manufacturer's

|nst ucti on. after ra Ctlon eneti ci
g S e SRR ek A L N
dlbdaﬁlﬁSvaH &e Icalﬂsleabs-? disofdees ﬂkd@:ﬁ&ed/\ﬁ%lhﬁw dhr@me llSBéia-thﬂroxystermd
armacoowa racterization Cros

SiReme % SiiaTay B b keRbos indl e PV ek mgabolic disorders,
Ebepitys S5l dning fhybérb@ts@nldﬁ@for (i eted %a@tll:@a&)e@labél e II, which

e .incubated i.n assay b ffer 100 Q
rPFﬁ%Pé@%&PHF ﬁﬁ@sten?s 80 fhlRce F%‘Q&nt ‘iﬂWHf}"tDél a,ﬁﬁe negh above.
Corti sone 50-200nM and

In another embodiment, the present invention relates to the use of compounds as

defined above for the therapeutic and/or prophylactic treatment of diseases which are
caused by disorders associated with the enzyme 11beta-hydroxysteroid dehydrogenase 1,
particularly for therapeutic and/or prophylactic treatment of metabolic disorders, obesity,

dyslipidemiae, hypertension and/or diabetes, particularly type II diabetes.

The invention further relates to the use of compounds as defined above for the
preparation of medicaments for the treatment and prophylaxis of diseases which are
caused by disorders associated with the enzyme 11beta-hydroxysteroid dehydrogenase 1,
particularly for the treatment and prophylaxis of metabolic disorders, obesity,

dyslipidemiae, hypertension and/or diabetes, particularly type II diabetes.

Prevention and/or treatment of type II diabetes is the preferred indication.
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NADPH | M) together with different concentrations of

test substances. After 60 mn. of incubation at 37C
woOhercassay was st opped by heating to 80Q0C (5 npaT)EPand010175

by addition of the inhibitor Carbenoxolone (1 uM. The

amount of Cortisol producedZ®-this assay was

determ ned using a commercially avail abl e, ELI SA-based

Cortisol -detection kit AsBiydiroidduted by Assay Design,
Inc.). Inhibitors mere characterized by there 1C50

Tra¥abHeSpreSsi on at which the production
raof CorF]fegsé \e/l\gJﬂﬁ ore u%g%thel | ul ar Assay To neasure

the effect of inhibitors in intact cells HEK293 cells
TheselaBiy enspgingsdienrhumd Ab¢th etk pIBDEIn( wee clabed éytowbe eexpression
[t Fi hibitors . ..
o RO o Fedheiarts ShRLER 0 SR o5 Uh a8 s 3o
Chent.t1899,600ln2 T, éisuﬁ AGUIEOR-GR7HY) VB QsedhtaatrBB6i€l express the protein
: u emoved and the
e R R B e T B OB s Pl 1 Russat
W.(Gus Nagrna Rooﬁﬁfé?)dl wingy lipofacthmidhee 48h | Sar I«t'tdns(ema celbutved washed
\ \Y t e .
i et 28 el bR RRLEDL TS IThbitn o2 el svmgnsion in
PBSi hvelies ofase- tcbié IYS&bufn‘mr(ﬁ@liimar pHgbo\hmM rEDT 100mM NaCl)

descrl ove .hav
Wer% %E!égva eéseﬁge B f%%"q‘sﬂ%@ﬁﬁ‘é’fl’é’ﬁ%@a &T@uﬁ[ﬂ%ke v resulting
hom «gs0ate atas esnioeted witl O GiprsbhicMor €1 (96 efugputed xCAINOY RS cleared by a

ue belo ese resul have
o B e R T8 PBPRdar hg ot SOFOTRE L BHp e Giected by
a higlp Bpmﬁa:ehtrsfnghttohe(6@ mpinar MECE0E). el rgsidtae pelab vas salitended in
StOI?%dDU%Fe% gq‘i e ése%ltglﬁclég;? %ng,t ]]%o/ngy cer?&edn%' the Qenttrqglgation was
repephedr Whe eastlltngl peﬁetemlteamlngnbe ﬁﬁﬁobnﬁal&ﬁim?h Sia€ ra?ﬁn taken up into
as in the formo
stort RE AL i v R Frodie Mg e Nl Gt
gel atin capsul es, solutions, enmulsions o r

Gensmasipe n$ stabls cell liasakpiesdieg ngei:anI—ISDe: form of nasal
sprays) or rectally (e.g. in the form of

' wever., the.adm,ni str
The %QIBQ ??ﬁstt&é:lags?'e)grfgn ﬁlent e&reﬁsu‘g% lhlfrp%rh,gibceﬁ Ig]&?)a Vs a?so used to
establn;hrcaill dmes sﬂayly(@cpgessmgl thmprdtananéﬂy, IHEBLD®NCells were transfected
S | ormul a
with Eib%%aa%gaﬁ cé‘? 1i’“ﬁ&accép ab f%%;;rr?lélearﬁ%gegglr(‘gfb@ bacéor ding to
the [,mnamlé&@ﬂtdr wiihstrpdtanmabeutdagalaftyr ithesfectidn)ofegi@fitie @fection (0.8
abl.ets,

f duct i
s BT A LT b R SR UL s e v
for plamha@éogmab tharacterization.

Microsome Assay

Microsomes isolated from HEK293 cells transiently expressing human 11beta-HSD1 (for
details see above) were incubated in assay buffer (100 mM NaCl; 1m EDTA; 1mM
EGTA; ImM MgCl; 250 mM Sucrose; 20 mM Tris pH 7.4; Cortisone 50-200nM and
NADPH 1mM) together with different concentrations of test substances. After 60 min. of
incubation at 37°C the assay was stopped by heating to 80°C (5 min.) and by addition of
the inhibitor Carbenoxolone (1 uM). The amount of Cortisol produced in this assay was
determined wusing a commercially available, ELISA-based Cortisol-detection kit
(Distributed by Assay Design, Inc.). Inhibitors were characterized by there IC50 values,

e.g. the concentration at which the production of cortisol was 50% reduced.



starch or derivatives thereof, talc, stearic acid or
its salts etc. can be used, for exanple, as such

wadpasvasos for tablets, dragees and hard gel at POT/EP2005/010175

10

capsul es. Suitable adjuvants for soft gelatin

capsul es, are, for exanple, vegeitable oils, waxes,
fats, sem -solid substances and |iquid polyols, etc.
SUeltdid &ssadj uvants for the production of solutions and
syrups are, for exanple, water, polyols, saccharose,

iAvert su SEi: 8L
Y S A SRt i, A A SRR Sl o umr
pblbetd- BLSDgI yemzrhmlve) vegeduitblaeeddn|9s, weéltpiateSm DaEM. First inhibitors and

o R B i AP REE s P LBy A B P e e o B 57 a5
p@D}ZQitSl,osﬁ{ece piMoroé ‘thﬁmﬁdﬁlhﬁwp)h&mee uhd@l&i conversion from Cortisone to

tions can.contain res atrve
D SR3E b PrreP B4 RSt pobarR Sl v SEbE Kb Rligred by Assay
apedigis Inehul sifiers, smeeteners, col orants,
flavorants, salts for varying the osnotic pressure,
buf fers Ki.n ts .or antioxidants. The
cont aRgu R B, 37 S0 B s ey ) i ppabetalR? cBipSunds of the
sinyshtaiCesthe ta3t anapedaidaee shotvh ih kge follveigitabiet he
conpounds of fornula I and their pharnaceutically

aCCept a IT Sa! t_\% \Jull IJb UJDU I U FIIV PI A\ ]
treatment of artHPEPRUNd o di ovascul ar dﬁl£§§@5H Sk
di abetes, renal failure and particularly eating

di sorder|s and obesity. The dosage can varylIC4H(mhide

limts and will, of course be fitted to the
i ndi Vi d | Cqul CITTET T ‘; Ifcuuh pa—rHUu! ulbr‘ﬁsn !ﬂ
general ,| in the @g@@p oral adm nistration &Q0®aily

dosage of about 0.1 ng to 20 ng|per kg body wei ght,
preferably aboutEtinplags5to 4 ng|per kg body owedight
(e.g. about 300 ng per person), {divided into
preferably 1-3 individual doses, which can consist,
for exanple, of the same anounts, should be

t h
2P B gl bl IBVEYBLA 08 GhEES o 2ot A PR
t oorhp@uidi diaeal@gl vallibsebd ow &0t mMnMoee pidfersddr @inggbunds have ICsp values
herei nafter by ex l es, which ve no |IJ%}IH

chePHdP @M £Rbasprese %ﬁﬁreﬂ qbtame by using the foregoing test.
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N- (I - Benzyl - 3- oxo- 2, 3- di hydr o-
| H i ndazol - 5-yl)-3-chl oro- 2- net hyl benzenesul f onam de

weRew/03480k - Benzyl - 5-ni tro-1, 2-di hydr o-i ndazol - Beome2006/010175

a solution of 2-fluoro-5-nitrobenzoic acid (0.5 g) in

DMF (9 nL) was added TBTU (1.042§%) followed by

N-et hyl di i sopropylamne (2.3 nL). After 10 m nutes

benz yIteyamapourels 2@ rn{ila barddheivahaaddedticallfeceepadid abts and esters

' irred at anbi ent t erature for 22 . .
B e B b ot o dE e PR o He s RkepRRitigeg - The
$Wlavtnhomt@aldbrepim e o ednWetal nfh i@aeed iﬁgeenmygailt%hms beallere.g. in the

it i.ne,,drj i um su te, . .

155 o M ol AR i e et 1 St Rapbiles bofutions, emulsions
bswmmhﬁ],askaﬂymf.gﬁattbﬁfoammf naédaﬂ @fhldﬁ% op écta g.i r i@;ihe form of
1-b | - 5-nitro-1,2-di hydro-i ndazol - 3- gne .
SEBEOG Kooty 0T PET. e iealtongan pp BN S od Pispaipapsuch as
Snidainnsculdrlpenizylavedous?-(dighiydh©fdrdsfagectiorofifutish s
solution of |-benzyl-5-nitro-l 2-dihydro-indazol-3-one

(0 1 B ot e L RO Tobh e ebhescety A BAcF Brcf s and esters
kean bs padceasediveirt phﬁgﬁfémdaﬂﬁin}éﬂdﬁbr%nﬁw&f cﬁrﬁﬁﬁ adjuvants for the

t nosphere [ a oon. After is timet
PEORRR Rl fue b PRt ﬁ?%h@ﬁﬁl tirtcapisilesfose, corn
weschnes Bedvativedthierdof, tht Gherichbid oz alilnat. @E9BALSd, for example, as
SRS SRR s e (e
(0.39 g) which was taken into the next reaction
Wi t hufitablerddhemnnpubi §dfcgddtineapidbes( &S| fo} exadple vegbthbiblbils, waxes,

@t(s,l S-eglté%ggg]-s‘éb%%c-e??%‘i EHg PO ndazol - 5-yI ) - 3- chl or

0- 2- net hyl benzenesul f onam de To a sol ution of .
5- aniSuitebleaednzmphtsl foR2th@diphydirdioh 0l ed atiors @ideyf1thsQde, @r dxBmple,

ridi 1 was. added

%E?{r B{’]]g@%l?‘?é%r%eb’é]ﬁ?gﬁ‘é@ﬁﬁh&?ﬁ?’fﬁori de (0.038 g) in

one go. The solution was stirred at 600C for 24 hours.

The Pyitablierdjuvaststfheimjdactonvedtibms aadupeanthlé, hentdregdtshits, polyols,
S dilssoltv I..N I%t QAc/ wat er and separated. The

g@ﬁ%%’usveﬁﬁﬁ S WesTextracted a further two times with

Et OAc and the conbi ned organi c phases were washed with

br i néuimbleddjiodnB\fer suppdiituries utef fiirexantple, whtyiahgr Bgdated oils,

was r ved.by,.filtratio nd the volatiles were
F’Vearir%%?gaggisﬁm\lfﬁglﬁ%of%qlﬁfiféggfaﬁag&r ude residue. The crude
material was purified via flash

Moreover, the pharmaceutical preparations can contain preservatives, solubilizers,
viscosity-increasing substances, stabilizers, wetting agents, emulsifiers, sweeteners,
colorants, flavorants, salts for varying the osmotic pressure, buffers, masking agents or

antioxidants. They can also contain still other therapeutically valuable substances.

In accordance with the invention the compounds of formula I and their
pharmaceutically acceptable salts can be used for the prophylaxis and treatment of
arthritis, cardiovascular diseases, diabetes, renal failure and particularly eating disorders
and obesity. The dosage can vary in wide limits and will, of course, be fitted to the
individual requirements in each particular case. In general, in the case of oral
administration a daily dosage of about 0.1 mg to 20 mg per kg body weight, preferably
about 0.5 mg to 4 mg per kg body weight (e.g. about 300 mg per person), divided into

preferably 1-3 individual doses, which can consist, for example, of the same amounts,



col um chromat ography eluting with
Et QAc/ nHept ane/ | %AcOH) to afford the desired
woOR(de/Berozy| - 3- oxo- 2, 3-di hydr o-1 H i ndazol - 5- yl peBAemiosn10175
0- 2- met hvl benzenesul f pnam de (0.015 g) a s a pale
yel |l ow powder. M5 (ESI+) : 428 46¢[ MWH] +) .Exanple 2:
N (I -Benzyl -3-0x0-2,3-diliyclro-IHindazol-5-yl) -
Shaiid B¢ spptoplriateo rlowhig iveres:, bt tlemaihni the upbeslimhtgdrehabove can be

was t naI t o,.exappl e 1 using

%@ﬁﬁﬁﬁdg} Egﬂ%§P ?W§?%¥FP§395? dazol - 3-one and

3-chl oro-4-fl uoro-benzenesul onyl chloride as an orange

sol i dThdvmvehSon)is ildB30atd(HeMitdftey by ekxapies,evidch have no limiting

g%%l Benzyl - 3- oxo- 2, 3-di hydro-1 H i ndazol -5-yl)-3-trifl
hyI benzenesul fonam de This material was

obtai ned in anal ogy to exanple 1 using

5-am no-1 -benzyl -1, 2-di hydr oi ndazol - 3-one and

3-(trifluoronethyl)benzenesul fonyl chloride as a |ight

yellow solid. M5 (ESI+) : 448.1 ([MH +) . Exanple 4:

N- (Il - Benzyl - 3- oxo- 2

3-di hydro-| Hindazol -5-71)-2, 4-di chl or o- benzenesul f ona

m de This material was obtained in anal ogy to exanple

1 using 5-am no-I|-benzyl -1, 2-di hydroi ndazol - 3-one and

2, 4-di chl or obenzenesul fonyl chloride as a light yell ow

solid. M5 (ESF): 446.1 ([MH ). Exanple 5:

Napht hal ene- 2-sul foni c acid

(1-benzyl - 3-oxo- 2, 3-di hydro-1 H i ndazol -5-yl)-am de

This material was obtained in analogy to exanple 1

usi ng 5-am no-1-benzyl -1, 2-di hydr oi ndazol - 3-one and

1- napht hal enebenzenesul fo p.yl chloride as a |ight

yellow solid. M5 (ESI ): 428.4 ([MH ) . Exanple 6:

N- (| - Benzyl - 3- oxo- 2, 3-di hydro-| Hi ndazol - 5-yl)-3-chl or

0- 4- met hyl benzenesul f onam de This material was

obtai ned in anal ogy to exanple 1 using

5-am no-1| -benzyl -1, 2-di hydr oi ndazol - 3-one and

3-chl or o- 4- net hyl benzenesx | fonyl chloride as a |ight

yel l ow solid. M



10

15

20

25

30

(ESI+) : 428.4 ([M+H +). Exanple 7:
N- (| - Benzyl - 3- oxo- 2, 3-di hydro-| Hi ndazol - 5~yl ) - 4- et ho

weaypets@azsemesul f onam deThis nmaterial was obt ai nedTiER2005/010175

anal ogy to exanple 1 using 5-am no- 1 -benzyl -

1, 2- di hydr oi ndazol - 3-one and-47net hoxybenzenesul f onyl
chloride as a light yellow solid. Exanple 8:

N- (I - Benzyl - 3- oxo- 2, 3- di hydrExahtplendazol -5-yl) -2, 4-dic
hl or o- 6- met hyl benzenesul f onanmi de This material was
obtai ned in anal ogy to exanple 1 using 5-am no~
Exabgrde ¥l - 1 , 2- di hydr oi ndazol - 3-one and

2, 4-di chl or o- 6- et hyl benzenesul fonyl chloride as a

r I ample; 9:
BB S i i e ok oisr SEARSS
bﬁﬂﬁvﬁﬂ@ﬂﬁﬂhlyl benzenesulfonan1de This material was
obtained in analogy to exanple 1 using 5-amno -

SepaNzy| t-BinAt-dihipdrior nagd:-inda 2916 -8h4

2- trlfluoronethylbenzenesulfonyl chloride as a Lvhite

10 pliafof Falibins? Stesdptninit ncit (0 SAS BB BRAE L) i) 3vas agded TBTU

(1uerg fdﬂhwea]zlmié&&lyﬂcbisaipmmd;éaﬁtﬂes( 2rfame).i Atervi@sniofitai ned

%e%zﬂlﬂﬁﬁrgg}ﬂgzgfg F@F}) é)exgllg] eor?:l?'rI]‘ g g%alctlo% mlxtur%ﬁl&s stirred at ambient
tempexditiie dor Zﬁo]ecrme e U o maytllorcth)pmted astaadpreown INGCidolution and

M aLESith ]‘fltbqf&clTﬁé M’ liﬂ'm) layer%msﬁeé%ﬂhlﬂhne, dried over sodium sulfate,

| - Benzyl - 3- oxo-
It PR DRPEHAD mmﬂf)oé’yylrlﬁﬁétﬁ%reﬁlé%@@mmﬁlé@W@natography
TRt @4d p\he\&aﬁre@bwe;gﬂs -Aiteha| 208yt -eXRAPL B oke USLAE) as a yellow

*ﬁhgqgggﬁﬁgh§§§%ﬁ54 |hydr0|ndazol 3-one and

chloride as a light yellow
solid. Exanple 12: 2, 3 Di hydr o- benzo[ |, 4]
§teoR] ne- %A&uhédﬂb&lzﬂeld dlhydro -indazol-3-one
(1-benzyl - 3-oxo0- 2, 3-di hydro-| Hindazol - 5-yl)-am de

To a solution of 1-benzyl-5-nitr o-1,2-dihydro-indazol-3-one (0.44 g) in MeOH (50 mL)
was added Pd/C(10%) catalyst (0.1 g) and the reaction mixture was stirred for four hours
at ambient temperature under a hydrogen atmosphere using a balloon. After this time the
reaction mixture was filtered through Celite®which was washed with more EtOAc. The
combined organic solution was evaporated in vacuo for afford the desired 5-amino-1-
benzyl-1,2-dihydro-indazol-3-one (0.39 g) which was taken into the next reaction without
further purification. MS (ESI"): 240.1 ([M+H]™).

Step C]  N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5-y1)-3-chloro-2-methyl-

benzenesulfonamide

To a solution of 5-amino-1-bennzyl-1,2-dihydro-indazol-3-one (0.04 g) in pyridine (1 mL)
was added 3-chloro-2-methylbenzenesulfonylchoride (0.038 g) in one go. The solution
was stirred at 60°C for 24 hours. The pyridine was then removed in vacuo and the residue
was dissolved in EtOAc/water and separated. The aqueous phase was extracted a further
two times with EtOAc and the combined organic phases were washed with brine and dried
over sodium sulfate. The drying agent was removed by filtration and the volatiles were
removed in vacuo to afford a crude residue. The crude material was purified via flash
column chromatography eluting with EtOAc/nHeptane/1%AcOH) to afford the desired
N-(1-benzyl-3-0x0-2,3-dihydro-1H-indazol-5-y1)-3-chloro-2-methyl-
benzenesulfonamide (0.015 g) as a pale yellow powder. MS (ESI™): 428.4 ([M+H]™).
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This material was obtained in analogy to exanple 1
usi ng 5-am no- 1-benzyl- 1, 2-di hydroi ndazol - 3-one and

wa 28060h3k8pdr 0- | , 4- benzodi oxi ne- 6- sul fonyl chl oxPd&ER20081010175

off-white solid. M5 (ESI+) : 438.1 ([ MtH +) . Exanple
13: N (I-Benzyl - 3-o0xo0- 2, 3- di-2gdr o-

| Hi ndazol - 5-yl)-4-chl oro-2, 5-di met hyl benzenesul f onan
Bemphim material was obtained in analogy to exanple 1
usi ng 5-am no-| - benzyl -1, 2-di h. ydr oi ndazol - 3-one

40 d
I\ggl_% Pg}g)3 axgo ?é 31 I%ycﬁk/g}fgg{ag?ﬁgﬁ % ﬁc{r? E,FQL%’ {)Ergz%ngﬁﬂfonamlde
Ex le 14:
’Mi? JIrIrlngiﬁ]z‘yil& Stained & Gralfighyel FEHRle desied S-3minp=1bemaybi §-dibydro-
indazbl- dene%ﬁﬁgmmL@%ﬁéﬁﬁﬁﬁkﬁ@;ﬁ Echibiide E@ﬂrﬁ‘ér‘aﬁ%e solid. MS
anal ogy to exanple 1 using 5-am no-|

n

(E6%h£9@3(&%ﬂﬂh i-hydr oi ndazol - 3-one and

3-trifluoronethyl-4-chl orobenzenesul fonyl chl oride as a
BMaidpge 0l id. M5 (ESI+) : 482.3 ([M+H +). Exanple 15:
N-(I-Benzyl 3-0x0- 2, 3-di hydro-1 Hindazol -5-yl)-4-fl uor
I\g-;s?-g?\te#@é— —%xomzaél ogb(%t%oﬁ_ggg aleﬂog] %m gemﬁﬁo?orﬁgﬁl% 'b%ze‘ﬂ@ﬁﬂfonamﬁe
5-am no-| - benzyl -1, 2-di hydr oi ndazol - 3 one and 4-fl

Thos maBriak why ohfainedrist syaldgario ersaplef onghg htagringel - henzl-1,2-dihydro-

~1l'15%§ 3bcgrfé%d%oithguo%qéﬂ%@ﬁenzenéﬁﬂfén}ﬁ [Mdelde)as aExBIPIBW solid. MS

Benzyl.- 3- oxo- 2, 3-di hydr o-

(ESL) & A M- I)-Z chloro-5-trifluoronethyl benzenesul f
onam de This material was obtained in analogy to
B%ai £ 1 using 5-amno-|-benzyl -1, 2-<di hydroi ndazol -
3-one and 2 cl oro- 5- trifluoronethyl benzenesul f onyl

l\clrtll %glgﬁgll x0%0; 2'3;\@%'?&% [ 1n a%l ;rly/? A%El?ﬁt]ora Z‘!)%legi{e%jfgnamlde

IH-U|dazoI 5-yl)-3- phenoxy benzenesulfonanide Thi s
"Hieis eratcalal wasobibinail ireandlegyan skaapl & busng Apireing- Lrbiewgfl 1,2-dihydro-

1§d§ﬂ?1 R05 ke RRINZY i dhiFobdizBy Qg4 %mridégsm@gmryalow solid. MS (ESI'):

-penox%%benzenesulfonyl chloride as a |light brown
(ESI

Example 5:
Naphthalene-2-sulfonic acid (1-benzyl-3-0%0-2, 3-dihydro-1H-indazol-5-yl)-amide

This material was obtained in analogy to example 1 using 5-amino-1-benzyl-1,2-dihydro-
indazol-3-one and 1-naphthalenebenzenesulfonyl chloride as a light yellow solid.
MS (ESI): 428.4 ([M-H]").

Example 6:

N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5--y1)-3-chloro-4-methyl-

benzenesulfonamide

This material was obtained in analogy to example 1 using 5-amino-1-benzyl-1,2-dihydro-
indazol-3-one and 3-chloro-4-methylbenzenesulfonyl chloride as a light yellow solid. MS
(EST*): 428.4 ((M+H]™).

Example 7:

N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5~yl)-4-methoxy-benzenesulfonamide
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470.3[ M H] -) . Exanpl e 18:

N- (I - Benzyl - 3- oxo- 23-di hydr o- | H i ndazol - 5-yl ) - 3-(5-net
woybosfod4884 4] oxadi azol - 2-yl ) - benzenesul f onam deCTHiP2005/010175

material was obtained in analogy to exanple 1 using

5-am no-1| -benzyl -1, 2-di hydr oi.-ngazol - 3-one and

3-(5-nethyl -1, 3, 4-oxadi azol - 2-yl ) benzenesul f bnyl

THib efatdR] @55 ebthingin a@WZt@ @kdrfilple VeasinlgSl-athinio- 1-benzyl-1,2-dihydro-

Repiol BsipAA A B oS gy oot FRlPridesicl La Yo sefifor

0- benzenesul fonam de This nmaterial was obtained in
Bnalpgy: to exanple 1 using
5 am no-| - benzyl -1, 2-di hydr oi ndazol - 3-one and

(F 'ﬁcf%%é’ ?J&?S -9nEEY %&%—ix}‘f_ﬁz&?f—5-%@-?&-&111&@%-:35@1‘9{1

facs I}Hmléeoxo 2, 3-di hydro-| Hindazol -5-yl)-3-nmet ho
xy- benzenesul fonam de This material was obtained in

’ﬂﬁ@hﬁ%ﬁaﬁ Q’aﬁmﬁi@e@ 1ri|-arul$<b d¥8o example 1 usmcr 5-amino~ 1-benzyl-1,2-dihydro-

BaRRTRe %—v?%efﬁaes%ﬁ?%gulwﬁﬁwﬁﬁ a7 Bgyn solid. MS

| (mpd:..so.m/s I(/IEEBF) 408 O[MH ). Exanple 21:

N- (I - Benzyl - 3- oxo- 2, 3-di hydro-| H i ndazol -5-yl)-3-diflu
:ﬁgggﬁé oxybenzenesulfonan1de This material was

ned in analogy to exanple 1 u5|ng
5-am no-| - benzyl -1, 2-di hydr oi ndazol - one

and
- (étﬁWﬂo?r@ﬁ%@ﬁo@éWdlﬁelfﬁ@ﬁ‘é@el Py} treﬂwpp&éhalsb%pzenesulfonamlde
colorless solid. M5 (ESF): 444.1[MH ) . Exanple 22:

Thif natdBan#yd oﬁa@&@nﬂarﬁaﬂ hiylty dkOnple 1 using 5-amino-1-benzyl-1,2-dihydro-

IH-| azol - 3, hS triflu nzen

TR gl et 8125’?&%6??8%3{0}}9%2‘%% o BRa G S (SO
Mousi[MgHg-)am no- | - benzyl -1, 2- di hydro-i ndazol - 3- one

and 3, 5-bi strifLuoronet hyl benzenesul fonyl chloride

éﬁ&ﬁﬁef@:as a white solid. M5 (ESF): 514.3 [MH )

N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5-yl)-2,4-difluoro-benzenesulfonamide

This material was obtained in analogy to example 1 using 5-amino -1-benzyl-1,2-dihydro-
indazol-3-one and 2,4-difluorobenzenesulfonyl chloride as a brown solid. MS (ESI"): 414.1
(IM-H]).

Example 11:
N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5-yl)-4-propyl-benzenesulfonamide

This material was obtained in analogy to example 1 using 5-amino-1-benzyl-1,2-dihydro-
indazol-3-one and 4-propylbenzenesulfonyl chloride as a light yellow solid.

Example 12:

2,3-Dihydro-benzo[1,4] dioxine-6-sulfonic acid (1-benzyl-3-o0x0-2,3-dihydro-1H-indazol-
5-yl)-amide

This material was obtained in analogy to example 1 using 5-amin o-1-benzyl-1,2-dihydro-
indazol-3-one and 2,3-dihydro-1,4-benzodioxine-6-sulfonyl chloride as an off-white solid.
MS (EST): 438.1 ([M+H]™).
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Exanpl e 23: Propane-2-sul fonic acid
(I -benzyl - 3- oxo- 2, 3-di hydro-| Hi ndazol -5-yl ) -am de
wohi@/caopound was obt ai ned i n anal ogy to exanmpC®&EP2005/010175
lusi ng 5-ammo-| - benzyl -1, 2- di hydro-i ndazol - 3-one and
3 propane-2-sul fonyl chloride ggtep C) as a white
solid. M5 (ESF): 344.3 [MH ). Exanple 24:
MedrhpiBepzyl - 3- oxo- 2, 3-di hydro-| Hi ndazol - 5-yl)-3-chl or
o-2-%+dinethylbenzenesulfonanide To a solution of NaH
op . . . . ,
(1008 2R S0P PR 801 3 ) R R D A bk I (2
ber(zendsalfp@dmBleoxo- 2, 3- di hydro- 1 Hi ndazol -5-yl ) -3-chl or
0- 2- net hyl benzenesul fonam de in DM (1 nlL) dropw se.

s Satdrral Wal B G NGh aﬁigf) %JV‘\%) da&%,rgﬁ%;lr ?sn‘?x?‘%gj— gﬁ}%x?cg& %Beenzyl- 1,2-dihydro-

reaction mxture was a

weapdriaens ©.049 15 apeé dchiga-dvadimaeieneWEn ighicrideas ep ofnwhite solid.

