-1- INDOZOLONE DERIVATIVES AS 11B-HSD1 INHIBITORS The
present invention is concerned with novel indazolone derivatives which
are useful as 11b-HSD1 inhibitors. The invention is concerned patrticularly
with compounds of formula () R2R3 RNr R--NW\~R/-S N\ 0 sO
RR (1) 5 wherein R' is hydrogen, lower-alkyl, aryl, or aryl-lower-alkyl; R2 is
aryl, aryl-lower-alkyl, heteroaryl, heteroaryl-lower-alkyl, cycloalkyl,
cycloalkyl- lower-alkyl, fluoro-lower-allcyl, or lower-alkyl, which lower-alky!l
is optionally rsubstitutednwithvi tovBsulsstitierts setested fram the group
consisting of OH, CN, 10 halogen, lower-alkoxy and C(O)NRSRQ' R3 is
hydrogen, halogen, lower-allcyl, fluoro-lower-alkyl, lower-alkoxy,
fluoro-lovkar-DAfReEy N REiaTHy BFBEEREHAGRTEl 6\‘&3&%% ferivatives which re
fluora-daiver gikys Iovirdiitatkaxy, or fluoro-lower- alkoxy; 15 R5 is
hydrogen, halogen, lower-alkyl, fluoro-lower-alkyl, lower-alkoxy, or
fluoro-lowge-iatkeny: R 6oschydiqgetc-otywethatiyhoRZdiscdfytrhédérparyl,
fluoro-lower-alkyl, or lower-alkyl, which lower-alkyl is optionally
substituted with 1 to 3 substituents selggted from the group consisting of
OH, CN, 20 halogen, Iower-all‘fb\z(y and cyclo%ikyl;

N

aleN QR
N
O 5 16 O
R° R 0

5 wherein
R} ishydrogen, lower-alkyl, aryl, or aryl-lower-alkyl

R*  isaryl, aryl-lower-alkyl, heteroaryl, heteroaryl-lower-alkyl, cycloalkyl, cycloaliyl-
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 O, CN,

10 halogen, lower-alkoxy and CLOINRER;

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

alkoxy;

R*  ishydrogen, halogen, lower-alkyl, fluoro-lower-alicyl, lower-alkoxy, or fluoro-lower-

alkoxy;

15 R°  is hydrogen, halogen, lower-alkyi, fluoro-lower-alkyl, lower-alkoxy, or fluoro-lower-

alkoxy;

R®  is hydrogen or lower-alkyl;

R?  isaryl, heteroaryl, fluore-lower-alkyl, or lower-atkyl, which lower-alkyl is optionelly

substituted with 1 to 3 substituents selected from the group consisting of OH, CN,
20 halogen, lower-alkoxy and cycloalkyk

R® and R, independently from each other, are selected from the group consiting of
hydrogen and lower-alloyl;
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R8 and R9, independently from each other, are selected from the group
consiting of hydrogen and lower-alkyl; CS / 15.7.05 -I- and
pharmaceutically acceptable salts thereof. Glucocorticoids (cortisol in
humans, corticosterone in mice and rats) are an important class of
adrenocorticosteroids thatregulate many nfetabolic and homeostatic
processes and form a hey component of the response to stress.
Glassdviticmas denlinsrmrsieneiatiatiedcorticoid receptors and, in some
tissues, mineralocorticoid receptors; both being nuclear transcription
factors. Glusseoritiesiel aetionlon hargettissuissepends mot endyran; are an
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inteyconyersiabahthe. Rringinah astive: 1dryeroaaglucocoricaid{Goutisobepends
in meng r%ngf ttg;elg in l%tlv?el_l.-geto metabolites &c rtls%n in men), The b
en R e LRSS BT odRh G DA R Phigseptors, bus
cornertenirdotive ihtcactives dlat ocbribpids ctherely wlagingranhgjororolicoids gain
in I@_@@Asstmqgjalgé&a@fa%eiuﬂaé tﬁggntﬁtb%@ﬂg??;@t}ae' Ia{atxddgmg&%gggés%mF%eta-
cor o receptors In target [ISSues. In a recen ma VAT

oS PR Rt AR SRR Op T LT EGN e H AP Gueaporicoid
mefwere binalyredus thgigenetarr bl fethnolehylireodetistovidentify.).

specific changes in. gene expression that might be associated with insulin
resistancerotzirered rstabolismysEhisdsiadydreyeadedithal tie aRBIS TGN inter-

lIbetanAsk tﬂac@qraqmzsimat@Ig&w&&s&dﬁ&ww@ggﬂ?ﬁﬁ DRSS M cal
e

1cocoriicoids act via

obese jndividuals..Moreover, 20 overexpressing libeta-FHSDI in adipocytes
of RIGETEHE IS LI GBESTY S5 2 BN Rt o seeron
1EMasezaki Ho &gkt [Bevance. 2000 Deedy 128 5549)12664%0 )2 Rakenlifferences in

togethetthess.data sery:stianalysuppart animporans role of UbetasHSRL i order
in the.énd%%tlon of olﬁesny and the impairment of glucgse homeosta%ls(j)wél}irl

and AT ARTETarS RS PsETC v MHGIIGR SPavs aisia eotid
bloothgieose Kirets mTypei22Sidbaietr patdatshaoimatizdl slevafdeta-HSD1 is
lipidparamelers apdierredueaweioht &Ql%@%ssﬁg biegteschhefislais. Moreover,
2PN ac0logled IRt e Dl IRt el IO ndoa
syndrome-X like phenotype (Masuzaki H. et al., Science. 2001 Dec 7; 294(5545):2156-70.).
Taken together, these data very strongly support an important role of 11beta-HSDI in the
induction of obesity and the impairment of glucose homeostasis and lipid parameters.
Thus, selective inhibition of this enzyme could lower blood glucose levels in Type 2
25  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

30 carbenoxolone led to an increase in insulin sensitivity indicating that that inhibition of
11beta-HSD1 may reduce cellular cortisol levels and therefore minmizing some of its
deleterious effects. (Walker et al. 1995; J. Clin. Endocrinol. Metab. 80, 31155-3159).

11beta~-HSDI is expressed in many tissues including lver, adipose tissue, vascular

smooth muscles, pancreas and brain. Its activity is dependent on NADP(H) and it has a
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have beneficial effects were obtained by using carbenoxolone, an

anti-ulcer drug which inhibits both | /beta-HSD | and the related enzyme 1
Ibeta-HSDZ2. Treatment with 30 carbenoxolone led to an increase in insulin
sensitivity indicating that that inhibition of llbeta-HSDI may reduce cellular
cortisol levels and therefore minimizing some of its deleterious effects.

(Walker et al. 1995; J. Clin. Endocrinol. Metab. 80, 31155-3159).

1 IHetaISDY iiexbréssadsirbrhary tisspesihaludingHvEDadipose4iSHIR in tssue
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on N E%H andithasan- o relatively low affinity for its substrate
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coifésimation that might lead to increased hepatic glucose production,
adipocyte differentiation and insulin 10 resistance. Inhibition of
llbeta-H8BbEhoutd hoteaonl $8dube didentypiait Syndrameeyit.iahetese-x /

assepaad SYnPaMS,RHL LSy or sid
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thedHstspit SPZidin Ahreseais 5 badt;btmeramd iahthtesnlts iheiDTFeasedD? enzyme is

b'@@@l@f@l@?&ﬁ@l Aﬂd:%%fd%‘&pég% Bidop ;‘@SSUI% §I<5'QLR %Aut\)’%o f 11beta-
toﬁ ?d sin f{aglbetib“ifﬁ ockout mice ere found 8%

resis hyp uéc Eifa BrSTAR d‘Bﬁr%@‘?ﬁMﬂe‘%@%@Bﬁéﬁ%é‘éﬁ”\f@@%Pe healthy
PradNatiesise SurSuiit Suk. 1997kBEry2B18426) st492450)ISimlay Wpen Proc Natl
stapsation these micerhad atienuatesh a ZJV%Hﬁ‘aPL key henatic enz é"n%sie had

tha&arf‘{ volved in glu %Z}iﬁene&s In 20 addition, these mice
|mpr%1\1/ea ipi % g TR R oG %‘&Yﬁﬁlﬁit@é}ﬁoéf—‘%%sls In
m @ﬁ%‘éﬂh@m mé@l@ usemdsaigidRedéiporeparis indftatedi@ting that inhibiton

||b@ﬂ@efktﬁ%g&@%|bﬁ%?§m@if£c§§éé hesheneficial 1o Jegues IR0 et pisp 1
P s mzcrlflt 50 be e%enﬁjal tolgeduce high blood pressure (Masazaki H. et al., | Clin

Invest. 2003 July;112(13:83-90; Rauz S. et al., QM. 2003 July;96(75:481-90) to improve
cognition (Sandeep TC. et al,, Proc Natl Acad Sci U S A. 2004 Apr. 27;101(17):6734-9) or
to improve Alzheimer associated deficits. Taken together 11beta-HSD1 inhibition might

be 2 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 fissue

(liver, adipose tissue).

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

treatment of metabolic disorders, obesity, dyslipidemiae, hypertension and/or diabetes,
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Invest. 2003 July;112(1):83-90; Rauz S. et al., QJM. 2003 July;

96(7):481-90) to improve cognition (Sandeep TC, et al., Proc Natl Acad

Sci U S A. 2004 Apr. 27;101(17):6734-9) or 25 to improve Alzheimer
associated deficits. Taken together llbeta-HSD1 inhibition might be a

save and efficacious approach to treat symptoms of diabetes, obesity and.
other diseases. The compounds of formula | and their pharmaceutically
deEdistapie dankctmd sateis Thre propetads tiabes alieribe phrafmdcologival in the
propsitiesis pagiculacthey e dil bSR30 inhibitors-andtheyidisplay d/or
SEL%%M%%{’? ai][_{sg11 the related llbeta-HSD2 enzyme. Therefore the

compounds which are specific llbeta-HSD 1 inhibitors represent an

approach to e.g. lower blood glucose levers and normalize livid .
parametarst %ﬁh&@ﬁﬁﬁéﬁﬁeﬁgﬁéﬁﬁ? By FrEtaRERyfHeTeek | and their
celrcentriionaf #& activexgidtodortieaid carisaltimiBrgeissbetadiera process for

agipase tissue). %M{B@&@%Mﬁ%ﬁ@&ﬁ@%&@é&%ﬁ{%@ﬁ@é& Ganbe used,; s,

in the prophylaxis and/or_ treatment of metabolic rs, obesity,

oSS TEBTTHER SRy BEMER SIS HA HROPRIABEe S224 PATHG Ry e petsable saits, the
Tyﬂe&)ﬂthfheidmnpm@mgmn&ig]mfentimp«:aplfﬂabhembﬁaxsﬁdﬁﬁhﬁﬂlnesses,
pegphylaxis %agé%at{&ﬁﬂv89&95@&%@&&%@5%@0326&%&&0&%@@% slipidemiae,

Izheimer, and/or , neyrodegeneration, Objects of the present inv Ation re
RSBt S TR GRS SithEifionorod SRR put €5 BhERC
thveimpserais mgiapieufmaihy puiiveSubstanedBamprocesstiotrdiesent or prophylaxis
mandagiire Qfsme?@%@&mQVHﬁdé%%@ﬁ%@;%sm% F%ﬂ%@-!es) parficularly
c ositions, _medicaments containing the said compounds, their

r%%%&?ﬁ?g acceptable salts, the use of the said compounds and

salts for the prophylaxis and/or therapy of illnesses, especially in the

treatm@Rt 6P Bopryikbas BE pretabbiic eisorders fotbsitys dysipitdmise PROR

?Yﬂgﬂg@smmdé%ﬁﬂ@bﬂ&% Rﬂ@ﬁgk@}hﬁ?@&ﬁﬁ@&ﬁﬁgﬂeﬁm@?ﬁ? E&?ﬁ’&foxs,
mpeounds and.salts for. roduction of medicaments for the

tpeggtar%gﬁﬁg%fr%ﬁggﬁsﬁé%%g rr%gt%rkt)%ﬁ% Ys%?%sé%%', obesity, dyslipidemiae,

hypertension and/or diabetes, particularly diabetes Type Il. The

compounds of the present invention can further be combined with PPAR

15 (alpha, gamma, delta) agonists, DHEA (dehydroepiandrosterone),

DPPIV inhibitors, - insulin and/or lipase inhibitors, particularly orlistat.
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-5- Unless otherwise indicated, the following definitions are set forth to
illustrate and define the meaning and scope of the various terms used to
describe the invention herein. In this specification the term "lower" is used
to mean a group consisting of one to seven, preferably of one to four
carbon atom(s). 5 The term "halogen" refefs-to fluorine, chlorine, bromine
and IOd{léfg with fluorine, chlorlne and bromine being preferred. The term

walkyl", AIBFE P ESTBH G WithioHsereg subsifetersrtoe Brahchétharate and

stesfER B anariog ovd snpsatitated aliphatic-hydeacarbenadicaligl QR n herein,
to twenty carbon atoms, preferably one to sixteen carbon atoms, more

preferablyongtafescarbentdatome: LRWeLalk Y, 4o g%%@cﬁ) degserbed - e 1
bamhaﬁ@f@r&,%@%r@g alkyl gi%&sa{ghea SEerm "lower-alley-I" , alone r'in

combination with other groups, refers to a’ branched or stralght chain

monov%gptteﬁl}}(yhﬁglg]?ll%ffo ta.seven ¢ bon atoms, preferably one to
fo carbon Cf.éoms is terr%r‘itc%ur S&r Sxempii B‘gf@ﬁ&ﬁ?ﬁdﬂ%&eé@& fluorine,

iR, AP\ A RS BIGHSAT Gbutyl, s-butyl, t-butyl and the like.
Lower kal 15 grou s can optionally be substituted, e.g. by OH, CN,
halogeﬁ y 2o e ﬂ%éambwltlchmmtﬁm&egkt@werfaﬂ&ylto a branched or

gm@ummﬁmmm@mw&mmm@ﬂm&w@a@ﬁE%&QCL@W@M'MW

gravpswhich are mono, S ute W|th fluorin Ieso
|l.‘19:[ Oi\%%; %r 9 Q. ’EE%&@X &Q%EC!%IF% I'E% éﬁée(%-rl Vone to ten carbon

k% roups are, e CFHZf
CF3(CH2)2, (CF3)2C an“?i Epslon sieis prcfeyealiey Ereters to
a mon%al nt cqrbocy@g% adijcal of 3to 1.0 carbon atoms, preferably 3 to

owe %BWDC%R}BBN:}Ogy@gp@W gopups, refers to a

6 carbon a oms il
c%%ﬁ@@lorﬁﬁ@%hﬁm@%yhmtsﬁemﬂbrgmpdﬂeﬁls heeel Ba%dﬁ &Bms,

?erﬁl’ﬂﬁ}’t%m Slee eadllcaxys Jﬁ%fefﬁﬂﬁltﬁﬂﬁ erﬁ%ﬁagtegem\%ﬂ% %"3 éﬁradzcals as

r " erers -
Wi@%kﬁe&lﬁww é s ﬁwﬁ%&@ el
afe e: o Cé& EEd: @:ﬁﬁﬂm}@h@@wﬂ@-@er alkoxy, or

(é@@}?@@méﬁdn@rr@me@@@@wgmmm prleRer in
combination, signifies a primary, secondary or tertiary amino group

bonded Vg trecnithogyed awom it tag-566000@FY-BFIBR AW 30are mono- or
catnyingyaaiatidar exeipaleh subsiiyent A9d 8 ISIANRMING JIOUR. - oy
CRAMNGIN R, CH,, CFy(CEL,),, (CRy) )2CH and CF,H-CE,

The term “cycloalkkyl™ refers to 2 monovalent carbocyclic radical of 3 to 10 carhon

atoms, preferably 3 to 6 carbon atoms, such as cyclopropyl, cyclobutyl, cyclopentyl, or
cyclohexyl. |

The term “alkoxy” refers to the group X'-O-, wherein R’ is an alkyl. The term “Jower-
33 L bl s -
alkoxy” refers to the group R’-0-, wherein R’ is a lower-alkyl.

The term “fluoro-lower-alkoxy” refers to the group R”-C-, wherein R” is fluoro-
lower-alkyl. Examples of fluoro- -lower-alkoxy groups are e.g. CFH,-0O, CR,H- 0, CFs-0,
CFsCHz 0 CFg(CHz)z O (GPg)zCH O and CFEH CFT

The ferm "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 cycloalkyi substituent and the tertiary amino group CAITying two
similar or different alkyl or cydo allkyl substituents or the two nitrogen substitutents

together forming a ring, such as, for example, -INH; methylamino, ethylamino,

dimethylamino, diethylamino, methyl-ethylamine, pyrrolidin-1- -yl or piperidino etc.,
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similar or different alkyl or eycloalk-yl substituents or the two nitrogen
substitutents together forming a ring, such as, for example, -NH2,
methylamino, ethylamino, dimethylamino, diethylaniino,
methyl-ethylamino, pyrrolidin-1-yl or piperidino etc., -6 preferably primary
amino, dimethylamino and diethylamino-dhd particularly dimethylamo. in

The fen "alk}%ene" referiégsag%&raight chain or branched divalent

sdturate Ygfilp B e 119 BPEGS B fosey Rarim R RIS Cpreerably

1 EABEERBE atoms, 5 more preferably up to 10 carbon atoms.

Lower-alkylene groups as described below also are preferred alkylene

groups. Thretearm aﬂ@ﬁ@er—*alkfyte ne': refeightechstraighiachaid drhianched ated
diﬁ?ﬁﬁsaﬁu@t@ﬂﬁﬂ@@gﬁ Byeli00arbRncr M LOrd-RIeteAblA 0,0 oms

or . Straight chain allc of lower-alkylene groups

are Opgegé&r%rg?q?ﬁg tt%?rg gaé%ﬁ"?% %?11%‘ %jro %e%%@ﬁﬁﬁ SHOTR Faﬁféé%’l’#éd below also are
pﬁé?‘éﬁ? ﬁgﬁwmp?%eﬁ%f&%w%bﬁé‘ riAlgfioinp? siighicanin or branched
opiiteilys Bersulstiped By drto b preferaplyilite: B, BubsiiIents 6 or 3 to 6 carbon

independenty:selagtadfrom dhe groun censistingaf lowerzalkyl, lower-
alkoxy, halogen, hydroxy, ON, CF3, amino, aminocarbonyl, carboxy, NOZ2,

dioxo-lwiefs;Alligne MNIUNG,E B DRI IO o ens) or naphit grou

lo I%%éalg Isufonyl, mlnpsulg) |, lower- alkylcarbonyl, / P
Ioézer-gl cylcarbonyloRy, owe Egﬁﬁﬁﬁ%ﬁb‘ﬁ’? L IjP,eI%géF%MEér%ymfﬂ%fabiY 1to
fldorBhieR sy chertenibiveicalikbiap eyt @iy, phemloxy Satver-allyl, lover-
méﬂwlydmédgaﬂdhyﬁr@mferﬁedfguhﬁﬁmeﬁk&&i@ﬁﬁ:{i@@%ﬂea’%@?ﬂh B dioxo-lower-
flusrgrdourassaled apd QM Theterm.heteraand fefersdo an atomatic s 0

6 einb%red monoc lic ring or’9 "to 10 membere %lcycﬁé rng wiiich ¢an
OISR T K4 AT B AU Ry e A Por stfghererboayl,
sutteEs i 3k vk iRz o Xy rbkri nitkmyYoimitidyin @By1- oxadiazoiyl

2-Boedepydicibyti:2-axo-pylimiginylpyeazivyt, thiepylidsexazelyhQrazolyl,
oxadiazolyl, imidazolyl., pyrrolyl, pyrazolyl, triazolyl, tetrazolyl, thiazolyl,
iSOtfhiaﬂﬁiykeﬂmi:%eﬁi‘i@éiiﬁzQ&Yérb%r_léplimi\ﬁﬁ@?&)ﬂ’tw%%ﬂgg%é(?%n@‘cycﬁc ring o1 9
refefr roup.is pyridinyl. eterparyl group may have'a |
eI A0 U R
S SRS OP R .0 TG SPE A e amEsbydecpiabisrabiny-imidiny,-
addferpsariny Ekamptesiohisucti pharmacebiicaflyi acceplsblesaliglare.diazolyl,
sattsat competigs ok fopmuylaitholy, tetrazolyl, thiazolyl, isothiazolyl, 1,2,3- |
thiadiazolyl, benzoimidazolyl, indolyl, indazolyl. A preferred heteroaryl group is pyridinyl.
A beteroaryl group may have a substitution pattern as described earlier in connection with
the term “aryl”.

Compounds of formula (I) can form pharmaceutically acceptable acid addition salts.
Examples of such pharmaceutically acceptable: salts are salts of compounds of formula (1)
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. Compounids of formula (1) in which a COOX group is
present can further form salts with bases, Exazmples of such salts are alkaline, earth-alkaline
and ammoniurm selts such as e.g. Na-, K-, Ca~ and Trimethylammaniumsalt. The term

"pharmaceutically acceptable salts” also refers to such salts. Salts obtained by the addition
of an acid are preferred.



o

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 3o acid, maleic acid,
tartaric acid, succinic acid or salicylic am%l - The term "pharmaceutically
accepI,abIe salts" refersto s salts. om ounds ula (0. whic
COOI—f roup ';)":Lpl}rgesef:lf ca#?l?r%ﬁer orm savffgt\(;vﬁh bz}l e%]raéxér)%% esa o?ﬂlg{,1 s
Serceifeaitd HrehalreTe CCRRFPATRERFETREPEIFHGTI AR LAt Rt & 8 8.
Nanskrua: afityFrimeiylaopmoriuhsatnfikkyterhyd pharmageuticaly formula 1
a@ cepiable sallsials H&Eﬁﬁ%&&é&&?ﬁ%&&:‘m altsiehtained v dhergdditionaty
of an acid are pre erred -7- The compounds of formula | can also be
s%‘i%&%‘a X Sé AYilirated. The solvation can be effected in the course of the
manufacturing process or can take place e.g. as a consequence of
hygroscopic properties of an initially anhydrous compound of formula |
(hydration). The term pharmaceutically acceptable salts also includes
physiologically 5 acceptable solvates. -s in detail, the present invention
relates to compounds of formula (I) 2 R\ R3 R4 RL-N vw~Rr N'S 0 Rs R6
O (1) wherein R'is hydrogen, lower-alkyl, aryl, or aryl-lower-alkyl; 5 RZ is
aryl, aryl-lower-alkyl, heteroaryl, heteroaryi-lower-alkyl, cycloallcyl,
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 (r)H, CN, halogen, lower-alkoxy and C(O)NRSR9; R3 is
hydrogen, halogen, lower-alyl, fluoro-lower-allcyl, lower-alkoxy, or
fluoro-lower- 10 alkoxy;

A
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R4 is hydrogen, halogen, lower-alkyl, fluoro-lower-alkyl, lower-alkoxy, or
fluoro-lower- alkoxy; RS is hydrogen, halogen, lower-allcyl,
fluoro-lower-allcyl, lower-aicoxy, or fluoro-lower- alkoxy; 15 R6 is
hydrogen or lower-alkyl; 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,
lowerlalRgRy ArePESERERETRIRE BRIRE apRIS Ry SH%ach other,
are selected from the group consiting; of 20 hydrogen and lower-alkyl;
and pharmaceutically acceptable saltgithereof. The compounds of formula
| can have one or more asymmetric cénters_aad can be present in the
form of optically pure enaptio s enantiomers such as, for
example, racemates, ogtically pure ereiosopfers, mixtures of
diastereoisomers, 25 diasterem ¢ Taceates or mixtures of
diastereoisomeric racemates. he inveption| embtaces all of these forms.
Preferred are the compounds of formfia 1. -8 Preferrecﬁibompounds of
formula (I) as described above are those wherein R" is hydrogen,
lever=all.-yl, aryl, or aryl-lower-alkyl; R2 is aryl, aryl-lower-allcyl,
heteroaryl, heteroaryl-lower-alkyl, cycloalkyl, cycloallcyi- lower-alkyl,
fluoroslower-alieylierdodieraliyl owhighiteweraiKky is optionally 5
substituted with 1 to 3 substituents selected from the group consisting of

h@fﬂlt C@'arlﬁ?&?ﬁeﬁwlfi\#@fyﬁ,ﬂ%%ﬁbﬁ}? ﬁi&%ﬁiﬁéﬁ&&ﬁaﬂ&ﬂy@@@ﬁm, cycio alkyl-
alogen, lower-a oro-lower-a o\ L ower-
koo R R S Rt et AT b A ang, . CBtonaly
lower-SHREHE 18 WilBrofoBRs I aMtosAcHE fSoRy dro Grripraryine of O H CN,
lower-akyk:flLiorestalterpiad, JoaFRIRKoxv,, or fluoro-lower- alkox -, R6 is

hydrogen or lower-alley; R' is aryl, heteroaryl, fluoro-lower-allcyl, or
|oer-alieyd: vghichdowet; adlodr isTpatifnatlylower-allkyl, lower-alkoxy, or lnoro-lower-

alkoxy;

R* s hydrogen, halogen, lower-alkyl, fluoro-lower-alkyl, lower-alkoxy, or luoro-lower-

alkoxy,

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

R®  is hydrogen or lower-alkyl;

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

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

and pharmaceutically acceptabie saits thereof.

The compounds of formula I can have one or more asymmetric centers and can be
present in the form of optically pure enantiomers, mixrures of enantiomers such as, for
exarnple, racemates, optically pure diastereioisomers, mixtures of diastereoisoin ers,
diastereoisomeric racemates or mixtures of diasterecisomeric racemnates. The invention

embraces all of these forms. Preferred are the compounds of formula 1.
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15 substituted with 1 to 3 substituents selected from the group consisting
of OH, CN, halogen and lower-allcoxy; R8 and R9, independently from
each other, are selected from the group consiting of hydrogen and
lower-alkyl; and pharmaceutically acceptable salts thereof. 20 A preferred
embodiment of the present invention relgtes to compounds of formula (1)
as described above, wherein R' is hydrogen or lower-alkyl, preferably
wherdifcRtigt ﬁ%@’é\@sﬂﬁ%’ﬁ%@ﬁé g@@ﬁffe@tﬁéﬁmefﬁﬁe%ﬁmeﬁMW
are the compounds of formula (1), wherein R2 is aryl-lower-alkyl,

HeteroabyKToumas-awg! - Syioatly bowerielieylzifioro-lower- 25 alkyl, or

lower-alkyl, which lower-alkyl is optionally substituted with 1 to 3
Sibstiventsisstected foyh thegrovipconsistindoekOkinG Nydialige Rycloalkyl-
Ioweri@&kexwlé}moﬂ@&@)%mfywbﬂm%B&%%Sa@r%ﬂn@&hﬁlaﬁm
R b SO S bR R

prefer benzyPor Wil %E FWharain %’er?z;ﬁ Coéﬁlsgﬁ‘ﬁ&ﬁé?ﬁ CN,
be suﬁéltﬂ@ﬁ%d%’ﬂﬁ P73 34 QX NEspecially preferred are those

campounds 30 wherein R2 is benzyl 4-fluoro-benzyl, 4-chloro-benzyl,

- iR IERSRzY 0By iR 22 Flinfawnl- Oterrbibrmst dbmpountisasdover-
thosegllvbierein R2 is aryl, particularly phenyl. -10- Also preferred are the
compounds of formula (I), wherein R3 is hydrogen. Further preferred are

thbse icompodsaceardingfo.forralaClwhesrin, Réds BYdragen Aloro-iower-
haloggﬂ@%rtrcularly wherein R4 is hydrogen, fluorine, or chlorine. Another

preferred aspect of the present |nvent|on are compounds of formula (1), 5

Iaerel is hy r rhan artrc Iar rein R5 js hydrogen.
ther'p Fslr gl(a)?rr.?”‘@boun r’nua )as g%ﬁﬁlgdl%‘%% & tHpdgoro-lower-

wher Wrs hydrogen. In a further preferred embodiment of the present
inyention, R" is lower-allcyl or aryl. Particularly preferred are those
c%mpéﬁfﬁﬂjé{)%@ﬁer’“ell@l‘f\ﬁf@l%?\/er alkyl, phenyl or naphthyl, wherein phenyl

can optionally be substituted with 1 to 3 substituents independently 10
RKlected s iretiregrbunconkistinglofllawérvalkylkfl edd dower-altyl] is optionally

lower-atkewy:fuore:- ﬂqwem&%én@@é@c{@a\/ﬁm' kyleng. Dalogen. cyanes o,
phenq&oggg glm 3 4] oxadiazol-2-yl. More preferably, R" is

phenyl substitute Wlth to2subst|tuents selected from the group
1513409: 06 QR T Lo e Al Naioden and OYano:  siting of

bydrogen and lower-allkyl;

and pharmaceutically acceptable salts thereof.

A preferred embodiment of the present invention relates to compounds 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-allyl, heteroaryl-lower-alkyl, cycloalkyi-lower-aliyl, fuoro-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 bemzyl or pyridinylmethyl, wherein benzyl can
optionally be substituted with 1 or 2 halogen. Especially preferred are those compounds
wherein R? is benzyl, 4-flucro-benzyl, 4-chioro-benzyl, 3,4-diflnoro-benzyl, or pyridin-2-
yimethyl. Other preferred compounds are those, wherein R? is aryl, particularly phenyl.
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particularly 3-chloro-2-methyl-pheny'i, 2,3-dichloro-phenyl,
3-chloro-4-fluoro-phenyl, 3 15 trifluorometn)rl-4-fluoro-phenyl,
3-cyano-phenyl, 2,5-difluoro-phenyl, 3-chloro-2-fluoro- phenyl,
5-chloro-2-fluoro-phenyl, or 2-chloro-phenyl. Other preferred compounds
of formula (1) as described above are thidse, wherein R' is

fluoro-|lower %II ﬁy or lower-alicl substltuted with cycloprop égzl especially

those PSR 5385 SRS SO PR HENY I B e s W P rdteTre PeaThpdu Rasther
of femedard ) avesthospseléctechfomg théogrouip (P0whasistRydfydrogen or

Mﬁ%@s%ﬁ%@@%ﬁewﬂyﬁf% Idndazoksy)3-GhlRlg: g methyl-

benzenesulfonamide, N- -(1-

Egﬁ)zlle%goﬁ%o ﬁamé%y %ro L Hct Igfdc%%oLeSSe\{lg J.%v%pzlz%g a4r<—:f lc‘ij(%l%omds of formuda (1),

N”&EBér?zyF-éYéi%g@%ﬂ%@H ERitgaEol s s niiiohodetep-Denzenef red

UHQRARIER; of formula {1) as defined above are those wherein Rf is hydrogen.
N-(1-Benzyl-3-o0x0-2,3-dihydro-IH-indazol-5-yl)-2,4-dichloro- benzenesulfon

amide;,, Naphtha Eﬁeél&f;%&ﬁ%ﬂ of the resent mvenmon, R’ is lower-alkyl or aryl.
yl-3-0x -dihydro-iH-indazql- ) amid,
AJF%T@%?%P% o MHFBI%PP‘FH&Z @5%% s or naphthy,

b@hz@neghﬁf@hammgga@aﬂy be substituted with 1 to 3 substituents independently
N»e@:c@@@@ﬂl %E@é?o%@cgm&ﬁ% '&h&@ézﬂcé S %%RU&XXHQ?%%E‘F :Siﬂgg%yaﬂuom-

|de Ben - -oxo hydro 1H- -in dazol-5-y
owe& i o 0,_%1 0 Dhenow and 5-methyl-[1,3,4]-
N}(&ciaeﬂz%@ MC(J%ZQ&@;M?UN@M I-rli-]mdazbsleﬁ-sjd}uted with 1 to 2 substituents selected

ZrfluaromethylRenze %@W ofd-AdiR .
3 ~0X0- 3 dlh o-1H- md%%ﬁ?‘ yI) 4 dfﬁ%’oro bglralgc %lélgllﬁf’gﬁgr%i ﬁm%%

NELBRLY 3 5o %.%&a%@sﬂ;p&%p%oa@qﬁe%gemaenﬂ 5
e oin 23l Bilydro-pbazo] B4jdioxitextAs ulfodifaeid-phenyl, 3-chloro-2-fuoro-

(%T%?F%Léﬂ% -2.Badidydrei U?da&ﬁbré_%ﬁeﬂ 'Céﬂher preferred ¢

ommpounds of
be ze,f%l%e,ﬁgﬁ@gg %*I"I\)//g argﬁ I‘Ll;tlolsg,d v%ﬁgl!em 145 ﬁgggoigwserdgl{]qd ﬁl}iower ~alkyi

N sBaredyivBioxolorBagitlychodidiintazowh eyBisd Ko HtorpBiribrasethyl-

benzenesulfonamide, N-(I-Benzyl-3-0xo0-2,

3-dihy@rariidndazalityl diiporerd-tiftueramethyk-hrpzepnsuiongmide o onp
consisting of;
N-(1-Benzyl-3-0x0-2,3-dihydro- 1H-indazol-5-y1)-3-chloro-2-methyl-
benzenesulfonamide,
N-(1-Benzyl-3-0x0-2,3-dihydro-1-indazol-5-y1)-3-chloro-4-fluoro-
benzenesulfonarnide,
N-{1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5-v1}-3 ~triffuoromethyi-benzenesulfonamide,
N-(1-Benzyl-3-o0x0-2,3-dihydro-1H-indazol-5-y1}-2,4-dichloro-benzenesulfonamide,
Naphthalene-2-sulfonic acid (1-benzyl-3-ox0-2,3~dihydro-1H-indazol-5-v1)-amide,
N-(1-Benzyl-3-o0x0-2,3-dihydro-1H-indazol-5-y1}-3-chloro-4-methyl-
benzenesulfonamide,
N-(1-Benzyl-3-ox0-2,3~dihydro-1H-indazol-5-y1)-4-methoxy-benzenesulfonamide,
N-(1-Benzyl-3-0x0-2,3-dihiydro-1H-indazol-5-y1)-2,4-dichloro-6-methyl-
benzenesulfonamide,
N-(1-Benzyl-3-0x0-2,3-dihydro- I1H-indazol-5-y1)-2- triffuoromethyl-benzenesulfonamide,
N-(1-Benzyi-3-0%0-2,3-dibydro-1H-indazol-5-v1)-2,4-difluoro-benzenesulfonamide,
N-{1-Benzyl-3-ox0-2,3-dibydro-1H-indazol-3-y1)-4-propyl-benzenesulfonamide,
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N-(I-Benzyl-3-ox0-2,3-dihydro-IH-indazol-5-yl)-2-chloro-5-trifluoromethyl-
10 benzenesulfonamide,
N-(1-Benzyl-3-ox0-2,3-dihydro-IH-indazol-5-yl)-3-phenoxy-benzenesulfon
amide,
N-(I-Benzyl-3-ox0-2,3-dihydro-IH-indazo-5-yl)-3-(5-methyl-[i,3,4joxadiazol
-2 -yl)- benzenesulfonamide,

CHRS )L et I ipar 6 fmdiasois iy ahibrodberz diesulioianmidazol

dq;l Ibnide,

(I -3-9%0-2,3- dl dr_o dazal-5-yl)-3-methoxy: be nesulfona
rﬁ—léile%%Nggz>ﬂ §e3r%(zy‘l- -oxg o3 c}illl';lll? Fo- %IH 51déz ?/17 ??ddliﬂﬁ )methoxg

berrarediaremiffide, N-(1-Benzyl-3-ox0-2,3-dihydro-1H-indazol-5-yl)

8:5risdirilgosemefhyinbenzenesilfenamide 20 1Rroraper2ssulfenic.acid
(ﬁe %\Qlf% 0XOr (%53 dihydro-IH-indazol-5-)rl)-amide,

-(1-Benz (-3-ox0- -2,3-dihydro-IH-indazol-5-yl)-3-chloro-2-N-dimethyl-
% Y ERBE IRy REM o GO M- iasiesio) 278 i ety 3-trifluoromethyl-
blelyhadantfeﬁayﬁc&-tnﬂuoromethyl benzenesulfonamlde 25

35 3 d|h azo benzen sulfo
Eamlde g I\%éo-?g? f orﬁ(%az pr&b&l F{Jl%?ﬁ’ 5y|)
Mmmﬁzamema B¥'B:£§rcﬁz§0hﬁpbﬁﬁ@<§hﬂ'ﬁ)33dﬂ?ﬁéﬁEﬁ{vjttﬁ@gl?%gifén)@nde,

enz nam
g\ Ch%%gaﬂ . % ng éh g%ollp s nyI%?éza?ﬁyd%?ﬂlﬂfr{daz%E@%fﬁml'z'yl) -
@éﬂ%’%’ﬁ@%fﬂ de, 4-Chlorc-2,5-dimethyl-N- (3-oxo- |
k[er&imﬂ-%»3)56&Wdr@@&&dmﬁﬁﬂb%@&%%@%ﬁ@ﬂ%ﬁ%ﬁ@@'
'N@h?%%ﬂi f% §Xg Iéy'dr I_c!ﬁmq%lz cété/o? 3 Bfl OrO[Eg %IEDEgHSSUlfOD,adeE,

enzenesul namid
N TS5 SXSX%Sz%haﬁwdlrﬁpﬂdﬁrm&?oYl% Ihlidarfrmetmethyl-
berzenasififonaiide, -12-