B9 @SET. abtih (Ft1PAc). The phases were separated and the
aqueous phase was extracted with nore Et OAc. The

Eonbingg_organic phases were washed with brine, dried
plg iumsul fate, filtered and reduced in vacuo.

Fl ash col um chronmat ography over silica
NEtlRarznh2pkarled) ddfyflor Hehded- 5e@$i4r ddioro-3-trifluoromethyl-

= - 3r.0X0- 2
g%%#ﬁ%ﬁ@%¥%£§Fndazol-5-y|)-3-ch|oro-2-N—dinethyl-benze

nesul f onam de._ as an offwhite solid (13 ng). M (ESI%? .
Thig apateyfialmap obtpined i apgpgy tpsxample 1 using 5-amino-1-benzyl-1,2-d ihydro-

ﬁl‘d@i’d@(ﬁn% egﬂf ﬁﬁi(ﬂlu&lo%’?reﬂiyh}iﬂ:%@osrtbbhﬂz%ij&éﬁbnﬁcﬁlb])idegastaf white solid.
r e sul f onam de Step
ﬁgﬂ&gﬁb?%gﬁ%@ﬁggﬁ,;-dihydro-indazol-3-one
5-Nitro-1, 2-di hydro-indazol -3-one (prepared accordi ng

Exerfiplg15Synt h. 1949, 29, 54 or Chan Bbr. 1942, 75,
1104) (9.36 g) was suspended in 40 m water and 57.5

go@t Blrfefhofb oty B0, 01 thfactf SO MR RS AL 1
enzesesulfpegmidsOH (15% 5 nl) and allyl bronmide (1 g)
was added. The reaction m xture was stirred for a

THfstnlithéri% %éﬁrbﬁt-ai%al@n aﬁaiggytghmp{éqgﬁﬁ@ &a&qincwétﬂ%p?;ml,z-dihydm-
| er, . (o] | e W .
@Sﬁé‘ﬁ‘%ﬂ’&e wf‘ ‘Q—g}m -i—tggv?rar%@ﬁ‘f%ﬁﬂ%ﬁ@ﬁmww fglgh’f brown

eflldy Msa@si ates.arifMsH|J.red at anbi ent tenperature for 3
hours, then

Example 16:

N-(1-Benzyl-3-o0x0-2,3-dihydro-1H-indazol-5-y1)-2-chloro-5-trifluoromethyl-

benzenesulfonamide

This material was obtained in analogy to example 1 using 5-amino-1-benzyl-1,2-dihydro-
indazol-3-one and 2-cloro-5-trifluoromethyl-benzenesulfonyl chloride as alight brown
solid. MS (ESI'): 480.3[M-H]").

Example 17:
N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5-yl)-3-phenoxy-benzenesulfonami de

This material was obtained in analogy to example 1 using 5-amino-1-benzyl-1,2- dihydro-
indazol-3-one and 3-penoxy-benzenesulfonyl chloride as a light brown solid. MS (ESI'):
470.3[M-H]").
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filtered and dried to afford the desired
| -allyl-5-nitro-1, 2-di hydro-i ndazol -3-one (7.63 g) as

wea ywlidesw sol i d. Step B PCT/EP2005/010175

5- Am no-| - propyl -1, 2-di hydr o-i ndazol - 3-onel - Al | yl - 5-ni
troi ndazolone (1.42 g) and Pd/&1(10% 250 ng) were
suspended in MeOH (50 nL) and hydrogenated (hydrogen
Badhglen: at RT for 4-5 h (or overnight.) After
filtration and renoval of MeOH, the solid was dried in

SRR IR I RS i -

hertzenés omuhsed in the next reaction wthout any
further purification. Step C

i 3@l hvaR bBRY d%n 30 4b «b}y@r&aﬂnﬁé NEaZ05 - aém\f(l) N=B¥nEHLE 3 -dihydro-

thylb nesufonam e . This tefial was

’6‘%? TREaIL @pcg,"tlz.‘[: 6@%} o bk gﬁﬁqhézoi 298, zenesulfonyl chloride as a light
Broav dodidl MSr(8pY): 460.2Rdithyr oi ndazol - 3-one and
2, 3-di chl orobenzenesul fonyl chlori de. Exanpl e 26:
%xB'Ef'e QI or o- N- ( 3- oxo-| - propyl - 2, 3-di hydro-| Hi ndazol -

3}?8 bénzenesul fonam de This nmaterial was obtained in
anal ogy to exanpl e 25 using 5-am no-I|-propyl-1 >2-
NiHyBerayi-hoaedh3-ihydw- AldndaRl-GirdhBohbiyerirenewsilfonylide
chl oride. Exanple 27:

"@hl%z@&@al%a% beA‘thd"ih 6:321624Pro! 5 gﬁyﬂ astngs %Pﬁ(éiﬁooeh'zh' N dihydro-

%ﬁlr.l’)eanq %pcg.’ﬁ fﬁ’ ggeg;sgl P cég)r@glaﬁgightabrown solid. MS (ESI):

broarfivhei]r ). propyl -1, 2- di hydro-i ndazol - 3-one and
3-chl or 0-'4- | uor o- benzenesul fonyl chloride. Exanple

é’isa&%ﬁ’lgrzg 2- met hyl - i V- ( 3- oxo- | - phenet hyl - 2, 3- di hydro- | H
-i ndazol -5-yl)- benzenesul fonam de Thi s corrpound was
Dbl e anesil- 3-oxeniad-didydtoo 1 Bxiadarod- 5171118 imethoxy-benzenesulfonamide
phenet hyl hydrazi ne (step A) and

@m@ 06,941 Z«raEfEBQ}ﬁeE‘?H éﬁﬂ@c%#ﬂofe‘il&iﬁbleclh&s?ﬂ%ﬁ 18 3d- %e&;}y@% dihydro-
i ght vyell 9w SO NS u{ 2:1 V-
T‘PgT 0By and 3-me oxy—benzenes fonyl chloride as a light brown solid. MS (ESI):

4080MH

Example 21:

N-(1-Benzyl-3-o0x0-2,3-dihydro-1H-indazol-5-yl)-3-difluoromethoxy-

benzenesulfonamide

This material was obtained in analogy to example 1 using 5-amino-1-benzyl-1,2-dihydro-
indazol-3-one and 3-(difluoromethoxy)-benzenesulfonyl chloride as a colorless solid. MS
(BST"): 444.1[M-H]").- ‘

Example 22:

N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5-yl)-3,5-bis-trifluoromethyl-

benzenesulfonamide

This compound was obtained in analogy to example 1 using 5-amino-1-benzyl-1,2-
dihydro-indazol-3-one and 3,5-bistrifluoromethylbenzenesulfonyl chloride (step C) as a
white solid. MS (ESI"): 514.3 [M-H]").

Example 23:
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3-Chl oro-4-nmethyl -N- (3-o0x0- |-phenethyl-2,3-di hydro-

| H i ndazol -5-yl)- benzenesul f onam deThi s conpound was
wohomioed4i n anal ogy to exanple 1 using PCT/EP2005/010175

phenet hyl hydrazi ne (step A) and

3-chl oro-4- et hyl benzenesul f ogygl- chl oride (step C) as

a white solid. M5 (ESI+) : 442.3 [MH +). Exanple 30:

P‘}lo&ﬂeoz@ul?orﬁc giget-ByhzyNs (oo @@ diryahenet-fidhz . BylHahiids 0
- i ndazol - 5-yl)- benzenesul f onanm de This conpound
ﬁﬁé@%ﬁﬁ%@&%t%ﬂg gkg%ﬂltog\x ‘?o)a(%&ngllp?e f’us%ﬁé ggamino—l-benzyl—l,}
dAhyainb-andez2]-53-ahiermt Byrbpneen asfonfbrhjoridd(stpi @eas(@Estie sglid. MS
B ARLIGER S, 10 (ES1 ) 5 406 4(MH 4 . Bearple

1 - phenet hyl -2, 3-di | i ydr o-
| H i ndazol -5-yl)-3-trifluoronethyl benzenesul f onam de
Epaimplepound v/ as obtained in anal ogy to exanple 1
usi ng phenet hyl hydrazine (step A and

N-(11Behd 0 o8 b BYdiB b oY in dabbios-k &3 -{igbaP2 B)-dagethyl ed
sol i d. (ESI+) :" 462. 1[ M+H| +;’ . Exanmpl e 32:

hgngenepel €3-0x0- 2, 3-di hydro-| Hi ndazol -5-yl )-3-tri

fl uor omet hyl benzenesul f onam de Step A

To 4 sditidryb£18aldi(0.005 § pPa 6% dikpersiomdazoinesd olpinToME (2 mL) at 0°C

B O o A0 M APRAARL GBS, bbby bty
ity lfTas ot ooy MATaL meL (BB IsHfier AP reipulED MAL{B0Ve) was added
dn%lotﬁyf%létgé/rg_r LRewR-J18lEenesitf m&@i@hgteﬁﬂehtﬁl%: BRe Bhction was

was ad 3 e reaction mXxture_ was stirred at apbi ent
quspeRadarith waien o S el M ERD AL nEh e RAge s aite mgfaﬁ%fﬂigﬂéﬂd € aqueous
EOwAGHEAUEd WhHEbreSRDUL] T @nthigxd baahr@habds ek Bed with

R R I B R R

P61 fog Petpihg v silids SEXD Adniviptdres hfoled it degired by(1-benzyl-3-oxo-

f.ar ded ' ; i
P PSR I S e e it engengedfppmydgge oo oft
wilsiteasolid (1 bwgs WP dESIB4EEAMIED34. 1 ([MH ) . Step B
5- Anmo- | -i sobutyl -1, 2-di hydro-i ndazol - 3- one
Example 25:

N-(3-Oxo-1-propyl-2,3-dihydro-1H-indazol-5-yl)-3-trifluoromethyl-

benzenesulfonamide
Step A] 1-Allyl-5-nitro-1,2-dihydro-indazol-3-one

5-Nitro-1,2-dihydro-indazol-3-one (prepared according to Org. Synth. 1949, 29, 54 or
Chem Ber. 1942, 75, 1104) (9.36 g) was suspended in 40 ml water and 57.5 ml 1N KOH.
Allyl bromide (6.32 g) was added in one portion. The mixture was stirred at 75-80°C for
1.5 hours. Then NaOH (15%, 5 mL) and allyl bromide (1 g) was added. The reaction
mixture was stirred for a further 30 min. The mixture was neutralized with 3N HCl at
<10°C and filtered. The solid was washed with water and dried. The solid was then
suspended in 10 ml ethyl acetate and stirred at ambient temperature for 3 hours, then
filtered and dried to afford the desired 1-allyl-5-nitro-1,2-dihydro-indazol-3-one (7.63 g)

as a yellow solid.

Step B] 5-Amino-~1-propyl-1,2-dihydro-indazol-3-one
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To a solution of

| -isobutyl-5-nitro-1, 2-di hydro-indazol -3-one (0.9 g)
wOonodémdkso§ 50 nl) was added Pd/ C(10% catal yst eOTEPZ05/010175

and the reaction mxture was stirred forl hour at 40C

under a hydrogen atnosphere usgng a ball oon. After

this time the reaction mxture was filtered through
1-Galyl-bafitrdiddaedioned .42aS had P € (1096250 B QAeere Siv@ended in MeOH (50

rr§$ ]gg%i gt)ef?rﬁgerargaggd[ @glro%teh %Qﬁlg\cl)ansj YR %)rréfl-% %d( oir gvé’r%?g%%) fAcf{er filtration
afod emavel of-NeOBlithyd solid raedhydinoiandaizod fford-thnéesdd 6-ag)ino-1-

ch oy ken.jnto 1 h . : e .
PRy ey bR} éﬁ%@?ﬁ’%&% BRI Ty Al LA the nexe
reRciion Wbowiply ferthsegupifRatgithy dr o- | H- i ndazol -5-yl )-3-tri

f1 uoronet hyl benzenesul f onam de To a sol ution of

step@Ti NONL(3LeBUL yo lﬂrz?,siimgmasQH-nQﬁmLs@bOﬁ&if(&r&ﬁewL

in pyrjidine ( 1 nL}3 was added

b%n-ZFP%/SPif t hyl benzenesul f onyl choride (0.041 g) in

one go. The solution was stirred at 600C for 24 hours.
ThRenqynidl dian ebwasdtihenalbgnowedmiple Mastups-andné-iepropgi ldirdihydro-

: | SSOl v [ / d rated. The

o e DR L R o R RERR o s wi e

Et OAc and the conbi ned organi c phases were washed with
Egamhple 26nd dri ed over sodium sul fate. The drying agent

was renoved by filtration and the volatiles were

Z,Bﬂﬁﬁlﬂiﬁﬁiojl\n(3’-@5&6‘-@;ﬂr@pﬁfi,@dﬂlﬁr&flmﬁldﬁﬁ&iﬂﬁl@—beﬁf@leﬁﬂﬁbﬁ@mide
material was purified via flash colunm chromat ogr aphy

. . 5

T Igg%lelftgxgalvv\eats %b atmcéécl{'l ggﬁgéﬁ{éeelxlaré@fe%u&nog Sa-grfncl)r[oqlgpquyl-l,il—

di¥y@to-irsiabelt3rbr8amk 3 i dichyteneduonyldakolde5- yl ) - 3-tri
f1 uoronet hyl benzenesul fonam de (0.015 g) as a pale

powder. MS (ESI+) : 414.4[WH +). Exanple 33:
EY SRR N- (1 - sobut yl - 3- 0xo- 2, 3- di hydr o- 1 F i ndazol - 5-
yl)-4-met hyl b enzenesul fonam de Thi s conmpound was
3¢Biletontdupro-AnGr oty 1 Peorstarpilidyde- Uidiingdazol-5-y1)-

baARERGRhakgrbut yl -1, 2- di hydro-i ndazol - 3-one and
3-chl oro- 4- met hyl benzenesul fonyl chloride (step C as

. Whi t lid, . (ESI.+): 394.1 +). EX I :
TBis g R PP UBHOTHOBE e s D A SAPE T EIOT 8
dibyiirRimiat dlyd-beezeh@shiof odainde-bEhien eadfopgletdonides

obt ai ned in anal ogy to exanple 32 using

Elegging;l -i sobutyl -1, 2-

3-Chloro-2-methyl-N-(3-0xo-1-phenethyl-2,3-dihydro-1H-indazol-5-yl)-

benzenesulfonamide

This compound was obtained in analogy to example 1 using phenethylhydrazine (step A)
and 3-chloro-2-methylbenzenesulfonyl chloride (step C) as a light yellow solid. MS (ESI™):
442 3[M+H]").

Example 29:

3-Chloro-4-methyl-N-(3-oxo0-1-phenethyl-2,3-dihydro-1H-indazol-5-yl)-

benzenesulfonamide
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di hydr o-i ndazol - 3-one and
3- cHor o- 2- net hyl benzenesul fonyl chloride (step C) as a

wohodem3sohi d. M5 (ESI+): 394. 1 MtH] +) . ExanpbeT®B2005/010175

3- Cyano- (I -i sobutyl - 3- oxo- 2, 3-di hydr o-i ndazol - 5-yl) - be
nzenesul f onam deThi s conpound- 3ws obtai ned i n anal ogy
to exanple 32 using 5-axnino-I-isobutyl-1,2-
Thid ¥efpotid @ obbtdmed én andod-t6 anapleanzenesithbpitydrazine (step A)
S PR bRy a5 SRR dS5B10) % o WRil S8 s (s
B4 [M-HidF omet hox7- (1 - i sobut yl - 3- oxo- 2, 3- di hydr o- - i ndaz
ol -5-yl)-benzenesul fonam de This conpound was obt ai ned
i akpgy to exanple 32 using 5-am no-I-isobutyl-I, 2-
[ n?’g}dr 0- i ndazol - 3-one and
3-di.fl uoronmet hoxy- benzenesul fonyl chloride (step C).  as
4o hdero=Zapridiraetdist Nof 3- aotg- F-pbpnsthyl-%3-gihgdge-f-indazol-5-31)-

bRt @lfddamide _ _
4- Cyano- (| -i sobutyl - 3~oxo0- 2, 3-di hydro-i ndazol -5-yl) - be

enesul fonarnide. Ttxi s conpound obt ai.ned, | .
LR RER oL BhFuta s BafiRERe R, SRS ygrarine (step 4)
ghvd Y-dhloro-Bdadiotetlddiome emesdldnt yhloodb éngreGesid Whitysolid. MS (EST):
?,}4@@}{ +()step C) as an off-white solid. M5 (ESI+) :

1 F%*H] +) . Exanple 38: 4- Fluoro-N
él -i sobut yl - 3- oxo- 2, 3-di hydr o-

Hmpla2dl - 5-yl ) - 3-tri nuor onet hyl benzenesul f onani de
Thi s conmpound was obtained in analogy to exanple 32

NS(300x8-13512hByl-2,B SOpdnsl FH-iddazl-5- YO Piideaaaletione
gnd A"&Lf uoro- 3-trifl uoronethyl benzenesul f onyl
FIZGREHEOPEPIS © as an off-white solid. M5 (ESI+)
432.4 [ MtH] +). Exanpl e 39: 3-Chl oro-4- puoro-JV- (I
Thsabuipphrdwox obt2indd di hydogy o exampltdzsingphdnpthylhydrazine (step A)

SRR Lona e Ty spmoupdues BN 5921 b

di h. ydro-i ndazol - 3-one and
BxampleBd: 4- f | uor obenzenesul fonyl chloride (step C as
an offwhite

N-(1-Isobutyl-3-0x0-2,3-dihydro-1H-indazol-5-yl)-3-triftuoromethyl-

benzenesulfonamide
Step A]  1-Isobutyl-5-nitro-1,2-dihydro-indazol-3-one

To a solution of 2-fluoro-5-nitrobenzoic acid (1.5 g) in DMF (50 mL) was added
EDCILHCI (1.71 g) followed by N-ethyldiisopropylamine (5.51 mL). After 10 minutes
isobutylhydrazine.p-toluenesulfonicacid salt (2.32 g) was added. The reaction mixture was
stirred at ambient temperature for 22 hours and the reaction was poured onto aqueous IN
HCI solution and extracted with EtOAc. The organic layer was washed with brine, dried
over sodium sulfate, filtered and evaporated in vacuo. Purification via ISCO combiflash
chromatography afforded pure desired 1-isobutyl-5-nitro-1,2-dihydro-indazol-3-one (0.9

~ g) as a yellow solid. MS (ESI"):234.1 ([M-H]").

StepB]  5-Amino-1-isobutyl-1,2-dihydro-indazol-3-one

To a solution of 1-isobutyl-5-nitro-1,2-dihydro-indazol-3-one (0.9 g) in MeOH (50 mL)
was added Pd/C(10%) catalyst (0.3 g) and the reaction mixture was stirred forl hour at

40°C under a hydrogen atmosphere using a balloon. After this time the reaction mixture
was filtered through Celite®which was washed with more EtOAc. The combined organic



solid. M5 (ESI+) : 398.1 [ MtH] +). Exanpl e 40:
2,4-DicUoro-(Il-isobutyl -3-o0xo0-2

wG-20wy0d#s04 | ndazol - 5-yl ) - 5- met hyl - benzenesul f onagraeIws®10175
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conmpound was obtained in analogy to exanple 32 using

5-am no-1-isobutyi-I,2- dihydre3dfndazol - 3-one and

2, 4-di et hyl - 5- et hyl benzenesul fonyl chloride (step O
ashammowvangepsatdddn vheo((&Siffor)l the dR8ed5{aihl- 1+)sobutyl-1,2-dihydro-

?gﬁ?&l I&i OI .6 @t hld’]) Wés %a)l({gn 51’(8 t}ae xhexa:Fegc‘ﬁlon]_w%ﬂrll%%tzfufth%{ }iluriﬁcation.
IMSZEﬁbﬁ 6. Mé}vﬂz*éﬂ )-esul f onami de Th| s conmpound was

obtalned in analogy to exanpl e | using ethyl hydrazi ne.

afje splti-% @:gl Abxa . dihydro-1H-indazol-5-yl)-3- tr1ﬂuoromethyl—
| or o-.2- met hyl enzenesulfonyl chloride (step C as

3‘?%@% 1oRadei i d. M5 (ESI+): 366.0 [MrH +). Exanpl e
31?(6]3 lS@lKlﬁO(l lof 63aediapriopyb el hy!diBydysdn@sz3t-6idnyd0.04 iglﬂﬂﬁﬁ)mdme
??ﬁvaz diPL B? 11%?81%1?[@1’)7 %lgge%gglﬂépfylcg?ﬁﬁe &)CHEROSJ A ofe go. The solution

In e In ana
cvy@d stipredy IOAE foy |2& jndu;a;z Thepj@sdlepWAg thep rrgpa‘reeidn ascuo and the residue

d&@§scc[i.§s%@/‘e% i EéOAc/@qjcer (heRpa %ﬁ Tijn%%all cott %has? Sl e@é &Q&ia further

benzene u
aWa tmes Vil Eg@m: and i copshingd org 3192 PbagenwEde w%she wit brme and dried

gé‘sglp&cﬁuﬁﬁsiulfate '|I‘he drym agent was removed by ﬁltratlon g.nd the Volatlles were
oro- (I -cycl gpr.o 0X0 ro-i

| LEBLQFFY 1y Y g @W@%&ge U e SR g e fesh
o&aﬂmnneﬁmrnamyabhgylutmg e RO cAH ¢isaregl % AcOH) to afford the desired

e e B e v s N

sbenzm@ulﬁomamﬂde (©p Bz erekuiclompbwdhi. b5 &é1+0541épﬂ ©+H]")
as a pi nk solid. Ms (ESI+) : 396.3 [MtH +). Exanple

qﬁ:l opropyl rriethyl-3-oxo-2, 3-di hydro-indazol - 5-yl)

orQ-3-trifluoromethyl| benzenesul f onam de Thi.s
RN VRS DBt etp-Pri- %—hﬁq? tedazehayled-methidi ng

dyehlzexﬁ)drsﬁliyhz{fﬁidlayl hydr azi ne (step A ) (prepared as
described in/ . Am Chem Soc. 1986, 108, 7981-4) and

“This compound was obtained in analogy to example 32 using 5-amino-1-isobutyl-1,2-
dihydro-indazol-3-one and 3-chloro-4-methylbenzenesulfonyl chloride (step C) as a white
solid. MS (ESI™): 394.1[M+H]™).

Example 34:

3-Chloro-N-(1-isobutyl-3-0x0-2,3-dihydro-1H-indazol-5-yl)-2-methyl-

benzenesulfonamide

This compound was obtained in analogy to example 32 using 5-amino-1-isobutyl-1,2-
dihydro-indazol-3-one and 3-chloro-2-methylbenzenesulfonyl chloride (step C) as a white
solid. MS (ESI™): 394.1[M+H]"™).

Example 35:

3-Cyano-(1-isobutyl-3-0x0-2,3-dihydro-indazol-5-y1)-benzenesulfonamide
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fluoro-3-trifluoromethyl benzenesul fbnyl chloride (step
C) as a light red solid. M5 (ESI+) : 430.4 [MH +)
Warenspke04 PCT/EP2005/010175
45: 3- CUor o- (| -cycl opropyl i net h. yl - 3- oxo- 2, 3-di hydro-in
dazol - 5-yl ) - benzenesul f onar ni dggThi s conpound was
obt ai ned in anal ogy to exanple 32 using
§Ic@ﬁfp@|ayilimts Rptdiyelt dzinak ol 3¢ &pndle Zpﬁﬁp@ﬁ&duﬁs 1-isobutyl-1,2

d%i re be d%% %1n?ﬁ R 8 gﬁnb Cﬁ(a?%ﬁ%eﬁesdlif%(@fh} e (st%g %:R a% aft g% white

solndng@s ESINHd37IVEMES]SH) : 378.3 [MrH +) . Exarrple 46:

2,4-Dichloro-(Il-cycl opropyLnet hyl - 3- oxo- 2, 3-di hydro-in

EQ@;ﬁ%éggyl)-S-nethylbenzenesulfonanide Thi s compound
%talned in anal ogy to exanple 32 using

cycl opropyl net hyl hydrazi ne A) (prepare

Erprssncthaxy--i Séh)ér‘fm@?’eﬂ?fo'gécdlgi@Bﬁm‘{P@‘Bl 57 é)fnasneéﬁ]éonamlde
2, 4- dichloro-5-nethyl benzenesul fonyl chloride (step
T@ls %ﬁnﬁ}ﬁ)uﬁﬂm%b%hécﬁm MBldglz 8 damipld 26uding Ballind- 1-isobutyl-1,2-

P R romserd A bRy Ry A i Ak O s o
m&#wﬁﬁeéﬂmkmﬁSﬁESbén@éné§b¥Hbnan1de Thi s conpound was
obt ai ned in anal ogy to exanple 32 using

5%UHEf Xy-ethyl)- hydrazine (step A) (prepared as
ibed in/. Org. Chem 1984, 49, 336-42) and

3-chl oro-. 2- nethylbenzenesulfonyl chl.qride (step C), as
4Cned 1dsrh ¢yl-#gxpEsi-dihyd 3@@@%@@ enZeIE‘i agnigy:
4- Fl uor o-

Tﬁrﬂcan[@“ﬂﬂﬁ&’ﬁs%héd Br O%log? t3 ethinipylel D uiingl 8 zohinb- 1yis]>buty1 1,2-
%E[Ytgrl : %Zﬂlqg-e %{155 n?zy%gg %%eglggg}ongl %Ronde @ {TB% 14 VA% white

s@luihé&ﬁﬁﬁy}é?lﬂ&k&&iﬂydra2|ne (step Ao (prepared as
described in/ . Og. Chem 1984, 49, 336-42) and

%& r - 3-trifluorgnethyl benzenesul fonyi chloride
ste as a white solid. M5 (ESI+): 434.3 [ MtH] +)
Exanple

4 Hippior Y- (4 ispbieh 3 {axor 23 Winsa i-indagalys-g)-Gxtsiflsiosorgethyl-
BE9zcnaslagRlanidy! ] - benzenesul f onani de

This compound was obtained in analogy to example 32 using 5-amino-1-isobutyl- 1,2-
dihydro-indazol-3-one and 4-fluoro-3-trifluoromethylbenzenesulfonyl chloride (step C)
as an off-white solid. MS (ESI"): 432.4 [M+H]").

Example 39:

3—Chloro-4-fluoro-N-(1-isobutyl-3-0x0-2,3-dihydro-1H-indazol-5-yl)-

benzenesulfonamide

This compound was obtained in analogy to example 32 using 5-amino-1-isobutyl-1,2-
dihydro-indazol-3-one and 3-chloro-4-fluorobenzenesulfonyl chloride (step C) as an off-
white solid. MS (ESI™): 398.1 [M+H]™).