%\TQNQ&QEM: glﬁ&?@@&'gyc!ﬁ%r%c(})—- éh;(ql’g V'il) Q%ab Ics)l t?lf%.t)orometﬁyy -
benzenesulfonamide,

Propane-2-sulfonic acid (1-benzyl-3-ox0-2,3-dihydro-1H-indazol-5-y1)-amide,
N-(1-Benzyl-3~oxo-2,3-dibydro-1H-indazol-5-y1)-3-chloro-2-N-dimethyl-
benzenesulfonamide,

N-(3-Oxo-1-propyl-2,3-dihydro- 1H-indazol-5-y1)-3-trifluoromethyl-
benzenesulfonamide,
2,3-Dichloro-N-(3-ox0-1-propyl-2,3-dibydro-1H-indazol-5-y1}-benzenesulfonamide,
5-Chloro-4-fluoro-N-{3-oxo-1-propyl-2,3-dihydro- 1H-indazol-5-y1)-
benzenesulfonamide,
3-Chloro-2-methyl-N-(3-oxo-1-phenethyl-2,3-dihydro-1H-indazol-5-y1)-
benzenesulfonamide,

3-Chioro-4-methyl-N-(3-oxo-1-phenethyl-2,3-dihydro- 1H-indazol-5-vi)-
benzenesulfonamide,

4-Chloro-2,5-dimethyl-N-(3-o0x0- 1-phenethyi-2,3-dikydro- 1H-indazol-5-yi)-
benzenesulfonamide,

N~(3-Oxo-1-phenethyl-2,3-dibydro-1H-indazol -5-v1) -3-trifluoromethyl-
benzenesulfonamide,

N-(1-Isobutyl-3-ox0-2,3-dihydro-1H-indazol-5-y1) -3-trifluoromethyi-

benzenesulfonarmide,
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35

b enzenesulfonamid.e,
3-Chloro-N-(1-isobutyl-3-ox0-2,3-dihydro-1H-indazoi-5-yl) -2-methyl-
benzenesuifonamide, 5
3-Cyano-(1-isobutyl-3-oxo0-2,3-dihydro-indazol-5-yl)-benzenesulfonamide,
3-Difluoromethoxy- (1 isobutyl-3-0xo0-2,3dihydro-indazol-5-yl)-benzenesulf
onamide, 4-Cyano-(1-isobutyl-3-oxo-2,3- d|h¥dro indazol- 5- X)l
%gﬁ%@ﬁégtmoqqglpﬁm 3-gxo-2,3-dihvdro- 1H-indazol-5-y1)-4-methy

%eﬁh&@é@uﬁﬂo&zﬁaautyl -3-0x0-2,3-dihydro-IH-indazol-5-yl)-3-trifluoromethyl-

neul{ ){jﬁo“ dibydro-1H-indazol-5-y1)-2-methyl-
3@% e 3131@’6{ R e T indasol-e71)-
bepzasEsitfsTttide

r/t-ﬁAQtﬂgms&blﬁ?lbuM& DxahR;Raiid deoeiridal elnad)Sutfeth#ibenzene
_S%_fgogamldemho,%esu onatr% %tt}ééki*zg%ﬁh%éb‘i%ﬁ%&-%tﬁﬂ@@ﬁ%@gﬁ)oamde,

enze , L ]

%@ﬁ?@m{éﬁa}dﬁﬂréﬁ%?iﬁ‘féthﬂl%‘i%lﬁ%zaih?/‘d'ﬂ)‘hﬁ%[”%??&ls-‘%-f)?ﬂ)‘q?@ﬁaethyl

@m@&lﬁﬁe@uﬁ@ﬁﬁmid@om 2,3-dihydro-1H-indazol-5-v1)-3-triflucromethyl-
Ioroug% cxcogropylmethyl -3-0x0-2,3-dihydro-indazol-5-71) -4-fluoro-

EHZEIIES
enzenesu onannde

(3= @%ﬁbﬁoﬁ%’ﬁ%ﬁ%i}-ﬁs@@?&tﬁ 3- gy SRS B HAMIOF S - trifluorom
ethyl-henzenesidéonamide, 20

%flbomd‘%lémc(xd‘z&ﬂax'msﬁal/£,§ -gKQ A difydre-indazglSayhenzen esubmide,

ﬁ&bﬁ@mcﬁoiér@%éﬂwﬂr’ew o6y RS ineRs DS YRR pemide,

benzenesulfenam deyi3:ehioro-g:b-(23miihdnyethyl)-5-v1)-2-methyl-
%oxo -2 Olh%qré) -indazol-5-yl] -2-methyl- benzenesulfonamide, 25

ZEe

oro et loxy-ethyl)-3-ox0-2,3-dihydro- mdazol 5 yI] -3-trifluorome
tﬁ’yp]ﬁ@ﬁz@né‘gﬂ gthgléfﬂgpolzﬁﬁ@g%orm az0l-5-yl)-4~fluorc-

1&&&@&@%&‘@&&&) -3-0x0-2,3-dihydro-indazol-5-yl] -
o3 drc-1 t £ o-3-trifluoromethyi-
i _OXVC o%r%%ﬁ%mtg{? o%oDiC_J;'cBE% ik atenmgtac oxy- Wyl o 3-trifi thyl

ro-indazol- 5 methyl- 30 benzenesulfonamlde

3CPABHETS. -ﬁi@fﬁgﬂm

[3raXQoke(2]2:2=toifttmninettiyl)2 Sedibyaitrieintdmol-5-yl)-benzenesulionamide,

bEﬂgﬁri]c%&]gqﬂq@@gpropyhnethyl—3—oxou2,3-dﬂmydrodndazo}-5uyl)~5wmethy1-
benzenesulfonamide,
3-Chloro-[1-(2-methoxy-ethyl}-3-oxo0-2,3-dihydro-indazol-3-y1]-2-methyl-
benzenesulfonamide,
4-Fluoro-[1-(2-methoxy-ethyl)-3-oxe-2,3-dihydro-indazol-5-y1] -3-trifluoromethyl-
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)-3-0x0-2,3-dihydro-indazol- 5-yl}-6-methyl-
benzenesulfonamide,
3-Chloro-2-methyl-N-{3-ox0-1-(2,2,2-triflnoro-ethyl)-2,3-dihydro- 1H-indazol-5-yl!-
benzenesulfonamide,
4-Fluoro-{3-oxe-1-(2,2,2-triflucro-ethyl)-2,3-dihydro-indazol- 5-yl] - 3-triflucromethyl-
benzenesulfonamide,
4-Fiuoro-N-~(3-0x0-1-pyridin-2-yimethyl-2,3-dihydro-1H-indazol-5-y1)-3-
trifluoromethyi-benzenesulfonamide,

2,4-Dichloro-6-methyl-N-(3-0xo-1-pyridin-2-vimethyl-2,3-dihydro-1H-indazol-3-y1)-
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4-Fluoro-[3-0x0-1.-(2,2,2-trifluoro-ethyl)-2,3-dihydro-indazol-5-yl]-3-trifluor
omethyl- benzenesulfonamide, 35
4-Fluoro-N-(3-oxo-1-pyridin-2-ylmethyl-2,3-dihydro-1H-indazol-5-yl)-3-
trifluoromethyl-benzenesulfonamide, 2,4-Dichloro-6-methyl-N- (3-o0xo- |
-pyridin-2-ylmethyl-2,3-dih)rdro-1H-indazd-5-yl) -13- benzenesulfonamide,
3-Chloro- 2-methyl-N- (3- oxo- I-pyridin-2-ylmethyl- 2,3 -dihydro-1 H-in
d%%‘%ﬂglﬁfw@‘ﬁéﬁ &nesulfonamide,
43Fd:h|kam -DHefRshyrhioxy=3-methid:propih «Boxo2 Bidilydroilndndazokb
Eegﬂﬁ‘d %E?J%hyl benzenesulfonamide,

- -Ben 0ro-3-0xo0-2,3-dihydro-1H- mdazol 5-yl)-3-chloro-4-fluoro-
bér%’é?]‘é}slﬁfbhéﬂﬁdémw@ methy‘i propyl)-3-oxo-2,3-dihydro-1H-indazol-5-y1]-3-

Ne(i:BenzytitichiarendsaXond:3:eihydro-1H-indazol-5-yl)-4-fluoro-3-trifluor

0 l- benzenesulf nam

Nﬂﬁ%ﬁﬁ s %%)rr%% O%XO%%&%Q Kd?rg%lﬁn%a&gizgl Ep-yfi) éﬂ cﬁ?oro@ﬁ-methyl
ﬁ%]i%ﬁ’%ﬁ’éﬁﬁlde N-(1-Benzyl-6-cbloro-3-oxo-2,3-dihydro-

IHHI-md&ﬁbfﬁ -2 Fedichiar e, behzane SUfenamitie, yl) -4- fluoro-3-trifiucromethyl-

N@}ﬁg&@%g I(}Pg%’ro-s-oxo-z,3-dihydro-lH-indazol-5-y|)-3-cyano-benzen

esulfonami
N1 BRFi-6-ERieio- 3850 2 sdthmdrrd Heraakat s sy leroromethyl-
béa:zﬁtmeauﬁﬁmaﬂ&ée N-( 1-Benz)I-6-chloro-3-ox0-2,3- dihydro-

Y B e ethox

Benzyl-6- ch 0ro-3-oxo-2,3 ro-1H- |ndGazoI
Y- me%%%rﬁﬁqam de,

NN1-Bbazyl-6-chloro-3-axo2334hhyetraHidd azioh-5y))-2vtiflubeamethyiona mide,

benzenesMionamide.s oxo-2.3- 13- ]
N- (1% Benﬂ?l% chloro-3 %);% dhpidrd?onileicri\a é%OSI }éfyﬁ-g—}%ﬁﬁ%oromethox

y- féridfnide, 25
NN1‘BBezyi-6-chloro-3-oxe-23ddiny e o Hritazolaiyh-Abdifuetdnoromethyl-

benzenesulfonamide,

N-(1-Benzyl-6-chloro-3-oxe-2,3-dihydro-1H-indazol-5-y1)-3-difluoromethoxy-
benzenesulfonamide,

N-(1-Benzyl-6~chicro-3-0x0-2,3-dihydro- 1H-indazel-5-y1)-2- trifluoromethyl-
benzenesulionamide,
N-(1-Bengzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-y1}-3-trifluoromethoxy-
benzenesulfonamide,

N-{1-Benzyl-6-chloro-3-0x0-2,3-dihydro- 1H-indazol-5-v1)-2,5-diflucro-
benzenesulfonamide,

N-{1-Benzyl-6-chiore-3-ox0-2,3-dihydro- 1H-indazol-5-y1)-2,4-dichloro-
benzenesuifonamide,
N-(1-Benzyl-6-chloro-3-0x0~2,3~-dihydro-1H-indazol-5-v1)-3-chloro-2-fluoro-
benzenesulfonamide,
N-{1-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-y1)-3-triflucromethyl-
benzenesulfonamide,
N-(1-Benzyl-6-~chloro-3-ox0-2,3-dihydro-1H-indazol-5-v1)-5-chioro-2-fluoro-
benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-0x0-2,3-dihydro-1H-indazol-5-y1)-2-chloro-
benzenesulfonamide,

(1-Benzyl-4~chioro-3-ox0-2,3-dihydro-indazol-5-yi}-3-chloro-2-methyl-
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benzenesulfonarnide,
N-(1-Benz)Il-6-chloro-3-ox0-2,3-dihydro-1H-indazol-5-yl)-2,4-dichloro-
benzenesulfonamide,
N-(i-Benzyl-6-chloro-3-o0xo0-2,3-dihydro-1H-indazol-5-yl)-3-chloro-2-fluoro-

30 benzenesulfonamide, N- - 14 -
(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-yl) -3-trifluoromethyl-
beriEResUfsHanmide,

N 1BR ez G-aere-8-9x0 72 Jtivd 0 T Haingaralayl i5ePlarei 2 oro.dy-
-Qenzene Tllfonaryide, 35

N- f—zﬁréﬁszy E)él-a%:rﬁfo(rab-:%-oxo-Z,3-dihydro-lfl-indazol-5-y1)-2-ch|oro-

b %@E@@@ﬁoﬁ&\qm@:m—z,&dihydro—iﬂ—mdazol—S-y1}~2,3~dich10ro-
ebayt4rehitre3nax0-2,3-dihydro-indazol-5-yl)-3-chl oro -2 -m ethyl -14-
ben sul ide, NT-(;,-B .. . ,

egﬂz‘éfgﬁ% ‘;‘205} “O%0-2,3% iﬁyg%?i’éﬁ?ﬁé%?a%?y "ﬁiy%g)?%-{g-:ﬁ%ﬂﬂ%romethy
|-YreAgeriediuremiftide,

NN BeezyhGiugre-3-0xe-2 Sdildeoi trlindazalk 5y 23:4ichlares 5.
benzencaulionamide. . . .

N- f—zéenzy -él-%fll}ord-3-oxo-2,3-d|h)rdro-IH-|ndazol-5-yl)-2,4-d|chIoro-

b gbmbﬁg}ﬁm@ﬁ—oxo&&dﬂlydr&lH—indazoI—S—yl)v~5~chloro-2—ﬂuoro—
Neéh-Bebaytferiluerg-3-0xo-2,3-dihydro-1H-indazol-5-yl)-3-chloro-2-fluoro-
b sulf ide, .10 - . ~ X .

N (L Boasil e fiore 3083 s rsars e ndsskray Eahsrsachisis.
béRzEHEsHifBRaRie,

Na(icBRnzy N6t fluarandexpeR:3rdiydioz| Hdndazel13:yh-8rtkflugromethoxy

b Q{z}e&gﬁgydléggamige, 3-Ch|oro_—N- [ _
1-(4-fluoro- enazlyr/jf)ﬁ-oxo-z,f%-dlhydro-l H-indazol-5-yl] - 15
bénZehexigmerianite) -5t iftdspmbeRaRv-hofo-2,3-dihydro-1H-indazol-5-y1]-
1#é-fuera-benzyl)id-oxo-2,3-dihydro-4H-indazol-5-yi] -
o bonoD BS e Ay P ST By BByt
benzenesulfonamide,
2,3-Dihydro-benzol1,4]dioxine-6-sulfonic acid [1-{4-fluoro-benzyl)-3-0x0-2,3-dihydro-
1H-indazol-5-yl}-amide, ,
2,4-Dichloro-N-[1-{4-fluoro-benzyl)-3~ox0-2,3-dihydro-1H-indazol-5-y1] -6-methyl-
benzenesulfonamide,
5-Chloro-2,4-difluoro-N-{1-{4-fluoro-benzyl)-3-0x0-2,3-dihydro- 1 H-indazol- 5-¥1}-
benzenesulfonamide, ‘
4-Chloro-2,5-difluoro-N-{1-{4-fluoro-benzyl}-3-0x0-2,3-dihydro-1H-indazol-3-v11-
benzenesulfonamide,
3-Chloro--[1-(4-fluoro-benzyl)-3-ox0-2,3-dihydro-indazol- 5-y1}-2-methyl-
benzenesulfonamide,
3-Cyano-[1-{4-fluoro-benzyl)-3-0x0-2,3-dihydro-indazol-5-y1]-benzenesulfonamide,
Naphthalene-1-sulfonic acid [1-(4-fiuoro-benzyl)-3-oxo-2,3-dilydro-1H-indazol-5-y1)-
amide,
3-Chloro-4-fluoro-N-{1-(4-fluoro-benzyl}-3-oxo-2,3-dihydro- 1H-indazol-5-y1] .
benzenesulfonamide,
3-Chloro-{1-(34~difluoro-benzyl}-3-0x0-2,3~dihydro-indazol- 5-y1] - 2-methyl-
benzenesulfonamide,

3-Chloro-[1-(3,4-difftuoro-benzyl)-3-0x0-2,3-dihydro-indazol-5-y1]-4-flucro-
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benzenesulfonamide, 20 2,3-Dihydro-benzo[1,4]dioxine-6-sulfonic acid
[1-(4-fluoro-benzyl)-3-0x0-2,3-dihydro- 1H-indazol-5-yl] -am de,
2,4-Dichloro-N- [ 1-(4-fluoro-benzyl) -3-oxo-2,3-dihydro- IH-indazol-5-yl]
-6-methyl- benzenesulfonamide, 5-Chloro-2,4-difluoro-N- [
1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro- IHtigdazol-5-yl'- 25
benzenesulfonamide, 4-Chloro-2,5-difluoro-N- [ 1-(4-$uoro-b
eneybngseio28udihydro- IH-indazol-5-yl] - benzenesulfonamide,

3 ChIorerml ddsiorathanayl)3:0x052-3-dibndre-indazok oyl -2 etk m ethy-

enzenesuylfonamide, 30
CYARGTHR A -benzyl)-3-oxo-2,3-dihydro-indazol-5-yl]-benzenesuifo
riafeide o Napithalehertstifionyig-deido-2,3-dihydro-indazol-5-y1] -benzenesulfonamide,

(r (s Tusrabenzybs3s @:&éﬂ,@lﬂﬁg}aﬁdiﬂwcﬁls%agba&%&&%mmem :
}-C Ioro%fluoro,— - f-(4-f|uoro-benzyl)-3-oxo-2,3- ihydro- IH-mdazjéY-

e Shamide, 85 3-Chloro-[
123 Ridithrora-béhydiB:onot2Bdikydra-ifdadtlyBryplibRumiethyl- b methyl-
enzepesuienamide, 3-Chloro-|

- -di - -3- - -di - B_v'11 -4- -
plasmlinac Rl kU R R e b
1b€3,ﬂt413$ﬂiﬁ9mabédz,yl)-3-oxo-2,3-dihydro-ind_azol-5-yIJ
-4-Aluoras3:ftuoromethyl-benzenesilfonamide, 3:GHI0R; M1 2 duoro-
(3,4-d|f|uo[g-benz,yclllg-3-oxo-2,3-d| ydro-indazol-5-yl] -benzenesulfonamide,