Example 40:

2.,4-Dichloro-(1-isobutyl-3-0x0-2,3-dihydro-indazol-5-yl)-5-methyl-benzenesulfonamide
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Thi s conmpound was obtained in anal ogy to exanple 32
usi ng (2-nethoxy-ethyl)- hydrazine (step A) (prepared

waomaseoibed in / . Og. Chem 1984, 49, 336- 22)/Eapds5/010175

3-chl oro4-fl uorobenzenesul fonyl chloride (step C) as

an off-white solid. M5 (ESI+):.400.3 [MH +) . Exanple

50:

Phié c&in Bh@dwa[slob&aanmeinwslbvyeb Bzya{rﬁ 13'?>Q>€1@m§,53arﬂinbl-y€hbbutyl 1,2-

]-6-- e pnan de .Thi,s
iS5t idie o0t afmod -t aharog %e SO Y thloridg (siep C) as an
¢2nge tblok W€ BT -428ypdMzHND . (step A) (prepared as
described in/. Org. Chem 1984, 49, 336-42) and 2, 4-
EI)I(a 194 9- 6- net hyl benzenesul fonyl chloride (step C) as
te'solid. M5 (ESI+) : 430.3 [MtH] +). Exanple 51:
or o- 2-
%élhiorz Nr(ulferlaﬁlrgr%?f%?-ﬁﬂz:dsodﬁymiaéolﬁ-y}):%-m&yy&bmszaﬂeﬁulfonamide
- benzenesul fonanm de Thi s conpound was obtained in
BHig OBy otifd @3 MblAnSRinksaltthy (4 eXardple Nl ubih b ettty ne-oxalate salt

gg@lfﬁfz a(P:ﬁliy?I g@tm?g fﬁga(yg?%gg%sﬁggnﬁ EEBE% o F}aé? fidight yellow solid. MS

(BS8)+366.4RaA+HMH ). Exanple 52: 4-Fluoro- [3-oxo-
l-(2,2,2-trifluoro- ethyl) 2, 3-dLhydr o-i ndazol - 5-yl ]
E;?arﬁ%l%& uor onet hyl benzenesul fonam de Thi s conpound

tained in analogy to exanple 32 u5|ng

2,2,2-trifluoro-et hydr azi ne (step and
Chlererd: csfdmrppw]@v%g{ﬁﬁ fewﬁe’fné@mégq;xmd@ﬁ@lr -¥hi2omicthyl-

b&teRes@fosmaddor own solid. M5 (ESI+) : 458.4 [ M+H| +)
Exanpl e 53:

ForarePoRinh i spises] R arlieyi rYaP ot nyie gy opropyimethyl-

bytkanﬁsultépohh(lpﬁpaﬂéﬂlas dewriped inl]. Was @HetraiSoed986; 108, 7981-4) and 3-
o?%nejﬁg}ﬁréﬁf%ﬁlflﬁo% thzlln%:ele step, C) %alt%lt é%dasoél II\/IS (ESI™): 392.0

E‘fiaHdg)y to exanpl es descri bed in . Og. Chem 1984,

49, 336-42) and

Bedrhpioug- 3-trifluoromet hyl benzenesul fonyl chloride
(step C) as off-white

3-Chloro-(1-cyclopropylmethyl-3-oxo0-2,3-dihydro-indazol-5-yl)-4-fluoro-

benzenesulfonamide

This compound was obtained in analogy to example 32 using cyclopropylmethyl-
hydrazine (step A.) (prepared as described in J. Am. Chem. Soc. 1986, 108, 7981-4) and 3-
chloro-4-fluorobenzenesulfonyl chloride (step C) as a pink solid. MS (ESI™): 396.3
IM+H]H.

Example 44:

(1-Cyclopropylmethyl-3-o0xo0-2,3-dihydro-indazol-5-yl)-4-fluoro-3-trifluoromethyl-

benzenesulfonamide

This compound was obtained in analogy to example 32 using cyclopropylmethyl-
hydrazine (step A) (prepared as described in J. Am. Chem. Soc. 1986, 108, 7981-4) and 4-
fluoro-3-trifluor omethylbenzenesulfonyl chloride (step C) as a light red solid. MS (ESI™):
430.4 [M+H]").

Example 45:
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solid. M5 (ESI+) : 467.4 [MH +) . Exanple
54: 2, 4- Di chl or o- 6- net hyl -

WO 286msesol - pyri di n-2-yl i net hyl -2, 3-di hydr o-1 B PCT/EP2005/010175
-indazol -5-yl)- benzenesulf onam de This conpound was
obt ai ned in anal ogy to exanpl e332 using
pyrid.in-2-ylnmethyl hydrazine (step A) (prepared in

ROAlREY 11 CISiS I8 &thelies &xiobE 8- diy dro-dgzol GhglbeAfdrsulfonamide
49, 336-42) 2, 4- dlchloro 6- nethylbenzenesulfonyl

h o(%'n? & Wi obcgaxgig hperréalg%y {Qge 5ol le 9% uBe (vyc‘?opr)opylmethyl-
lyjdrazifag Btepxo- (Ipfwmdja,smlegelylberdru@t]h@m Ehsmd Sovy 4986, 104798 1h4) and 3-
Qg@}a%rgzg}{{e%ﬂfggg'%fd}ﬁﬁ%teg'@rg[sda% Fihse SCOMPOINGSIGSs7 3 [MH]").

l'ogy to 32 using pyr id
-2-yl met hyl hydrazi ne (step Ao (prepared in analogy to
¢8% described in/ . Og. Chem 1984, 49, 336-42)
and 3-chl oro- 2- met hyl benzenesul fonyl chloride (step O

3@43)1@1“61‘(\/3@1' Eﬁlgﬁbgﬂmeﬂﬁrﬂﬁ-ﬁké)z ,3-420: Ao {idMtddol-5)yl)-5-methyl-
| e .56:

??uf SHgﬁ?%ﬁVIZ met hyl - propyl ) - 3- oxo- 2, 3- di hydr o-

| Hindazol -5-yl] -3-

T}nls fcbmppommwbtbmdaneaamogm teaeriagep]d BR sising epdoprd pylagethyl-
I R LA B Bt i 0

d{]@l@,]@rcp—ﬁerdeq%mlbgnmpgl fomeldchloyider(stomba as qrgora@ggs;czlgigé/g% (BSI"): 426.1

dgf | uoro- 3- trlfluoronethylbenzenesulfonyl chl ori de
?Qtep C) as off-white solid. M5 (ESI+) : 448.3 [ MtH]

+) Exanpl e 57:

E@%?ﬂBéﬁzyl 6- chl or o- 3- oxo- 2, 3-di hydro-| Hi ndazol - 5-yl
) - 3-chl or o- 4- f1 uor obenzenesul f onani de Thi s conpound
mm’m[ak(aemnmmdmgym -BRatiby&o3Rdasilifgyl]-2-methyl-

ro-5-nitrobenzoic acid,
ém&%@%ﬁl Igggne 2HO (step A) and

3- chloro 4 fluoxobenzenesulfonyl chl ori de (ste 1%
Fhisicgmpobndwas sbieingd ivEnelegFfe expaple 3L s ?methoxv ethyl)-
hydrazine (step A) (prepared as described in J. Org. Chem. 1984, 49, 336-42) and 3-chloro-

2-methylbenzenesulfonyl chloride (step C) as a white solid. MS (ESI"): 396.3 [M+H]").
Example 48:

4-Fluoro-[1-(2-methoxy-ethyl)-3-0x0-2,3-dihydro-indazol-5-yl]-3-trifluoromethyl-

benzenesulfonamide

This compound was obtained in analogy to example 32 using (2-methoxy-ethyl)-
hydrazine (step A) (prepared as described in J. Org. Chem. 1984, 49, 336-42) and 4-fluoro-
3-triﬂuorgmethylbenzenesulfonyl chloride (step C) as a white solid. MS (EST*): 434.3
IM+H]D.

Example 49:

3-Chloro-4-fluoro-[1-(2-methoxy-ethyl)-3-o0x0-2,3-dihydro-indazol-5-yl]-

benzenesulfonamide

This compound was obtained in analogy to example 32 using (2-methoxy-ethyl)-
hydrazine (step A) (prepared as described in J. Org. Chern. 1984, 49, 336-42) and 3-chloro-
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Exanpl e 58:

N- (I - Benzyl - 6- chl or o- 3- oxo0- 2, 3-di hydro-| Hi ndazol - 5-yl
wQ-2dosfoBadoor o- 3-tri fl uoronmet hyl b enzenesul f onarCd@&PR0S/010175

conmpound was obtained in analogy to exanple 32 using

4-chl oro-2-fl uoro-5-nitrobenzgda- aci d,

benzyl hydrazi ne. 2HC (step A) and 4-fl uoro- 3-

4-flubdobenemeditiphblemia it sep Ak ac hiEbwhite sOkd.ayiS CESIAR 4a0.3

@%ﬁ¥ﬁ+)brown solid. M5 (ESF): 498 .0 [MH-). Exanple

N- (| - Benzyl - 6- chl or o- 3- oxo0- 2, 3-di hydro-| Hi ndazol - 5-yl
Bxagapdh$®r o- 2- met hyl benzenesul f onam de Thi's conpound
was obtai ned in anal ogy to exanple 32 using

A1 TNLAb RS- ?l'—fi—ﬁ&ﬂ%}% é%ﬁ;-%%lﬂé-eﬂéﬁ& indazol-5-yl]-6-methyl-
benzyl hydr azi ne. 2 (step A and

benzenss -%ﬁ#ﬁ%%ylbenzenesulfonyl chloride (step O as a
light brown solid. M5 (ESI ): 460.0 [MH ). Exanple

Bds compound was obtained in analogy to example 32 using (2-methoxy-ethyl)-

N-(| - Be | -6-chl oro-3-ox0-2, 3-dj hydro-1 HJjn .- 5yl
AR et TR B Db o, Rtd R ¥a 2
dibilaimédnéthylhaadeneppliboyl ekl éstg§2 Qsismgwhite solid. MS (ESI™): 430.3
@Jgﬁg r o- 2- f1 uor o- 5- ni t xobenzoi c aci d,

enzyl’hydrazi ne. 2HO (step A) and

2, 3-di chl oro-benzenesul fonyl chloride (step C as a
Exagrle Bown solid. MBS (ESF): 480.1 [MH ) . Exanple

61:
NchlorBeraythybN\e [8-0£0132 000t dludr sHdtl gl @; 3-Hiliyald a2 61-ihtaybl-5-y1] -

%-S-Q%gﬁg-begzenesulfonanide Thi s conmpound was

BEt 1™ 8fal ogy to exanpl e 32 using

4-chl oro-2-fl uoro-5-nitrobenzoic acid,
Benzyhhydrdiwinet2iHel i stabygy A examdple 32 using (2,2,2-trifluoro-ethyl)-

;d?%&mﬁ{kg('sféﬁ Sy : b e@lx . s ﬁ)tn‘égcltﬁ%fiéec’ sge;l .tgysta red solid.
ﬁ%gEﬁﬁé%%9§?§E§ﬁ§§%§§i-i%oigftgf?fsgdro-ﬁﬂfiﬁdézbl-5-y

| )-3-chl oro- benzenesul f onaxni de Thi s conpound was

m@&g%@gﬁ in anal ogy to exanple 32 using
- cHor 0- 2-fl uoro-5-nrtrobenzoi ¢ acid,

4
SRRt Tt B o e 2o AR e dndaap -5l ipfpgromethyl-

IsokémtsulfBapESE) : 446. 1 [MH )

This compound was obtained in analogy to example 32 using (2,2,2-trifluoro-ethyl)-
hydrazine (step A) and 4-fluoro-3-trifluoromethylbenzenesulfonyl chloride (step C) as a
brown solid. MS (ESI™): 458.4 [M+H]™).

Example 53:

4-Fluoro-N-(3-0x0-1-pyridin-2-ylmethyl-2,3-dihydro-1H-indazol-5-yl)-3-

trifluoromethyl-benzenesulfonamide

This compound was obtained in analogy to exarmple 32 using pyridin-2-ylmethyl-
hydrazine (step A) (prepared in analogy to examples described in J. Org. Chem. 1984, 49,
336-42) and 4-fluoro-3-trifluoromethylbenzenesulfonyl chloride (step C) as off-white
solid. MS (ESI™): 467.4 [M~+H]").

Example 54:
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Exanpl e 63:
N- (| - Benzyl - 6- cMor 0- 3- oxo0- 2, 3-di h. ydro-| Hi ndazol - 5-yl
wQ-24oopkson 0- 3-tri l uororri et hyl benzenesul f onam #eThiP2005/010175

conmpound was obtained in analogy to exanple 32 using

4-chl oro-2-fl uoro-5-nitrobenzoig- aci d,

benzyl h. ydrazi ne. 2HCO (step A) and 4-chl oro- 3-

KlIﬁlchl@E@U&hEﬂ‘x bﬁn@emsubgﬁ&mb m@hﬂdzas(dsltyepocmaﬁdml -5-y1)-

white sglid.. (ESI 14 ). Exanpl e 64:

REFEDBLHIVA™ISIECh| or o- 3 0X0- 2, 3- dlhydro | H ndazol - 5-yl )

- 3- d|f|uoronethoxybenzenesulfonan1de Thi s conmpound was

This abm@duhahwanalbmgmpdﬁm amagypbex82pla $P mging pyridin-2-ylmethyl-

gy&hilﬁ%&é{pé (96 8rer B%g%%&aﬁqﬁ% 'fscribedin ], Org. Chem. 1984, 49,
336- &2)Lmddn%ﬂtvbld@erﬁzmqéﬁheﬂm$ ulipmybiileredq (Step—Cps efé-vehite solid.
My 63@1*§04613(% D%@FﬁSl : 478.0 [MH ) . Exanple 65:
(1-Bénzyl -6-chl oro- 3- oxo- 2, 3-di hydro-I Hi ndazol - 5-yl
-2 trlfluoronethylbenzenesulfonan1de Thi s conmpound
£ai ned in anal ogy to exanple 32 using
4- chIoro-2-fIuoro-5-nitrobenzoic aci d,
beaTitydohy diealzyl 16 24d&h- 1¢sitrdfinA) ylawathyl-2,3-dihydro-1 H-indazol-5-yl)-
trifluoromne hylbenzenesulfonyl chloride (step C as
ge%n 8o d° Ms (ESI ): 480.0 [MH ") . Exanpl e 66:
N- (1 - Benzyl - 6- chl or o- 3- ox0- 2, 3-di hydro-| Hi ndazol - 5-y]
Yh-comipohdraneblaineie azdpersialekonpiiddasmgipsTielrpotimerthyl-
Yl‘?rﬁaﬁﬁg ?ét%)eﬁ L}f}eﬁ‘i}@d Q%atd%y%éiiﬁlp@es?d%s&%eﬁgn J. Org. Chem. 1984, 49,
o

%%ﬁigl%)oq;%p}gg%% ngzi]by %Igzt%g%ﬂ éﬁ@]on e (step C) as off-white solid. MS

Brgrm: ibaio(aretihpxybenzenesul fonyl chloride (step C) as
a mhite solid. M5 (ESI ): 496.4 [MH ). Exanple 67:
?}éﬂ B gzyl 6- chl or o- 3- oxo0- 2, 3-di hydro-1 H i ndazol - 5-yl

BCdPf | uor obenzenesul f onami de Thi s compound was
obtained in analogy to exanple 32 usin

4-Tdtdror §-(2-(RthydraxyS2-methdipeopid)-2-oxeiZs- glh‘/dm 1H-indazol-5-y1]-3

g%%ﬁ% p A and
bgiﬂgﬂ@%gﬁggﬁggtagéﬁil chloride (step C as a

light red solid, M5 (ESI ): 447.9 [ M .
Th% compound was oBtamed(m anal?)gy to examp{e 32l_lgsir2g pyridin-2-ylmethyl-

hydrazine (step A) (prepared as described in Bioorg. Med. Chem. 2004, 12, 1357-1366) and
4-fluoro-3-trifluoromethylbenzenesulfonyl chloride (step C) as off-white solid. MS (ESI™):
448.3 [M+H]™M.

Example 57:

N-(1~Benzy‘l—6-chloro-3—0X0-2,3-dihydr0-1H—indazol-s-yl)—3—chlor0—4—ﬂuoro;

benzenesulfonamide

This compound was obtained in analogy to example 32 using 4-chloro-2-fluoro-5-nitro-
benzoic acid, benzylhydrazine. 2HCI (step A) and 3-chloro-4-fluorobenzenesulfonyl
chloride (step C) as a light brown solid. MS (ESI"): 464.1 [M-H]").

Example 58:

N-(1-Benzyl-6-chloro-3-0x0-2,3-dihydro-1H-indazol-5-yl1)-4-flaoro-3-trifluoromethyl-

benzenesulfonamide



Exanpl e
68: N- (I - Benzyl - 6- chl or o- 3- oxo0- 2, 3-di hydro-1 H i ndazol -5
woyrb)e/024804 di chl or obenzenesul f onam de Thi s conpednaP@S/010175
obtai ned in analogy to exanple 32 using
4-chl oro-2-fl uoro-5-nitrobenzdiic acid,
benzyl h. ydrazi ne. 2HCO (step A and
ThidAcothsdundrel ebzenasiul dhalyl tccéﬁaﬁfpldj’ﬂ st ep-cBorag-uoro-5-nitro-

l | %ﬁ% b{i gt?;nzﬁgydrazmé\/%{&izé !te+ A an4d842 ﬂquowH] *)

tfxﬂ(ld)r-oB&m]zﬁﬂ)erﬁemdshlﬁorqd 3hloxide 5t @) 4vyedight bdwmestdizloMBEBFI): 498 .0
ghloro-z-fluorobenzenesulfonanide Thi s conmpound
bt ai ned i n anal ogy to exanple 32 using
4-chl or o- 2-f 1 uoro-5-ni trobenzoi c acid,
Bxampld 3y dr azi ne. 2HO (step A) and
3-chl oro-2-fl uorobenzenesul fonyl chloride (step C as

V—@eh@;ﬂ%sé]ﬂdn@% Wio-LBSihydio- Ai84ndazbMsH]l)- 3-chldes anpkghyl-
b 0: 1%% Benzyl 6-chl oro- 3-oxo0-2 3-di hydr o-IHin
FRZBISEIRA 1éetrlfl uor omet hyl benzenesul f onani de Thi's
compound was obtained in analogy to exanple 32 using
hictdnop @2t wisuwbtanéd ini dneloige bz edacpded Husing 4-chloro-2-fluoro-5-nitro-

b%ﬁ?&é’l gé{%e‘ﬂ%%{}f] %%] %l(ei?]'%E lefb% nﬁ'{pi ﬁli’18¥ﬂ’ éemith%flbenz(gmesulfonyl
célqndgrﬁetepéidasehghtbrwm(s@si MS¢ 818046@ ). Exanple

E&ﬁdigapzyl 6- chl or o- 3- oxo- 2, 3-di hydro-| Hi ndazol - 5-y
) 5 chloro 2- fluorobenzenesulfonan1de Thi s conpound

N BBt 262 i LT Bsgof a1 23 ichloro-

Hbﬁﬂﬁmhﬂﬁydhadene.ZHCl (step A) and
3-chl oro- 6-fl uorobenzenesul fonyl chloride (step O as

BTSN P LA benEEE Ao

b)enzolc h¢1éﬂz¢nbﬁh2ctrﬁ@9e}|2H§héaﬁ¢mlé T % @mbé@er rwatsesulfonv chlorlde

fg@ rA@Qh Htt%%@gbrd tNaS exanPA®). 133«111@} )19
hl"or o- f uor o- 5- nltroben20|c acid

@aﬁfl h%dram ne. 2HC (step A) and

o benzenesul fonyl chloride (step C) as a |ight

brown solid. M5 (ESF): 446.1 [MH ). Exanple
N-31-BenBédrezyillorb-8lolko12¢8- ithgd - PHIndazoy-dryd)-Brgazeb erfze;lés)llfonarmde
3-chl oro- 2- nethylbenzenesulfonanlde Thi s compound was

1%?% %}rrgf%%rg}?f%u%%lrtﬁgéd n%ﬁ%g% gxaﬁ‘?pléjﬁ #8ng 4-chloro-2-fluoro-5-nitro-

benzoic acid, benzylhydrazine. ZHCI (step A) and 3-cyano-benzenesulfonyl chloride ( step
C) as a light brown solid. MS (ESI"): 437.0 [M-HJ").

Example 62:
N-(1-Benzyl-6-chloro-3-o0x0-2,3-dihydro-1H-indazol-5-y1)-3-chloro-benzenesulfonamide

This éompound was obtained in analogy to example 32 using 4-chloro-2-fluoro-5-nitro-
benzoic acid, benzylhydrazine 2HCI (step A) and 3-chloro-benzenesulfonyl chloride (step
C) as a white solid. MS (EST'): 446.1 [M-H]").

Example 63:

N-(1-Benzyl-6-chloro-3-oxo0-2,3-dihydro-1H-indazol-5-yl)-4-chloro-3-trifluoromethyl-

benzenesulfonamide
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30

aci d, benzyl hydrazine.2HCO (step A) and
3-chl oro-4-fl uorobenzenesul fbnyl chloride (step C as

wa 2boeghsgolbr omn solid. M5 (ESI ): 460. 1 [MH PCT/EP2005/010175
Exanpl e 74:
N- (I - Benzyl - 6-f | uor o- 3- oxo- 2, 3t#i hydr o- | Hi ndazol - 5-y
)-4-fluoro-3-trifluoronethyl benzenesul fonam de Thi s
m@@@lﬂ?guﬂ‘@%aQ@St@m@@ ¢h Arhi@nab e@nple 38Xxaip luechde oUusfagro-5-nitro-

Ju itro 0|c
W?’;ﬂahﬂﬁd ﬁ‘éﬁ%e 2?@ geg\)&?gﬂ 4-chloro-3-
#iffdouamnhechbetiichkutioanehhyided nee @ ash ity koloh! ori de

?%#ﬁflh%lféiﬁ%%ﬂght brown solid. MS (ESI+) : 484.5

N- (I - Benzyl - 6-fl uor o- 3- oxo- 2, 3-di hydro-1 Hi ndazol - 5-yl
Fxample @dchl or obenzenesul f onani de This conpound was
obtai ned in anal ogy to exanple 32 using

N Al - [-5-y1)-3-difl thoxy-
ﬁe(éz%ﬂ:i/f Ié? glgll'o?]% @ZJI_X%OZ g’g{ﬂg’g&&)ﬁgiﬁ@azo -y1)-3-difluoromethoxy

benyeqgs PB?BE@nzenesulfonyl chloride (step O as a
light brown solid. M5 (ESF): 464.1 [MH ) . Exanple

This compound was obtamed in analogy to example 32 using 4-chloro-2-fluoro-5-nitro-

Ben uor g di hydr o- | Hi ndazol - 5-yl
%”%,o a&’rdz ﬁf’ oZry% d azzénﬁeg{u@)(( d ?‘ C(Morc o#po und was
ntﬂxmrmd&nylbeamleo@fpnylo:h@«aimstep gz agig wigfe solid.

BT 4R0RPHSNG T(etep A and

2, 4- dlchlorobenzenesulfonyl chloride (step € as a
Exagnaplesfown sol id. MS (ESI ): 464.1 [MH ) . Exanple
77:

N- (1|-B5@$PF-BJC}1§)T6-I3L@{002 3-dobxsalr 8- 135-tiday6lr D yl) - triftiaz ome thyl

% Q; Iuorobenzenesulfonan1de Thi s conpound
© °n anal ogy to exanpl e 32 using

2, 4- d|fh|oro 5-nitro-benzoic acid,
Eh'nzy)trjpoydd az2b netaihiddlin fstlegy tA)exangle 32 using 4-chloro-2-fluoro-5-nitro-

;féa (}ge{cp%%eﬂ dgggfgzwzy@ %?%dcz%@mfp&n&ﬁﬁ)spnz@hes@&onyl

zz]gorl (step C) as a white solid. MS (ESI'): 480.0 [M-H

N- (I - Benzyl - 6- f | uor o- 3- oxo- 2, 3-di hydr o-1 Hi ndazol - 5-y|
Exanplelegr 0- 2- quorobenzenesquonan1de Thi s conpound
was obtained in analogy to exanple 32 using

ﬁl’ ﬁzgl f ES gg-}oﬁg ry 5 O ?e({}liyéir%ﬁgﬁaiazol-s y1)-3-trifluoromethoxy-

Bmmhh&mﬁbﬁmhkhnrobenzenesulfonyl chloride (step C) as
a light browmn solid. Ms (ESI ): 447.9[MH ).

This compound was obtained in analogy to example 32 using 4-chloro-2-fluoro-5-nitro-
benzoic acid, benzylhydrazine.2HCI (step A) and 3-trifluoromethoxybenzenesulfonyl
chloride (step C) as a white solid. MS (EST'): 496.4 [M-H]").

Example 67:

N-(1-Benzyl-6-chloro-3-0x0-2,3-dihydro-1H-indazol-5-y1)-2,5-difluoro-

benzenesulfonamide

This compound was obtained in analogy to example 32 using 4-chloro-2-fluoro-5-nitro-
benzoic acid, benzylhydrazine.2HCI (step A) and 2,5-difluorobenzenesulfonyl chloride
(step C) as a light red solid. MS (ESI"): 447.9 [M-H]").

Example 68:
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Exanpl e 79:
N- (| - Benzyl - 6-f | uor o- 3- oxo- 2, 3-di hydro-| Hi ndazol - 5-yl
wQ-2806tossdol uor omet hoxybenzenesul f onam de Thi s ceapeerz®s/010175
was obtained in anal ogy to exanple 32 using
2,4-difluoro-5-nitro-benzoic ag3d,
benzylhydrazine 2HO (step A and
1[BJHZVPGQH}%EB-@%@Eﬁiﬂ%ﬂ%-ﬁﬁﬂda%ﬂﬁfr hder-GrheRoC) as

%zgﬁﬁqesgkbéé’r‘ﬁ'{“eso"d NS (ES| +): 482.4 [MH +)

3-Chloro-N-[I-(4-fluoro-benzyl)-3-o0xo0-2, 3-di hydro-1| Hi
'ﬁhlﬂzehrpf)u;ydi jras beniredes tanhzﬂngy&trieﬁiﬁnﬁka ép ubing 4-chloro-2-fluoro-5-nitro-

g nf%o c ac1cf b9 zg'ﬁwé}éar esﬂglll Z(ot]gp ?) %ngbqy&ili%lok% %Eé)r{es&?lf nﬁ’gchloride

ared acco
{stepCrlgas @Whmmmd b1, (E8U): 82 §9) 1942, 75,
1104) (0.7 g) was suspended in 1N NaCH (4.2 nm.) and
Ek&ﬁgﬁggfor 10 m nutes at 75C. 4-Fl uorobenzyl brom de
m.) was then added dropw se over 2 hours. The

i on, wa stlrred rnj and S enched th 2

@ad%en(% oy hlogpGr a9t &mﬁvﬁrg%ﬂnﬁ@ﬂ?vﬁﬁ-zﬁ-%raﬁowa%# uofRye

b&ﬁ@h@m&@hanm&s collected by filtration and the crude
solid was either purified by flash col um

o %cqr‘%tp%gn%@’ ol i hhASHAL e 5D EIIGE 8o ¥Rioro-5-nitro-

ﬁer(mcfdcub benzyBrydyazineR H{Tlt(stop 1A) 2nd Bopdhro-3- Adenodknznewéionyl
Bﬁoﬁgg‘{:slep @)BQ alyeth khiid. Ms @S? - A1 IM-H])

(4-fl'uor o- benzyl >2- dlhydro i ndazol - 3-one
To a solutlon of |-(4-fluoro-benzyl)-5-nitro-|
Bxaanpg dPo- i ndazol - 3-one (0.81 g) in MeOH (100 nl) was
added Pd/ C(10% catalyst (0.1 g) and the reaction
NIt Bérylhaghlolr o-13r 626b-1,84dilhir e Hhbidiagol -yl GO flindeimnethyl-

dr ogen. at nosphere using a balloon. After this tine
F%5; %%@@P%ﬁ‘ﬁ]xture was filtered through

Celite(r)which was washed with nore Et CAc. The
Thintspmedund yanpetabsH it pemogits esvmple Batusiggidnchlersu?d-fizgro-5-nitro-

?%rfz‘a{cdacgp %e%ﬁiyﬁ?ﬂuéﬁmlr@ce# A 4ad 3- tr1ﬂuorometh’élbenzenesulfonyl

uor o- nenz Z0l - 5-0ne

dro
AHpEfe (¥ @%%éﬂlghﬁf ﬁé Mé@sﬁe‘é@tq Od-Ji 1 hout further
purification. Ms (ESI+) : 258.3 ([MH +) .Step C
Bxdchpler7o- N [| 4-fl uoro-benz |)-3-o0x0-2,3-di ydro- |IH
i ndazol -5-yl]- b enzenesul fonam de To a sol ution of

3G brchisis Brod L SRR gb-igidarql-5-y0)-5-chloro-2-fluoro-

benzenesulfonamide

This compound was obtained in anélogy to example 32 using 4-chloro-2-fluoro-5-nitro-
benzoic acid, benzylhydrazine.2HCI (step A) and 3-chloro-6-fluorobenzenesulfonyl
chloride (step C) as a brown solid. MS (ESI'): 464.1 [M-H]").

Example 72:
N-(1-Benzyl-6-chlore-3-0x0-2,3-dihydro-1H-indazol-5-y1)-2-chloro-benzenesulfonamide

This compound was obtained in analogy to example 32 using 4-chloro-2-fluoro-5-nitro-
benzoic acid, benzylhydrazine.2HCI (step A) and 2-chlorobenzenesulfonyl chloride (step
C) as a light brown solid. MS (ESI"): 446.1 [M-H]').