SDEHZEIIESU Qriairn

[2-AS 4" Bt oro-behzy)<Sloses 2Swihytrocind gz dlEyddd-3etiifiubEertiethoxy-
benzenespifonamde, 2,4-DicMoro- [ 1-(3,4-difluoro-benzyl)
ORI |1 A NORE BB 33565 SRHG S RRAo S 41 - 10
bemzenexiforamitie, _
45 Dichioros11(3s4: difiuore-hepzyh)-3-0xp 2:3adipydro:indazel-ayd-2dar
oﬁenzenesulfonamde,
3-Chloro-N-[1-(2,4-difluoro-benzyl)-3-0x0-2,3~dihydro-1H-indazol-5-y1]-4-fluore-
berzenesulfonamide,
N-{1-{2,4-Diffluoro-benzyl)-3-0x0-2,3-dihydro-1H-indazol-5-yl]-4-fluoro-3-
trifluoromethyl-benzenesulfonamide,
3-Chlore-N-[1-(2,4-difluoro-benzyl)-3-0x0-2,3-dihydro-1 H-indazol-5-y11-2-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-ox0-2,3-dihydro- 1H-indazol-5-y1]-2-methyl-
benzenesulfonamide,
2,3-Dichloro-N-{1-(4-chloro-benzyl)-3-o0x0-2,3-dihydro- 1H-indazol-5-y1]-
benzenesulfonamide,
Naphthelene-1-sulfonic acid [1-(4-chlore-benzyl)-3-0x0-2,3 -dihydro-1H-~indazol-5-71] -
amide,
3-Chioro-IN-[1-(2-chloro-4-fluoro-benzyl)-3-ox0-2,3-dihydro-1 H-indazol-5-y1]-2-
methyl-benzenesulfonamide,
Naphthalene-1-sulfonic acid {1-(2-chioro-4-fluore-benzyl)-3-ox0-2,3-dihydro- 1H-
indazol-5~vl}-amide,

2,3-Dichlore-N-[1-(2-chloro-4-fluore-benzyl)-3-ox0-2,3-dihydra- 1H-indazol-5-y1]-



benzenesulfonamide, 2,4,5-Trichloro-[
1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl]-
benzenesulfonamide, 15
2,3-Dichloro-[1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indazoi-5-yl]-
benzenesulfonamide, 2,4-Dichloro- [ - 16 -
1-(3,4-(Efluoro-benzyl)-3-oxo0-2,3-dihydro-indazol-5-yl, -6-methyl-
besazersslifomaafde, 3-Chloro-N- [ 1- (2,4-difluoro-benzyl)

-BrgX 02 Sntbihydravbit-indazelSrdk A-flucneydd benzenssulforamides N- 1

ﬁ%&%@éﬁﬁ;ﬁgg&@ﬁpé&%&dihydro-lH-indazoI-5-yI] -4-fluoro-3-
triffluoromet ;’/T enzenesuﬁonamlde,

ACHIrPoRelprocd - AusirudrenBeny yE8-oxo-dilsdinytiolndazol-5-yi]-3-
5 Hiifdeaeibhyh2bmethsienzengsylfonamide, 25

A ds(¢ '.%}'%3"01 enz Iﬁ-_ -0X0 i?;:dih_?r _-%irﬁga_ -5-ylJ-4-flugra;3-trifluo
E)Q[ryzfeltﬁ%i:- %rr?z%nﬁéusa o%ﬁgrrlnzﬁe?f&z df%- & R ik
1o beRzy 3B Re A andiRldr0- 1H-indazol-5-yl]-2-methyl-
bemzesesulfonamide 2 SHBicHHasQoN:3- dinydro-1H-indazol-5-y1]-2-methyl-
16g4-chlor(%-beagrz&/&-3-oxo-2,3-dihydro-|H-indazol-5-yl| - 30

TIZCI €SO . .
benzenesuﬁ?onarnlde, Naphthalene-I-sulfonic acid

10 [Nedlcldropeerayiih-txese:3-AiRpaidratitingeesnb y1d)-Arfiers o-3-wifluoromethyl-
StehatesiNffnamide,
1-(2-ghloro-4-fluorosbenzyl)-3-0x0:2.3-dihydre-4H-indazol-5-ylL. -2+ .
o e B N oA LT g o -t
[hRienfsrEoBRso-benzyl)-3-0x0-2,3-dihydro-IH- indazol-5 -yl] -amide,

2 BeDiehioroN-{1-(Z-eblanofiuere-benayly3roxa-RisddiaydrorLk-indazoi-

15 5@” -16-88§nzen%sulfonamide, N- [

e

Ehioro-4- u%rd-benzyl)-S-oxo-Z,3-dihydro- IH-indazol-5-yi]
-A¥llforaisrerithiorareathylssénzenesnfobatiive oL -indazol-5-y1]-4-fluoro-3-
|- fliblorasdrfluararbeazyipRmxde.2,3-dihydro-1H-indazol-5-yl] -3-

5-Chloro-N-{6-chloro- 1~ (2-chloro-benzyl}-3-0x0-2,3-dihydro-1H-indazol-5-y1]-2-
fluoro-benzenesutfonamide, '

20 2,3-Dichloro-N-{6-chbloro-1-{2-chloro-benzyl)-3-ox0-2,3-dihydro-1H-indazol- 5-y1}-
benzemesulfonamide, ‘
3-Chloro-N-(¢-chlore-3~oxo-1-pyridin-2-ylmethyl-2,3-dihydro-1H-indazol-5-y1)-2-
methyl-benzenesulfonamaide,
N-{6-Chloro-3-oxo-1-pyridin-2-yimethyl-2,3-dihydro- 1H-indazol-5-y1) -4~ fluoro-3-

25  trifluoromethyl-benzenesuifonamide,
2-[5-(3-Chloro-2-methyl-benzenesulfonylamino)-3-0x0-2,3-dihydro-indazol- 1-vl]-
methyl-acetamide,
2,4-Dichloro-[1-(3,4-difluoro-benzyl)-2-methyl-3-ox0-2,3-dihydro-indazol-5-yi}-6-
methyl-benzenesulfonarmide, and

30  3-Chloro-[1-(3,4-difluoro-benzyl}-2-methyl-3-ox0-2,3-dihydro-indazol-5-y1] -2-methyl-
benzenesulfonamide,

and pharmaceuatically acceptable salts thereof.

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

bhenzenesulfonarmide,
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5 difluoromethoxy-benzenesulfonamide, N-[
1-(2-Chloro-4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-yl]-3-
trifluoromethoxy-b enzenesulfonamide, 3-Chloro-N-[ 1-(2-cyano- ethyl)
-3-0x0-2,3-dihydro-IH-indazol-5-yl]-2-methyl- benzenesulfonamide, 10
N-[1-(2-Cyano-ethyl)-3-0x0-2,3-dihydre-1H-indazol-5-yli-4-fluoro-3-trifluoro
r&g p i- be?%ﬁ?é}blesulfonarnide, 2,4-Dichloro-N- [ 1-(2-cyano-ethyl’

-3-0X0O- -

, LB SRGe2BIBRAT %6 AnethfEsEnz Bhesuifbnamide,
I @htorsaMepirtRicyano-

ety 30x02 Sndiyero:1H-indazelp-Wr4=iore=12) s chloro-2-fluoro-

%enzenes Ifonamide,

TLERIBIO2B %hloro-benzyl)-3-ox0-2,3-dihydro-1H-indazol-5-yl]

-Gl ligrenda thifthbrondfetnd-bénzenesultdhamdiae] 5-GhloraHb{6-chloro- | -

(BeehlaresheNnzyha3-0x0-2,3-dihydro-1E-I-indazol-5-yl] -2- fluoro-b

e z(e sulf i de, 20 - _ o

3 RGN BT e raRBaA S a2 AldingaRsors eirol

Shylizdzenzémestifeham de, 3-Chloro-N-(6-chloro-3-oxo- |

-quqplt@eafw@qm&@é&a&%oaﬁwm@?ﬁkhé-a&ax%-yu-z,s-dicmm-
ethyl-benzenesulfonamide,

nl\%?’%z FEr 4% pyridin-2-ylmethyl-2,3-dihydro-IH-indazol-5-yl)

-Aflueren3yl 26 frifluofomethlyi-déndencstiHoramide, 2> p&ehloro-2-fluoro-

(3Lhioronidsmethyl-benzenesulfonylamino) -3-oxo-2,3-dihydro-indazol-

I-yl] - methyl-acetamide, 2,4-Dichloro- [ |
G e By S B82S BB ..
niethiyhbelzenasidfonamide, and 30

3sCAyone-[-(@4rdifluarosbanayl2-methyl3:0x0: 2, 3-8y s asindazoldsy i ae,
2-metnyl- benzenesulfonamide, and pharmaceutically acceptable salts
tﬁ&%ﬁ@ﬁ%@écéf ?ﬁ%&?@%?éf%%&%ﬁw At "frfép 13”Y§"are
tHesessefeléted:friom the group consisting of: 35
Ns(&rRenayl-chlenns 304 3-Aiydrosl hipdazalh:yl-3chiome-2-methy!
" benzenesulfonamide, '
4-Fluoro~N-{1-(4-fluoro-benzyl)-3-oxo- 2,3-dihydro-1H-indazol-5-y1]-3-trifflucromethyl-
benzenesuifonamide,
3-Chloro~4-finore-N-[1-(4-fluoro-benzyl)-3-0x0-2,3-dihydro- 1H-indazol-5-vl] -
benzenesulfonamide,
3-Chloro-[1-(2,4-difluoro-benzyl}-3-0x0-2,3-dihydro-indazol-5-y1]- 2-methyi-
benzenesulionamide,
N-{1-{4¢-Chloro-benzyl)-3-oxe-2,3-dihydro- 1H-indazol-5-v1] -4-fluoro-3-trifiuoromethyl-
benzenesulfonamide, and '
3-Chloro-2-methyl-N-(3-0x0-1-pyridin- 2-ylmethyl-2,3-dihydro~ 1H-indazol-5-y1)-
benzenesulfonamide,

and pharmaceutically acceptable salts thereof.

Other examples of preferred compounds of formula (1) are those selected from the
group consisting of:
2,3-Dichloro-N-{é-chloro-3-oxo- L-pyriclin-2-yimethyl-2,3-dihydro- 1H-indazol-5-yl)-
benzenesulfonamide,
N-(1-Benzyl-6-fuoro-3-oxo0-2,3-dihydro-1H-indazol-5-v1)-2,4-difluoro-

benzenesulfonamide,
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benzenesulfonamide, -17- N-(1-Benzyl-6-chloro-3-oxo0-2,3-dihydro-
IH-indazol-5-yl)-2,5-difluoro- benzenes-alfonamide,
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-chloro-2-fluoro-
benzenesulfonamide, 5

N-(].-Benzyl-6-chloro-3-oxo-2,3-dihydrol #H-indazol-5-yl)-2-chloro-
benzepesulfonamide, N-(I-Benzyl-6- flﬁ%o -3-0x0-2 3 -dihydro-

T THRSER B - SRR utro S e EhBsiGRamagy - sazenssulionamide,
9-(HBenZAE6 Ftoorb{3-oxo-2 Bxelililydrb i MxindaiZdliban)y@,;3-dichloro- 10

Q%H%&!é?ﬁ%ﬁ?ﬂﬁm@

enzyi-6-fluoro-3-oxo- -2,3-dihvdrq-1H-jndazol-5-yl)-5-chlqro-2-fluorg-
E&% 8§‘L¥ ﬁgﬁﬁa-é 0x0-2,3- §llh}f@.ro 1H~mndazoi-5-y1)- %)cyano benzenesulfonamide,

W{@;szwmo@;ﬁ dikvehayidt Hikinda 2 edssy1)33dehidro-2métlklykol- 5-vi)-amide,

@@%ﬁﬂ?%g@%ﬁm'ﬁﬁh 1-2, 3 d}hydro LH-indazol-5-y1)~benzenesulfonamide,
TY%ano [I-(4-fluoro-benzyl)-3 xo -2,3- hy ro- mdazol 5- yI) -henzenesulfo

S Y RS i 2 AN AZyH2820X 853 Pyt i i g dazol-3-
azpkbEyh, - benzenesulfonamide, 3-Chloro-N- [ | -(4-chloro-benzyl)-3-oxo-

Z3sdinydrQuisindazalrs: M&%I@%ﬁﬁxkobﬁeﬁsnﬁﬂﬁmé%'qe{ 2daz0l-5- -amide,
4- FIuoro N-[1-(4- quoro be yI) 3 pxo hy r -1H-indazol-5-yl]-3-trifluo

rOMBERT? segBias Sl e O NOE - (o TGHLe Ry darol-5-
-8Hoxm:2¢3-dihydro- IH- mdazol 5-yl] - benzenesulfonamide, 3-Chloro- |

143 ¢4-gilyore-banzyly-3:0x9 5 2iD:eifydrozindazol-orylk-grmethyl- 25
ben%ﬂ&ﬁl# fonam de, N-[

23-0x0-2,3-dihydro-1H-indazol-5-yljj
-@ﬂp@m&gﬂﬂﬂmﬂmﬂéthyﬂsdﬁaﬂzbmmmﬁ?ﬁiﬁéﬁam indazol-5-y1)-amide,

SO 2 eI NiA3-0X0al-BYRAID: benzyl) - 3-0x0-2,3 ~dibyéro-1H-indazol-5-y1] -
2-yln ethyl -2,3-dihydro-4H- indazol-5- -yl)- benzenesuifonannde

ami

Propane-Z-sulfonic acid [1-{2-methoxy-ethyl)-3-ox0-2,3-dihydro-1H-indazol-5-yl]-
amide, and
N-(1-Benzyi-3-0x0-2,3-dihydro-1H-indazol-5-y1)-C-cyclopropyl-methanesuifonamide

and pharmaceutically acceptable salts thereof.

Another example of a particularly preferred compoun d of formula (I) is:
N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5-y1}-C-cyclopropyl-methanesulfonamide
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 vive, Physiologically acceptable and metabolically labile
compounds, which are capable of producing the parent cormpounds 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 asbove comprising the reaction of 2 compound of formula (II)



30 and pharmaceutically acceptable salts thereof. Other examples of
preferred compounds of formula (1) are those selected from the group
consisting of.,
2,3-Dichloro-N-(6-chloro-3-oxo-I-p)rridin-2-ylmethyl-2,3-dihydro-1H-indazol
_-5-yl)- benzenesulfonamide, 35 -19 -
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-2,4-difluoro-
benzenesulfonamide, -18- 2,4+jifluoro- N-
(3-oxo-l-phenyl-2,3-dihydro-1H-i i\g
3-Chloro-2-fluoro-N-(3-o0x0 11 ph
benzenesulfonamide, —N
N-(1-Benzyi-6-fluoro-3-oxo-2,3-difiydro -inig?-S-yl)-B-cyan
o-benzenesulfonamide, 5 Propahe-2-suiffonic/
(1-benzyl-6-fluoro-3-oxo-2,3-dihydro-I1H-indaz 5 yI) a‘}mlde
3-Cyano-N-(3-oxo- | -phenyl-2,3-dihydro-IH-indazol-5-yl)-benzenes
uﬁﬁ%éﬁﬁﬁao%}é,ﬁﬁ%ﬂumél&hanesuIfonic acid
(1-benzyl-6-fluoro-3-oxo- 2,3-dihydro 1H indazol-5- yl)-amide,
Propane-2-sulfonic acid

(1-benzyl-6-chloro-3-0xo0-2,3- dlhyd@ H n;ldazol -5-yl)-amide, 10
Propane-2-sulfonic acid Cl (1
[[6-chloro-I-(4-chloro-benzyl)-3-o0x0-2,3-dihydro-IH-indazol-5- yl]-amide,
NrbLrBem? b6 fluere-3-0xe12i3-dihydro-1H-indazol-5-yl)-trifluoro-
methanesulfonamide, Propane-2-sulfonic acid

(1 'SOI@HBH §p9&%sg ézgg@yﬁEﬁeJcﬁ)H?qi%Q} AABNIRAIRE to the person skilled in

pane-2-s E%'onlc acid

% GRS DRSS 206% G2 S pa PR ES 261 Sylirssiigrim o -pyridine
P(dab’a"d@ 2rgutfric aisild THE, ethanol, methylene chloride DMF or DMSO, or in

%ﬁmg%%ie%ylmmo% bydraalHsindazal3:ykl: amidesand o

ehzyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-C-cyclopropyli-methanesu
d%rﬁﬁ%mﬁrﬁﬂﬁg@éﬁﬁ&ﬂﬁtﬁéégﬁi’% gits thereof. Another
example of a particularly preferred compound of formula (1) is:
N-(1-BeHZAAVSIERE - PBbarigties tpichisagars g ‘et dprepyrimatardsyk, when
fenapaide bandpbaynasertichllyasceptable salts thereof.
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It will be appreciated that the compounds of the present invention may be

25 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 compoithds of general formula (1) in vivo

are also within the scope of the present invention. A further aspect of the
brersat @ﬁ\féi’ﬂ?&ﬁli%fﬂkiémﬁ for the preparation of 30 compounds as
defined above comprising the reaction of a compound of formula (1) -19

R3 RR¢RrneciemMeHRBERBAE) chvitirartohipdbnarefdsrinttatinn oA e carried
Gl S Rigfieh i hereindr denRs and @t definedaboves o Shehia @ro6eSs:Céftwn in

heccaisdouknier eaodiiens knowrndp e, ersqe e e At iiion of

&the esence%)fa ase such astrletéamlne

B ARTEPy HAIEC (BNABY T & SO LT il gpbsouents end
m@tﬁy#ewedclﬁl@rrdf@ibmnaﬁwst@nmﬂﬁlemnamz@sd@aeébmm;ﬁmhcemvm above
wiithauithe Adtlitien eba:hage such as trietylamine or DMAP, at room
temperature or at elevated temperatures. 10 The invention further relates
tp;lceéﬂ&@m@&gamwﬁ{zpeaﬁa%s@a awﬁgammmﬁﬂ%%g by éﬂgﬁ opriately

RIqeess.as defingd aboy i2ensral descripton, ‘lﬁthﬁ P Sulfonyl

preparation of comp ouné?é o) ormu al ofmhe presenti nventl n ma b

é‘éeiad’tnl‘ilf‘-%é%f&féﬁt% SHEIHER SRt SpRtHRIR REIRRS. SSThsthissEs artfeamples
inventibncardishownarin—the following scliemes:. ThHelskills regquirgddioe at elevated

GRFRG ks thereachion ARd RUFRICAURRON the presence of a base such as potassium
carbonate, sodium carbonate, sodium hydride, triethyl amine or the like. The sulfonyl
chlorides are either commercially available or known in the literature or available in

analogy to known procedures to those persons skilied in the art

Scheme 1:
H3 0.0 e B3
" Be oS NP Nab, g P AR
- N o TRy N % o DMF Ne -
Ri—N e RI-N AN
NH NR? N NS Ry
2 ridine, 80° ! )
O Rs o 0 gs " O A5 me
K2C03 THF, refiux
lla BB = H o 1

Optionally, compounds of formula la with R§ = H obtained in this way can be further
substituted at the sulfonamide nitrogen by treatinent with a base such as sodium hydride,
cesium carbonate, potassiwmn carbonate or the like in a solvent such as DMF or THE or
similar followed by alkylation of the resulting anion with an alkyl halide such as methy!
iodide, ethyl bromide, benzyl bromide or the like in order to introduce the desired R
substituent. Optionally, Ré can be introduced via alkylation of compound of formula a
by procedures known to those persons siilled in the art.