Example 73:
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pyridine (1 nm) was added

3-chl or obenzenesul f onyl chori de (0.082 g) in one go.
wohercnoksoti on was stirred at 600C for 24 hour SPCTHE®2005/010175

pyri di ne was then renoved in vacuo and the residue was

di ssol ved in Et OAc/water and_ggparated. The aqueous

phase was extracted a further two tines with Et QAc and

(ﬁ fB%neﬁrmmsfb RINCIS) 9&@%@&@&@&%%@@% thndinjne and
r|e é]§}1er SSdIUﬁ]SU| ate. The drying agent was
PyWHRfftrati on and the volatiles were renoved
|n vacuo to afford a crude residue. The crude materi al

Wbﬂ&dih@ddﬂd&dasﬁbﬁmﬁédﬂﬁhxﬂm exahrpdad ognaphloebft-flmgro-3-nitro-
b§n%chf gctrl e ”;ﬁ'ﬁ? AGe. Lhpde p A)oanegi Qffd:d qq‘llgo?%énezgnesulfonyl

clhlo(rzﬁef(btap&)abehglydbro@'nmbd SRR Hy4R0ot INMEH hdazol - 5-yl ]
- benzenesulfonani de (0.087 g) as a brown solid. M

%g%%§%74 432.4 [ MtH| +) . Exanpl e 81:
uoronethoxy N-[I-(4-fluoro-benzyl)-3-oxo-2,3-dih
dro | H i ndazol - 5-yl ] - enesul fo de This
isamd- %Bgorebi-aﬁﬁ e @gﬁrﬁa}rﬁ@ %ZG%M%O%M@H@IOMW'
B@n@&magﬂhmbﬁdéluorobenzyl) |, 2-di hydro-i ndazol - 3- one
and 3- difluoronethoxybenzenesulfonyl chloride (step O

%SZ a Ll &gt&i vt\)rgsoc\)%%ame n ana{vsgy g!a-lfllp'le §§ ﬂsiég b%ﬁﬁhu&)o'—&nitro—benzoic

a¢}d:beumyﬁkyﬁka[zine(ﬁ(ﬁll (stop &) e Ayfinore-3osttl@r@mgihiilpgnecniesil fonyl
L} pwg]as §%%ﬁﬂ i Bﬁ@tﬂi% GRS %@ﬂ&j’n de This

conpoun

al ned in anal ogy to exanple 80 using

5-am no-1-(4-fluorobenzyl)- 1|, 2-di hydro-indazol - 3-one
Exaenpde f3:uor o- 3- trlfluoronethylbenzenesulfonyl chl ori de

(step C) as a light brown solid. M5 (ESI ) : 482.3
WiV Hen)vl-6-Huaip3-2x83;3-2ih3ddd- I df dadob 5-y1)-2,3-dichloro-

zo[ 1, 4 dioxhne-G-squonic acid

q@%%§ UPE Benzyl ) - 3- oxo- 2, 3-di hydrol H |
adazol -5-yl] -amde This conpound was obtained in
Biiatagyoumnd wxm’cﬁhme@[h arsilagy to example 32 using 2,4-difluoro-5-nitro-benzoic

S g N e 01
T@Eﬂbﬂfzyna&dam@ﬂ lﬁﬁéMIV%éﬂld VB (ESI : 456, 5

M .

Example 76:

N-(1-Benzyl-6-fluoro-3-0x0-2,3-dihydro-1H-indazol-5-yl)-2,4-dichloro-

benzenesulfonamide

This compound was obtained in analogy to example 32 using 2,4-difluoro-5-nitro-benzoic
acid, benzylhydrazine. 2HCI (step A) and 2,4-dichlorobenzenesulfonyl chloride (step C) as
a light brown solid. MS (ESI): 464.1 [M-H]").

Example 77:

N-(1-Benzyl-6-fluoro-3-o0x0-2,3-dihydro-1H-indazol-5-yl)-3-chloro-2-fluoro-

benzenesulfonamide

This compound was obtained in analogy to example 32 using 2,4-difluoro-5-nitro-benzoic
acid, benzylhydrazine.2HCI (step A) and 3-chloro-2-fluorobenzenesulfonyl chloride (step
C) as a light brown solid. MS (ESI): 447.9 [M-H]J").
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Exanpl e
84:2,4-Dichloro-N-[I|-(4-fl uoro-benzyl)-3-o0xo0-2, 3-di hyd
woaedekssgodazol - 5-yl ] - 6- net hyl b enzenesul f onan 8eT/ER2®5/010175

conmpound was obtained in anal ogy to exanple 80 using

5-am no-1|-(4-fluorobenzyl)- |,25di hydro-indazol - 3- one

and 2, 4-di cHor o- 6- net hyl benzenesul fonyl chloride (step
E&mgggagllght brown solid. M5 (ESI+) : 480.4 [MHH +)

npl e 85:

ﬁf- @%?%9- G L Sl R R

anpnumﬂbmaauﬁbtalned in anal ogy to exanpl e 80 u3|ng
5- am no- I-(4 fl uorobenzyl) -1, 2-di hydro-indazol - 3-one

5“4 ??” aéﬁﬁtaﬂieﬁgﬁ‘?Egﬁg%%%géme%%g@ @F@ﬁr& S8R o-benzoic

wirazine.2HCI (step A) and 3- chloro 6-fluorobenzenesulfonyl chlorlde (step
637 @éﬁgkﬁb%ﬁﬁn%ﬁd Mg%sﬁ\? [d47 oAnEHyQr 0- benzyl ) - 3- oxo0- 2, 3

- di hydro-| Hi ndazol - b enzenesul f onam de Thi s

0 was obtai ned in anal ogy to exanple 80 using
gmgﬁgﬁgg | - (4-fl uorof oenzyl) -

, 2-di hydr o-i ndazol - 3-one and
N—ﬁthwl—ﬁ -fhioeld-B1oxo e, Diddrydené Buinkdam}ti 5-gdhv3etriflder §atthpxy-

ngnzgﬁfs@@fggglgi&mte solid. M5 (ESI+) : 468.4 [MH +)

3- Chloro~[|-(4 f | uor o- ben2yl ) - 3- oxo i hydr o-i ndazo
[Thiy compopnd s pYteined 2o peaedFioraanaks 3?h18§1gc?@¥|ﬁ dlyego-watro-benzoic

ehl aenedhydraanab@ay (st @P@m &iffdry ﬁbﬂﬁxybenzenesulfonyl chloride

b G161 O DRI DS ST LR or i de (step O
as an off-white solid. M5 (ESI+): 446.0 [ MtH +).

EmaﬂﬂkSOBS:
Cyano [I-(4 f 1 uoro-benzyl ) - 3- oxo- 2, 3- di hydr o-i ndazo

s Tk R9r7anRRYl AR 45, Thioaf RO, RR 35 ned

|n anal
Bengens nﬂvnbfluorobenzyl) I 2-di hydr o-i ndazol - 3- one
and 3-cyanobenzenesul f onyl chl ori de (step ©) as light

Step A] 1-(4-Fluoro-benzyl)-5-nitro-1,2-dihydro-indazol-3-one

5-Nitro-1,2-dihydro-indazol-3-one (prepared according to Org. Synth. 1949, 29, 54 or
Chem Ber. 1942, 75, 1104) (0.7 g) was suspended in 1 N NaOH (4.2 mL) and stirred for 10
minutes at 75°C. 4-Fluorobenzylbromide (0.48 mL) was then added dropwise over 2
hours. The reaction was stirred overnight and was quenched with 2 N HCl (aq.) solution
while cooling in an ice bath. The precipitate was collected by filtration and the crude solid
was either purified by flash column chromatography or by trituration with ether to give
pure 1-(4-fluoro-benzyl)-5-nitro-1,2-dihydro-indazol-3-one. MS (ESI'): 286.1 [M-H]").

Step B] 5-Amino-1-(4-fluoro-benzyl)-1,2-dihydro-indazol-3-one

To a solution of 1-(4-fluoro-benzyl)-5-nitro-1,2-dihydro-indazol-3-one (0.81 g) in MeOH
(100 mL) was added Pd/C(10%) catalyst (0.1 g) and the reaction mixture was stirred for
three hours at 40°C under a hydrogen atmosphere using a balloon. After this time the
reaction mixture was filtered through Celite®which was washed with more EtOAc. The
combined organic solution was evaporated in vacuo for afford the desired 5-amino-1-(4-
fluoro-benzyl)-1,2-dihydro-indazol-3-one (0.617 g) which was taken into the next
reaction without further purification. MS (ESI"): 258.3 ([M+H]™).



brown solid. M5 (ESI+) : 423.1 [MtH +) . Exanple
89: Napht hal ene-1 -sul fonic acid

wPhededsidowor o- benzyl ) - 3- oxo- 2, 3- di hydr o- | H i ndagoiEP200$,10175
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]- ami de This conpound was obtained in analogy to
exanpl e 80 using 5-am no-I-(4-fkgarobenzyl) -
|, 2-di hyd. ro-i ndazol - 3-one and 1-naphf hal enesul f onyl

mmd <18 [s(4- g -HRhoN 358l 13- MS e ESIH 5 dazol-5-y1]-
y p o &&ﬁwéNS%b B%Q%HS fﬂan& nﬂOSY

d%?%b %ﬂ%@l) 3- oxo0- 2, 3-di hydro- | Hindazol - 5 yI]
- benzenesulfonan1de Thi s conpound was obtained in
arﬁ‘aP@@L}dtltDD of keampine- 180t -fisdmogbenzyl)-1,2- -dihydro-indazol-3-one (0.100 g) in

h
HATECH B0 P SRR bmenrlcBiatas (B R i . o
59 mtp(ghwasos‘t@m 4t 68 fomB4 hpsts+The 14)4@?1196 isilen +¢moved in vacuo and the

Beadpk WagAISsﬁvgmgtgAc/wa_ter_agg gepzar%teg 'J[‘he %]r eous lase Yvassextracted a

di.fl uor nz
yé“ft(heét‘ﬁﬁlﬁﬁ Wétgzgéﬁéfé épfl Sheesomehinechp g o rpbéfum Wemwashed with brine
ohtdad ixelbvien s@diamagifade OT m g@g86k WirBfhoved by filtration and the
Gaferon

SVOf' ﬁésf Wk Eé’:?l{%ﬂezdﬁggzrﬁ% g‘i Ac%mas&?qed ghf gr{uéﬁ r@teréaé was purified

or o-
ng\,ﬂaqhecoélgnn @hrdx@t@ﬁsph}) elutid®#itB HOMtInHeptaneB@NPOE) to afford the

SRR N L fuororben)s3gxgiaesdibydyos iebigas) i
-benpenegeiesarde Eﬂa@é{ﬂ @ﬁaﬂmﬂmén Tids Mi)&ﬁﬁ&) B2V +H] )
obt ai ned in anal ogy to exanple 80 using
F4nthié §uor obenzyl brom de (step A) and

3-chl oro-4-fl uorobenzenesul f onyl chlorlde (step O as

l e
%IBMuoromeltﬂo%y— -T1 ((E-%fu-g%o—bégzayl)% OXO—Z'_’Q[| dlhydro 1H- 1ng£zol-5 yll-

[HengSequlBidamide o- benzyl ) - 3- oxo- 2, 3- di hydr o- i ndazol - 5-y
I] 4- nuor o- 3- trifIuoronethylbenzenesulfonan1de Thi s

oy A iRedid DhaIR L Pl AR S5t Puoro-
ije%é} -323dipyiorindauist one %@rﬁZéXﬂe@mIﬁcﬂhykyb@htm’estdEnyl chloride (step

(Ot8R Lght Bowa Wt BISIOKIS-464.4 [M+H]).

Example 82:

4-Fluoro-N-[1-(4-fluoro-benzyl)-3-0x0-2,3-dihydro- 1H-indazol-5-yl]-3-trifluoromethyl-
benzenesulfonamide

This compound was obtained in analogy to example 80 using 5-amino-1-(4-fluoro-
benzyl)-1,2-dihydro-indazol-3-one and 4- fluoro-3-trifluoromethylbenzenesulfonyl
chloride (step C) as a light brown solid. MS (ESI'): 482.3 (M-H]").

Example 83:

2,3-Dihydro-benzo[1,4]dioxine-6-sulfonic acid [1-(4-fluoro-benzyl)-3-0x0-2,3-dihydro-
1H-indazol-5-yl]-amide

This compound was obtained in analogy to example 80 using 5-amino-1-(4-fluoro-
benzyl)-1,2-dihydro-indazol-3-one and 3-dihydro-1,4-benzodioxine-6-sulfonyl chloride
(step C) as a light brown solid. MS (ESI"): 456.5 [M-H] .

Example 84:
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M5 (ESI+): 502.1 [ MtH] +). Exanpl e 94:

S-Chloro-tl-CS. ~di fl uoro-benzy”-S-oxo-Z. S-di hydro-i nd.
wa2z2wi6/0348pk | - benzenesul f onam de This conmpound WRET/EP2005/010175

obt ai ned in anal ogy to exanple 80 using

3, 4-di fl uor obenzyl broni de (step7A) and

3-chl or obenzenesul fonyl chloride (step C as an

ﬁ&%ﬁafor%qln (. (41‘&&5%%&) 34538-33-livydk o -t H- i i 2T- ?1% 5methyl—
Tr-(3 uoro- benzyl) -'3- oxo- 2, 3- di'hydr o-i ndazo
H¢¥¢¥¥$ﬂﬁﬁﬁﬁﬁﬁ%thoxybenzenesulfonan1de Thi s conpound

was obtained in anal ogy to exanple 80 using

Bht c@kﬂﬂdﬁ@lﬁm%ﬂlhécbm ﬁﬁldg?&@ma/ﬁiplaﬂ@usmg 5-amino-1-(4-fluoro-

3 ! rl LE 0%%;%t h%x@%%&nes%gg}}%{%[ -m guyllgesét)%eer%sﬁ}ona}%chlonde
(%ep C) as a light brown solid. MS (EST"): 480.4 [M+H]"
2, 4-Di chloro [1-(3,4-diluoro- benzyl) 3- oxo 2, 3-di hydro
E&gﬂgﬁ@ :5-yl ] - 5-met hyl benzenesul f onami de This
conmpou mas obtained in analogy to exanple 80 using
di fl uor gben m.de (step. A) an

SzQihlam:m‘lo«#Jélusrq%%ﬁ & -Beorpebrae) otk b, Libydrael H-dadegol-5-yl-
E}nﬁﬁwﬁﬂﬂﬁhhﬁd§olld M5 (ESI+): 498.4 [MtH +) .

Exanpl e 97: 3,4-Dichloro- [1-(3,4-difluoro-benzyl)

0x0- 2, 3-di hydr 0- i dazo benzenesul f.onam
s B R PR BE B e 4 Shrmle 0 Pe e seima gt oro-
menayd)- Bzﬁlhydﬂow@d@néﬂzgmdﬁimiﬁ d]do(cs—ﬂéghﬂ)lombdnzenesulfonyl chloride

Sy I ste C as a

SR R e AT St et M A s
4, 5-Di chl oro- [I-(3 4- dlfluoro benzyl ) - 3- oxo- 2, 3-di hydr
3EXWﬁBEi@=-5-yI]-2-fIuorobenzenesulfonanide Thi s
conmpound was obtained in analogy to exanple 80 using

&élhaté b;&oﬂ%@am br-orriider ol 5depl) A) 0N e,3-dihydro-1H-indazol-5-yl] -
dICF? G-,f | uor obenzenesul t onyl chlorlde (step O
‘ag%e a&}F‘?d MB (ESI+) : 502.1 [MrH +).Exanpl e

Thls compound was obtained in analogy to example 80 using 5-amino-1-(4-fluoro-
benzyl)-1,2-dihydro-indazol-3-one and 4-chloro-2,5-difluorobenzenesulfonyl chloride
(step C) as an off-white solid. MS (ESI"): 468.4 [M+H]).

Example 87:

3-Chloro--[1-(4-fluoro-benzyl)-3-0x0-2,3-dihydro-indazol-5-yl]-2-methyi-

benzenesulfonamide

This compound was obtained in analogy to example 80 using 5-amino-1-(4-fluoro-
benzyl)-1,2-dihydro-indazol-3-one and 3-chloro-2- methylbenzenesulfonyl chloride (step
C) as an off-white solid. MS (ESI"): 446.0 [M+H]™).

Example 88:
3-Cyano-[1-(4-fluoro-benzyl)-3-0x0-2,3-dihydro-indazol-5-yl]-benzenesulfonamide

This compound was obtained in analogy to example 80 using 5-amino-1-(4-fluoro-
benzyl)-1,2-dihydro-indazol-3-one and 3-cyanobenzenesulfonyl chloride (step C) as light
brown solid. MS (ESI"): 423.1 [M+H]").

Example 89:
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2,4,5-Trichloro-[1-(3,4-difluoro-benzyl)-3-o0x0-2,3-dih
ydr o-i ndazol -5-yl]- benzenesul fonam de Thi s conpound

woasicobisaiined i n anal ogy to exanple 80 using PCT/EP2005/010175

3, 4-di fl uorobenzyl brom de (step A and
3,4,6-trichl oro-benzenesul fonykgchl oride (step C) as a
white solid. Ms (ESI+) : 520.3 [M+H +) . Exanple 100:

NapBeHal &l 108Qthhic @i dd10i4 fludtorRnBANBYd do- B3 @iy ddo IHlidvadol-5-y1)-
r9-i ndazol -5-yl]- benzenesul fonam de Thi s conpound was
agpi%i ned in anal ogy to exanple 80 using
3, 4-di fl uorobenzyl brom de (step A and
TaisZTotdighihdrewbesttainedih horyly ©hixemipthe( feg5-Enims 14 4-fluoro-

whi te. 50l da VS [ 3). <4 + - .
8 B AR i e 108 g MR GuBiip p s i
boowmeldidoMB (H$]):6488t M+ Hénzenesul f onani de This

conmpound was obtained in anal ogy to exanple 80 using
ﬁaéﬁggg‘d:uor obenzyl brom de (step A and

2, 4=di chl or o- 6- met hyl benzenesul fonyl chloride (step O

3?%12131:(\)/\—@1[&1160?091'\{— [ql'— (4'5@11&'%% e;)zyl.)—3591%—5,3£M§tgrofl)ﬂ—m%aazgﬁ —%rl] -

banfdnleorlfoninhide( 2, 4- di f | uor o- benzyl) - 3- oxo- 2, 3- di hydr o-
| Hrndazol - 5-yl ] -4-fl uorobenzenesul f onam de Thi s

’121(138 oo.undun\gavsv 99 (k))ltvtaal ne%qn!agal% J[oo&}é%tp?e W\?&'ﬂ?é §—a§1Qn6]—§l-@gﬂu0m‘
ACHTR 4 or oﬁenzy’fbr om de fPstep and _
bengy)-b2edilly fitarordrehZ-eme sot Bojdrochflopiadhengeseapfogy! @doride (step
C? (?g'_ligﬁt 58 oM Mg%ﬂ)*)44§§§h/l4+}ﬁ]wl'u +) . Exanple
N-[1-(2,4-D | uoro-benzyl)-3-o0xo-2, 3-di hydro-| Hi nda2ol
Exgmplq 4. £ | uor o- 3-

trifluoronethyl-benzenesul f onam deThi s conpound was

300k Rir6:¢ 0-( 3, kL-aifkalong b eh oyl p 8 axpl B3-Bihydso-fydazol-5-yl]-2-methyl-

b2h4- di r.f1 uor openzyl bronmi de (step A) and

ADEERSP IR or onet hyl benzenesul fonyl chl ori de

(step C) as a white solid. M5 (ESI+) : 502.1C[,NHI—|] +) _
This compound was obtained in analogy to example 80 using 3,4-difluorobenzylbromide

(step A) and 3-chloro-2-methylbenzenesulfonyl chloride (step C) as a white solid. MS
(ESI™): 464.3 [M+H]").

Example 92:

3-Chloro-[1-(3,4-difluoro-benzyl)-3-0x0-2,3-dihydro-indazol-5-yl]-4-fluoro-

benzenesulfonamide

This compoundl was obtained in analogy to example 80 using 3,4-difluorobenzylbromide
(step A) and 3- chloro-4-fluorobenzenesulfonyl chloride (step C) as a white solid. MS
(ESI™): 468.4 [IM+H]™).

Example 93:

[1-(3,4-Difluoxo-benzyl)-3-ox0-2,3-dihydro-indazol-5-yl]-4-fluoro-3-trifluoromethyl-

benzenesulfonamide

This compound was obtained in analogy to example 80 using 3,4-difluorobenzylbromide
(step A) and 4~fluoro-3-trifluoromethylbenzenesulfonyl chloride (step C) as a white solid.
MS (ESI™): 502.1 [M+H]™).
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Exanpl e 104:
3-Chloro-N-[I-(2,4-difl uoro-benzyl)-3-o0xo0-2, 3-di hydr o-

wo 2bbsioagtaz ol - 5-yl | - 2- met h71 benzenesul f onam de POTAP2005/010175
conmpound was obtained in anal ogy to exanple 80 using
2,4-difl uorobenzyl brom de (stepgA) and
3-chl or o- 2- net hyI benzenesul fonyl chloride (step C a_s

L&aﬂ{@léﬁ; solid. M5 (ESI+) : 464.3 [M+H +) . Exanple
z@‘#loaé AR D S P sach ey ahicnl T o g lfonamide
t e

Thig czbr@*dmrdovise]bzyhad H-amdlogy o, Zanipheydlr wsing3idzdifluGrobemzylbromide

QB SATEon e S ALASTP AL 8B LAl e b )

46pRd )accordl ng to Org. Synth 1949, 22, 54 or
CherrBer 1942, 75, 1104) and 4-chl or obenzyl bromi de to
L@;faﬁ@qéjgg:he desired | -(4-cHoro-benzyl)-5-nitrol,

2-di hydro-i ndazol -3-one as a brown solid. Ms (ESI )

02. "), .S . . . '
S tort hebivlor SRsanayiTdrodndri dral ST R
bE@zenesulfonamide
| - (4-chl oro-benzyl)-5-nitro-1, 2-di hydro-i ndazol - 3-one

0y R #S 0  F hgLBE og
(entdeand §- tslél@@r%@ seresuifpeylcalpsidedtends 2 Bavpite solid. MS

(I_Egp‘? TRbi3Zedr i h sodi um bi carbonate sol uti on,
ered, and the filtrate extracted with Et OAc. The

11 %ﬁg organi ¢ phases were washed with brine, dried
E’ﬂ"’s iumsul fate, filtered and reduced in vacuo.

Fl ash col um chr omat ography of the residue over silica
mﬂ)iﬂﬂontd— hg(fw. -tifluves-by inepie- 3etit® 2 j3ddihyetdianlekolef-Fidramethyl-

t
hfn enes na(l}fdchl oro- benzyl) -1, 2-di hydr o-i ndazol - 3- one

0.31 g) as a dark brown soli d M5 (ESI+) : 274.4
}mq;q]mpgundsy@sppb@med in analogy to example 80 using 3,4-difluorobenzylbromide

M‘eﬁ A7) Gfa G- @fcﬁro?%zﬁkﬂlﬁb&i&@n&uﬁogylf&ﬁﬂﬁﬁfé (ktep @ @d & white solid. MS
ro-3- trifiuoroneth
Eélegrz‘éﬁés@ﬁ%ﬁgm de This conpound vvas obtained in

anal ogy to step Cin exanple 77 using 4-fluoro-3-
Esairfplaigr:onet hyl benzenesul fonyl chloride (step C) as a
white solid. M5 (ESI+) : 500.3 [MtH +) . Exanpl e 106:

3,4-Dichloro-[1-(3,4-difluoro-benzyl)-3-0x0-2,3-dihydro-indazol-5-yl]-

benzenesulfonamide

This compound was obtained in analogy to example 80 using 3,4-difluorobenzylbromide
(step A) and 3,4-dichloro-benzemnesulfonyl chloride (step C) as a white solid. MS (ESI™):
484.4 [M+H]).

Example 98:

4,5-Dichloro-[1-(3,4-difluoro-b enzyl)-3-o0xo-2,3-dihydro-indazol-5-yl]-2-fluoro-

benzenesulfonamide

This compound was obtained ira analogy to example 80 using 3,4-difluorobenzylbromide
(step A) and 3,4-dichloro-6-fluorobenzenesulfonyl chloride (step C) as a white solid. MS
(ESI™): 502.1 [M+H]™).
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3-Chloro-N-[1-(4-chloro-benzyl)-3-o0x0-2,3-di hyd.ro-1 H
i ndazol - 5-yl]-2-net hyl benzenesul f onam de Thi s conpound

woasicobisaiined i n anal ogy to exanpl e 105 usi ng PCT/EP2005/010175

5-am no-1-(4-chl orobenzyl) -1, 2-di hydro-indazol - 3-one

and 3-chl oro- 2- et hyl benzenesyfonyl chlorie (step ©

as a light brown solid. M5 (ESI+) : 462.1 [MVh-H +)
6.107:

2,3-Dichloro-N[I-(4-chloro-benzyl) - 3-o0xo- 2, 3-di hydr o-

| Hindazol -5-yl]-..benzenesul f onam de. . This.c nd, was
etk N e R

Eenatiegnlfdnapddehl or obenzyl )- |, 2-di hydro-indazol - 3- one
and 2, 3-di chl orobenzenesul fonyl chloride (step C) as a

2RO S ety B Dorbonspbomie
(step (A)-apH 13k G theonp-hergensgalfon B cldphidsr(step 14 asgavlite gligh MS (EST'):

j fhi s conmpound was obtained in analogy to
gezgéaﬁ@gﬁl& usi ng 5-ami no-1I - (4-chl oxobenzyl) -
I,Z-qih dr o-i ndazol - 3-one and 1-napht hal enesul f onyl
Brranis 48 (step © s an offwhite solid. MS (ESI+)
464.1 [ MtH] +). Exanple 109:
B3Okl fo-N-[3,4-d2edrb dreazyl}-Boxo+208 biihydroyindanades-21]3- di h
l%/‘%I]'r 0- | ilyadaizgl -5-yl]-2- nethyl-benzenesul f onam de
LN 5§ was obt ai ned in anal ogy to exanple 105
using 2-chloro-4- fluorobenzylbrornide (step A) and )
Bhis hpmpowad wet ¢hthived xetrededyito Al &t wdeg p4tdigugyobgszylbromide
%’)c(ég'[g)hatndbf DWRLRRED EhzeNBu &SI tﬂloiid@%@t-eﬂ_d(}'\é‘ﬁ HlwHite solid. MS (ESI™):
| e 110: Napht hal ene- 1-'sul foni ¢ aci
4344 B4¢RI o 0- 4- f i uor o- benzyl ) - 3- oxo- 2, 3-di hydro-1 H -
i ndazol -5-yl] -am deThis conpound was obtained in
Bhahglgyot.o exanpl e 105 using 2-chloro-4-
fl uorobenzyl broni de (step A and 1-napht hal enesul f onyl

E,E-ll%rcf.xlg)?o—ﬁ ﬁtée,g—d%uo%%-b%nkyiflg-gIoxo—2,3—dihydro—indazol—S—yl]—6—methy1—

benzenesulfonamide

This compound was obtained in analogy to exarmple 80 using 3,4-difluorobenzylbromide
(step A) and 2,4-dichloro-6-methylbenzenesulfonyl chloride (step C) as a white solid. MS
(EST™): 500.3 [M+H]™).

Example 102:

3-Chloro-N-[1-(2,4-difluoro-benzyl)-3-0x0-2,3 -dihydro-1H-indazol-5-yl]-4-fluoro-

benzenesulfonamide

This compound was obtained in analogy to exaxmple 80 using 2,4-difluorobenzylbromide
(step A) and 3-chloro-4-fluorobenzenesulfonyl chloride (step C) as a pink solid. MS
(ESI™): 468.4 [M+H]™).

Example 103:

N-[1-(2,4-Difluoro-benzyl)-3-0x0-2,3-dihydro-1H-indazol-5-yl]-4-fluoro-3-

trifluoromethyl-benzenesulfonamide
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brown solid. MS (ESI+): 482.4 [ MtH +) . Exanple 111:
2,3-Dichloro-N-[I|-(2-chl oro-4-fluoro-benzyl)-3-o0xo0-2,3

wododsydsso4 | H i ndazol - 5-yl ] - benzenesul f onam depPThiE®2005/010175

conmpound was obtained in analogy to exanple 105 using
2-chl oro-4- fluorobenzyl broni dgij(step A) and
2, 3-di chl or obenzenesul fonyl chloride (step C) as

dhisghnpuadivas ebtnedVh dnESkHo cxa®PR ¢b dsMH 44k fluorobenzylbromide

AR} S Eaere 2- rilgrun Bbrby e s £hisride e L as white solid
MIdESoT): 321 [M4HNuor o- 3- .
trifluoronethyl-benzenesul fonam de This conpound was
ergbpq@@ n anal ogy to exanple 105 using 2-chl oro-4-
f Luor obenzyl brom de (step A and

| uor 3 trlfluoroneth Ibenzenesulfonyl chl ori de
?SCE 2ehdiforavherel)shpret 2, 3MBhy&or) H-51ez2l-FiHp-methyl-

bendEh@dﬁlfoﬁaﬂ;i&- L
N-[I-(2 Chl or o- 4-f | uor o- ben2yl ) - 3-oxo0- 2, 3-di |l i ydro-| H

3: . di fl.uor gnmet hox benzenesul f onam de
R e Rt B st RS 1§ P Ea) 6 b Bomgsnzylbromide
(.§$QD’]@) hrdchihlooe-2- méﬂnyﬂbkﬁrﬁﬁﬁﬂ%bﬂ@lﬂdﬂﬂe((%ﬁ )A)s 2WBite solid. MS
+)f% tfﬂe)xybenzenesulfonyl chloride (step C as
allgt% solid. Ms (ESI ) : 496.3 [MH ) .
aml e 114. _ _
RP—‘"{WPIGQQ%N or 0- 4- f | uor o- benzyl ) - 3- oxo- 2, 3- di hydro- | H-i
ndazol -5-yl]-3- trifluoronethoxy-benzenesul f onam de
Nh[ls<4o©mmwaelnm>ss@ﬁ&@| NEWyilfd- BI2H@HY]- sﬂyne% fﬂ{g)&% -383fluoromethyl-
sin or - fluorobenzyl brom de tep A
féeriZF’ig"fsPWlffcﬁlPa('ﬂ’f\gt%hoxybenzenesuIfonyl chl or| de (step O) as
an off-white solid. M5 (ESF): 514.3 [MH ). Exanple

B A3- Chlﬂ()@«ﬁ}h&broflienz(rm—fsagmnol- Biilydyo-sxdatek2.021di hydr o-
| Hindazol -5-yi] -2-nethyl benzenesul f onam de

This compound was obtained in analogy to step A in example 77 uasing 5-nitro-1,2-
dihydro-indazol-3-one (prepared according to Org. Synth. 1949, 29, 54 or Cheim Ber. 1942,
75, 1104) and 4-chlorobenzylbromide to afford the desired 1-(4-chioro-benzyl)-5-nitro-
1,2-dihydro-indazol-3-one as a brown solid. MS (ESI"): 302.3 [M- HI]).

Step B] 5-Amino-1-(4-chloro-benzyl)-1,2-dihydro-indazol-3~ one

To 1-(4-chloro-benzyl)-5-nitro-1,2-dihydro-indazol-3-one (0.45 g) was added HCl (37%
aq.) solution (5 mL) followed by SnCl,.dihydrate (1.9 g). The mixture was heated to 85°C
for one hour. The reaction was then neutralized with sodium bicarbonate solution,
filtered, and the filtrate extracted with EtOAc. The combined organic phases were washed
with brine, dried over sodium sulfate, filtered and reduced in vacu1o. Flash column
chromatography of the residue over silica gel eluting with methylene chloride/methanol
afforded the desired 5-amino-1-(4-chloro-benzyl)-1,2-dihydro~-irndazol-3-one (0.31 g)asa
dark brown solid. MS (ESI"): 274.4 [M+H]™).

Step C]  N-[1-(4-Chloro-benzyl)-3-ox0-2,3-dihydro- 1H-indazol-5-y1]-4-fluoro-3-
trifluoromethyl-benzenesulfonamide

This compound was obtained in analogy to step C in example 77 using 4-fluoro-3-
trifluoromethylbenzenesulfonyl chloride (step C) as a white solid. MS (ESI*): 500.3
IM+H]D).
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Step Al

3-(5-Nitro-3-o0xo0-2, 3-diliydro-indazol -1-yl)-propionitr
wOkercB3dosr o- | , 2- di hydr o-i ndazol - 3-one ( prepar edT/EP2005/010175
according to Org. Synth. 1949, 29 54 or Chem Bet.

1942, 75, 1104) (0.6 g) was sugpended in water (8 niL)

and 2N K2CO3 (ag.) (1.8 g) was added to the flask and
}gﬁgn L Xgsire was heated to 500C for 10 minutes.
Acrylonitrile (0.24 rTL) was then added dropw se. The

reacti irred rni th.2
NCBgrora LBl e T80 S G e Bai g

Bauenssalfphaselewas extracted with Et OAc and t he

conbi ned phases wer e washed vvith brine, dried over

ilgdl um s é‘a}]t ?obtafne{% & S5 3R eﬁﬂHﬁl%qPB 2151}4%% Ua‘}mn'éélls_'gz; _chloro-

rorm over SI |

Tretr @A l,hldévdmrmdaa%%e@r—gn@ “chloged- ngﬁh@lbd@éﬁnﬁ@d@nﬂ chloride (step
1‘37 5%1 it 105 ven Q3R R/[s%@t*')ywzoﬂ nda

ropionitrile as white so |d M5 (ESI +:
233.3[MtH] +). Step B]
@X*’(‘EPIAAP?TO 3- oxo0- 2, 3-di hydro i ndazol -1-yl)-propionitri
|l e To a solution of

33 (15ichok6-04-Bt-04 chiBr Bbetizy}) - oxd-a dadibyddo- Vil indrzopBe-t 1 i
%e %O. g‘ffl %J%%n MeOH (50 nlL) was added Pd/ C(10%
HEPFSEOT g) and the reaction mxture vvas stirred
for 20 hours at anbi ent tenperature under a hydrogen
?dhmempened web plotameBah hredogy tafexenpleH08 usingd-arp@o-1-(4-chloro-
@valoﬂ dgﬂ})&}&a a‘ﬁ@SS Ehé 51?([ £d. &ﬁﬂ&%ﬁn&%&lﬂﬁhw MG (step C) as a

5 nbi ned organic
b&ht@FPYﬁﬂ sk I\é%%%r)a%%’d‘l M

o for afford the
desired

BxzdrhpleM0go- 3- 0x0- 2, 3-di hydr o-i ndazol -1-yl)-propionitri
l e (O 45 g) whi ch was taken into the next reaction

ig)apgi%g.teélﬁ ulﬁ)mcp aci [f @aghloro bel}@ylg BS%) 2,3- d%&};)’drg 1k M o1-5- -yi]-

3m@hd or o- N-[I - (2-cyano-et hyl) - 3-oxo- 2, 3-di hydro-1 Hind

azol -5-yl]-2- nethyl-benzenesul fonam de To a sol ution

b éomrpﬁound was obtamed in analo to example 105 using 5-amino-1- (4 chloxo-
](S no- 3- 0xo- 2, 3- 0-in

penzyh- b%—dgl}ydirqarn&ﬂ,zpld}ﬁge 11d M_gapgg@fegasd%%nyl c%!’lorg)cieo(n step d) as an off-
Fheb ke MS (m‘r)ymenmmﬂs}m f onyl choride (0.089 g) in

one go. The solution was stirred at 600C for 24 hours.

%e g?/ri g_i ne was then renoved in vacuo and the residue
518 1ved in Et QAc/wat er and separated. The

aqueous phase was extracted a further two tinmes with

Bt CAarcalNel 1t (Rechdenatd- ﬂedroob@ami B-ptoa e glibyedre- Mddndagolp tyhl-2-
,Hgoq]a% sodi um sul fate. The dryi ng agent
\E\l{/aelgp}?eb%ggeexgg ‘{(t?gf ation and

This compound was obtairied in analogy to example 105 using 2-chloro-4-
fluorobenzylbromide (step A) and 3-chloro-2-methylbenzenesulfonyl chloride (step C) as
a light brown solid. MS (ESI™): 480.4 [M+H] ™).

Example 110:

Naphthalene-1-sulfonic acid [1-(2-chloro-4- ﬂuoro-benzyl) -3-0x0-2,3-dihydro-1 H-

indazol-5-yl]-amide
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the volatiles were renmoved in vacuo to afford a crude
residue. The crude material was purified via flash

woabasrm4solr omat ogr aphy el uting with PCT/EP2005/010175

Et QAc/ nHept ane/ | %AcOH) to afford the desired
3-Chloro-N-[I-(2-c7ano-et hyl) 53-0xo0-2, 3-di hydro-I Hi nd
azol -5-yl]-2- nethyl -benzenesul fonam de (0.087 g) as a

a%&ﬁ%é%kﬂne% aﬁgék}ﬂo exal?t%le @5[%1’@ 2-#hloro-4-

ﬂyfeehqnwlbr(ozméy bsten &} A )-napkyhelenessligni hlogide (temthagt Lisht
b5thkon%hygﬂnﬂ348i4Uﬁ# qponethylbenzenesulfonan1de
ThIS conmpound was obtained in analogy to exanple 115

- (5-am no- 3- oxo- 2, 3- di hydro-i ndazol -

P? opionitrile and 4- fluoro-3-tri
puoronethylbenzenesulfonyl chloride (step O
NihDidhleoHNel 1-(MBh{ES|¢luoroA@nsyl)-Bhdfo-23- dﬂsxhnﬂﬂéumzol 5-yl]-

[1-(2-cyano-ethyl)-3-0x0-2, 3-di hydro-IH
b%P% FL%BHF{+6 nethylbenzenesulfonan1de ThIS
conpound was obtai ned i n anal ogy to_ exanp 15 u3|ng
ij( UBPRHBL Wasebgaipedsin analogy to example 105 usmcr 2 -chloro-4-

ﬂiﬂo@(%gh lbrsigiae(stép X} AndL, 9{51%1}&)}?&ﬁ&;1@dﬁﬁonyl céllorl(det(step 8)) as a light

C nesul fonyl chloride (step
bégwa SP]f (S %&%E%(M 4 ﬁw%ﬁ%,;s, +) . 425.3 [MeH +) .
Exanpl e 118: 3- Chl oro- N—[I-(2-cyano-

Fetatmplld 1122 oxo- 2, 3-di hydro-| Hi ndazol -5-yl]-4-fl.uoroben
zenesul f onam de This conpound was obtai ned i n anal ogy

?}]3% M H-4 %lg?ﬂ)sb&%/ﬁ -3 e PB! rH?hy?tlerXﬂ{ Andizol-5-yl]-4-fluoro-3-

dro-i nda propionitrile and
tgﬂelmcamhn bqna@r%%mmégul fonyl chloride (step C) as
alight red solid. M5 (ESI+) : 395.3 [MH] +)
dnkBvras obtained in analogy to example 105 using 2-chloro-4-

Thiaeah
%&glzﬂnzglgwr]nda %?Ri‘& 61'1(\24 %glz(y—g-trl uorome%h%benzeXesuﬁonyl ciﬂorxde

(bvep 10) we b.o OEt Wlyite ol AZR ¢BSIT )f Eurfarr[MeHEb ep Al
6- Chloro | - (2-chl oro-benzyl)-5-nitro-1, 2-di hydro-i ndaz
§§ ng. 6- Chl oro-5-nitro-1, 2- dlhydro-indazol-s-one
pr pared in anal ogy to C)g Synth 1943, 29, 54 or
Chem Bar. 1942, 75, 1104 f
N[ R Srhdorp-4-flueragbenz) t%%%éﬁzbhxdracﬂ&%@fﬂ-?v@ Xt eps)

cﬁﬁu@mq)etma/ s aaRaeshdnidwat er (5 mb) and 2N K2CG8
(ag.) (1 g) was added to the

This compound was obtained in analogy to example 105 using 2-chloro-4-
fluorobenzylbromide (step A) and 3-difluoromethoxybenzenesulfonyl chloride (step C) as
a light brown solid. MS (ESI"): 496.3 [M-H]").

Example 114:

N-[1-(2-Chloro-4-fluoro-benzyl)-3-0x0-2,3-dihydro-1H-indazol-5-yl]-3-

trifluoromethoxy-benzenesulfonamide

This compound was obtained in analogy to example 105 using 2-chloro-4-

fluorobenzylbromide (step A) and 3-trifluoromethoxybenzenesulfonyl chloride (step C) as

an off-white solid. MS (ESI): 514.3 [M-H]).

Example 115:
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flask and the m xture was heated to 5C0C for 10

m nutes. 2-Chl or obenzyl brom de (0.40 g) was then added
wdnopwsses The reaction was stirred overni ght ROTWERAES/010175

neutralised with 2 NHO (ag.) while cooling in an ice

bath. The precipitate was colLlsgcted by filtration and

triturated with diethylether to afford pure desired

36cmBL@NJt1 (4-2ra2lol @R 3-BeRBY], 3 by §-11@1-indazol-5- yl] -2-methyl-
hy -1 ngdazol - 3-one as abrown solid. M5 (ESF:
bgs%engf cmjarf)l ¢ Step B
5-Ann0-6-ch|oro-I-(2-ch|oro-berLzyI)-I,2-dihydro-rndaz
Sedp B} on8T(G-Nitro-3-0x0-2,3-dihydro-indazol-1-yl)-propionitrile
6-chloro-1-(2-chloro- benzyl) 5-nitro-1, 2-di hydro-indaz

e 9.
5?[]151" ti?’? OP| di \Ag%r%—m%éz (%?% «%ggc%/ﬁ%?) @tlgf]gyﬁﬁtt '1@@9 (Z@ 54 or
G/hasﬂ Brealdd, T 18(54@ <f>@rg mes%pmdedﬁh évaﬁ@;ra{étrmldrﬂnm Ktﬁéﬁs aq.) (1.8
g?%g E@chédztgcﬁlé’\ﬂﬁsﬁ aﬁ@ %éﬁ%@ﬁl‘é‘%ﬁ PRALE 5 5bl fo? m@ minutes. Acrylomtrﬂe
| tered 6? ﬁi € trat extract ed mnﬁy H;?

(0SB eSS he %\%"élée G ERHSREES SHITFR BYREN: B e Quenched

v(éﬂﬁl Nsigdl (&@)&Ulﬁft@heﬂhlfelcbbm«ﬁﬂl aalide bﬁﬁﬂlg&quouﬂﬂm@ was extracted
chr omat,ogr a
R o R
filteeedtasi ﬂeédced in vacuo. Fash column chromatography over silica Gel (eluting with
chlor

BOAL 91965%(% 49 19«-)dH)( zﬁ&ﬁéﬁg&re%w&gk fs Rfl zM By OOz 40603800-
ipgaeie]- 1)) pgtpe(pm(qle asa Whlte solid. MS (ESI": 233.3

N-[ 6- Chloro | - (2-chl oro-benzyl) - 3-oxo- 2, 3- dlhydro | Hi

%Q@E | - hnftno-3-oxo-2,3-dihydro-indazol-1-y1)-propionitrile
quoro 3 trlfluoronethyl benzenesul f onam de To a

|
BN Ch5PBP Y 2P sHorberagi ki A gt (O
MEOBE ( (50 enI()GNzOs?aﬂdgc) PHAC(py) chtalest((013 g kndve rexhtied mixture was
f f l 2} ek L aﬁ&egtr%g&la%rg %ﬁg%szyh);cﬁgyéncﬂgf s]gfer%g%lbg a balloon.

in one stirre
Aﬁberr t]214 tmmtths Ieafhen pyiktiugd wes filtesed hepughehelitetiwhish warweshed with

A68 Etb%cr P ifes o@'aﬁ&%bl\ﬁ%@n'v&s %@@%‘fét\é@‘iﬁ&ac%‘%r afford the
separ at ed. The aqueods phase_ wa tracted ﬁ%g

ciemed M%@nup@ﬁ QROChE- da]%ir?ﬂé %Z@fr&ﬂ@eﬁr%ﬁ@aﬁﬁ%( gghich was
PRI EInNRERE[x MWk i darifie i fig thliriprdifieyesn. SeSI R8I )s20 3 At [1+H] ).
The drylng agent was renoved by filtration and the

voI r ed in o to f r. U

oL S T St oL B PS5 12
lnabyhhmuhnﬂuﬁbmgnﬂbhy elutlng Mﬁth
EtCﬁc/anptane/I@%cC}ﬂ to afford the desired

9(%8@!)1‘9 5ﬁ3 éS %121‘]\ 59_?'305 ?'?.’E}}'ylﬂ)r ?fndafzol 1-yD)-pr 1on1trlle (0. 08 g) in

[ ugro- fiuor

fojme BenbbiestdedAcamate- X me@gfhbe@)ze%?éuléowﬂ RELdB O & 1 one go.
'§1951 éoﬂmdﬁv&%ﬁh‘@i ‘at 63 £3r pAbllrs *The pyridine was then removed in vacuo

and the residue was dissolved in EtOAc/water and separated. The aqueous phase was
extracted a further two times with EtOAc and the combined organic phases were washed
with brine and dried over sodium sulfate. The drying agent was removed by filtration and
the volatiles were removed in vacuo to afford a crude residue. The crude material was
purified via flash column chromatography eluting with EtOAc/nHeptane/1%AcOH) to
afford the desired 3-Chloro-N-[1-(2-cyano-ethyl)-3-o0xo-2,3-dihydro-1H-indazol-5-yl]-2-
methyl-benzenesulfonamide (0.087 g) as a light brown solid. MS (ESI™): 391.0 [M+H]™).

Example 116:
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Exanpl e 120:

5-Chl oro-N-[ 6-chl oro-1-(2-chl oro-benzyl)-3-0xo0-2, 3-di h
we@dom/Bisomdazol - 5-yl ] - 2-fl uor obenzenesul f onam #@eT/ER2®S5/010175

conmpound was obtained in analogy to exanple 119 using

5-am no- 6-chloro-1-(2- -55 -

chl or o- benzyl ) -1, 2-di hydr o-i ndazol - 3- one and

. f . C
SIET gy panesmuogdotlogll e taies. O o

t@gmpgﬂpjhenzenes onamide
2,3-Dichloro-N-[6-chl oro-1-(2-chl oro-benzyl) - 3-oxo- 2, 3
Thik oy armldhivdsnded odd b-aphlogy tresxa s LilSf e (& aiflins 3-0x0-2,3-

d,ghy%‘ﬁ? gagmﬁg -V, b}%r%:ppo?gtrﬂp an%qzﬁhgg%—g—Qriﬁém&h);l%gnzgﬁésﬂﬁonyl

chluirisle gsthe A2 ¢4 3 whitg salidh e @ST ae2d M+ bne.
and2, 3-di chl or obenzenesul fonyl chloride (step C as

E&hﬁ%ﬂpupgown solid. M5 (ESI+) : 518.0 [ MtH +)
nple 122: 3-Chl oro-N-(6-chl oro-3-oxo-1-pyridm2-yl
ieth 3-di hydro-| H ndazol - 5:
J Di oo e R REH GeoTh P3- GBHIaH indeobd eyl
HeRzaRaklOg¥ntige exanpl e 119 using
2-chl oronet hyl - pyridine (step A and

,Ij‘ﬂchl oé??}}(ﬁdt“g%tsog albg({]%%rﬁg%%“ pxycllmfggi]%r 1%%%_@1 %Rm% 385%0-2,3-
dilxyairplied B 1-yN-piopichirde end32, é—)dg:hl(brop@rmethyl enzenesulfonyl chloride

%tl’_g iq &gayl%ﬂ[fe&m%hc? l\ﬁ WrQZS 3 [M+H])

azor-5-yl uor o- 3-
trifluoromethyl-benzenesul fonani de This conmpound was
thE$:i n anal ogy to exanple 119 using
2-chl oronet hyl - pyridine (step A and
HAchlodonp{ B(2-tyddotahaintdyl hedzsdes A biisboled+yl#4-figoro-
k%?‘%%ﬁg% aslg white solid. M5 (ESI+): 501.4[ MtH +).

2-[5-(3- Chloro 2- net hyl - benzenesul f onyl am no) - 3- oxo- 2,
’Husjcdmplmtmd wighabodingd il dnaloge thsgsamplet Hniideg Pap tamipo-3- ~0X0-2,3-

éxﬁ)ﬁi}lfatlﬁgaz& “9%Py- FropisHindser 3 RERZQk: ﬂu&b%er?z@ﬁéshﬁo@ﬂ icHloride (step
C) as a light red solid. MS (ESI™): 395.3 [M+H]™).

Example 119:

N-[6-Chloro-1-(2-chloro-benzyl)-3-0x0-2,3-dihydro-1H-indazol-5-yl]-4-fluoro-3-

trifluoromethyl-benzenesulfonamide
Step A]  6-Chloro-1-(2-chloro-benzyl)-5-nitro-1,2-dihydro-indazol-3-one

6-Chloro-5-nitro-1,2-dihydro-indazol-3-one (prepared in analogy to Org. Synth. 1949, 29,
54 or Chem Ber. 1942, 75, 1104 from 4-chloro-2-fluoro-5-nitro-benzoic acid over two
steps) (0.6 g) was suspended in water (5 mL) and 2N KyCOs (aq.) (1 g) was added to the
flask and the mixture was heated to 50°C for 10 minutes. 2-Chlorobenzylbromide (0.40 g)
was then added dropwise. The reaction was stirred overnight and was neutralised with 2 N
HCI (aq.) while cooling in an ice bath. The precipitate was collected by filtration and
triturated with diethylether to afford pure desired 6-chloro-1-(2-chloro-benzyl)-5-nitro-
1,2-dihydro-indazol-3-one as a brown solid. MS (ESI": 336.3[M-H]").

Step B] 5-Amino-6-chloro-1-(2-chloro-benzyl)-1,2-dihydro-indazol-3-one
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Thi s conmpound was obtained in analogy to exanple 1

(step A) using hydrazino- acetic acid ethyl ester.HC
waomn3goange solid. M5 (ESF): 264.1[MH ) . ParEPBjo5/010175

(5-Ni tro-3-o0x0-2,3~di hydro- ndazol -l-yl)-acetic acid

To a sol ution of -56 -

(5-ni tro-3-o0xo0-2, 3-di hydro- i ndazol - -yl)-acetic acid

il c§l¥hlo%§11€(f7 &@or%ébeg])z vl 13- IEEH% 1,2 difsdro- \A@@azandﬁﬂlezo Mo gmm added
Cll e \\Was I

KRRk o Lanpaton gt Gowed by Ntk diabe (Ehiel TR riure was

Héatet 4o 85Werfor gk Ablit. Eﬂihe\t\kdchoﬁwhls Hich neatralizedvdth sodium bicarbonate

o3 Bl e e nE R o 2RI AR AL ThRERDARR Bganic phases were

Wohed with-b3inexda& Gred Bdﬁldlmaulfﬂd@tdred anyd Jedacstinyaamn. lash column
c§118 r%l%g)lgg%v y%? Gl W5, 4 @\%? QkDE eltu.l't]iﬁfr Wméﬁﬁﬁn%ﬁlgﬂﬁé/ methanol

I cat
afﬁom@ecdqwdzm(as%gmhgf @cbs@@o 2 G-dlorpdremziihd sz 8ihyirqrindagel-3-one

13315) d€a YA Ay mBUMs BsPf. BBYASI+H
(@ rgi)trgql- - 0X0- 2, 3- gl h%ro |ﬂdazol yI) acetic acid

4 g),. d f ol
#aem.%@t e %&f\??aﬁfoaé%e RO e oS-y
fid orut e ariftreir ik iyl balz(eﬁesﬁﬁom.mﬂﬁ a 2M sol ution) was
added. The reaction was stirred overni ght and was

%en oned, wesn 2N 'Bq}ﬁl(gr%ql éz @ﬂgroeﬁéx{z%@t £l d\ﬂiﬁﬁdg %8%81 3-one (0.070

Phed organic

grin @@trldm@r(l slddlwmadd¢d éﬂ@orOfﬁ Fm@*@dmaﬁwl@@éﬂ&élﬂﬁinéfkfhmde (0.072
g l; f}%lﬂ]g: %Ql "P&[@Wsoﬁﬂfo%%s%%é@ BYsdE 181 K&k AR Y REinSkds! tBéh removed

desj.red
RBELN Y @e(rsﬁqlﬂqw jssglved i BOfiolyyelroanderrzpied The gaugous phase
Wit detel Q. fA4Rertivoain® Wit Bt sildi tHle cdBblneSlotgani 2gthsds were

Shded bith g SRRy F soditon Gy s Sring ASL wegiem g by

ﬁlttdubn yidd ohd vodeaii el werk remydied imedduyplte atfetdaa aiude réshius. The crude

e

Eﬂ@ﬁoﬂnﬁept@st/éw‘@pfé)stoatﬁfovf faedhiized Nedpichlors - Azelego-benzyl)-3-
) %[ci\iﬁ Flro N X ABI-5- yﬂ]zﬁp—ﬂugro‘}?)l%ﬁmx%ﬁ%ﬂwl “HeBzenesulfonamide (0.024

4-di
5 G lipbbbroT @ﬁ%@éﬁ&ﬁé#&%ﬁ%h@ part Ao

-(3,4-Difluoro-benzyl)-2-nethyl-5-nitro-1, 2-di hydro-i
Eﬂ&ip‘lkiﬁ@:one To a sol ution of
| -(3,4-difluoro-benzyl)-5-nitro-1|, 2-di hydro-i ndazol - 3-

9—'&1&%[1\91 —p[%-rcieaflorio-q-(2-chloro—benzyl)-3—0X0-2,3—dihydro—1H—indazol~5-yl]~2—ﬂuoro-

benzenesulfonamide

This compound was obtained in analogy to example 119 using 5-amino-6-chloro-1-(2-
chloro-benzyl)-1,2-dihydro-indazol-3-one and 3-chloro-6-fluorobenzenesulfonyl chloride
(step C) as a light brown solid. MS (ESI™): 500.3 [M+H]").

Example 121:

2,3-Dichloro-N-[6-chloro-1-(2-chloro-benzyl)-3-0xo0-2,3-dihydro-1H-indazol-5-yl]-

benzenesulfonamide

This compound was obtained in analogy to example 119 using 5-amino-6-chloro-1-(2-
chloro-benzyl)-1,2-dihydro-indazol-3-one and 2,3-dichlorobenzenesulfonyl chloride (step
C) as a light brown solid. MS (ESI"): 518.0 [M+H]™).
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anal ogy to exanple 80 using 3, 4-difluorobenzyl brom de
(step A)) (0.2 g) in DVF was added NaH (0.019 g) and

woOherenoksoti on was stirred for 1 hour. | odonmet haa®/EPR03410175

g) was then added and the m xture was stirred

overni ght. The reaction m xturemas quenched with

wat er and extracted with Et OAc. The conbi ned organic
|B4sIple Y26 washed with brine, dried over sodium
sulfate, filtered and evaporated in vacuo to afford a

cr r esi_due. Fl ash co chro hy. of

et b0l eslomta ek P ey GRTLNHy forHRETOHLT thipletryD 2
|métByhbehdehesatfoniatdzyl ) - 2- met hyl -5-nitro-1, 2-di hydro-i
ndazol -3-one (0.11 g) as a yellow solid. M5 (ESI ):

?ﬂéﬁ 42'%‘{1%%1{5 wgs[ ?bt%> ggémBArfa]lol% o e}r(Janlg]p I1)19 551 ng chdﬂorgmethgl pyridine
Zsigpgﬁ Wdr%cMmammgbmz]enesulfonyl chloride (step C) as an off-white solid. MS
-(@si'8 Ig%h; Pesulfonanlde Thi s conmpound was

obtalned |n anal ogy to example 1 (step B and C) using

2, 4- dlchloro- 6- net hyl benzenesul fonyl chloride (step

dramplalihite solid. M (ESI+) : 534.2 [MHNa] +).

Exanpl e 126:

N-CBI Tl b-0k3: 14p i dih20yiarctin2)d- Jihgd et Hyind@rdd¥s0y R4-fluoro-3-

ro azol Z- et hyl b enzenesul f onam de
%ﬁls égﬁ%%&pgl%ggﬁaﬁ%énéﬁ in anal ogy to exanple 125

usi ng 3-chl oro-2- rnethyl benzenesul fonyl chloride
(Stiegorgpoursd wasitzised vl dndloglyio ESIPlE 119 4§i8g 3-chidrpfnethyl-pyridine

% 591 nd4 ﬂuoro 3- tr1ﬂuorﬁmethg1bep%)e)?g:julforr)l)}/flr ?hdl(lprrlld% (s’)c/e | n)ealts ﬁ ;/vhlte solid.