Appropriately substituted 5-amino-1,2-dihydro-indazol-3-ones of formula Ila are eifher
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-flnorobenzoic acid of formula I1] 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 analegy to procedures described in Heterocycles 1997, 45, 129-36 or [, Med.
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5 the resulting products are known to those persons skilled in the art. The
substituents and indices used in the following description of the
processes have the significance given above unless indicated to the
contrary. In general, compounds of type | are readily accessible by
sulfonylation of appropriately substituteif. -
minQ-|,2-dihydro-ind zoI- -one of formula Ha (R6 with sulfonyl 10
Emdé%r%a 45ariohs) BTG IBD SRS MPORFPtH IoroBis SRARSFRLon of b
théfargf%ﬁ&pltesddﬁr%eh dorditionsafharas Melafcéﬂ%lmn 1Seheihieli-Below
- e.g_ pyridine at elevated temperatures or THF under reflux conditions in
thepresergeappaopase! sudbsidis pdtassiin -carkdonate;- sodionicarko bate:mula 11
sodium, méqw@omgwg fPRe.01 the like sThe &@@y&%&%&%ﬁﬂ%@&bsﬁhe

commerc a{g availa n the literatuge or le in

o 0 e L Rl 1 h o oty
f@@@@%@@m@%ﬁ%g{ R2TRE: RATHS IRFIN-gOephiepPQ @ent in

RIAE RdNwNHZ Ryrigine bONISRE MG R7ZR&adkb:96R6 &2003 dItftions in

r%u‘l&u’aﬁd iﬁ'ﬁd’&ﬁr’egﬂg&ﬂﬁ@/ ﬂgﬂé}gbngg gﬁ’ 5@”@9’358\’&'1} %geff léhem 1991,
g %)QO%} n bef er .substituted at the sulfo mide
rogen

“Fh"%% & BN 8B i Brers & bdé%éﬁﬁ/??‘ﬁ -3-0nes
d%ﬁrf%ﬁ)é@é Ibmﬁs%maéﬂrlb@m%r& e Jike in prepiveshinsuctrgs IDMEwR et al,

Ttk siitar faliowegd Thralkylatior-aktheose sultingisniornwith-arpatiedy

i lik
B T

eﬁ‘t\‘ﬁ% gASiation gf 5t TOrmLHES h5° ‘pﬁ%éé‘&ﬁﬂé%own starting
KFOWHAS @%%@ﬁém@ﬁ@rsﬂxﬁ@auﬁlthé Grdras-apphbpriatkly sobstitgte mmercially

Seailibl:- ;2-dihyoke-indazot-3.anes offpmasiatia ag«ithe mﬂ@mm@ iﬁrdbﬁmes
itsialuie o AR, o 1 338l0s19 JlesalieRIORS 08, R KW,
mate lals accordi scheme 2- e.g. by condensation of the S
a%ﬁ%@ﬁ%l% Yenctionalr 2&%65 fluorobenzoic acid of formula 1| Wlth
drazme hydrate in ethanol and cyclisation under acidic conditions,
f ﬂ%%‘éd—by aicylation with R2-X to afford compounds

. Ra
1.hydrazine ‘ NaDH Pd/O MeOH P2
R4 Eom, refux ‘ or K,CO, R4 © LT
— N \ﬁ/\/
NO, 2.HCl, H0 NO, RZX NG, SnC H"i / NH

refiux

Nai, B1-X, DMF ™ Va Ri=H 1
or R1-X, DMF, 110°C Ly

Scheme 3:
A3 SV oRe g A3
‘ no : Rg
Fo P4 e L R Pd/cagrweow. N AR
Ho I P —— BN — m-Nf
NO, EDCI DMF NG, SPCls HOVH,O NH,
O A5 RT, 24h o] RS o RE

1l NaH, R1-X, DMF or{™ IVa Ri=H H
A1-X, DMF, 1100C %
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30 of formula IVa (R6 = H), an optional allcylation with RI-X (under thermal
or basic conditions in analogy to procedures described in Heterocycles
1997, 45, 129-36 or J. Med. -21- Chem. 1991, 34, 1492-1503) to afford
compounds of formula 1V, and hydrogenation of the nitro group.
(Schindler et al., Arch. Pharm. Pharrn; ied. Chem., 1998, 331,13-21).
Alternatively, appropriately substituted 5-amino

1,2- duﬁydﬁéc 71030 Hs oftsimdlac] foraralpfépaire arwerdingemitiecan be
gﬂé‘tﬁﬁab&dﬂﬁlﬂﬂ@r@s\ﬁ& &@ﬁ@a&ﬁ@ﬁa&.@mmea&@@@emmé RRROpHateld by

nctl nalized. nzoic acid of fo m IaIIIW|th ro riately
nslionalead 2 Juaranerzals se el lomma iyt s cRoreprEld opso)
a‘%éﬁmhs DVHELfGirsivetrpyaeiabptie ﬁsﬁoaﬁ@yfaﬁb?ﬁmmhpydf(@mhmgmmn

enbasi alaeadstlgmmmmam@m @&qedmea&ﬁﬁgﬂb@ﬂomﬁﬁw&ﬁy@ﬂﬁan further
]{)99 Ségf 29 36%1\1 Me(a 14 2-1503 and a reduction

of the n| r](:’)mf)J mlnoffI trg y - mgua%oi)%}lgﬁg "ot formua n- -
v@ﬂtﬁ@@eﬁ a@WOﬁ@@Mﬁ%éWm% be prepared in an alogy to Menon et al,
Combin. Chem. and High-Throughput Screen.2003, 6, 471-480_ The
approptiatekersishstituteck stéwtingamaate nals ohfermulbcHigreigithetomprising a

commsicialy avalable.or are kpown..inthefiteratire o \éﬁ%i@f‘eﬂﬁ@/@ﬁ%‘é}l&\ram

analogy to literature procedures from known starting materials. The

corresp r%?ln substit ted % zmes of fodmul%[% arg ither.commerciall

€ mveniion re QVE fOT lise a8 thera eutic
15 avalll1 e or are known in t ?termt%re or syn esisédin analllogy

REFSEE PrECEH S subra P I 0T CIFENT. SpO88n4D, Iss*élwze@rrﬁﬁt and/or
Ghent: H9Co 188008 A08E- &M&B&O&&oﬂ&'@@ 2£eh@Med with the enzyme 11beta-

004,12 357 Sche R4 |, razine I' R4 NaQH R?
Bt B T A e e e R Sbtances
Rar ke N%@%WW@@PWW@Kf NORSHC s pIda Nprs@’msl@ﬂ@ﬁ@r@

REH2e:QiREH20: WREME Naki-RAX 4BME; BVaiR! = H or R1-X, DMF,
1100 L- 1V 20

The invention further relates to a method for the treatment and/or prophylaxis of
diseases which are caused by disorders associated with the enzyme 11beta-hydroxysteroid
dehydrogenase 1, particularly for the treatment and/or prophylatis of metabolic disorders,
obesity, dyslipidemiae, hypertension and/or diabetes, particularly diabetes type II, which

method comprises administering an effective arnount of a compound as defined above.

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 metabolc disarders, obesity,
dyslipidemiae, hypertension and/or diabetes, particularly ;cype II diabetes.

The invention further relates to the use of compounds as defined above for the
preparation of medicaments for the treatment and prophylavis of diseases which are
caused by disorders associated with the enzyme 11beta-hydroxysteroid dehydrogenase 1,
particularly for the treatment and prophylaxis of metabolic diserders, 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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Scheme 3: R3VR2R R3 R2R3 F, - R4 H2N-NH N R4 Pd/CoMeOH N
R4 r HO -N R1-N NOZ EDCt, DMF R1 ~NO SnCiZ HCIIH20 NH O R5
RT,24h 0 R5 e 0 R5 Il NaH, Ri-X, DMF orf IVa R1 =H Il RI-X , DMF,
110C L__3,..1V -22- As described above, the compounds of formula (I) of
the present invention can be used as#hedicaments for the treatment

and/or prevention of diseases which are caused by disorders associated
with the enzyme IIbeta-hydrox@%@r&@é@%ﬁ?ogenase 1 (11bHSD1).

Examples of such diseases are metabolic disorders, obesity,
TreRufpigemmaEoRyBekerbRuS BedeR diabetes, particularly diabetes type

II. The compounds of this invention can further be used in the prophylaxis
TrandPotreatmbng ohhiglrooulEibeelpiEssurettognitiah,nédzheinée angdfession

veRBHIRERgRNERLoN T he Myentigntherefore alan telales topharmaceytical,
com tl%r%f gﬁg rlsm%qga compound as defined above and a
c

O mate ACEptAbE CArAer AndiBt BEfEVARTANtEHRITEPrtHethe protein
in [ERAo el AfdN10 comipoutds-as7definediabbiveforhuse B Iterdpeliti®ussel,

W?ﬂi\%@aﬁﬂ?%@r}@??}?aﬁ%;g'Elﬂéﬁ?{&gﬁﬁp%%9%&?Vt‘?aﬁ%’@z?&ga%cgg%g%%?g\rashed
reatment an I nton o ISeases wnicn are cause . )

e i T R A R el 1, SN Gt opeision in
PHAsHSDinpartiviederly dsitheripe (RoadétiVess pbitan cesMdaDma treatmdntacl)

wRBQI-Rrementan ofmetabolic disadears obesity dysinidemas, 43, resulting
hola/ﬁ%rtgnsmn gnclj/gr %labetes, par,tlcularrl)@r%?abetes type Il. Th_e mveTtlon
UHREF e KIS S T8 SR IRO A 18t tRETRESErhene HASF préphyiaisiaft cleared by

loyiseersesnitifohetive: dalsen h08isprdérs Bssoniatedmititheiensymeliected by
a lpataryd r%ﬁ&%g&i%:ﬁ@éwgﬁ%@’ﬂﬁ%o%gw‘ﬂ%@mﬁ% Aﬁg@@e{r@rﬂ%@&p ended in

and/or prophyl of metabolic disorders, obesity, dyslipidemiae,. ]
SRR AU 05 BACRALA IALOIEE e MR Bgpeuion s
repretod compHtes ndittinisteimgatheffectiremn Guntiof areompaumnteasp into
stelefineekabove . 3RO emRiment: iR RIRSSLIRYENIoN relates to

the use of compounds as defined above for the therapeutic and/or

chigehylastic freamment.of diseases which-as .

The same construct used for transient expression of human 11beta-HSD1 was also used to
establish cell lines stably expressing the protein. Briefly, (HEK293) cells were transfected
with 11beta~-HSD1 construct using the lipofectamine reagent (Gibco BRL) according to
the manufecturer’s instruction. Two days after transfection, geneticin selection (0.8
mg/ml) was initiated and several stable clones were isolated. One clone was further used

for pharmacological characterization.

Microsome Assay

Microsomes isolated from HEK293 cells transienily expressing human 11beta-HSD1 (for
details see above) were incubated in assay buffer (100 mM NaCl; lﬁM EDTA; 1mM
EGTA; 1mM 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 arnount of Cortisol produced in this assay was
determined wusing a commercially available, EILISA-based Cortisol-detection kit
(Distributed by Assay Design, Inc.). Inhibitors were characterized by there 1050 values,
e.g. the concentration at which the production of cortsol was 50% reduced.



caused by disorders associated with the enzyme llbeta-hydroxysteroid
dehydrogenase 1, particularly for therapeutic and/or prophylactic

treatment of metabolic disorders, obesity, 25 dyslipidemiae, hypertension

and/or diabetes, particularly type Il diabetes. The invention further relates

to the use of compounds as defined abovgtfor the preparation of

medicaments for the treatment and prophylaxis of diseases which are
ca@@éﬁaﬁy’*ﬁi@brders associated with the enzyme | Ibeta-hydroxysteroid
dehydrogenase 1, particularly for the treatment and prophylaxis of
mé&taboticdisdrel eff;colbé sityi3@dyslipidemids, Hypefensionabg/etpressing human

diabetes:particularly ivpe, L diabeins. Rrexentipnand/or HRAMNERL QTR o and
Il diabetes is the greferred m%cfﬁtlon. -Z%E)fotay Procedures Transient
exXprEREIOH AP Pattaf Batificatior Fhé EricbBg e TR of 27°C in a 5%
5 |IbefazH8Dispiatei pastast cloneddnto thve expresdiond vectompeBiNAGom Cortisone to
(Seatageng); thisconstugh(iordetals.see AlsxQoermait gt aks l BIOL® by Assay
Chem.,1999, Vol. 274, Issue 40, 28762-28770) was used to transiently
exPrESRtH protein in HEK293 cells (ATCC number: CRL-1573, described
in Graham, F.L., Smiley, J., Russell, W.C., Nairn, R.; (1977)) using
lipofectdy¢fites ABHaféridhsfEsivonEal SHher cVas Tepr spidetiitihdemeslds of the

PBSvtRhsprbhate tifferagd-fatine)e fokvalumembeelsuspension in PBS
2 volumes of ice-cold lysis buffer (50mM Tris; pH7.5; 1ImM EDTA; 100mM
NaCl) 10 were added ~Eesgeitg weretysed by Pottershomaeemization (26—
strokes). The resulting F%omogenate was sonicated wit a tip sonicater

(10% output; 2 x 30 sec.) and cleared by a low speed c?’ tri{u tion
(10min x 9000g; 4C). The microsomal fraction was collectéd By a high
speed centiifugation (60 min x 110'000q). The resulting pellet was
resuspended in storagFé‘HBﬁ}érz(ZOmM Trig pH 7.5; 1 mM EDTA; 10%
Glycerol) and the centrifugation was 15 repeated. The resulting pellet

containing ghe microsdirabfraction was ag:ain taken up intd.8tbrage buffer -
and aliquot in liquid Ni i i

Wstaple cell lines expressing llbeta-HSD1: The same construct used for
transient expression of human llbeta-HSD1 was also used to establish

cell line$-smaphrexpte Sstghtreaprotdiny BfieflyRE k2o 8ell s Mepeeferred

trapsiestedd 20vatirlibetpndd S consiichising-the JRofesiaming FRRIRMY, values
(Gibgo BRL) according tg the m nufagtu‘rer's instruct\i‘gn.pTwo days after ‘
traR ‘Et}rgﬁf%eqﬁgﬁﬁﬁeé‘g\lﬁg}?gﬁ gpgObtained by using the foregoingtest.
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mg/ml) was initiated and several stable clones were isolated. One clone

was further used for pharmacological characterization. Microsome Assay

25 Microsomes isolated from HEY -293 cells transiently expressing

human llbeta-HSD1 (for details see above) were incubated in assay

buffer (100 mm NaCl; ImM EDTA; 1ImM-EGTA; 1mM MgC1; 250 mM

Sucrosg; 20 mM Tris pH 7.4; Cortisone 50-200nM and NADPH 1mM)

togetherWith RfsTaft ehieaations Btk amrsartely Afepabinmitend esters
incubatioredt=3 7@ dhemssay ayasmstappes by Fleating 080G (5 MiAJANd e
by-agdition.ef.30.the inhipitor. Carhenoxolone (1 uM), The amountof .
Cartisol pr (Euced in this assay was determined using a commerc%ﬂﬁyD

a 8?5*0‘?&% q@ﬁ-%%%@@@&i%?%e}&%@rﬁkﬁ sabigaiuteansy! gsydytions, emulsions
Designptmsidni hibitdis W%renahﬁr‘?ﬁeiﬁﬂfﬁasbysﬁlﬂw@ @5&%@5&%6 ﬁr%fl‘f@m of
c -t tywhich r ion of cortisgl was 50% reduced., -24-
C%eliiwll%?a‘artéIi A@éf&f To meaestlg(raelgthe #e%{agfo ﬁ]ﬁ?&t%?(\s)/\%ﬁ Fr?%%f LB gych as
CAMSBTAMIT eSS SIHEARERGHY iIb8taRITSTITEeR Abevirwere isaltivated in

96 well plates in DMEM. First inhibitors and 60 min. later Cortisone was

added t salR e 6o dRint tivatidreah 8%GtimBy5% & E0salts and esters

atgansphee Rt ofthemadiumnas emoved Ang the conversion frome, ..

Cartisone to_Cortisol was measured using a.com ercially available
A R A R AL DA AL HRECHTIS St gsose corn
migtosopiclaseiy tisther rerelsesitative compuurds et then ventiofoaathele, as
testgosapouRdsrare:shawi-idhe fallowi &.f-Qmpound h

11-beta-HSD 1 IC50 (nM) Example 2 0.007 Example 35 0.101 10
Compoginds.as,described abave have |C50 values below 1000 nM;. .
pé%gerred _com o%?%ls have 1C50 valuie SIt')LgelScivE\i/r ’O%Irﬁfﬁlﬁjéer’e‘ %C”reetl\élg}{rfeodl S Wares,
c

OGRS HIR B HEBH AR BERRPEGIRMEST hese results have been

obtained by using the foregoing test. -25-
Suitable adjuvants for the production of solutions and syrups are, for example,

water, polyols, saccharose, invert sugar, glucose, etc.

Suitable adjuvants for injection solutions are, for example, water, alcohols, polyols

3

glycerol, vegetable oils, etc.

Suitable adjuvants for suppositories are, for example, natural or hardened oils,

waxes, fats, semi-solid or liguid polyols, etc.