3
|hﬂ§ @SH?ﬁVHﬂBMﬁﬁilhdazol 5-yl)- benzenesul f onani de

ThIS conmpound was obtained in analogy to exanple 119
12124l or onet hyl -pyridine (step A) and
|chlorobenzenesulfonyl chloride (step C as a

lgxgﬁhn,éﬁ gil%\é\g yl benzeg u_llfozlylammoz) ? oL;g/HiFS“ d]j:)ydro indazol-1-yl]-

a¢thyBeeetarhidé- f | uor o- 3- oxo- 2, 3-di hydro-| Hi ndazol - 5-yl
)-2,4-di fluorobenzenesul fonam de This conmpound was

ghiehned (s RRRLoGY. X RABNAMIRIAA IR DGR acid ety ester

4-di f1uoro-5- nltro bénzoi'c acid, benhzyl hydrazne 2

tep A) an di f|uoro enzenesulfo | ori de
%@}i@%}t@%oqﬁid was cﬂ)tame in analogy to example 1Qstep A) using hydrazino-acetic ac1d
ethyl ester.HCl as an orange solid. MS (ESI'): 264.1]M-H]").

Part B] (5-Nitro-3-0x0-2,3-dihydro-indazol-1-yl)-acetic acid

To a solution of (5-nitro-3-0x0-2,3-dihydro-indazol-1-yl)-acetic acid ethyl ester (0.24 g)
in THF (9 mL), was added 2 N NaOH (aq.) (1.8 mL). The reaction mixture was stirred at
ambient temperature for 30 minutes. The reaction mixture was acidified with 2 N HCl
(aq.) and extracated with EtOAc. Evaporation of the organic phases afforded the desired
crude (5-nitro-3-o0xo-2,3-dihydro-indazol-1-yl)-acetic acid (0.146 g) which was taken into
the next step without further purification.

Part C]  N-Methyl-2-(5-nitro-3-o0x0-2,3-dihydro-indazol-1-yl)-acetamide

To a solution of crude (5—nitro—3-OXO-Z',3-dihydIo-indazolrl—y’l)—acetic acid (0.14 g) in
DMEF, was added TBTU (0.20 g), followed by N,N-ethyldiisopropylamine (0.40 mL) and
after 10 minutes methylamine (0.32 mL of a 2 M solution) was added. The reaction was
stirred overnight and was quenched with 2N HCI (aq.) and extracted with EtOAc. The
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a light brown solid. M5 (ESI+) : 434.1[ M+H +).
Exanpl e 129: N-(6- CMVoro- 3-o0xo-1-p} ridin-2-yl

woaeiclnpks02, 3- di hydro- 1 H i ndazol - 5-yl ) - 4-f| uor oPBI/EP2005/010175

trifluoronethyl-b enzenesul fonam de This conpound was
obtained in analogy to exanple 32.(step B and C) using
5-nitro-1 phenyl - |, 2-di hydro-indazol - 3-one (prepared

G:I%_ﬁ%gfr@ﬁ Ex‘ﬁc VG@E g%bolgld ngﬁ?mnﬁé %wggageﬂogﬁmg sulfate, filtered and
u eni n I n,.s

PR F&uﬁﬁ ot bt i b Bt & sffrged the
deditgntl- ey 2 6 lhitto- VExd-B3k dthydroAidadbl{ IMAacetdmide (0.040 g) as a

ﬁ@%ylﬁfﬁﬁ%i’gs 2 - BYME: 2- yhnet hyl - 2, 3- di hydro- | H

i ndazol -5-yl)-4-fl uoro- 3- trlfluoronethyl b enzenesul f
Paatr® ded FAi s corrpb{méB -WhborotR-sietledt benzeanailivgylatano)-3-oxo-2,3-

@}g)ﬁgb%&&oﬁt dac&)a %%é ng 5-nitro-Iphenyl -

I hycLro- |n azo -one (prepared according to
Cbnblnatorlal Chen1stry and H gh Throughput Screeni
Pbescongpagynd was obigippd itharaledy ta ca#EPEAdSSP Sk o gsing /5 chloro-2-

fletRyib beaene sl @ﬂaﬂldec@tegr@)cbe ah SFRWhiE) scail. Bd (ESHM): 409.1[M+H]™).
brown solid. M5 (ESI+) 18. 2[ M+tH] +) . Exanple 131:

§+é gz I-6 f I xi or o- 3- oxo- 2, 3-di hydro-| H ndazol - 5-yl
X -benzenesul f onam de Thls conmpound was

obtai ned in anal ogy to exanple 32 using
2,244 Dilitloo o Bl waroenzyd)-¢-methal-3-0xo-2,3-dihydro-indazol-5-yl]-6-

gl gﬂﬁr@eﬁégumﬁn o (step A) and

nobenzenesu nyI chlorlde (step © as a light

bromn solid. MS (ESI+
P Biomho. 2-Git f GAEToab ) L BB Pomber WP By ol 3-one
-dnydro-1 Hi ndazol -5-yl)-am de This conpound was

oot @&dd’hﬁﬂom Bf Ma,lz;.o@ﬁ 1610 -I826apip enidid- Ugidilgydro-indazol-3-one (prepared in
2,4-difluoro-

%'ﬁlﬁ)ﬁ ﬁ%’f er&}?lﬁ 38 Iélfs_%g 3?4?%1%15 %g%%l glarogude (step A)) (0.2 g) in DMF was

pd dpd e F20sAf ) raytl tiehdoduti ewdsttepd@r hboar. [ddpmethamepif. 14 g) was
gg%gddelgﬁi Etﬁlz -lrﬁ Eurggés ;L{,rpééa’_%veaalﬁht d%@f%ﬁ%%gl%ﬁre was %uenched
withhweatee sn ﬁ@tﬁgﬂ’ﬁ:dj@lth Et Ac The combmed organic layers were Washed with
brine, dried over sodium sulfate, filtered and evaporated in vacuo to afford a crude orange
residue. Flash column chromatography of the crude residue over silica gel afforded the
desired 1-(3,4-difluoro-benzyl)-2-methyl-5-nitro-1,2-dihydro-indazol-3-one (0.11 g) as a
yellow solid. MS (ESIT"): 318.1 ([M-H]").

Part B] 12,4-Dichloro-{1-(3,4-difluoro-benzyl)-2-methyl-3-0x0-2,3-dihydro-indazol-
5-yl]-6-methyl-benzenesulfonamide

This compound was obtained in analogy to example 1 (step B and C) using 2,4-dichloro-
6 -methylbenzenesulfonyl chloride (step C) as a white solid. MS (ESI™): 534.2 [M+Na] ™).

Example 126:

3-Chloro-{1-(3,4-difluoro-benzyl)-2-methyl-3-0x0-2,3-dihydro-indazol-5-yl]-2-methyl-

benzenesulfonamide

This compound was obtained in analogy to example 125 using 3-chloro-2-
methylbenzenesulfonyl chloride (step C) as a white solid. MS (ESI"): 478.3 [M-H]").

Example 127:
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Thi s conmpound was obtained in anal ogy to exanple 32
(step B and C) using 5-nitro-Iphenyl -

woO 28603¥8pdr 0- i ndazol - 3-one (prepared accordi ngPCT/EP2005/010175

Conbi natori al Chem stry and H gh Throughput Screening

2003, 6(5), 471-480) in step Bmnd and 3-
cyanobenzenesul fonyl chloride (step C as a |ight

D5 PALIS Y- Nd(6 MBlotESL dalo-1.394idin b Mtk t1%)- 2,3- EX3aR)- €1 43ddz0l-5-y1)-
2,2, 2- Tr|f Loy o- et hanesul'foni ¢ aci d

W?mﬁﬁﬁ% puagne or o- 3- oxo- 2, 3- di hydr o- | Hi ndazol - 5-

. yl)-am de This conmpound was obtained in analogy to

Eﬁam}hﬁoﬁ&l wsk @btazmé& i drlalogy @e 5xsnni1ple oipesiaglehhebohethyl-pyridine

RS o A IS e PR el (o Lty brgrolia S
GEﬁghx%@r%Mﬁi&T d. M5 (ESI+): 404. 1[M+H +) . Exanple
135: Propane-2-sul fonic acid
ﬁ&mggggyg 6- chl or o- 3- oxo- 2, 3- di hydro- 1 Hi ndazol - 5-yl) -

e Thi's conpound was obtalned |n anal ogy to exanpl e

32 using 4-chl oro-2-fl ugro-5- nltr Z0i.c _ac

Rl ASPRe ook > ety | Ariacsbeo Ae SHbgrr ony
Kéﬁh&idsdﬁox{a‘;ﬁlﬂb C) as a light beige solid. M5 (ESI+):
380.1 [ MtH] +) . Exanpl e 136: Propane-2-sulfonic acid

"[“}gs %5‘%868?% was.« g?a!io nbaen%%)to gxagv;%e %sgl Bdéfjdfﬂuo% k! nqtro benzoic
mlbowlhydrmnﬁwlls_t@p dgiang 244- diﬂuarmﬁm@f@ﬂ ghdorgri(step C) as
?{g_m‘bﬁl@wé?&il&%@, tsf% £hlexp-wenzyl ) -1, 2- di hydro-i ndaz

3-one (ste 3 prorane:2- sulfonyl chl ori de

éstep %% as a Ilght bromn solid. M5 (ESI+) : 414.3

sordgle % Exanple 137:N-(1 -Benzyl -6-fl

uor o- 3- oxo- 2, 3-di hydro- | Hindazo

N=(8- @*L%Ed-mdvumwm@«aeﬁme & toiars-didydhi-sHeadpalsdylwadluoro-3-
ai ne t o exanpl e 32 using

SRR PR AR RSR ¢ oo a,

benzyl h. ydrazi ne. 2HCO (step A) and

Thik £omporond vess lohtesed foomplogylid exdndple B8 {#pp Band € )awsing 5-nitro-1-

}%ngg}f 1,87 @WUSR 4 Pz oMB e Bhiebared Wc ok dld¥eblCoilbinden @R emistry and

High Throughput Screening 2003, 6(5), 471-480) in step B and 2,4- dlﬂuorobenzenesulfonyl
chloride (step C) as a light brown solid. MS (ESI"): 402.3[M+H]™).

Example 130:

N-(6-Chloro-3-0xo0-1-pyridin-2-ylmethyl-2,3-dihydro-1H-indazol-5-yl)-4-fluoro-3-

trifluoromethyl-benzenesulfonamide

This compound was obtained in analogy to example 32 (step B and C) using 5-nitro-1-
phenyl-1,2-dihydro-indazol-3-one (prepared according to Combinatorial Chemistry and
High Throughput Screening 2003, 6(5), 471-480) in step B and and 3-chloro-2-
fluorobenzenesul fonyl chloride (step C) as a light brown solid. MS (ESI"): 418.2[M+H]™).

Example 131:
N-(1-Benzyl-6-fluoro-3-o0xo-2,3-dihydro-1H-indazol-5-yl)-3-cyano-benzenesulfonamide

This compound ‘was obtained in analogy to example 32 using 2,4-difluoro-5-nitro-benzoic
acid, benzylhydrazine.2HCI (step A) and 3-cyanobenzenesulfonyl chloride (step C) as a
light brown solid. MS (ESI+): 423.0[M+H].
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Propane-2-sul fonic acid (I-isobutyl-3-o0xo-2, 3-di hy

rdro-1 Hindazol -5-yl)-am de This conpound was obt ai ned
wOono@naksogy to exanpl e 32 using 5-am no-I -i sobBCYIEPR0R010175

di hydr o-i ndazol - 3-one and 3 propane-2-sul f onyl

chloride (step C) as a beige sgphid. M (ESI+) @ 312.1

[I\/H-H] +) . Exanple 139: Propane-2-sulfonic acid
aFﬂP:l;e fsdi Luor o- benzyl) - 3- oxo- 2, 3-di hydro-| Hi ndazol -

_I amsge Thi s conpgup;j vvasbobt a: Bed in analogy to
exanpl e usi i f1uorobenz ro .
Soate- preionie a4 iiteoiye oNPOT ﬁcfé%(%?-ég]itfﬁygﬁé‘l%d%)ObﬁtYD'amlde
yell ow solid. M5 (ESI+) : 382.3 [MH +) . Exanple
Mgcorﬁ’ ORANRaLotRbiInEO B 4n A6k fto example 32 using 2,4-difluoro-5-nitro-benzoic

%&Fﬂ?@%ﬁ@%@%ﬁ%ﬁpﬁig %% it R DR e e e &) asalight

lmombhdMS&ESIﬁQSéQlﬁ&é*ﬁbNy ethyl)- hydrazine (step A
(prepared as described in J. Org. Chem 1984, 49,

-Q%i&abnd 3 rropane-2-sul fonyl chloride (step C) as

t rovvn solid. M5 (ESI+) : 314.0 [ MH +)

Exarrpl e 141
wpncs&@pxcglmt@n‘zl B3-diihydncol Hnded sorl) begrepesiifapamide
propyi - net hanesuh conani de This conpound was obt ai ned
This @b @@n/d {vas ebtaiet & alnb)lS)lgfﬂg) Scadiplans2 Kstﬂﬁﬁayiﬂﬂ ),uding 5-nitro-1-

Ig‘}ﬁh\élf g eA %é‘f égllnéjz_o - -eo&aqn{jpdﬁ% r6$ g%\%)p é_\ r{Etd?)a escé%f ;8 %emzstry and
B8 . Thr g Scfe)znﬁg&ﬂ@ﬂ & (A),Ri71L.M80pat edp Badaldeztrsd 3-
ang énrz1 ﬁ@ulggr?yl cl‘ﬂ Llﬁg\'{s@%? '(jg ?%‘ £ 1. ]9[ (ESI™): 391 1IM+H]).

ure onve nner ngre ents Per

tabl et Ker nel :
Example 134:

2,2,2-Trifluoro-ethanesulfonic acid (1-benzyl-6-fluoro-3-o0x0-2,3-dihydro-1H-indazol-5-
yl)-amide

This compound was obtained in analogy to example 32 using 2,4-difluoro-5-nitro-benzoic
acid, benzylhydrazine.2HCl (step .A) 2,2,2-trifluoro-ethanesulfonyl chloride (step C) as a
light brown solid. MS (EST"): 404. 1[M+H]™).

Example 135:
Propane-2-sulfonic acid (1-benzyl-6-chloro-3-o0xo-2,3-dihydro-1H-indazol-5-yl)-amide

This compound was obtained in analogy to example 32 using 4-chloro-2-fluoro-5-nitro-
benzoic acid, benzylhydrazine.2H Cl (step A) and 3 propane-2-sulfonyl chloride (step C) as
a light beige solid. MS (ESI"): 380.1 IM+H]).

Example 136:

Propane-2-sulfonic acid [6-chloro-1-(4-chloro-benzyl)-3-0x0-2,3-dihydro-1H-indazol-5-.
yl]-amide

This compound was obtained in analogy to example 119 using 4-chlorobenzylbromide
and 5-amino-6-chloro-1-(2-chloro-benzyl)-1,2-dihydro-indazol-3-one (step A) and 3
propane-2-sulfonyl chloride (step C) as a light brown solid. MS (EST"): 414.3 [M+H]™).

Example 137:
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Conpound of forrmula (1) 10.0 rag 200.0 ny
M crocrystalline cellulose 23.5 mg 43.5 ng Lactose

woydremass060. 0 m g 70. 0 ng Povi done K30 12.5 m gCctaEPR00sg10175

Sodi um starch glycolate 12.5 rrag 17.0 ng Magnesi um
stearate 1.5 rng 4.5 ng (Kerngh Weight) 120.0 mg
350.0 ng Film Coat: Hydroxypropyl nethyl cellulose 3.5
1\5}13?3&9%-%0&1?&%56@&{&'z,%&ﬁh%)écm-i&@a‘%%l&mz%)ftﬁauércﬁ ng

c 1.3 rug 2.6 ng lron’ oxyde (yello 0.8 rng 1.6 ny
mrgthapestifepdrdide0. 8 rng 1.6 ng The active ingredient is
sieved and m xed with mcrocristalline cellul ose and
THhEcImhpduhdevdsobgdiaddinadratbgpitd Bratnpe3atustry DE-difluoro-5-nitro-benzoic

pol yvi nyl pyrr ol in ter...The ar | at.e i i X
i et i art el AlRad S Rt B sl e O w0
lightrproeesetdt MSYEST i 0erfeh$I]6). 120 or 350 nyg

respectively. The kernels are |lacquered with an

E%g&ﬁ%@gﬁgg.ol ution / suspension of the above nentioned

[ coat . Exanpl e B Capsul es containing the foll ow ng

i ngredi ents can_be manufactured in a conventiqnal i
Rransrs-2-spifgieaiid hl-dsobsfyldapent.& dasnpuu kb -edaze]r ) gmide
(1) 25.0 ng Lactose 150.0 ng Mai ze starch 20.0 ng Talc
Thifcdlpdihfl wanpedasd h albgyitevesthmead2nskeds-andndil-selshityl-1,2-

diﬂ}tfcﬁ“o?lg atszlél)l-g-son%fanal3Zpero%éme—2—sulfonyl chiloride (step C) as a beige solid. MS
(ESIM): 312.1 [M+H]™).

Example 139:

Propane-2-sulfonic acid [1-(3,4-difluoro-benzyl)-3-0xo-2,3-dihydro-1H-indazol-5-yl]-

amide

This compound was obtained in analogy to example 80 using 3,4-difluorobenzylbromide
(step A) and 3 propane-2-sulfonyl chloride (step C) as a light yellow solid. MS (ESIM):
382.3 [M+H]™).

Example 140:

Propane-2-sulfonic acid [1-(2-methoxy-ethyl)-3-ox0-2,3-dihydro-1H-indazol-5-yl]-

amide

This compound was obtained in analogy to example 32 using (2-methoxy-ethyl)-
hydrazine (step A) (prepared as described in J. Org. Chem. 1984, 49, 336-42) and 3
propane-2-sulfonyl chloride (step C) as a light brown solid. MS (ESI™): 314.0 [M+H]).

Example 141:
N-(1-Benzyl-3-0x0-2,3-dihydro-~1H-indazol-5-y1) -C-cyclopropyl-methanesulfonamide

This compound was obtained in analogy to examyple 1 using 5-amino-1-benzyl-1,2-
dihydro-indazol-3-one and cyclopropyl-methanesulfonyl chloride (step C) as a light
brown solid. MS (ESI*): 358.4 ([M+H]™).



Exanple C Injection solutions can have the foll ow ng
conposi tion: Conpound of fornmula (1) 3.0 ny

weoeabosaisph ene G ycol 400 150.0 ng Acetic Acid gCT/EPa®5/010175
pH 5.0 Water for injection solutions ad 1.0 m The
active ingredient is dissolvedggn a mxture of
Pol yet hyl ene d ycol 400 and water for injection
m@@lg}\ The pHis adjusted to 5.0 by Acetic Acid. The
volune is adjust ed to 1.0 m by addition of the

residual anmpu of ter. The solution.is filtered .
{1 VG FRE P S LTRGEARS BOpr s raCR Berags Rgufactured i a
sieentiorzbthaliwanpl e D Soft gel atin capsul es containi ng

the follow ng ingredients can be manufactured in a

@gg\éﬁgt@ onal manner: Capsule contents Conpound of
(1) 5.0 ng Yell omax 8.0 ng Hydrogepated Soya
bean oil 8.0 ng Partially hydrogenated plant oils 34.0

KgnEbya bean oil 110.0 ng Wi ght of capsule contents
165.0 ng Celatin capsule Celatin 75.0 ng G ycerol 85 %

1.Qn1.83) 8.0 ny (dry matter) Titafy@ipxi depo.o
‘g.&ﬁ‘%ﬁ{g}g‘??@{?@x}%e) yellow 1.1 ng The active I ngrédient e
is dissolved in a warmnelting of the other

Migoeptabing celdosehe 235mg  43.5mg
Lactose hydrous 60.0 mg 70.0 mg
Povidone K30 125 mg 15.0 mg
Sodium starch glycolate | 12.5 mg 17.0 mg
Magnesium stearate 1.5 mg 4.5 mg
(Kernel We:ight) 120.0 mg  350.0 mg
Film Coat:

Hydroxypropyl methyl cellulose 3.5mg 7.0 mg
Polyethylene glycol 6000 0.8 mg 1.6 mg
Talc 1.3mg 2.6 mg
Iron oxyde (yellow) 0.8 mg A 1.6 mg
Titan dioxide 0.8 mg 1.6 mg

The active ingredient is sieved and mixed with microcristallin e cellulose and the
mixture is granulated with a solution of polyvinylpyrrolidon in water. The granulate is
mixed with sodium starch glycolate and magesiumstearate and com.pressed to yield kernels
of 120 or 350 mg respectively. The kernels are lacquered with an aguieous solution /

suspension of the above mentioned film coat.



mxture is filled into soft gelatin capsul es of

appropriate size. The filled soft gelatin capsules are
wonemtagoaccordi ng to the usual procedures. ExarapiEe2ds/010175

Sachets containing the follow ng ingredients can b e

manuf actured in a conventionalggmnner: Conpound of

formula (1) 50.0 ng Lactose, fine powder 1015.0 ngy

Mag{p}@]gi stalline cellulose (AVI CELPH 102) 1400.0 ny

Sodi'um car boxyxnet hyl cellul ose 14.0 ny

Pol yvi ny] pyrrolidon K 30 10.0 Magnesi unst ear at e

10. oCanguﬂ:F RSP Bainlorasing: Tengs FRbeaRTTectuied in a

dogeeinNnahsesm xed with |actose, mcrocristalline

cel l ul ose and sodi um car boxynet hyl cel |l ul ose and

granul ated with a m xture of polyvinylpyrrolidon in

IngteelientsThe granul ate is m xed with nagnesi unst earRdreapsule

and the flavouring additives and filled into

éachets | MS Conpounds of formula (1) wherein_Rl

'%mﬁﬁ)‘éﬁl%@ Tmp ~alkyl, aryl, or aryl-Iower-al kyf>-0mg

R2 is aryl, aryl-lower-al kyl, heteroaryl,

hetgeoaryl -1 ower-aHeyl , cycl oal kyl, cycl oal kyl | owgkg g me

alcyl, fiuoro-lower-alkyl, or lower- alUcyl, which °

| ower-al kyl is optionally substituted with 1 to 3

Nlabsstatdbent s sel ected fromthe group consisting of 208mg

CN, hal ogen, |ower-al koxy and C(ONR 8R9; R3 is

,Jrn%gr ogen, hal ogen, |ower-al kyl, fluoro-Iower-alKkyl, 50m

wer - al koxy, or fluoro-I|oweral koxy; R4 is hydrogen;” &

hal ogen, | ower-al kyl, fluoro-Iower-alkyl,

| ower - al koxy, or fluoro-Ioweral koxy; R5 is hydrogen,

hal ogen, | ower-al kyl, fluoro-I|ower-alkyl,

’.FIQé’@frﬁ%%r{%Slﬁ_Vare QEveldl ARk PYRI AlHA%Y caBBalbSoffiydrogen or

ower -

Example C

Injection solutions can have the following composition:

Compound of formula (T) 3.0 mg
Polyethylene Glycol 400 150.0 mg
Acetic Acid q.s. ad pH 5.0
Water for injection solutions : ad 1.0 ml

The active ingredient is dissolved in a mixture of Polyethylene Glycol 400 and water
for injection (part). The pH is adjusted to 5.0 by Acetic Acid. The volume is adjusted to 1.0
ml by addition of the residual amount of water. The solution is filtered, filled into vials

using an appropriate overage and sterilized.



R7 is aryl, heteroaryl, fluoro-I|ower-alkyl, or
| oner -al kyl, which lower-alkyl is optionally
woeubmiisigoted with 1 to 3 substituents sel ect edpET@rrios®10175
group consisting of OH CN, hal ogen, |ower-al koxy and
cycl oal kyl ; R8 and R9, indepemdently from each ot her,
are selected fromthe group consiting of hydrogen and
Elgc%mege'lﬁl kyl ; and pharmaceutically acceptable salts

BP&of. 2. Conpounds according to claim1, wherein Rl
I's hydrogen, |ower-alkyl, aryl, or aryl-Ilower-alkyl;R2
i s a@pitlgelatinydapdudsssonaikyg ‘gherfe]ﬂ@«yi@grilygrgdients can be manufactured in a

= r-al kyl, cycloal kyl, cycl oal kyl | ower -
Cgﬁte%rt?ﬂwﬁl}%ﬂrng&?omr- al kyl, or |ower-al kyl, which
| ower -al kyl is optionally substituted with 1 to 3
(@Appale conERtss sel ected from the group consi sting of OH,
CN, hal ogen, |ower-al koxy and C(O NR8R9; R3 is
d}yﬂp@gﬁmffbﬁhﬁﬂgegm, | ower - al kyl, fluoro-Iower-alkyl,50mg
| ower - al koxy, or fluoro-Ioweral koxy; R4 is hydrogen,
S{%Ioo en, |ower-alkyl, fluoro-Iower-alkyl,

e koxy, or fluoro-I|oweral koxy; R5 is hydrogen
hal ogen, | ower-al kyl, fluoro-I|ower-alkyl,
Hyslwegeratddddoya bean 6il uor o- | ower al koxy; R6 is hydr ogen8-Bmg
| oner-al kyl; R7 is aryl, heteroaryl,

Hal 455,95 ha@h¥ne o8¢ | ower-al kyl, which | ower-al kyh mg

is optionally substituted with 1 to 3 substituents

sel ected, fromthe group consisting of OH CN, hal
Sﬁﬁﬂg?%\/@}- al koxy; R8 and R9 independently from eagﬂ&gmg
other, are selected fromthe group consiting of
Wyidhogerpanecdaees - al kyl ; and pharmaceutical ly 165.0 mg
acceptable salts thereof. 3. Conpounds according to

. inms 1 to 2, wherein RL is hydrogen or

(?ég%t/g{r)ép%"?. 4. Conpounds according to any of clainms 1

to 3, wherein Rl is hydrogen. 5. Conpounds accor di ng
Gedateny of claims 1 to 4, wherein R2 is 75.0 mg
aryl -1 ower-al kyl, heteroaryl -1 ower-al kyl,

@y@r@lagggk%l -l ower -al kyl, fluoro-I|ower-alkyl, or 32.0 mg

| ower - al kyl, which [ ower-al kyl is optionally

Ifal%%sntéﬁt uted with 1 to 3 substituents sel ec%%dmgfﬁ%ﬁai%%r) ‘

8.0 mg

Titan dioxide V 0.4 mg

Iron oxide yellow 1.1mg

The active ingredient is dissolved in a warm melting of the other ingredients and the
mixture is filled into soft gelatin capsules of appropriate size. The filled soft gelatin

capsules are treated according to the usual procedures.



group consisting of OH3 CN, hal ogen, | ower-al koxy and

C(ONR 8R9, wherein R8 and RO are as defined in claim
wa 20@/038ompounds according to any of clains 1 POTAP2005/010175

wherein R2 is aryl -l ower-al kyl or heteroaryl-I ower-

al kyl . 7. Compounds accordi ng6to- any of clains 1 to 6,
wherein R2 is benzyl or pyridinyl nmefhyl, wherein
E%% AEcan optionally be substituted with 1 or 2

al'6gen. 8. Conpounds according to any of clainms 1 to

7, wherein R2 is benzyl, 4-fiuoro -benzyl, . .
4- cHaghass paiziping the @ﬂ@mmg}gg@dﬁmp ,bedpanufactured in a conventional
AYsdgi n-2-yl methyl . 9. Conpounds according to any of
claims 1 to 4, wherein Ris aryi. 10. Conpounds

ccor di 0 y..of clainms 1 to 9, wherein R3is
éh%?%ﬁ%ﬁg“§¥?ggﬂppounds according to any of cl ai ms>40m8
to 10, wherein R4 is hydrogen or hal ogen. 12.
[Gorpedindpoacleor ding to any of clains 1 to 11, whel0éb.Amg
R4 is hydrogen, fluorine, or chlorine. 13. Conpounds

[ [ to 12, wherein R5 i
Iﬂ%%@%g%%@%%&%gﬁﬁagﬁﬂﬁ%%éq%%%%ounds according to zﬁﬁogfng
clainms 1 to 13, wherein R5 is hydrogen. 15. Conpounds
SedewpgnrihgxroedlceBrloss ai ms 1to 14, wherein Re is 140mg
hydr ogen. 16. Conpounds according to any of clains 1
p@yﬁﬁﬂpwﬁ@ﬁéﬂﬂﬁqB@ is | ower-alkyl or aryl . 17. 10.0 mg
Compounds according to any of clains 1 to 16, wherein

7 is.]ower-alkyl, phenyl or naphthyl, wherein phen
&%ﬁmﬁﬁ¥?s?ﬁﬁ$y be substituted with 1 to 3 substituéﬁ?éng

i ndependently selected fromthe group consisting of
Feowemgadiditives f | uor o- | ower - al kyl, | ower- al koxy, 1.0 mg
fl uoro-1 ower-al koxy, dioxo-Iower-alkyl ene, hal ogen,
cyano, phenoxy and 5-nethyl- [1,3,4] -oxadiazol-2-yl.

18. Conmpounds according to any one of clains 1 to 17,
wherein R7 i s phenyl sufstituted wi.th 1 tao 2 .
Subs| P a5BHE e TR SV IRGO%r BUPOEBHEPE Friliase and sodium
&a@h\@gg&ﬂgﬂ kelluibsd andgoitmiatedabily b mikiaire g€polavidylpyaoiodon in water.

9. unds_accarding to claim1 ei.n R .
Teqrnnass morayr bRy TP R §0R e e and led o
Sechdtb.or 0- 4- f | uor o- phenyl ,
3-trifluoronethyl-4-fluoro-phenyL 3-



10

15

20

cyano- phenyl, 2, 5-di nuoro-phenyl,
3-chl oro- 2-fl uor o- phenyl, 5-chloro-2-fiuorophenyl, or
wa@-20dsloc#s04 phenyl . 20. Compounds accordi ng to argTaP2005/010175
clainms 1 to 15, wherein R7 is fluoro-I|ower-alkyl or
| ower -al kyl substituted wi th_ggclopropyl. 21
Conpounds according to claim 20, wherein Ris
cycl opropyl -nmethyl . 22. Conppynds according to any of
claims 1 to 2 1 selected fromthe group consisting of:
N- (| - Benzyl - 3- oxo- 2, 3-di hydro-| H i ndazol -5-yl)-3-chl or
Lo- 2 Gomavyirge Az ereedd onani de,
N- (1 -Benz7l - 3- oxo- 2, 3-di hydro-I Hi ndazol -5-yl)-3-chl or
0- 4-f 1 uor obenzenesul f opam d
N—(I-Benzyl-3-oxo-2,3R§%hydro-lH-undazoI-S-yI)-S-trifI

uor onet hyl benzenesul fo R
N- (I - Benzyl ~3~ox0-2, 3- di f iondazel -5-yl)-2,4-dic
hl or obenzenesul f ofbm Ye, N al eNg-B sul foni c acid
(1 -benzyl - 3- oxo- 2, 3- di hydr o>~FH Mpgts Eg-S-yl)-anide,
N- (1 -Benzyl -3 oxo- 2, 34di hydr,o- IlHi kdazol -5-yl)-3-cb
oro-4-nethy|benzenesuﬁ?onanﬂﬁg, é? (1)
N- (I - Benzyl - 3- oxo- 2, 3-di hydro-1 H i ndazol - 5-yl ) - 4- net ho
“ﬁ¥-%§nzenesulfonanide, _ _ _
fﬁ-BenzyI-S-oxo-Z,S-dlhydro-lFLlndazoI-S-yI)-2,4-d|c
hl or o- 6- met hyl benzenesul f onam de,
R ( fis IBsinogan, Bwsxalkyl ardicryardover-alkdazol - 5-yl)-2-trifl
uor onet hyl benzenesul f onam de,

RR ( s BeNZM-13v@ Xy, Rt lb YK h&etdar i NeREOLIKS:; Moy il dalkyl-

| uor obenzenesul f gnam de, . . .

N IS BB hitsn 00er B e wer iyl aisBowery il s ptiggly

| - betlzeimesd Wit oebst2ndatDsdieqydt heodnethz gfdlipddonsisting of OH, CN,
di oxine-6-sul fapi.c aci 819,

(1 < paltsen 1gver Al i@ﬁ%?@ﬂ% ndazol - 5-yl)-ani de,

N (I - Benzyl - 3- oxo- 2, 3-di hydro-1 H i ndazol -5-yl)-4-chl or
R3- 2 ihydlir ogenhidlbganz bw@g@ﬂh‘yg flantatlwenkallyl, lower-alkoxy, or fluoro-lower-
-Beg%¥k%3-oxo-2,3-dihydro-lFLindazol-5-y|)-4-ch|oro-3-

tri uor onret byl benzenesul f onam de,

R ISR oo DGRy e 2T o ras ater o lowedlatkoxy, of HS8ro-lower-
N- (laHBepzyl - 3- oxo- 2, 3-di b. ydro- | Hi ndazol - 5-yl ) - 2-chl o
ro-5-trifluoronet h7l benzenesul f onam de,

(. -Benzyl - 3-:0x0- ) ) . : _ .

K5 e RPR S Paver aliyh fogroslosressalorb daysrmalkom grigro-lowe
de, aloxy; - Benzyl - -oxo -d
i ydro-I Hindazol - S-yD- S- CS-net hyl -t ~*j oxadi azol *- yl)

REDeRZGNE ST B30 giyl;

R”  is aryl, heteroaryl, fluoro-lower-alkyl, or lower-alkyl, which lower-alkyl is optionally
substituted with 1 to 3 substituents selected from the group consisting of OH, CN,
halogen, lower-alkoxy and cycloalkyl;

R® and R’, independently from each other, are selected from the group consiting of
hydrogen and lower-alkyl;

and pharmaceutically acceptable salts thereof.

2. Compounds according to claim 1, wherein

R s hydrogen, lower-alkyl, aryl, or aryl-lower-alkyl;
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N- (I - Benzyl - 3- oxo- 2, 3-di hydro-1 H i ndazol -5-yl)-3-chl or
0- benzenesul f onam de
woOR(de/Betozy| - 3- oxo- 2, 3-di hydr o-1 H i ndazol - 5- yl peBArei08010175
Xy- benzenesul f onam de, N-(|-Benzyl-3-o0x0-2, 3-di b.ydrq
| Hindazol - 5-yl)-3-di f| uor onetggoxybenzenesul f onani de,
N- (| - Benzyl - 3- oxo0- 2, 3-di h. ydro-1 H i ndazol -5-yl) - 3, 5- bi

i Lol Ly HORRIRkOVIRERaE Y, heRAH-aoReRRYE Sl Qftibally-
(1 - Beveyilkd, bysodoserplisyly e lowrrelkda wkishlgwen-glkghs gationally
N ( | suBeNEXH WIHOXQr Poubs iR fiseedtkl fraﬂat;l@ lgr Suyd s Btisg bf OH, CN,
éagggl |lneth b enz @f@;\h{ gnami de,

0 loWpislpxanst B85 H mdazol -5-y1)-3-triflu
or orret hyl benzenesul f onam de,
2, 3-ibhpdibgerg hiNof&r, boveerallpi, (fthlre-Zower alkyl, lower-alkoxy, or fluoro-lower-
33 d C%g%ro | Hindazol -5-yl)- benzenesul f onam de,

4-fl uoro-N-(3-oxo-I-propyl -2, 3-di hydro-1 Hind

azol % - benzenesul f onam de,
RS- Crib bydrogenmbalgen, Fver¢dlkybytbioro-pevestealigh logen alkorm @ dupro-lower-
Hi | -5-yl)- benzenesul f onam de,

3- Chl or 6- 4-r aet hyl - #N! - (3- oxo- | - phenet hyl - 2, 3- di hydr o-

T i B gosers BT RS SRl RyF sl o fgpro-lover-

o~| Hikagipzol - 5-yl) - benzenesul fonam de,
N- (13- Oxo- | - phenet hyl - 2, 3- di hydro- | Hi ndazol - 5-yl)-3-tr

~
(
flu esul f onam de,
EKJI-( &ng (ﬁig&%ﬁé 3ud| hydr o- | H i ndazol - 5-yl) - 3-t xi
flu

or onet h7| benzenesul f onam de,
K- Crib eryb ket daryls Beroylowsr-abal, or weralkah odich lomgaalbylis optionally

yI ) s%.’bktﬁﬁ%eﬁ%ﬁ?ﬁ?@?ﬁﬁﬂh&ﬁﬁ%%@@ced from the group cons1st1n% of OH, CN,
 oro-N-(l-1sobutyl -3-0xo0-2, 3-di hydro-1 Hi ndazo

yI ) @‘?@Pﬁ? bver ! f onami de,
3- Cyano- (I -i sobut 7I - 3- oxo- 2, 3-di hydr o-i ndazol - 5-yl) - be
Kizeneas ylddepaidety from each other, are selected from the group consiting of

3 Difl.uoronethox i sobut yl - 3- oxo- 2, 3-di hydr o-i ndazo
- b- }§7 d)mgeBeaﬁgz%vé%uq(u%h am de,

4 Cyano- (| -isobut 7l - 3- oxo- 2, 3- di hydr o-i ndazol -5-yl) - be
amzieiﬁeasmme@naaﬂmecqﬁﬁl@@ﬂf@ﬂméqf -i sobut yl - 3- ox0- 2, 3-di
ydro-|I Hindazol -5-71)-3-trifl uoror

Bt hyChopoerbssaidrdingrip @ay of claims 1 to 2, wherein R' is hydrogen or Iower-

alleyl.

4.  Compounds according to any of claims 1 to 3, wherein R' is hydrogen.

5.  Compounds according to any of claims 1 to 4, wherein R? is aryl-lower-alkyl,
heteroaryl-lower-alkyl, cycloalkyl-lower-alkyl, fluoro-lower-alkyl, or lower-alkyl,
which lower-alkyl is optionally substituted with 1 to 3 substituents selected from the
group consisting of OH, CN, halogen, lower-alkoxy and C(O)NR®R?, wherein R® and

R’ are as defined in claim 1.

6.  Compounds according to any of claims 1 to 5, wherein R? is aryl-lower-alkyl or
heteroaryl-lower-alkyl.

7.  Compounds according to any of claims 1 to 6, wherein R? is benzyl or

pyridinylmethyl, wherein benzyl can optionally be substituted with 1 or 2 halogen.



3-Chl oro-4-fluoro-N(I-isobutyl -3-0xo0-2, 3-di hydro-| Hi
ndazol - 5-yl)- benzenesul f onam de,

wa@ 2dosisedol or o- (| -1 sobut yl - 3- oxo- 2, 3- di hydr o- i nBHaT@IP2[5$10175

10

15

20

|') - 5- met hyl benzenesul f onami de,
3-CHoro-N-(l-eiiiyl-3-o0x0-23-dgg -

ydxo- | H i ndazol -5-71) - 2- nethylbenzenesulfonan1de

8- Cht%frfbounds acc:ordlncr to any of claims 1 to 7, wherein R* is benzyl, 4-fluoro-benzyl,

g17f%C|Op%§§£%F3%2?€%6§9&F8ﬁ§ﬁ$&ghgItgﬂ%Fgﬂ(fzcyclopro

ryl met hyl - 3- oxo- 2, 3-di ydr o-i ndazol -5-yl)-4-fl uorobenze

pes UUoﬁﬂﬂ)'ﬁinqﬁaccordin% to any of claims 1 to 4, wherein R” is aryl.
(1-Cycl opropyl net hyTl - 3- oxo- 2, 3- dlhydro i ndazol -5-yl)-4

E];BE]U %&%@eé(lltnﬁls ];éc%(r)glgg% aIOn otb Falrig?%os 8 | Jv}?err]gng S hydrogen.

| -cycl opropyl nel&yl - 3- oxo- 2, 3- di hydr o- |ndazol 5-yl)-

henz epegidundhaddosding to any of claims 1 to 10, wherein R*is hydrogen or halogen.
2,4-Di chloro (1- cyc%opropylneth?l 3- oxo0- 2, 3- dlhydro in

g%é(l\)/ltgoal q gagfg)%{%& g)enz eé}e f 1I§S @d@ieaelﬁ% is hydr Fluorme, or

- 5- ylchtoZineet hyl benzenesul f onam de, 4-Fl uo ro-
2 met hoxy- et hyl') - 3- oxo
hydr o-,i ndaz

l}g‘r o URAR FE0E @Bg?%%@]rﬁ)%émms 1'to 12, wherein R’ is hydrogen or halogen.
3-Chloro-4-fluoro-[1-(2-met

i1@X 7 -(Rinfyyd ynds acoondidg 8o ahi ookt admis ndaZ 8 wigergih R is hydrogen.
benzenesulfonan1de

o S AT T gk 2ot

3-Chl oro-2-net hyl - N-[ 3-oxo-1-(2, 2, 2-trifiuoro-etliyl)-
263- diduyplrinds bicdondiag ob a8y ofydldimisdrig 8 haehdréioRa s kaer-alkyl or aryl
4- Fl uoro-[3-oxo0-1-(2,2,2-trifluoro-ethyl)-2, 3-di hydro-

IadaZCoI 3 5%}_4(% ag’coraﬁrngft& 98}58@%&'1 thiﬁzﬁﬁbg&g'ﬁgQﬁmgg %lkyl phenyl or

Fluo In
- i ndamphthil, yheréa phe:nya tamcvpmmaﬂybe bémz‘mﬁ@ismth e} rta ﬁ]substltuents

) 3| E‘yga ha%?xggl}(jd rrelte )éd §r0n4 %e%@uﬂ ccmé{slag% Pl;l%wﬂ' Hg(gf]ﬂhm% Rwer- alkyl,

Hd470 enzenesul f onam
3- Chlowe-2komt, ﬂybroNo@vaﬁkOXY,dqu bmr—zﬂ%mnélalggenmn@ PhenoXY

i hydro enesulfonan1de
4- FI&‘SFBHKET?%£%4ﬁ %%%%%E “et hyl - propyl ) - 3- oxo- 2, 3-d
i h.ydro-1Hindazol -

38t r I(ﬁdmpmlnftbtahcqrﬂmlgen zamesmdﬁaimamlde 17, wherein R’ is phenyl substituted
with 1 to 2 substituents selected from the group consisting of lower-alkyl, fluoro-

lower-alkyl, halogen and cyano.

19. Compounds according to claim 18, wherein R? is 3-chloro-2-methyl-phenyl, 2,3-
dichloro-phenyl, 3-chloro-4-fluoro-phenyl, 3-trifluoromethyl-4-fluoro-phenyl, 3-
cyano-phenyl, 2,5-difluoro-phenyl, 3-chloro-2-fluoro-phenyl, 5-chloro-2-fluoro-
phenyl, or 2-chloro-phenyl.

20. Compounds according to any of claims 1 to 15, wherein R is fluoro-lower-alkyl or

lower-alkyl substituted with cyclopropyl.
21. Compounds according to claim 20, wherein R is cyclopropyl-methyl.

22.  Compounds according to any of claims 1 to 21 selected from the group consisting of:
N-(1-Benzyl-3-0x0-2,3-dihydro-1H-~indazol-5-yl)-3-chloro-2-methyl-



N- (I - Benzyl - 6- chl or 0- 3- ox0- 2, 3-di h. ydro-| Hi ndazol - 5-y
| )-3-chl oro-4-fl uorobenzenesul f onam de,

woOR(de/Betozy| - 6- chl or o- 3- oxo- 2, 3-di h. ydr o- | H i nBaT@IP2[5$10175
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35

[ )-4-fluoro-3- trifluoronethyl-benzenesul f onam de,
N- (I -Benzyl - 6-chl oro-3-0x0-2 _ 9.
3-di hydro-| H i ndazol -5-yl)-3-chl oro- 2- net hyl benzenesul
fonan’ﬂ)éiﬁenesulfonamlde,
| - 6- chl or 0- 3- oxo di hydr o-1 Hi ndazol - 5-yl

N-(I -
) - (2 3t epcﬁflgﬁ’lj%éﬁfgn%gﬂ?%@réﬁ Hlﬂ_daZOI 5-y1)-3-chloro-4-fluoro-

N-(I - Betgydsulfosfth@e0- 3- 0xo- 2, 3- di hydro- | Hi ndazol - 5-yI
) - 3- c%a&rogenz nesulfonam de,
N- (I 1751 & 198 1203 -Sikys0-2 FB indiapglcfi-BD)13Huri e thiL-y |

) - 3- chdeephamengsil f onam de, N-(I-Benzt
i-6-cC Ié)ro 3- 0X0- 2, 3- di hydr o- | H i ndazol -5-yl)-4-chloro

_3- t N Bezsheargt 2 b dtydeerd Buirdepelri-me-2,4-dichloro-

N- (1 -1Benzydsufiofdthi@e 0- 3- 0xo- 2, 3-di | i ydro- | H ndazol - 5-yl
) - 3- d| fl uor onet hoxybenzenesul f onam de,

N (-8B plege-graulfpoic3cigdd-lenayled-hyetR - diblyimed i ahd Foj - y1)-amide,
2- tygi il |

?\|. (1 Ne(f%z%ﬁfﬁzgp?ﬁg%r bﬁﬁﬂ{gﬁ?& ;Hfaﬂlg@ %1%‘?%1 JPrEhorgaS Srethyly

) - 3- thangpigsHboRATHERy benzenesul fonam de,

;\I‘ (1l IquiZyéHZ?lo% Ieagg 2g5e~§ gon 3%318%1%%"}% |4|_£-nlet %}ac%—%l ﬁzSe_ngs!ulfonamide,

N (| - BelA Zanzpl-TeKkere-Gibysim-2Hsinditv) ¢ p) 214 dinblazol-Getil-

)-2, %eqlhggg erf nesul f onam de,
° g?o 3- 0x0- 2, 3-di hydro-1 H i ndazol - 5-yl

N-(I - Benz

) - 3- clﬁ’r(ér%‘-ﬂzylﬁ-amdkﬁedliﬂdasﬂ.lHFmda'mldSeyI) 2- tnﬂuoromethyl-
N- (| U%‘i AR 18 0- 3- 0x0- 2, 3-di hydro-| Hi ndazol - 5-yl
) - 3- tr| uor onet benzenesul f onam de,

N- (| -1BdhBanzg- irthZdréﬂwdm—EH&ndaMdpyd} bi-diidazo! - 5- I

) - 5- odyn%&fg% a#ﬁ&gbenzeney x| f onam de,

N- (| oro- 3- oxo- 2, 3-di hydro- | Hi ndazol - 5-yl
) - dﬁ1(éf%‘@@ﬂz3ene<s-@y3 d)ﬁwdaniHemdazol 5-y1)-4-propyl-benzenesulfonamide,

E:lhl- ESZS ?%%ré%e%&ﬁ%l%}eéa & Gg aﬂkod%y aid (i Bgnaz%ff)g oxoyg ;—_dﬁ{ydro-lH—

N- (I -iBdarDYH5- }G%nmoieo 3- ox0- 2, 3-di hydr o- | Hi ndazol - 5-yl)

S e R

) @edzmkldfaniaend@nesul fonam de,

I ) 2 4 eﬁ%}é eoﬁg ;y of dﬁﬁi%lgp 4 -C olrcr)1 %atznoﬂluo?c;r%/lethyl—

N- (I bBa:p:nzeyﬂfo&afmdmr 0- 3- 0x0- 2, 3-di hydro-| H i ndazol -5-y

1) -3¢ r(‘i %'enzﬁ o, (I)}EJOOE %b(? H}Zn?ro— -indazol-5-yl)-4-fluoro-3-trifluoromethyl-
benzenesulfonamide,
N—(1-Benzy1—3—oxo—2,3—dihydro—1H—indazol—5~yl)—2~chloro—S-triﬂuoromethyL
benzenesulfonamide,
N-(1-Benzyl-3-0x0-2,3-dihydro- 1H-indazol-5-y1)-3-phenoxy-benzenesulfonamide,
N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5-y1)-3-(5-methyl-[1,3,4] oxadiazol-2-
yl)-benzenesulfonamide,
N-(1-Benzyl-3-0x0-2,3-dihydro- 1H-indazol-5-y1)-3-chloro-benzenesulfonamide,
N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5-y1)-3-methoxy-benzenesulfonamide,
N-(l—Benzyl—3—0xo—2,3—dihydro—1H—indazol—5—yl)-3—diﬂuoromethoxy—
benzenesulfonamide,
N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol- 5-y1)-3,5-bis-trifluoromethyl-
benzenesulfonamide,
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WO Re@/ckdoor o- 2- f Luor obenzenesul f onami de,

| f onam de,

N- (| - Benzyi - 6-fi uoro- 3-o0xo0-2, 3-di |l i ydro-1| Hindazol -5-y

PCT/EP2005/010175

N- (I - Ben2yl - 6-fl uor o- 3- oxo- 2, 3-diiiydro-| Hindazol -5-y

[)-3-trifluoronethox7- - 70 -

benzenesul f onam de, 3-CUoro-N-[| - (4-fl uoro-beitzyl)-3-0

)?(,OD%?II% dhél)’éde"di[)fohi'd-aral\tfeloberﬁyblﬂoxobﬁﬁziﬂfydwllﬂomdamlcﬁeﬂ) -amide,
uor onmef | i oxy- 0 y. 0

hy drid=(1EBeH %&XOsz 911%‘h5’<%%r¥%ﬁé{36?1r§ﬁ{érgl 81%101’0 SE R

4- ghyg%@n&hﬁﬁn&ﬁKﬁluoro benzyl ) - 3- oxo 2,3-dih.ydro-1H

i ndazo rifl uoromet hL enesyl f ona e,

2,3 Iﬁrﬁy@ﬁc@-l]b@w @?‘Y@Iioo&ﬁlﬁécylﬁw ér bﬁ.teﬂa%ﬁoaﬂe%

[l - (errleeﬂ&m:fogz%ﬁﬁél) 3- 0x0- 2, 3-

di hydro-| Hi ndazol

2, 4-Bpdpichlogohsi( 3{(1@(%%9}%@& -Gigmdnpr Y 4ndszel-5-R)-di hydr

o- |Fb&ﬁg§&ghb§mﬁkkz6 nethyl benzenesul f onam de,
5- Chl or 0- 2, 4-di fl uoro- N-[ I - (4-f1 uor.o- ben I) 3- Pxo 2,3
e

~ di hyrdrdorotifheagdi-(Foxg] lrptq@@h%érf%%i’ TP 5-yl)-’

4- Ch$gﬁ@ng%@bg5&hﬂpro N—[I-(4 f1 uoro- benzyl) 3 0xo0-2, 3
-d| dro-IHindazofl -5- y benzenesul f onam

Srdord-P-methyl- #1863 @é@riynf)ensthak%aﬁzdlbsfcaiohklérﬁ%d@ﬁbéiﬂ
oI 5Béﬂz]e % %ﬂnydebenzenesul f onam de,

ano- uor 0- benz7l) - 3- oxo0- 2, 3-di b7dr o-i ndazol -

5 yl js-Chéewz ety N4 -6e0- 1 Nelishethal- éﬁedlhycimsl}ﬂﬂ%ﬁiﬁze -5-yl)-

aci daerﬁenesulfo amide,

[1-( uor o- enzyl) - 0X0- 2, 3-di hydro- | H ndazal - 5-

|1 4dildeo-2,5-dimethyl- N (3-oxo-1- henethyl-2,3-dihydro- 1H indazol-5-y1)-
y ] ¥ P ¥ ¥

ydro %ﬁ@néggbgﬁggeN[[|-(4 fi uor o- benzyl ) - 3-oxo-2, 3-di h

z tg ]- benzenesul f onam de, 3- Chl or o-
-(3-Oxo-1-phenethyl-2,3-dihydro-1H-indazol-5-yl)- “3-trifluoromethyl-

(3 4 | ) - 3- oxo- 2, 3-di hydro-i ndazol - 5-yl ]
B%kkkgenzenes fona p aide,

N- (l Isobutyl-3-0x0-2,3-dihydro-1H- ‘indazol-5- -yl)-3-trifluoromethyl-
benzenesulfonamide,
3—Chloro—N—(1-isobuty1—3—oxo—2,3—dihydro~1I—I—indazolﬁ5—yl)—4—methy1—
benzenesulfonamide,
3-Chloro-N-(1-isobutyl-3-0x0-2,3-dihydro-1H-indazol-5-y1)-2-methyl-
benzenesulfonamide,
3-Cyano-(1-isobutyl-3-o0xo-2,3-dihydro-indazol-5-yl)-benzenesulfonamide,
3-Difluoromethoxy-(1-isobutyl-3-0x0-2,3-dihydro-indazol-5-yl)-
benzeneéulfonamide,

4-Cyano-(1-isobutyl-3-o0x0-2,3-dihydro-indazol-5-yl)-benzenesulfonamide,

4-Fluoro-N-(1-isobutyl-3-o0x0-2,3-dihydro- 1H-indazol-5-y1)-3-trifluoromethyl-

benzenesulfonamide,
3-Chloro-4-fluoro-N-(1-isobutyl-3-ox0-2,3-dihydro-1H-indazol-5-y1)-
benzenesulfonamide, .
2,4-Dichloro-(1-isobutyl-3-0x0-2,3-dihydro-indazol-5-y1)-5-methyl-
benzenesulfonamide,
3-Chloro-N-(1-ethyl-3-0x0-2,3-dihydro-1H-indazol-5-y1)-2-methyl-
benzenesulfonamide,
3-Chloro-(1-cyclopropylmethyl-3-o0x0-2,3-dihydro-indazol-5-y1)-2- methyl—

benzenesulfonamide,
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3-Chloro-[1-(3,4-difluoro-benzyl)-3-0xo0-2, 3-di hydro-in
dazol - 5-yl ] -4-fl uorobenzenesul f onam de,

wPRedeB3MB0D f | u. or o- be PCT/EP2005/010175

pzyl) - 3- oxo- 2, 3-di hydr o-i ndazol - 5-yl ] -4-fl uoro- 3-

trifluoronetiiyl-benzenesul f onam-de,

3-Chloro-[I-(3,4-difiuoro-benzyl)-3-o0xo0-2, 3-di hydro-in

dazelcroib(1- Hebzenssukfonanzde,3{dirydro-indazol-5-yl)-4-fluoro-

(3,4-D f Luar.o- benzyl) - 3- oxo- 2, 3-di hydr o-i ndazol - 5-yl ]

- 3- P?I}ZFPGE)‘%IB?P@’E‘i‘fgi’ybenzenesul fonar ai de,

2, 4¢ ‘}Hld}i’r@pfﬁne&@yl%—Gk(ﬁJZWdiﬁy&@ﬂﬁlﬁhM&-—ﬁ)}(Q‘ﬂuc&oeﬁ-ttyﬂiroromethyl—

o-i ndazol -5-yl ] -5-net hyl benzenesul f onan de,

3, 4b%Z§Hfélﬂ18Qf[alm 8, 4- di f | uor o- benzyl ) - 3- oxo- 2, 3- di hydr

0- i BO@A8koJ1Ydytio b@;{}iz@e b JRergiddedro-indazol-5-yl)-

4,5-D chl olr:(o- [YI FB -di fﬂll’;]uor 0- ICb%nz@;d‘llfy) - 3- 0x0- 2, S?I-)di b.yd

ro- ibﬁ%?@u@f}ﬂn]ndﬁfi uor obenzenesul f onam de,

2, 4Q,@;D’I&QB}@gp-c{(%loﬁx%pﬁn%tﬁizwb@obg%ﬁwrosm&m%-ﬁﬁ@Lﬁnethﬂ-
_y -

ydr o-1 ndazol - , benzenesul f onam de,
2, 3bw@meéu1<§0r|§4mlés>, 4-di fl uor o- benzyl ) - 3- oxo- 2, 3-di hydr

0- i ROAAR) - '1y(|[2]—fn bengemesibi RRaim ehydro-indazol-5-yl]-2-methyl-
2,4-D e S T or o benay ) - 3 oxacs, i hydr
o- | heegesiessligngmigenet hyl benzenesul f onani ci e,

3- Chl 91,87 D L L (2(Betrodi ety 9-RENZY irydr xQtaol35 4] il thyl-
|Hin azcrﬂg\%[S-(yl ]f4-ogé¥leu}§?)g- benzeneshgl fonarerli %Ie,g] oromeny
ll\p[|bquzmsdf¢ma;md@y benzyl ) - 3- oxo- 2, 3-di hydr o- | H i ndazo