Moreover, the pharmaceutical preparations can contain preservatives, sotubilizers,
viscosity~increasing substances, stabilizers, wetfing 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 freatment of
arthritis, cardiovascular diseases, dizbetes, renal fajlure 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,



The compounds of formula | and their pharmaceutically acceptable salts

and esters can be used as medicaments (e.g. in the form of

pharmaceutical preparations). The pharmaceutical preparations can be
administered internally, such as orally (e.g. in the form of tablets, coated
tablets, dragees, hard and soft gelatin capgules, solutions, emulsions 5 or
suspensions), nasally (e.g. in the form of nasal sprays) or rectally (e.g. in
tHafelibotosipipositeriésyilk-bwesear, theadnimistratipp edi-atgpvbe above can be

etfected parentally.: suchwastdnieamiisgularly or intravenously (e.g. in the
form of injection solutions). The compounds of formula | and their

pharmaseytisall.ageenible sals ad selery Sanbe pracessed Wit o,
pharmaceutically inert, inorganic or organic de]uvaﬁts for the =
p n of tablets, coated tablets, dragees and hard gelatin capsules.
Lactose, corn starch or derivatives thereof, talc, stearic acid or its salts
etc. can be used, for example, as such adjuvants for tablets, dragees and
hard gelatin capsules. Suitable adjuvants for soft gelatin capsules, are, for
example, vegetable oils, waxes, fats, semi-solid substances and liquid
polyols, etc. 15 Suitable adjuvants for the production of solutions and
syrups are, for example, water, polyols, saccharose, invert sugar,
glucose, etc. Suitable adjuvants for injection solutions are, for example,
water, alcohols, polyols, glycerol, vegetable oils, etc. Suitable adjuvants
for suppositories are, for example, natural or hardened oils, 20 waxes,
fats, semi-solid or liquid polyols, etc. Moreover, the pharmaceutical
preparations can contain preservatives, solubilizers, viscosity-increasing
substances, stabilizers, wetting agents, emulsifiers, sweeteners,
colorants, f avorants, salts for varying the osmotic pressure, buffers,
masking agents or antioxidants. They can also contain still other
therapeutically valuable substances. 25 In accordance with the invention
the compounds of formula | 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 30 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 ang per person), divided into
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preferably 1-3 individual doses, which can consist, for example, of the
same amounts, _2n_ should be appropriate. It will, however, be clear that
the upper limit given above can be exceeded when this is shown to be
indicated. The invention is illustrated hereinafter by examples, which have
no limiting character. -27- Examples Example 1:
N-(I-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5-yl)-3-chioro-2-methyl-
benzenesulfonamide 5 Step A] 1-Bed#Amsehitro-1,2-dihydro-indazol-3-one
To a solution of 2-fluoro-5-nitrobenzoic acid (0.5 g) in DMF (9 mL) was

EBTU (1.04 g) followed byN-ethyldiisopropylamine (2.3 mL). After
10 minutes benzylhydrazine.2HCI (0. 63 g) was added. The reaction

nMx&Jrg ;tlgggcigtﬁmlai It‘llgirg |on 2 hours and the reaction

Was poure “onto adueous SiPacted With EtOAC.
as washed with brine, drled over sodium sulfate,
f||tered and evaporated in vacuo- Purification via ISCO combiflash

idriatogripsyratfordee pareldediredndazenzyins-nitro- 1,2-dihydro-in
dazol 3 -one (0.26 g) as a yellow solid. MS (ESI-):268.3 ([M:-H]-). Step

Bl saAhition-behZye 1025 dillydioindazaid(0mes 1 f TohMFSOlutiomwat added TRTU
1fbemgy5&}@ﬁ£§@bm€thyﬁm$1%@ Ia%xﬁmﬂz](%ﬂgt)ft@té\ﬂ%:ﬁ&@emt)

e reaction mixture was stirre
for f oz gours %%%%1? gﬁ%%lgmérét%e un éF%{:%g ro eﬁf%l?r"néé%}ﬁsgam tent

u%%aﬁ%ﬁfd%h°%h%‘%fﬁﬂ§%8 PREFLHRR RS AR @Wa@ﬁﬁ@ﬁédl‘ﬁﬁ‘]&}l@ﬁmm and
Cufite{ewhidhinaswisheganiih lnyerevEt@Adh cEheticombingdedrganiadium sulfaze,

Eﬁltﬂzl@i]M@%ﬁ)ﬁgﬂ@éé@@&ﬁl‘u\éa@i&%ﬁaﬁgﬁRdatlﬂgﬁ(@&f%ﬁgmyg%hgaqo raphy
r zol-3-one ch w nin
e S
NEBAASVER 52888 SUfiRyéro-1H-indazol-5- yI) 3- chloro 2-methyl-

benzenesulfonamide To a solution of

535 o -i-berEy i 2-dieR/dtoliAdéizurs dnéa@ba-gp i pyridine (1 mL)

To a solution of 1-benzyl-5-nitr 0-1,2-dihydro-indazol-3-one (0.44 ¢) in MeOH (50 ml,)
was added Pd/C(10%) catalyst (0.1 g) and the reaction mixture was stirred for fonr hours
at ambient temperature under a hydrogen atmosphere using a balloon. After this time the
reaction ixture was filtered through Celite®which was washed with more BtOAc. 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 G} N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5-y1}-3-chloro-2-methyl- '
benzenesulfonamide

To a solution of 5-aminc-1-benzyl-1,2-dihydro-indazol-3-one (0.04 g) in pyridine (1 mL)
was added 3-chlore-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 agueous 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 2 crude residue. The crude material was purified via flash
column chromatography eluting with BtOAc/nHeptane/1%AcOH) to afford the desired
N-(1-benzyl-3-o0x0-2,3-dihydro-1H-indazol-5-y1)-3-chloro-2-methyl-
ber%zenesulf,onamide (0.015 g} as a pale yellow powder. MS (ESI™): 428.4 ([M+H]™.
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25 was added 3-chloro-2-methylbenzenesulfonylchoride (0.038 g) in one

go. The solution was stirred at 60C 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 phasewere washed with brine and

dried over sodium sulfate. The drying agent was removed by filtration and
theagatttiles were 30 removed in vacuo to afford a crude residue. The

crude material was purified via flash column chromatography eluting with
BiOAGmaitptane/19Ab@H)-{0-alfold the-gbsifechloro-4-fluoro-benzenesulfonamide
N-(1-benzyl-3-o0x0-2,3-dihydro-I1H-indazol-5-yl)-3-chloro-2-methyl-

henz enestidfonaniten(@ 01 5rg)as & patenyédlavw powblemMS- (EShay)l-1,2-dihydro-
4284 Llyishl ﬁﬁd‘gﬁ?ﬂ%?@mﬁl@og&benzenemlfonyl chloride as an orange solid. MS
V\é&ﬁe%gg{ﬂ(%z 3-dihydro-1H-indazol-5-yl)

-3-chloro-4-flu

oro-bénzenesulfonam de This material was obtained in

analogy to example 1 using 5-amino-l-benzyi-1,2-dihydro- indazol-3-one

F\ﬁjro-4-ﬂuoro-benzenesulfonyl chloride as an orange solid. MS 5
(ESI-): 430.3 ((M-H!-)._ Example 3: .
NN UL BtsRzTh-B-550 28 stlirdrare Hindeaal 6ty B-giftrriom methyeparprspdonamide
sulfonamide This material was obtained in analogy to example 1 using
slanimetita A ch Riekhya ralirdde skawne anging S-amino-1-benzyl-1,2-dihydro-
3u(triflubropne tind) benzinesuttahyl) chioeids asan liphtlyaHewssdligh tM& o hOsolid. MS
( IIL-):_ gfzfgsl]{iwy +). Example 4:

-(I-Benzyl-3-ox0-2,3-dihydro-IH-indazol-5-yl)-2,4-dichloro-benzenesulfon
a&iﬂd}g ilé is material was obtained in analogy to example 1 using
5-am|r?o-|-benzyi-l,2-dihydro- indazol-3-one and

4-dichlorobenzengsulfonyl chloride as a light_yell olid. MS (ESI-): 15,
L T e e a0 & e T e B R b b SRR
(1-Benzyl-3-oxo-2, 3-dihydro-1H-indazol-5-yl)-amjde This material was _ ..

o bR O A S AR E S T B R Fin G Eer AT Ry L2~ dihydro-
inddzoll3-ome artlinaphthallenetenzémsd utidesylchioriddagBoligkelid. MS (ESI):
yellow §plidi20 MS (ESI-): 428.4 (IM-HD. Example 6:

Example 5
Naphthalene-2-sulfonic acid {1-benzyi-3-0x0-2, 3~dihyvdro-1H-indazol-5-yl}-amide

This material was obtained in analogy to example 1 using 5-amino-I1-benzyl-1,2-dihydro-
indazol-3-one and 1-naphthalenebenzenesulfornyl chloride as a light yellow solid.
MS (ESI): 428.4 ([M-H]".

Example 6:

N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5-91)-3-chloro-4-methyl-
benzenesulfonamide

This material was obtained in analogy to exampile 1 using 5-amino-1-benzyl-1,2-dihydro-
indazol-3-one and 3-chloro-4-methylbenzenesuilfonyl chloride as a light yellow solid. MS
(BST): 428.4 ([M~+H]").

Example 7:

N-{1-Benzyl-3-ox0-2,53-dihydro-1H-indazol-5~y1)-4-methoxy-benzenesulfonamide
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N- (1-Benzyl-3-o0x0-2,3-dihydro-IH-indazol-5-yl)-3-chloro-4-methyl-
benzenesulfonamide This material was obtained in analogy to example 1
using 5-amino-I-benzyi-1,2-dihydro- 25 indazol-3-one and
3-chloro-4-methylbenzenesulfonyl chloride as a light yellow solid. MS
(ESI+): 428.4 ((M+ H]+). Example 7: . 9g.
N-(I-Benzyl-3-ox0-2,3-dihydro-IH-indazol-5-yl)-4-methoxy-benzenesulfona
rmidié sRgerThisayviriaddve s obtginedinmpl d gyitg &xample 1-bsiag - 1,2-dihydro-
SoadniaDs |aenzyl4, Zreihweron iRdaz0f3n0nRIBAL: o5 a light yellow solid.
4-methoxybenzenesulfonyl chloride as a light yellow solid. Example 8:
Nz{3:Bangyl-3-oxo-2,3-dihydro-IH-indazol-5-yl)-2,4-dichloro-6-methyl- 5
benzenesulfonamide This material was obtained in analogy to example 1

uﬂra9.-%@m@bk&%@%&-&%ﬁ%@:%ﬁ%%ﬂ&c Qm-s-%ﬁ%s

2é4-d|chlo -6-methylbenzenesulfony e as a brown s
( -an%‘f}(.%_’irﬂfﬁ‘-‘llﬁ-). Example 9: 10
N-(1-Benzyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-2-trifluoromethyl-benzene
SURGAREE! WS Hateriat frdoghiaifstmalan A0y Irakampid wasing? - dibydro-
Siagnind-d-benzyl J2-dilntitne- frdadollBone antfonyl chloride as a brown solid. MS

2erflyoremethyibengzenesulfonyl chloride as a white solid. MS (,EST-):

446.1 ([M-H]). Example 10: 15
Ne(l:Bspayl-3-0x0-2,3-dihydro-1H-indazol-5-yl)-2,4-difluoro-benzenesulfo
namide This material was obtained in analogy to example 1 using

Sraming:1- -1,2:diRydro- indazol-3- : -
2 TObar e e A0 B b e R e ppspg g fonamice

(IM-H)-).. Example,11: 20. . . .
et R R e o TS s oy B e ize
Fhis-AisEral WAk optmeacd heararsgliear shlemte 35 asimgite solid. MS (EST):
54amin@itbenzyl-i,2-dihydro- indazol-3-one and 4-propylbenzenesulfonyl
chloride as a light yellow solid. Example 12:
Example 10:

N-(1-Benzyi-3-080-2,3-dihydro- 1H-indazol-5-v1)-2,4-difluoro-benzenesulfonamide

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

Example 11:
N-(1-Benzyl-3-0x0-2,3-dihydro- 1H-indazol-5-y1}-4-propyl-benzenesulfonamide

This material was obtained in analogy to example 1 using S5-amino-1-benzyi-1,2-dihydro-
indazol-3-one and 4-propylbenzenesulfonyl chloride as a light yellow solid.

Exampie 12

2,3-Dihydro-benzo[1,4]dicxine-6-sulfonic acid (1-benzyl-3-ox0-2,3-dihydro-1H-indazol-
5-yl)-amide

"This material was obtained in analogy to example 1 using 3-amin o-1-benzyl-1,2-dihydro-
indazol-3-one and 2,3-dihydro-1,4-benzodioxine-6-sulfonyl chioride as an off-white solid.
MS (BSI™): 438.1 ([M~+HT™.
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2,3-Dihydro-benzoll,4]dioxine-6-sulfonic acid
(i-benzyl-3-ox0-2,3-dihydro-IH-indazol- 25 5-yl)-amide This material was
obtained in analogy to example | using 5-amino-I-benzyl-l,2-dihydro-
indazol-3-one and 2,3-dihydro-1,4-benzodioxine-6-sulfonyl chloride as an
off-white solid. MS (ESI+): 438.1 ([M+Hg#p). -30- Example 13: N-
(1-Benzyl-3-o0xo0-2,3-dihydro-I H-indazol-5-yl)-4-chloro-2,5-dimethyl
bexmapiesdtfonamide This material was obtained in analogy to example 1
using 5-amino-I-benzyl-1,2-di-hydro- 5 indazol-3-one (0.040 g) and
ArelileBe:2;8-slinmyetRyisiiodydcliivlide ad- arpfishitecsplidi ke (ES|+):
42l lMitiEExample 14: N- (1-B
enzyl-3-o0xo0-2,3-dihydro-H-indazol-5-yl)-4-chloro-3-trifluoromethyl-

b%ﬂé%ﬂ?éﬁﬁ?&@%’%ﬁ%@%ﬁ?@%%ﬂ }Rebltalsﬁgd g in.analogy 10 example, = e

dro- indazol-3-one a

u 5-amino-i-benzyl-1

ﬂ‘?ﬁﬁ%‘rorﬂE r%%ﬂ&%%ﬁ@éﬁ%&ﬁr&%%@ﬁ&é@a@@%ﬁé AP rdrite solid.
(EQ{-}}JSKSZ‘IQ{N%H "Example 15: N-
(I-Benzyl-3-oxo0-2,3-dih)7dro-IH-indazol-5-yl)-4-fluoro-3-trifluoromethyl- 15
b&rmaepksiu#fonamide This material was obtained in analogy to example 1
using 5-amino-I-benzyl-1,2-diihydro- indazol-3-one and
AxhjorpeBAifhiororgthiyibanzenestdionglenioridaas 3 ightbreeywmgolid.

MrdFeSloidf4-4:(IM-H]-). Example 16: 20
N-(1-Benzyl-3-ox0-2,3- dihydro IH-indazol-5-yl)-2-chloro-5-trifluoromethyl-

b%ﬂﬁ%ﬂ?&?{iﬂ}%@% Slﬁnaagélé%oW?s obtai ged in %”a"%gx OXBMRIL F shyaro-

using 5- “amino- I-benz -dneca

2 IBEERE XSG etH Pa@ﬁ%ﬁé‘s@f@m%mé%@%ﬁ@h@wmg@@ solid.
MG EST-): 486.3[[A-H]7). 25 Example 17:

Example 15:

N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5-y1)-4-fluoro-3-trifluoromethyl-
benzenesulfonamide

This material was obtained in analogy to example 1 using 5-amino-1-benzyi-1,2-Adihydro-
indazol-3-one and 4-fluore-3-trifinoromethylbenzenesulfonylchloride as a light b rown
solid. MS (EST): 464.4 ([M-H]).

Example 16:

N-(1-Benzyl-3-ox0-2,3-dihydro-1H-indazol-5-y1)-2-chloro-5-triflucromethyl-
benzenesulfonamide

This material was obtained in analogy to example | using 5-amino-1-benzyl-1,2-ihydro-
indazol-3-one and 2-cloro-5-trifluoromethyl-benzenesulfonyl chloride as a light brown
solid. MS (BSI™): 480.3IM-H17.

Example 17
N-(1-Benzyl-3-0x0-2,3-dihydre-1H-indazol-5-y1)-3-phenoxy-benzenesulfonami de

This material was obtained in analogy to example 1 using 5-amino-1-benzyl-1,2- dikydro-
indazol-3-one and 3-penoxy-benzenesulfonyl chloride as a light brown solid. MS (ESI'):
470.3[M-H].
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N- (I
-Benzyl-3-0x0-2,3-dihydro-IH-indazol-5-yl)-3-phenoxy-benzenesulfonarni
de This material was obtained in analogy to example 1 using
5-amino-I-benzyl-1,2- dihydro- indazol-3-one and
3-penoxy-benzenesulfonyl chloride as-aglight brown solid. MS (ESI-):
470.3 [M-H] -). -31- Example 18:

#841-3-0x0-2,3-dihydro-1H-indazol-5-yl)-3-(5-methyl- [ 1,3,4]
oxadiazol-2-yl)- benzenesulfonamide This material was obtained in
andlbgytoyeReempld, 1- Usinty & 1&Finbbdengh-3 3-dilgdiol 5 jidazdiadsbneyl)-
anah -4 5:methvkla3,4-oxadiazol-2-yl)benzenesulfonyl chloride as a light
brown solid. MS (ESI-): 460.4[M-H]-). Example 19:

R eyt S e e NGk oty o
DL SR 0Tzl 4B e S ChIBFOHERPO By = e
chieraedsiaMighEbrowACsHM IS (EST-): 412.1[M-H]-). Example 20:

N-(1-B

el Bloks-2,3-dihydro-1H-indazol-5-yl)-3-methoxy-benzenesulfonamide

This material was obtained in analogy to example 1 using

SrafiBezhenayb-L,2-dihyde1 H5dddadol-Stpaesivto-benzenesulfonamide
3-methoxy,-benzenesulfonyl chloride as a light brown solid. MS (ESI-):
4’@81@{1&4%&]&1).@@5@1&2}% analogy to example 1 using 5-amino-1-benzyi-1,2-dihydro-
edafieney 3 a0sa s A0 EIRRA A M-S ARSI Na s (psr
b%l)zig\%s%ﬁnamlde 20 This material was obtained irf analogy to example
1°usi samino-I-benzyl-1,2-dihydro- indazol-3-one and
3-(diflugromethoxy)-benzenesulfonyl chloride as a colorless solid. MS
(ESPEAL1 [M-H]'). Example 22:
N-(1-Benzyl-3-oxo-2,3-dihydro-IH-indazol-5-yl)-3,5-bis-trifluoromethyl- 25
b¥nZeReatitohamde Ty Esmipoindawhs-shtdimettinarioy o ivampiée
1 using 5-amino-I-benzyl-1,2-

This material was obtained in analogy to exarmple 1 using 5-amino-1-benzyl-1,2-dihydro-

indazol-3-one and 3-methoxy-benzenesutfonyl chloride as a light brown solid. MS (ESI™):
408.0[M-H]").

Example 21:

N-{1-Benzyl-3-0x0-2,3~dihydro-1H-indazol-5~y1)-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 chioride as a colorless solid. MS
(EST): 444.1[M-H]).- '

Example 22:

N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5-y1)-3,5-bis-trifluoromethyl-

benzenesulionamide

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

Example 23:
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dihydro-indazol-3-one and 3,5-bistrifluoromethyiibenzenesulfonyl chloride
(step C) as a white solid, MS (EST): 514.3 [M-H) ). Example 23: -32-
Propane-2-sulfonic acid
(1-benzyl-3-o0xo-2,3-dihydro-IH-indazol-5-yl)-amide This compound was
obtained in analogy to example | using &amino-I-benzyii-1,2-
dihydro-indazol-3-one and 3 propane-2-sulfonyl chloride (step C) as a
Whiten sollds UG (RS A);1 ek 3/ -4} 2 5-Exandald Pdindazol-5-vl)-amide
N-(1-Benzyl-3-ox0-2,3-dihydro-1 H-indazol-5-yl)- 3-chloro-2-N-dimethyl-
benzenesutfenamide dio A soltionyofNabH{9.005:¢:918,60%6 disparsionain

@Jg&?& 0,PME (2 mla) aL0G was addad e (ste

g §g§§ﬂﬁ2% 3- dlh\}?ItOg 1If'| indazol-5- ;1/]I1C3531 chﬁ%rg-%-rﬁse%ﬁvhﬁe jolid. 1S

2% I zzie in DMF (I mL) dropwise. After 15 minutes Mel (0.017
was added and the reaction mixture was allowed to warm to ambient

t fiffe. The reaction was quenched with water and diluted with
EtOAc. The phases were separated and the aqueous phase was
exttadteerith arore EibpE oTHE bsktsihtdlorgahlerpadedimetbyivashed
Viithzdriadfdreddver sodium sulfate, filtered and reduced in vacuo. Flash
column 15 chromatography over.silica (EtOAc/nheptane) afforded the

desied Ml FRnzy ¢ 8:@X%0z of a 60% dispersion in mineral oil) in DMF (2 mL) at 0°C
2adibydrerIH- I[{:g;1 oé%-}}r/%l), 3 8%1%’{{: %gdlgﬁ% %ﬁr;)ze sult}onag&lde

as an off- white sol ) 1
(ée@ﬂ}eﬁ“ s iz o(gomll‘l)-ldﬁ‘?&&iiﬁ %IfHﬂHEﬁS&}iLFét 13@) was added
be‘rrﬁz@nemif@matnmg&@p Aptellbpl-Banitro- mbmhymmpmam Breneaction was
%a&g&;%é%ﬁﬂﬂ Qﬂ%‘é&@dﬁﬂt%%ﬁz?@(?l%%@ﬂ : E@W&é@@ﬁ&u‘éﬁ&ﬁh the aqueous
N e § was suspended In
i A T R s it
PG E ﬁ#&ﬁﬁfﬂ%@l@@é&ﬁﬁé&%ﬁ%@d@%@é@i@%&nghr%wwaoH
(£B86pEogtirama ahyilbro (B (nnvas paffledeT s dabtan fixiueyvas xo-
Sﬂ,@%@h@ﬁﬁ@—i@{tﬂﬁ{eﬁ&mﬁ y-Bhemixture wasdmeptralized-with SN atn of.

:vvlg%%%%r}?dfglfggg) ig{u:j was 4%% rﬁe]d\wnh water and dried. The solid

Example 25:

N-(3-Oxo0-1-propyl-2,3-dihydro-1H-indazol-3-y1}-3-trifluoromethyl-

benzenesulfonamide
Step Al 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 znd 37.5 ml 1IN 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 mi 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-indazel-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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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) 30 as a yellow solid. Step B]
5-Amino-I-propyl-1,2-dihydro-indazol-3-one -33- 1-Allyl-5-nitroindazolone
(1.42 g) and Pd/C (10%, 250 mg) weressuspended in McOH (50 mL) and
hydrogenated (hydrogen balloon) at RT for 4-5 h (or overnight.) After
fittkBriopr niFel TerieNPAIcOf e D I tHE Ko lié0iias Wrind i vacuertoafidrdMie H (50

desisad bramistalediopbda Wilyskp-rmazel-8-0ne dloG)aka ereeeBilation
This.materigh W@éﬁsﬁg in e NexL 2 reqction without anysfurther . o-1-

purifi atlon

RERBLOKo-1B¥ éﬁ%@%ﬁ&fbﬁ Hiirfd 42 615525} AL rifioreifatHytes used in the next
bantenestifonanyidethhigmiterialowas obtained in analogy to example 1
using 5-amino- I-propyl-l,2-dihydro- indazol-3-one and

2t dithlonskén2endsponyl L diidér E0HEXafple 261233 ehioraetiyl-
(3:0x0:1BrapM;i2.3-dinydro-IH-indazol-5-yl)-benzenesulfonamide This
material was obtained in analogy to example 25 using

=ik XI0 ng ino-1-propyl-1,2-di -
gﬁmm fog ﬁiy&gﬁnﬁhx@%%% L %ng )5 5-gpino-L-propyl-1,2-dibydro

o2 fIEBY O B?BWS P5944-indazol-5-y1)-
benzenesulfonanude This material was obtained in analogy to example 25
:Zfhino- 1-propyl-1,2- dihydro-indazol-3-one and

3-chloro-4-fluoro-benzenesulfonyl chloride. Example 28: 20

3.Thisrieemethra-{ o -pAckbryr2 B-inhgerb >t A hergasrsdjppamide
benzenesulfonamide This compound was obtained in analogy to example
T hgm@tm@m@ﬁwy@@zm@q@m W)e}@mple 25 using 3-amino-1-propyl-1,2-
SisMeror2:matbythenzenesufanyl ehlarides(gtepyCitas:ailight yellov, solid.
MS (ESI'): 442.3 [M+H] T). 25 Example 29: 3-Chloro-4-methyl-N-
Beaxpr-phenethyl-2,3-dihydro-1H-indazol-5-yi)-

3-Chloro-4-fluoro-N-(3-vxo-1-propyl-2,3-dihydro- 1H-indazol-5-vy1)-
benzenesulfonamide

This material was obtained in analogy to example 25 using 5-amino-1-propyi-1,2-

dihydro-indazol-3-one and 3-chloro-4-fluore-benzenesulfonyl chloride.

Example 28:

3-Chloro-2-methyi-N-(3-0x0- Imphenethyl 2,3-dihydro-1 H-indazol-5-y1)-
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 vellow solid. MS (EST™):
442 3[M+H™.

Example 29:

3-Chlore-4-methyl-N-(3-0x0-1-phenethyl-2,3-dihydro- L H-indazol- 5-y1)-
benzenesulfonamide
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benzenesulfonamide -34- This compound was obtained in analogy to
example 1 using phenethylhydrazine (step A) and
3-chloro-4-methylbenzenesulfonyl chloride (step C) as a white solid. MS
(EST): 442.31M+H]+). Example 30: 5
4-Chloro-2,5-dimethyl-N-(3-oxo-I-phenegayl-2,3-dihydro-IH-indazol-5-yl)-
benzenesulfonamide This compound was obtained in analogy to example
1L b sgrprametphyRlraz e srapoay tasemple 1 using phenetnylhydrazine (step A)
BB 2sb-dimethyleansenesuifdnyl chiride {1 sieps G asta idteVio kI ).
%(ﬁ@ﬂiﬁﬁ%A[M-l H]"). 10 Example 31: N-
(3-Oxo-Il-phenethyl-2,3-dhydro-IH-indazol-5-yl)-3-trifluoromethyl-
nesylfonamide This compound was obtained in analogy to example
1 using phenethylhydrazine (step A) and 3-trifluoromethylsulfonyl chloride

(BT S s  geHeCT IGA3s S SRR > T
besenesiiitsamifitle Step Al 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)
WES sefder 20iRRCH 4O 17 kel doll onved by N ethivliboproniiamaniae (step A)

(20l amk)-Afites- F0mindtes - isebu iy dragine. ptgl ugnesulfenicatid salt BT

(%;’33624%\4"?{% dded. The reaction mixture was stirred at ambient
temperature for 22 hours and the reaction was poured onto aqueous IN
F%Iasolyetgpln and extracted with EtOAc. The organic layer was washed
Wi %ﬁne, dried over sodium sulfate, filtered and evaporated in vacuo.

Purification via ISCO combhiflash 25 chromatography.afforded pure
dgég’é§}i‘?iééﬁﬁf§ﬁ%‘l’ﬁﬁ£‘?ﬁ?g‘iﬂ“ SO ORI & G A ellow
SOREZISYESES4.1 ([M-H]-). Step B]
5-Amino-l-isobutyi-1,2-dihydro-indazol-3-one To a solution of

1 75abutyisunitre<ds2likiydiosindakglr 3eamer{@10 grimMBOk{50mir)zavassicp A)
adgled-Bd{C(A0%lsatakist(Cnd-giianddhe reaction saixture was stirred forkr™),

hour at
-Example 32:

N-(1-Isobutyl-3-0x0-2,3-dihydro-1H-indazol-5-y1)- 3-trifluoromethyi-

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

To a solution of 2-flucro-5-nitrobenzoic acid (1.5 g) in DME (50 ml) was added
EDCLHCL (1.71 g) followed by N-ethyldiisopropylamine (5.51 mL). After 10 minutes
isobutylhydrazine.p-toluenesulionicacid salt {2.32 g} was added. The reaction mixture was
stirred at ambient temperature for 22 hours and the reaction was poured ontc aqueons IN
H 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-dibvdro-indazol-3-one

To & solution of 1-isobutyl-5-nitro-1,2-dihydro-indazol-3-one (0.9 g} in MeOH {50 mlL)
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
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30 40C under a hydrogen atmosphere using a balloon. After this time the

reaction mixture was filtered through Celite(r)which was washed with more

EtOAc. The combined organic -35- solution was evaporated in vacuo for

afford the desired 5-amino -l-isobutvl-1,2-dihydro- indazol-3-one (0.6 g)

which was taken into the next reaction witkiout further purification. MS

(ESE): 206.1 ([M+H]+). Step C] o _ .

N-{ B0 STERRFDe8 dikgrath i aHa%S Shesdgayed B éthyrrs- 1.2 -dibydro-

benzenestifordmioe Foic solutidnrointo the next reaction without further purification.

S-aminestisobutylb2-dittydro-indazol-3-one (0.04 g) in pyridine (1 mL)

was added 3-trifluoromethylbenzenesulfonylchoride (0.041 g) in one go.

T tion \was Sl at 60C-far IIS.x I rigine w )

re@(?fggpin ggg%%%ﬁ%? rggi)dl?]g %ggagigvgg ai%MEgglsc_yi\\;v%?Pe@%%%ﬁhﬁ

sep%x}zéﬁgag. ﬁ%aénqlu%ous phase was extracted a further 10 two times with

EtQAc and the combined organic phases were washed with brine and

driedi? SUEHLB Gt SRk PR g BheRPwadrshiovae By figdagiTidine (1

anghtheveotaties weif yemetetbimyeaniscl foratfbrdidedUiE wsiduee Thé he solution

Cérm fatelial {W)GGO%H i %@Iﬂ\&@ ﬁ%@ﬁdy%ﬁéh Wa@hﬁ@%&ﬁg‘?@@ by @WEiNg WHD: residue
tOQACk - to afford the ire

Thiak: Sﬁ%%gﬁﬁﬁﬁ%ﬁ%ﬁ% OB R B BSheon phase wes epacted  furhes

bel 7R RS TR (@0 18P AP BA Ry SFatio RPBEHEr: WRshadsrifh brine and dried

A1avafivpdith ElamplecdBying agent was removed by filtration and the volatiles were

3-Edare-iN igahulyk&axe Adrdibydie: tthindazekonyhatometivied via flash

be@:ﬁ%ﬂ%?%%%ﬁg%é%%nﬁgﬁ%%%%%§ 2R (é)@edgfbﬁ@&{ﬁ tgoa%?ﬂgéedesized

32_using 5-amjno-Fis , 1ydro-in dazol-3 -one an
3-Ohibrg SR Sty 2 e reSafty T ERTsHAe ey Tyl e WRrevSolid. MS
(EBtny=80lifNentid E X 84 pale vellow powder. MS (ESTT): 414.4[M+H]™).
3-Chloro-N-(1-isobutyl-3-ox0-2,3-dihydro-I1H-indazol-5-yl)-2-methyl-
beBzemesutfonamide 25 This compound was obtained in analogy to
example 32 using 5-amino-l-isobutyl-1,2- dihydro-indazol-3-one and
3-chitiit-2-ethylapnaenestionyiohiarderstep.to - asya whitenselid. MS
(ESLIAN M3, Example 35:

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 (BESI™): 394.1{M+H]™).

Example 34:

3-Chloro-N-{1-isobutyl-3-0x0-2,3-dihydro- 1 H-indazol-5-y)}-2-methyi-
benzenesulfonamide

This compound was obtained in analogy to example 32 using S-amino-1-isobutyi-1,2-
dihydro-indazol-3-one and 3-chloro-2-methylbenzenesulfonyl chioride (step C) as a white
solid. MS (EST™): 304 1 [M=F1™.

Example 35:

3-Cyano-(1-isobutyi-3-0x0-2,3-dihydro-indazol-5-v1)-benzenesulfonamide
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3-Cyano-(1-isobutyl-3-ox0-2,3-dihydro-indazol-5-yl)-b enzenesulfonamide
-36- This compound was obtained in analogy to example 32 using
5-amino-l-isobutyl-1,2- dihydro-indazol-3-one and

3-cyano-benzenesulfonyl chloride (step C) as an off-white solid. MS

(ESI+): 371.I[M+H]+). Example 36:5 - 36 -
3-Difluoromethoxy-(I-isobutyl-3-0x0-2,3-dihydro--indazol-5-yl)-benzenesulf
Jramige s EurpOiHtad B BitaEed rranalody 1oesenmple 32-ikigyl-1.2-
Siarite-tisabutyl-h2. dilydg-inedzal-drantfand chioride (step C) as an off-white

Jglifluarame ngyﬁg%gr}g tlfonyl chloride (step C) as an off-white solid.
MS (ESI+): 412.4[M+H]+). Example 37: 10

-C an(?é(ég,sobutyl-S-oxo-Z,3-dihydro-indazol-5-vl)-benzenesuIfonamide
IS cgmpo'und was obtained in analogy to example 32 using

5-amipo-l-isobutyl-1,2- dihydro-indazol-3:0ne and - .
e RS G T e o (o B APt LR tfonamide
(ESI+): 371.1 [M+H]+). Example 38: 15 . , )

A BRGRIRY NS SBE R AR 0 R TR o RSy S ot orBty - >
bEhzehesufensriide T4is eoifpounthwascotiteinedintamnsd oiioredexsample as an
3Fusimg:Ssanaines Tasohutyb- 124 dilydro-indazol-3-one and
4-fluoro-3-trifluoromethylbenzenesulfonyl chloride (step C) as an off-white
splidnMi 6zS1+): 432.4 [M+H]+). 20 Example 39:
3-Chloro-4-fluoro-N-(I-isobutyl-3-ox0-2,3-dihydro-IH-indazol-5-yl)- b

enzepesiionaspide Big sompaypd-wasobiained i0.Ana10gy:ia xample

32 using 5-amino-l-isobutyl-1,2- dihydro-indazol-3-one and

schloro-4-fluarobenzenesulfonyl ghloride (ste J : off- 29 white 14 4
e
2R HIORSF IS oDy 28 b kPR P ATB UL T Bl g sthiL B ShekR it
ubiskidmitiel ES72) TS, tdMpBiund was obtained in analogy to example 32
using 5-amino-i-isobutyl-l,2-

Example 38:

4~ Fluoro-N-{1-isobutyl-3-0x0-2,3~dihydro-1H-indazol-3-y1)-3-trifluoromethyl-

benzenesulfonamide

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

Example 39:

3-Chloro-4-fluoro-N-(1-isobutyl-3-oxc-2,3-dihydro-1H-indazol-5-y1)-

benzenesuifonamide

This compound was obtained in analogy to example 32 using 5-amino-1-isobutyi-1,2-
dihydro-indazol-3-one and 3-chloro-4-fluorobenzenesulfonyl chloride (step C} as an off-
white solid. MS (BSI7): 398.1 [M+H]T).

Example 40:

2,4-Dichloro-(1-isobutyl-3-0x0-2,3-dihydre-indazol- 5-y1)- 5~methyl-benzenesulfopamide



dihydro-indazol-3-one and 2,4-dimethyl-5-methylbenzenesulfonyl chloride

(step C) as an orange solid. MS (ESI+): 428.3 [M+H)+). Example 41: 5
3-Chloro-N-(1-ethyl-3-ox0-2,3-dihydro-1H-indazol-5-yl)-2-methyl-benzene
sulfonamide This compound was obtained in analogy to example lusing
ethylhydrazine.oxalate salt (step A) and 3<choro-2-methylbenzenesulfonyl
chloride (step C) as light yellow solid. MS (ESI+): 366.0 [M+x;+). Example
4Zhis@ompound was obtained in analogy to example 32 using 5-amino-1-isobutyl-1,2-
3&%}&@@rﬁll&m%&%M@W&%ﬁz@%@ﬂ%ﬁm@%L@HHS&WEP C)asan

benzenesul ide.-Thi ound.was obtained in analogy to example
B%I%ns?ﬁgs %%%%@%ﬁéé@y@%f%né (step A) (prepared as described in

J,.Am. ; m. Soc. 1986, 108, 7981-4) and 3-
cﬁ SrovZ: ethylbenzenesulfonyl chloride (step C) as a light red solid. MS
(ESIH): 392.0 15 [M+H),+). Example 43;

5 33 N ROy ety - UE 2 BdRg e eiah dmehyidbapsrersulfonamide
benzenesulfonantide This compound was obtained in analogy to example
32 SHG By R FERY REIRGHID R aTiectsapiA} (prerdhet sdrdese rivdate salt
indteArh) Gli€rth)oo-LOB611HI8:n2084-4joantl Biehderatd oot yellow solid. MS
epzenesylfenyk chipride (step C) as a pink solid. MS (ESI+): 396.3
[MHj+). Example 44

aprepyhnethyl-3-oxo-2,3-dihydro-indazol-5-yl)-4-fluoro-3-trifluorom

ethyl- 25 benzenesulfonanaide This compound -vas obtained in analogy

« e B REEREPITEI Bilseis (i) ey o

descri n

fIREREeRLHHaBIEMEthylIbenzenesulfonyl chioride (step C) as a light red

solid. MS (ESI+)": 430.4 [M+Hj+). 30 Example 45: -38-

3TEH 6P PR IS BFORRIPRIND 2B 203 ye GIrnsiobS gD briuretiadu
lidmarmitte: (step A) (prepared as described in J. Am. Chent. Soc. 1986, 108, 7981-4) and 3-

chloro-2-methylb enzenesulfonyl chloride (step C) as 2 light red solid. MS {ESI): 392.0
15 [M+HD. '

Exampie 43:

3-Chloro~(1-cyclopropylmethyl-3-oxo-2,3-dihydro-indazol-5-y1)~4-fluoro-
benzenesulfonamide

This compound was obtained in analogy to example 32 using cyclopropylmethyl-

20  hydrazine (step A ) (prepared as described in J. Am. Chem. Soc. 1986, 108, 7981-4) and 3-
chloro-4-finorob enzenesulfonyl chloride (step C) as a pink solid. MS (ESI™): 395.3
(M+H]™).