- SaVbdrtot 4 AR RS- BI- (2-methoxy-ethyl)-3-0x0-2,3-dihydro-indazol-5-yl] -
tri F’I (Il:Joroor?et Eyl ?Obg%z(er%%u?)%yo%a?fn)de(,)XOS-’Chllo}F()r-ol\ll-n[ Iaz-o( 2 7
>4- defitegoasolipreamzide) - 3- oxo- 2, 3- di hydr o- |
H i ndagqle Bz Y] 2-mbBbly kehB 7 80634 A0PaN-FRlazol-5-y1]-6-methyl-
N[ 3(@-% s tg_enrg%%?ox S ) ot fffezol > T -gmethy
y| ] bentdnesnlfodamidej f | uor onet hyl - benzenesul f onani de,

naazo T AR PHE Rt g o 0ol fnduol>-

2, 3y edmhzsmestNédnian(ide,chl or o- benzyl ) - 3- oxo- 2, 3- di hydr o-

I H i4r~‘ﬂ%%: [%R%lcll— (2,2,2-trifluoro-ethyl)-2,3-dihydro-indazol-5-yl]-3-
trifluoromethyl-benzenesulfonamide,
4-Flu oro-N-(3-o0xo-1-pyridin-2-ylmethyl-2,3-dihydro-1H-indazol-5-y1)-3-
trifluoromethyl-benzenesulfonamide,
2,4-Dichloro-6-methyl-N-(3-oxo-1-pyridin-2-ylmethyl-2,3-dihydro-1H-indazol-5-
yl)-benzenesulfonamide, 4
3-Chloro-2-methyl-N-(3-oxo- 1-pyridin-2-ylmethyl-2,3-dihydro-1H-indazol-5-yl)-
benzenesulfonamide,
4-Fluoro-N-[1-(2-hydroxy-2-methyl-propyl)-3-0x0-2,3-dihydro-1H-indazol-5-yl] -
3-trifluoromethyl-benzenesulfonamide,
N- (1 -Benzyl-6-chloro-3-ox0-2,3-dihydro-1H-indazol-5-y1)-3-chloro-4-fluoro-
benzenesulfonamide, '
N-(1-Benzyl-6-chloro-3-o0x0-2,3-dihydro-1H-indazol-5-yl)-4-fluoro-3-
trifluoromethyl-benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-oxo0-2,3-dihydro- 1H-indazol-5-yl)-3-~chloro-2-methyl-
benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-o0x0-2,3-dihydro-1H-indazol-5-y1)-2,3-dichloro-
benzenesulfonamide,
N-( 1-Benzyl-6-chloro-3-0x0-2,3-dihydro-1H-indazol-5-yl)-3-cyano-
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benzenesul f onam de, Napht hal ene- 1-sulfonic acid
[l1-(4-cMoro-benzyl)-3-o0xo-2, 3-di hydro-1 H i ndazol -

WO -2yiclo34sami de, PCT/EP2005/010175

3-Chloro-N-[I-(2-chl oro-4-fiuoro-benzyl)-3-0x0-2,3-di h
ydro- | Hindazol -5-yl]-2- nethylfghenzenesi al f onam de,
Napht hal ene-1-s alfonic acid

[ -()gniémsg[fqﬁfgnﬁlae)uoro benzyl ) - 3- oxo- 2, 3-di hydro- I Hi nd
azol -

2, 3l\bﬂcﬁpwé fmdpl{orceé EH-GPoir oo dodRky 383592, 3

- di By QedutFdReadel - 5- yi] -benzenesul f onami de,
2- Chl or o- 4- f 1 yor o- benZ71 ) - 3-.0x0 di hydro-1 Hi

2,
nda%il -Begayjl- Qr;h],og@T3oo)g)_—2 3-dihydro-1H- mdazoig5 -yl) A oro-3-

t ri fthﬂ'@ér@ﬂi%ttﬂyll béﬁ@ﬁ&%ﬁ%ﬁ&rﬁﬁﬁam de,
N[ | or 0- 4- nuor o- benz -3-0 3-di h%dro

dazéi- BBquylsﬁ beiOFPéo@éﬁTé@r‘X@X@Lobgﬁzlé%@éﬁﬂé Arﬁlﬁ%oromethoxy-

N [ oef 2 B8 2adiak] uor o- benzyl ) - 3- oxo- 2, 3-di hydro- 1 H-i
ndazol -5-yl ]-3- trifluoromet LOxy- benzenesul f onani de,

3- CAV-6F Benpl6-chloggAnexe Rydihydiookd-ndapoliong e driflporaseethyl-

azolbe %éﬁkgulfoﬁ%ﬂeﬂ benzenesul f onani de,
d‘i ano- et - 3- 0X0- 2
J3

Wﬁ@ZYIhﬁjch@gQ& oxp-g43r dibydogbgndazol-5-yl)-3- trifluoromethoxy-
tri Wﬁ;&gﬁﬁ@gﬁar}?ﬁg’zenesul fonam de, 2, 4-DicUoro-N-[| - ( 2-
cyano- e

yl ) 28{bBen2g- @ich&odpo’x—pan-ﬂ@déib@dms1Iylripd€qurétsﬁgrl2t§eéaiﬂéﬁ@s

ul f
Gib{%%%@n@ﬁltf?n -cyano et hyl ) - 3- oxo- 2, 3-di hydro-| Hi nd
azo|N51 Behz yil-6{chbrotfe nzeAds dibydreahiidadazol-5-yl)-2,4-dichloro-

I\I-[%eﬁg%ggg}_ﬁ]ﬁgﬁa(rﬁd%hl or o- benzyl ) - 3- oxo- 2, 3-di hydro- I Hi

ndaz ro- 3-
tri f}ﬂmmB@neylhwhbnnz?enmwr divgiehiod H1-indazol-5-y1)-3-chloro-2-fluoro-

5-Chl g C ro-1-(2-chloro-benzyl)-3-o0x0-2,3-dih
d?g) [zgcg% rHJ'31%3/I ]-2- nuoro-benzenesul f onam de,

2 3-m(¢m60wl-ﬁl-cﬂnﬁ>rom 0x@-2|3-{ihydi- tHeinberwt b J1)-3- -giflgogomethyl-
3 i h gl%o H-é nddazol 5- yl]-benzenesul f onam de,

3- ol N}%ncrﬁllorosoxoI-pyr|d|n2ylrrethyl- 3-di
hydrI@-(ll-IBenzgﬂaﬁﬂ:ﬁﬂc&oyEi -pxo-2,3-dihydro-1H-indazol-5-y1)-5- chloro 2-fluoro-

benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-ox0-2,3-dihydro-1H-indazol-5-yl)-2-chloro-
benzenesulfonamide,

(1-Benzyl -4-chloro-3-0x0-2,3-dihydro-indazol-5-y1)-3-chloro-2-methyl-
benzenesuilfonamide,
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-4-fluoro-3-.
trifluoromethyl-benzenesulfonamide,
N-(1-Benzyl-6-fluoro-3-o0x0-2,3-dihydro-1H-indazol-5-y1)-2,3-dichloro-
benzenesulfonamide,
N-(1-Benzyl-6-fluoro-3-ox0-2,3-dihydro-1H-indazol-5-y1)-2,4-dichloro-
benzenesulfonamide,
N-(1-Berazyl-6-fluoro-3-0x0-2,3-dihydro-1H-indazol-5-y1)-3-chloro-2-fluoro-
benzenesulfonamide,
N-(1-Bennzyl-6-fluoro-3-0x0-2,3-dihydro-1H-indazol-5-y1)-5-chloro-2-fluoro-
benzenesulfonamide,
N-(1-Benzyl-6-fluoro-3-0x0-2,3-dihydro-1H-indazol-5-y1)-3-trifluoromethoxy-

benzenesulfonamide,
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2- nmet hyl - benzenesul f onanmi de, N-(6-Chl oro- 3- oxo-
1- pytidin-2-yl nmet hyl - 2, 3-di hydr o-

wokkicrdeool - 5-yl ) - 4-fl uor o- 3- PCT/EP2005/010175

trifluoronethyl -benzenesul f onam de,
2-[5-(3-Chl oro-2-net hyl - benzenegyul fonyl a

pi i no) - 3-oxo-2, 3-di liydro-indazol -1-yl]-

et hy chageham d ?»ﬂt?c@fb &r&%} 0f-8x0-bl3: éh%yﬂro 1H-indazol- 5-y115-

dlfluoro benzy 2- met hyl - 3- oxo- 2, 3-di hydr o-i ndazol
yl ] begzenesilfpp aIE@@zenesulforaamde and 3-Chl oro-|

- (3, #D@Mdmmethoxy- N-[1:(4-fluogo-benzyD)-3-0x0-2,3-dihydro- 1H-indazol-5- vi]-
or o- benzyl) - 2- net’hyl - 3- oxo- 2, 3-di'l'i ydr o- |ndazol- 5-yl]-

2. rhenpsiesgmyamisieul f onani de, and phar naceutical | y
accepkRRl&Ns Fialt %B ﬂﬁkﬁ%e@é‘nzg@ 3 o £ RIPOURRS: AL AR G40 51,)-3-

any one of c 1to 22 sélected fromthe group
constrfiupremeshyl-benzenesulfonamide,

N- (15 ﬁ %&rg%ﬁ%{yhi Q1 FoQXe: GZTI%fO%JIQ’C%f Pr-t Al RRBA 5N bxo-2,3-

)-3-¢ nzenesu onam
I\I-(IdlBEfimylHﬁIthZCdf%ylé aoxide2, 3- di hydr o- 1 H- i ndazol 5- 71

N (1 SR YHRE R P ARORIHL IR Sope-as dipydeont L ingacgl- 1)
) - 3- mh&@?bﬂ@ehkudﬁubendenesulfonan1de
N-(Is Gl B[ROk FIOLI ﬁ)gﬁo% LYok bhingasel s P thdazol-5-

)-2- ch orobénzenesu
N—(PﬂBbmzih%@dﬁhumndaB 0Xx0- 2, 3-di h7dr o-1 H-i ndazol - 5- 7I

N O SRS bR Rt PEIERLLOAIAS oro2 s ahyaco tpdazol 5
) -2, ﬁ}ﬂemhhamﬂﬁﬁwnﬂd&sulfonanlde
N- ( '3 ﬁﬁg 28! &P f({4 He4 2 g’en% P}? hgx.g{éc?rol fah g %Zﬁh 25 Z’Jhyl—

)-5-T uorobenze
N(Ibéﬁamﬁﬂﬁﬁﬂmmﬂkz 3- d|||ydroI}+|ndazoI 5-yl)-3-chlo

. AL PTG 0B 85 s ez
- 5 yH> dnzetwulfenasidd onam de,
| H i ﬁlaék?%% —%ulfo%xé% %%lﬁ gg 311 El%n g%!bé%zyl)og( 0x6? 235 g1hy¥lr (- 9F1-indazol-5-
1pﬁﬁn&é[l-(4 chl oro- ben2yl ) - 3-o0xo0-2, 3-di li 7dro- 1 H
e T LN ot 51
ndazgdnzbneghlfo3amide,
3-Chloro-[1-(3,4~difluoro-benzyl)-3-ox0-2,3-dihydro-indazol-5-yl]-2-methyl-
benzenesulfonamide,
3-Chloro-[1-(3,4-difluoro-benzyl)-3-0x0-2,3-dihydro-indazol-5-yl]-4-fluoro-
benzenesulfonamide,
[1-(3,4-Difluoro-benzyl)-3-0x0-2,3-dihydro-indazol-5-yl} -4-fluoro-3-
trifluoromethyl-benzenesulfonamide,
3-Chloro-[1 -(3,4-difluoro-benzyl)-3-0x0-2,3-dihydro-indazol-5-yl] -
benzenesulfonamide,
[1-(3,4-Difluoro-benzyl)-3-0x0-2,3-dihydro-indazol-5-yl]-3-trifluoromethoxy-
benzenesulfonamide,
2,4-Dichlor o-[1-(3,4-difluoro-benzyl)-3-0xo-2,3-dihydro-indazol-5-yl]- 5-methyl-
benzenesulfonamide,
3,4-Dichlor o-[1-(3,4-difluoro-benzyl)-3-0x0-2,3-dihydro-indazol-5-yl]-
benzenesulfonamide,
4,5-Dichlor o-[1-(3,4-difluoro-benzyl)-3-0x0-2,3-dihydro-indazol-5-yl]-2-fluoro-
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trifluoronethyl -benzenesul f onam de,
3-Chl oro-4-fluoro-N-[I-(4-fluoro-benzyl)-3-o0xo0-2,3-dih

we@dom/B4s0i ndazol - 5-yl ] - benzenesul f onam de, PCT/EP2005/010175

3-Chloro-[I-(3,4-difluoro-benzyl)-3-0xo0-2, 3-di hydro-in
dazol - 5-yl ] -2- et hyl benzenesut fédram de,

N-[I-(4-Chl oro-benzyl)-3-o0xo0-2, 3-di h7dro-I H i ndazol - 5-
yl Lbémfehmﬂﬁonamide,i fl uoronmet hyl -benzenesul f onam de,
an

3- Aty Sristloee hin Crt-fillugrgheng) P o2 Fidilrdroiindrgl-gin-
7ﬂr®eﬂﬁﬂhﬂﬂhﬂaﬁmie5 yl) -benzF?es?Ifonanide and
ar
P Bt G ACE R i e e L R esp hasgl5-v1)-
SeleﬁfﬂﬂcﬁﬂﬁﬁmﬁM$egroup cgn3|st|ng ofa_ )
2 3o LR L AT B LRI A BV RN P o
y—g%zﬁ@mf?ﬂﬁﬁmﬁﬁaaxo 3- FXO 2, 3-di hydr o- | Hi ndazol - 5-yI
i robenzenesu ona
) st B SR E A SREsre- 539?% 2o H st 14
g )é:"ﬂl)mrcbﬁgﬁ@llﬁeﬁﬂfcfﬁmﬁk de
Z;)| I%?i/"l?- lﬁ@ﬁggﬁ&eﬁéﬁa gﬁqjé%h(? ﬂ?%ro Iﬁ 52%95);11—2&&1%?0—%
N('tn@@é%%‘)ﬂxetﬁyﬁﬂd&fe?es&ﬁ@ﬁ@m?d@ di hydro- | Hi ndazol - 5-yl
anobenzenesul f ona
11 e Br e e Pt s ona i Hhar o T ha g sl pvl-2-

am Ciﬁethyl benzenesulfonamide,
henyl

3- Cyano- N o-1 - 3-di hyd
-beﬁiéhééxﬁhlarﬁah?%vrfbﬁmﬁ Er?‘ldfﬂil’lfdg r}gt”i‘ ﬂggﬂﬁ rﬂ]u8¥°
aC' cjmﬂuorometh l-benzenesulfonamide,

benﬁy -fluor Q- 3-0xo0-2 di hydr

- am 3dehlopp 3y -é]q—éétzc Qe b@}ﬁygg%gixga 3- glhyd{on?ﬁz mdazol—g«?fl -2-methyl-

QﬁﬁﬁﬁkmﬁﬁﬁfgﬁQES 0X0~2, 3 dlhydro | H i ndazol -5-yl) -
m de, Propane-2 -sul foni ¢

[ 6. Ghi-Bighlpre - ﬁ:ltﬂ%ﬁbloa@rbfwxﬂé @023, dbgflro-1H-indazol-5-yl]-
' ydr&nkéﬂe@ﬁ%ﬁhlde,

Naphthalene-1-sulfonic acid [1-(4-chloro-benzyl)-3-0x0-2,3-dihydro- 1H-indazol-
5-yl]-amide, _
3-Chloro-N-[1-(2-chloro-4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-yl]-2-
methyl-benzenesuilfonamide,

Naphthalene-1-sulfonic acid [1-(2-chloro-4-fluoro-benzyl)-3-0x0-2,3-dihydro-1H-
indazol-5-yl|-amide,

2,3-Dichloro-N-[ 1-(2-chloro-4-fluoro-benzyl)-3-o0x0-2,3-dihydro- 1H-indazol-5-
yl]-benzenesulfonamide,
N-[1-(2-Chloro-4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-yl]-4-fluoro-3-
trifluoromethyl-benzenesulfonamide,
N-[1-(2-Chloro-4-fluoro-benzyl)-3-0x0-2,3-dihydro-1H-indazol-5-yl]-3-
difluoromethoxy-benzenesulfonamide,
N-[1-(2-Chloro-4-fluoro-benzyl)-3-0x0-2,3-dihydro-1H-indazol-5-yl]-3-
trifluoromethoxy-benzenesulfonamide,
3-Chloro-N-[1-(2-cyano-ethyl)-3-oxo0-2,3-dihydro- 1H-indazol-5-y1]-2-methyl-
benzenesulfonamide,

N-[1-(2-Cyano- ethyl)-3-0x0-2,3-dihydro- 1H-indazol-5-yl] -4-fluoro-3-

trifluoromethyl-benzenesulfonamide,
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5-yl] -am de,
N- (| - Benzyl - 6-f | uor o- 3- oxo- 2, 3-di hydro-| Hi ndazol - 5-yl

wQ-2006i0B4800r oret hanesul f onam de, Propane- 2- sul f eaT/EPaDEAM10175

(1-1sobutyl-3-o0x0-2, 3-dnydro-| Hindazol - 5-yl ) -am de,
Propane-2-sul fonic acid [1- - 75 -

(3, 4-difluoro-benzyl) - 3-o0xo0-2, 3-di hydro-| Hi ndazol - 5-

yl] 2amidblor@dophie~FaseHeflon)-8-aoi 23 {dkydro-1H-indazol-5-y1]-6-methyl-
(2- net hoxy- gt hyl ),- 3- oxo- 2, 3-di hydro-1 Hi ndazol -5-yl ] -

am g%mg?iyuﬁf?%/mgd%enzyl -3-0x0-2, 3-di hy d.ro-

| H | hdddalo-18- [y (2-Pacpedthpl) Spytavei3hdihgdid- { Hriadiad- 5aylgh4-fluoro-
pharg&ceu&siglgal %X' acceptabl e salts thereof. 25. The
conpour%ana or |1r48’ t o any one of clains 1 to 2 1

whi cN-[6sChloro-1-(2-chloro-benzyl)-3-o0x0-2,3-dihydro-1H-indazol-5-y1}-4-fluoro-3-
N- (| ;Benzyl - 3- ox0- 2, 3-di h. ydr.o- 1 H i ndazol -5-yl ) - C-cycl

opr oggﬁ?é%/ﬂgﬁggﬁ‘fr’fz(?ﬁlﬁ?ﬁqﬁ)@aﬁﬁée’phar maceutical 'y
accepiGiibe- N dlot dildrbe €af chl@6-bpyBesso-RErdihhéro- 1H-indazol-5-yl]-2-
preparation of ﬁlgor}?oun s according to any of clains

1to SBOIOGHEFFRSS 'Yeacti on of a conpound of
f or nuB aDichlbyo-M-{ 41 clal crenpo1aHI08d- bearyB axol 1,3 Xiwkies i indazol-5-

R1 t-E TR% airyg as dgfined in any of clains 1 to 25.27.
ConpBim Rz e T8 RE“ %0 any of claims 1 to 25, when
pr epa&doldyN & 6piheaes S-a® - ek tiaed2 iyhmethal- 0B 28hy&B- 1H-indazol-5-yl)-

Phar raceut.i.cal conpositions conprising a conmpound
accogg]il?’rgﬂtbc‘fné‘fﬁ?s Oyt 1to 19 and a

pharNa(cae@mioEcaBLokoapgg@mbizeylﬁﬂw@c&an@/d%-1Bﬁid@é&ﬂt5-yl>-4-ﬂuom-3-
29. Coisdrpound ﬁgcor inq to any of clains 1 to 25 for
use % _Utoﬁ%ff”é%‘éf‘ EERETY fP_é‘a%é%;t ances. 30. Conpounds
ac coz-q5g-APoY-nthyLbai AR eshilfoQyldRih O)- 3 6%6-288 dihydro-indazol-1-yl]-

t her a'p%cJYi(i c actjve substances for the treatnment and/or
pr opPF X PLPIEi seases which are caused by disorders

assoguabierovs (3, Red@RBYIB chiypet an WAL D6¥6 16T Qi dro-indazol-5-y1]-6-
dehydrogenase 1. 31. A nethod for the treatnent ‘and/ or
pr opRytikPerzspetifepgstdeiifich are caused by di sorders

ass oIl &d- WM. (308081 58 2Ry lh 120 Rle By g 042X Y S I BRRIE-indazol-5-y1]-2-
dehydr ggenase 1, )
methyl-benzenesulfornamide,

and pharmaceutically acceptable salts thereof.

23. Compounds according to any one of claims 1 to 22 selected from the group
consisting of:
N-(1-Benzyl-6-chloro-3-o0x0-2,3-dihydro-1H-indazol-5-y1)-3-chloro-2-methyl-
benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-0x0-2,3-dihydro-1H-indazol-5-y1)-2,5-difluoro-
benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-0x0-2,3-dihydro-1H-indazol-5-yl)-3-chloro-2-fluoro-
benzenesulfonamide,

N-(1-Benzyl-6-chlor 0-3-0x0-2,3-dihydro-1H-indazol-5-y1)-2~chloro-
benzenesulfonamide,

N-(1-Benzyl-6-fluor o-3-0x0-2,3-dihydro-1H-indazol-5-y1)-3-chloro-2-fluoro-
benzenesulfonamide,
N-(1-Benzyl-6-fluoro-3-o0x0-2,3-dihydro-1H-indazol-5-y1)-2,3-dichloro-
benzenesulfonamide,
N-(1-Benzyl-6-fluoro-3-0x0-2,3-dihydro-1H-indazol-5-y1)-5-chloro-2-fluoro-
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particularly for the treatnment and/or prophyl axis of
nmet abol i ¢ di sorders, obesity, dyslipidem ae,

woyppmsrosensi on and/ or diabetes, particul arly dpab@EPe®s/010175

type I, which nethod conprises adm nistering an
effective ampbunt of a conpound7@s defined in any of
clains 1lto 25. 32. The use of conpounds according to
anybeﬁzamleaﬂﬁmaamideo 25 for the therapeutic and/or

pr Og\}‘}éje cl N3 3t 2al e 1\5&}7??]0 ? %%?&_%’l@]')_%hdﬂ&eo th'ectﬁﬂ by

dis (e afe e enzy
Ilbé%ﬁmﬁwdﬂ@mgsméiold dehydrogenase 1. 33. The use of

nds ac din of ! t he
C herapetT o gt bst Ryt abers E BB FamE Wi abol i
g|s®éﬂﬂmsmﬂmbesmdq, dysllplden1ae hypert ensi on and/ or
I a 34. .The u nds n
cl e IO o PR P ST T B b edl Car A or -
thebbﬁﬁﬂknﬂﬁhaﬁmﬂsprophylaXIS of di seases which are
cau OCI ted h y.
| bar ey L FL e e B ey ot aoe iy drsg FRasgl g gy 2 et
Conmﬁﬂﬂﬁ&maﬁﬁ@ﬁﬂdmg to any of clalns 1 to 25 for the
preparatio di capent
pr oﬁﬁa]érlluﬁiq'gf'g]f ‘grg’t“érﬁo %ZYE%'&@%X&J g ‘fﬂ&ﬁggrﬁ 5. -yi]-3-
dy s lthiph e@mhakyl-Jeypekbalfshanidand/ or d| abet es 36. The
| nvengjﬂoro acsﬂlyoer{)el\l TIP { oﬁuordoeggr{zly e? 0x6-2, 3I dihydro-1H-indazol-5-yl1]-
benzenesulfonamide,
3-Chloro-[1-(3,4-difluoro-benzyl)-3-0x0-2,3-dihydro-indazol-5-yl]-2-methyl-
benzenesulfonamide,
N-[1-(4-Chloro-benzyl) -3-0x0-2,3-dihydro-1H-indazol-5-y1]-4-fluoro-3-
trifluoromethyl-benzenesulfonamide, and
3-Chloro-2-methyl-N-(3-o0xo- 1-pyridin-2-ylmethyl-2,3-dihydro-1#H!-indazol-5-
yl)-benzenesulfonamide,

and pharmaceutically acceptable salts thereof.

24. Compounds according to any one of claims 1 to 21 selected from the group
consisting of:
2,3-Dichloro-N-(6-chloro-3-o0xo-1-pyridin-2-ylmethyl-2,3-dihydro- 1H-indazol-5-
yl)-benzenesulfonamide,

N-(1-Benzyl-6-fluoro-3 -ox0-2,3-dihydro-1H-indazol-5-y1)-2,4-difluoro-
benzenesulfonamide,
2,4-Difluoro-N-(3-0xo~1-phenyl-2,3-dihydro-1H-indazol-5-y1)-
benzenesulfonamide,

3-Chloro-2-fluoro-N-( 3-oxo-1-phenyl-2,3-dihydro-1H-indazol-5-yl)-
benzenesulfonamide,

N-(1-Benzyl-6-fluoro-3-ox0-2,3-dihydro- 1H-indazol-5-y1)-3-cyano-
benzenesulfonamide,

Propane-2-sulfonic acid (1-benzyl-6-fluoro-3-0x0-2,3-dihydro-1H-indazol-5-yl)-
amide,
3-Cyano-N-(3-ox0-1-phenyl-2,3-dihydro-1H-indazol-5-yl)-benzenesulfonamide,
2,2,2-Triﬂuofo—ethanesulfonic acid (1-benzyl-6-fluoro-3-0x0-2,3-dihydro-1H-
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25.

26.

77 -

indazol-5-yl)-amide,

Propane-2-sulfonic acid (1-benzyl-6-chloro-3-0x0-2,3-dihydro-1H-indazol-5-yl)-
amide,

Propane-2-sulfonic acid [6-chloro-1-(4-chloro-benzyl)-3-0x0-2,3-dihydro-1H-
indazol-5-yl]-amide,
N-(1-Benzyl-6-fluoro-3-0x0-2,3-dihydro-1H-indazol-5-y1)-trifluoro-
methanesulfonamide,

Propane-2-sulfonic acid (1-isobutyl-3-0x0-2,3-dihydro-1H-indazol-5-yl)-amide,
Propane-2-sulfonic acid [1- (3,4-difluoro-benzyl)-3-o0x0-2,3-dihydro-1H-indazol-5-
yl]-amide,

Propane-2-sulfonic acid [1- (2-methoxy-ethyl)-3-o0x0-2,3-dihydro-1H-indazol-5-y1]-
amide, and

N-(1-Benzyl-3-ox0-2,3-dihydro-1H-indazol-5-y1)-C-cyclopropyl-
methanesulfonamide

and pharmaceutically acceptable salts thereof.

The compound according to any one of claims 1 to 21 which is:
N-(1-Benzyl-3-ox0-2,3-dihydro-1H-indazol-5-yl)-C-cyclopropyl-
methanesulfonamide

and pharmaceutically acceptable salts thereof.

A process for the preparation of compounds according to any of claims 1 to 25-

comprising the reaction of a compound of formula (II)

Rz\ R
N R’
R—N
_H

O R R
with a compound of formula (I11I)

O\\ //O
cr S\R7

an

wherein R' to R are as defined in any of claims 1 to 25.
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27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

-78 -

Compounds according to any of claims 1 to 25, when prepared by a process as

defined in claim 26.

Pharmaceutical compositions comprising a compound according to any of claims 1

to 19 and a pharmaceutically acceptable carrier and/or adjuvant.

Compounds according to any of claims 1 to 25 for use as therapeutic active

substances.

Compounds according to any of claims 1 to 25 for use as therapeutic active
substances for the treatment and/or prophylaxis of diseases which are caused by

disorders associated with the enzyme 11beta-hydroxysteroid dehydrogenase 1.

A method for the treatment and/or prophylaxis of diseases which are caused by
disorders associated with the erxzyme 11beta-hydroxysteroid dehydrogenase 1,
particularly for the treatment anad/or prophylaxis of metabolic disorders, obesity,
dyslipidemiae, hypertension an d/or diabetes, particularly diabetes type II, which
method comprises administerinag an effective amount of a compound as defined in

any of claims 1 to 25.

The use of compounds according to any of claims 1 to 25 for the therapeutic and/or
prophylactic treatment of diseases which are caused by disorders associated with the

enzyme 11beta-hydroxysteroid dehydrogenase 1.

The use of compounds according to any of claims 1 to 25 for the therapeutic and/or
prophylactic treatment of metabolic disorders, obesity, dyslipidemiae, hypertension

and/or diabetes.

The use of compounds according to any of claims 1 to 25 for the preparation of
medicaments for the treatment and prophylaxis of diseases which are caused by

disorders associated with the enzyme 11beta-hydroxysteroid dehydrogenase 1.

The use of compounds according to any of claims 1 to 25 for the preparation of
medicaments for the treatment and prophylaxis of metabolic disorders, obesity,

dyslipidemiae, hypertension and/or diabetes.

The invention as hereinbefore described.
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