Example 44:

(1-Cyclopropylmethyl-3-0x0-2,3-dihydro-indazol-5-yl)-4-fluoro-3-triffuoromethyl-
26  benzenesulfonarnide

This compound ‘was obtained in analogy to example 32 using cyclopropyimethyi-
hydrazine (step A) (prepared as described in J. Am. Chem. Soc. 1986, 108, 7981-4) and 4~
fluoro-3-triftuor omethylbenzenesulfonyl chloride {step C) as a light red solid. MS (ESI™):;
£30.4 [M+HI.

30 Example 45



This compound was obtained in analogy to example 32 using
cydopropylmethyl- hydrazine (step A) (prepared as described in J. Am.
Chenx. Soc. 1986, 108, 7981-4) and 3- chlorobenzenesulfonyl chloride
(step C) as an orange solid. MS (ESI+): 378.3 [M:+H]+). 5 Example 46:
2,4-Dichloro-(1-cyclopropylmeth)rl-3-ox@8,3-dihydro-indazol-5-yl)-5-meth
yl- benzenesulfonamide This compound was obtained in analogy to

éxampie-Se arslagreyeiamibpyinsetayl- hydradielpsteis A prepatenr gdfonamide
described in J. Ain. Chem. Soc. 1986, 108, 7981-4) and 2,4- 10

 dithlovos Bormmethyl oeirizerdsu omyd chiorider(step Tl as iy dvamyyisoliblyi-
MRS (426 4) [MeFllt): ExempleliinI-Ghotnkm, Soc. 1986, 108, 7981- 4) and 3-
C}glz r%etho %?nré;p}% Oo?e(?‘s dlhy% 0- mdazol- XCJIJG? EI% ) 378 3 IM+HT)

benzenesu onal IS CO un WaS O talned In analo

~ 2%%5?% g’? using (2-methoxy-ethyl)- hydrazine (step A) (prepared as
h J. Org. Chem. 1984, 49, 336-42) and 3-chloro-

2-methylbenzenesulfonyl chlgride (ste s a white sol ESI+
3k R! szi—c&%mﬁgg%@ka&&é) .{,ﬁ? 31hydvz\clo Imdazg?a y1§-§-meth)§r1~
1bépaaretadivpatigh) - 3-0xo0-2,3-dihydro-indazol-5-yl] -3-trifluoromethyl- 20
benzenesulfonamide This compound was obtained in analogy to example

3Phirsingif2ume thaxybethydf-ihydraagye: (stepmipl{ plepane d ab degetibethyi
Jn Egzn%@ J@%@%réﬁﬁ A2 AR AAIN0EGn. Chem. Soc. 1986, 108, 7981-4) and 2,4-

3 tnﬁjoro et J\éﬁrjyenze yl hIorlde%te C as a_wglte [ . g
10 én ri BISI2 0.8 anf Pg&%l)4b¢

oro-
(ii\ﬁ'i“éiﬂ]dxy -ethyl)-3-ox0-2, 3- dlhydro -indazol- 5-yl] - benzenesulfonanide
This compound was obtained in analogy to example 32 using
(Zxrhody-ethyl)- hydrazine (step A) (prepared as described in J. Org.
Chem. 1984, 49, 336-42) and 3-chloro -39- 4-fluorobenzenesulfonyl
chichtte (Stei2oy ebary-athyihtesold. MS$ESH) 4001 F- k] ethyl-

benzenesulfonamide

15 This compound was obtained in amalogy to example 32 using (2-methoxy-ethyl)-
hiydrazine (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-oxe-2,3-dihydro-indazol-5-yl]-3-triftuoromethyl-

20 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-trifinoromethylbenzenesulfonyl chloride (step C) as a white solid. MS (BESI™): 4343 -

A, eT1

LM—Z—E‘H )

256 Example 4%:

3-Chloro-4-fluore-[1-(2-methoxry-ethyl)-3-0x0-2,3-dihydro-indazol-5-vli-

benzenesulfonamide

This compound was obtained in analogy to example 32 using (2-methoxy-ethyl)-
hydrazine (step A) (prepared as described in J. Org Chenr. 1984, 49, 336-42) and 3-chloro-
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Example 50: 2,4-Dichloro-[
1-(2-methoxy-ethyl)-3-ox0-2,3-dil-iydro-indazol-5-yl]-6-methyl- 5
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 2,45 -
dichloro-6-methylbenzenesulfonyl chloride (step C) as a white solid. MS
(ESrrrokgugrewvienyt FilorEed gl d b 2s @ ClffordiermiyMY- ESLoxé0d-3
(22 25itifluoro- ethyl) -2, 3-dihvdro-IH-indazol-5-yl] - benzenesulfonamide
This compound was obtained in analogy to example 32 using
(2:23olkfbgoro-ethyl)- hydrazine (step A) and
3-chloro-2-methylbenzenesulfonyl chloride (step C) as a red solid. 15 MS

(E@]ﬂc}ﬁ&%g{ ﬂ\{btﬁl]é@xo';}(—%m fﬁ&éﬂ?ﬂ%' dro~indazolw5~ﬁﬂ -6-me

, ; ; I-

[g-oxo-l- 2,2, 2-trifluoro-ethyl)-2,3-dilnydro-indazol-5-yl]-3-trifluoromethyl-
CRZETICS T1d1 . . .

benzenesuttonamide This compound was obtained in analogy to example

Bﬁ%sing (2,2,2 -triflyoro -ethyl) 20 hydrazine (step A) and .
AT AT OTE SRR HLEMAAIITEHErIeridé Fstas Gy asthobrsimL)-
Sofieais (ES14): 4B8pdrfi at+lesyribrdmpleB3 Chem., 1984, 49, 336-42) and 2,4-
AdEhiere-sNr@tgrami-RYEdiTo2 RN 23 dibydior kindagal bryDedry: 4303

triflugremethyl-benzenesulfonamide 25 This compound was obtained in
analogy to example 32 using pyridin-2-ymethyl- hydrazine (step A)
(Ere%arg%f'_n analogy to examples described in | Org. Chem. 1984, 49,
- ES and 4-fluoro-3-trifluoromethylbenzenesulfonyl chloride (step C) as
Example 54. -40-

off-white solid Sl+): 467.4 [M+H]+). 54 i N
,A%%?ﬂbfr%?é%gﬁﬁ(" “Npslokobt PR SyREhy gy dro-1H-indazol-5-yl]-
Sogmeaesienmideol-5-yl)- benzenesulfonamide This compound was
obtained in analogy to example 32 using pyridin-2-ylmethyl-
This compound was obtained in analogy to example 32 using (2,2,2-trifluoro-ethyl)-

hydrazine (step A) and 3-chloro-2-methylbenzen esulfonyl chioride (step C) as a red solid.
MS (BSI™): 420.3 [M+H]™).

Example 52:

4-Fluoro-{3-ox0-1-(2,2,2-trifluoro-ethyl)-2,3-dihiydro-indazol- 5-yl]-3-irifluoromethyl-

benzenesulfonamide

This compeund was obtained in analogy to exarmple 32 using (2.2, 2-trifluoro-ethyl}-
hydrazine (step A) and 4-fluoro-3-triffluoromethylbenzenesulfonyl chloride (step C) as a
brown solid. MS (ESI™): 458 4 [M--H]™).

Example 53:

4-Fluoro-N-(3-ox0-1-pyridin-2-yimethyl-2,3-di hydro-1 H-indazol-5-y1)-3-
triftuoromethyl-benzenesulfonamide

This compound was obtained in analogy to exarmple 32 using pyridin-2-vimethyl-
hydrazine (step A) (prepared in analogy to examraples described in J. Org. Cherm, 1984, 49
336-42} and 4-fluore-3-trifiucromethylbenzene sulfonyl chloride (step C) as off-white
salid. MS (EST"): 467.4 [M+H™),

Example 54:
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hydrazine (step A) (prepared in analog to examples described in J. Org
Chem. 1984, 49, 5 336-42) and 2,4-dichloro-6-methylbenzenesulfonyi
chloride (step C) as off-white solid. MS (ESI+): 463.3 [M+H]+). Example

55!

3-Chloro-2-methyl-N-(3-oxo-I-pyridin-2-ymethyl-2,3-dihydro-I.H-indazol-5-
yl)- benzenesulfonamide 10 This compound was obtained in analogy to
ekarhptelBRsinetipyiridid 2ytaiethyidinydrdzine (step-A) fprepaféditazol-5-yi)-
apalogyiaexamrles described in f. Org. Chen. 1984, 49, 336-42) and
3-chloro-2-methylbenzenesulfonyl chloride (step C) as off-white solid. MS

Eﬁl"’éo %?uﬁ&%ﬁ%@aﬁ%@fﬂﬁ% %osexammle 32 using ymclmﬁ Imethirlw_

e G e e e e e

a?r?aflc%) %@cb&érﬁm@@@ﬁsmgﬂp%@mewmmblm&mw @ﬁqu pff-white solid.
(psparsd as desetied jn Bioorg. Med. Chem. 2004, 12, 1357-1366) and
4-fluoro-3-trifluoromethylbenzenesulfonyl chloride (step C) as off-white
sehapis(ESI+): 20 448.3 [M+H]+). Example 57:
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-I1H-indazol-5-yl)-3-chloro-4-fluoro-

bg@%@?&@ﬂﬁQ@W@ke(E%oc@rp?ﬁsﬁ&de@ﬁ&m@@9%@@'@% IRV GILEY

usm%S 1fhloro- -rluoro-5-nitro- 25 benzoic acid, benzylhydrazine.2H
(step nd 3-chfdro-4- -fluorobenzenesulfonyl chloride (step C) as a Ilght

b lid. MS (E 464,1 [M-H]"). E le 58:
r‘%&sﬁg{?&lﬂﬂé%ﬁ(ﬁfb{%ﬁ ined 15 énam%;é}%é?gﬁe 32 using pyridin-2-ylmethyl-

|Fisidcaio! (s )a- fho covo <@- trifluekean etiy hotpén demesulfondmiche -GherTHIgs4, 49,

ceﬂﬂo@wﬂzwm&t@mﬁmﬁwwa@l@mmm@—% USHIAC) as off-white solid. MS
10107 L tro benzoi.c acid, benzylhydrazine 2HCI (step A)-

[ 4- ﬂuoro oromethylbenzenesulfonyl chloride (step C) as a light
bﬂ/g&g@l%i MS (EST) 498.0 [M-HI-).

4-Fluoro-N-[1-(2-hydroxy-2-methyl-propyl}-3-oxe-2,3-dihydro- 1 H-indazol-5-vi]-3-
triffuoromethyl-benzenesuifonamide

This tompeund was obtained in analogy to example 32 using pyridin-2-vlimethyl-
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 [MH]™.

Example 57:

N-(1»_Benzyl»-&-chloro»3w0X0-2,3—dihjf€1ro—1H~indazol—5—y1)—3ﬂchlor0-4—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 (EST): 464.1 [M-H]).

Example 58:

N-(1-Benzyi-6~chloro-3-o0xe-2,3-dihydro-1H-indazol-3-v1)-4-fleoro-3-trifluoromethyl-

benzenesulfonamide
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5 Example 59: N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-
IH-indazol-5-yl)-3-chloro-2-methyl- 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-2-methylbenzenesulfonyl 10 chpride (step C) as a light brown

solid. MS (EST-): 460.0 [M-H]-). Example 60:

N -Barpayre shkorb 8 regs s 8aliny trasitninid a2 olsBry - 2h8sdiehifroro-5-nitro-
%ﬂmae&ufemtgﬂfﬁbﬂﬁemmwad m@@@rama m analoqy to example

%@gﬁé‘ﬁggégé OI'O %-rgﬁéonrésa IC;' I %step g%aék? ?I’:%_‘FJ;QS» .

solid. MS (ESI-): 480.1 [M-H]"). Example 61:
N-(1-Benzyl-6-chloro-3-oxo-2, 3-dihydro-
|ERRls Sf5- -yl)-3-cyano-benzenesulfonaxnide This compound was
obtained in analogy to example 32 using 4-chloro-2-fluoro-5-nitro- 20
Bénzdieratic:-selaryi hyiazided Imap (SEpndjand-yl)-3-chloro-2-methyl-
IayanestiBnzangisulfonyl chloride (step C) as a light brown solid. MS
(EST): 437.0 [M-H]-). Example 62:

N k- Benzsh G060 302 o3y drastbl-p Q@%‘éﬁﬁ-@tﬁ@!@@ Henzengii-o-
sulfo namldFe LIhi ﬁoc[papour%}_i/&géobt ane%lgl 8:5&'89% Slx%mgzgnggﬂmnﬂ
ro oIC

usmg 6ro- -

AR S AR N DR STEA P lith M SFI: R P eRédiliony | chioride
(step C) as a white solid. MS (ESI"): 446.1 [M-H?"). Example 63:
&@I-G-chloro-S-oxo-Z,3-dihydro-IH-in(iazol-5-y|)-4-chIoro-3-trifluor
omethyl- benzenesulfonamide -42- This compound was obtained in
andlbdyreorkainipte-32ousiag4ibhitbro 2ifludreds-hitie 2 5edizblomaeid,
bemzyihydrazingidHCl (step A) and 4-chloro-3-
trifluoromethylbenzenesulfonyl chloride (step C) as a white solid. MS

(EBE YortbehMeds UpdaR daXRIR B4 example 32 using 4-chloro-2-fluoro-5-nitro-
benzoic acid, benzylhydrazine 2HCI (step A) and 2,3-dichloro-benzenesulfony! chiori de
{step C) as a light brown solid. MS (ESI'): 480.1 [M-H]").

Example 61:
N-(1-Benzyl-6-chloro-3-0x0-2,3-dilydro-1H-indazol-5-y1)-3-cyano-benzenesulfonaxnide

This compound was oblained in analogy to example 32 using 4-chloro-2-fluore-5-nitro-
benzoic acid, benzylhydrazine 2HCI (step A} and 3-cyano-benzenesulfonyl chloride (step
C) as a light brown solid. MS (ESI"): 437.0 [M-H1").

Example 62:
N-(1-Benzyl-6-chloro-3-ox0-2,3-dihydro-1H-indazol-5-yl}-3-chloro-benzenesulfonzamide

This c:-ompound was obtained in analogy to example 32 using 4-chloro-2-fluoro-5-nitro-
benzoic acid, benzylhydrazine 2HCI (step A) and 3-chloro-benzenesulfony! chloride {step
C) as a white solid. MS (ESI): 446.1 [M-H1).

Example 63:

N-{1-Benzyl-6-chloro-3-ox0-2,3-dihydro-1H~indazol-5-y1}-4-chloro-3-trifluoromethyl-
benzenesuifonamide '
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(I-Benzyl-6-chloro-3-oxo-2,3-dihy(iro-1H-indazol-5-vl)-3-difluoromethoxy-

benzenesulfonamide This compound was obtained in analogy to example

32 using 4-chloro-2-fluoro-5-nitro- benzoic acid, benzylhydrazine.2HC1

(step A) and 4-chloro-3 10 trifluoromethykenzenesulfonyl chloride (step

C) as a white solid. MS (ESI-): 478.0 [M-H]'). Example 65: N-

(TiBenzyb 6uchl oro-Geoxo=@ |3-diklrdrotoldting 6] Giph-2-driffuordihethyls -nitro-

b@émal}_e%mfmm ealailhisxo H@: msl-cam@teeﬁ in analogy to

e e 32.usin itro=.benzaic aci

éaﬂn? mz&ilirlg)e%zl—f&ﬁ%%e iflj eﬁ&%rome‘fﬁl }Ber?zenesulfonyl

Ké &€ MH white solid. MS (ESI-): 480.0 [M-H])). Example 66:

N (I Benzyl -6- chloro 3-0x0-2,3-dihydro-1H-indazol-5-yl)-3-trifluoromethoxy-

2BBewiehEsulfonamide This compound was obtained in analogy to

example 32 using 4-chloro-2-fluoro-5-nitro- benzoic acid,

b¥nZy e B HCH ¢ste p, ) Bnydr8-fifluiodemethokybeiifenesuibnyl -

chleride-(siepfzias a white solid. MS (ESI-): 496-4 [M-H]-). Example 67:

25 N-(I-Benzyl-6-chloro-3-o0xo-2,3-dihydro-IH-indazol-5-yl)-2,5-difluoro-
HZ@&%%H gd@omémraa% tweéaeﬁi;ﬁ@@qgﬁ@@%kggy 9 eX3MPIey;tro-
ellegln am I'%oro-% luoro- 52@&5? & 0iC (émben%ylhydrazme 2HCI

(s Ay & tsite enzeneg n K c step C) as a light red

s umw@ﬁewe@ﬂmﬂéﬂ%ﬂw@@m@ @82 vigite solid.

NA(E-BShH pd76-t IMetD-3-0x0-2,3-dihydro-IH-indazol-5-yl)-2,4-dichloro-
benzenesulfonamide This compound was obtained in analogy to example
32;sHge4hloro-2-fluoro-5-nitro- benzoic acid,
benzylhydrazine.2HC1(step A) and 2,4-dichlorobenzenesulfonyl chloride

5 (stemed-#8 adightbsows saligihViB (B8R d482-4 IMHHAuoromethyi-

benzenesulfonarnide

This compound was obtained in analogy to example 32 using 4-chlore-2-fluoro-5-nitro-
benzoic acid, benzylhydrazine 2HCI (step A) and 2-trifluoromethyibenzenesulfonyl
chloride (step C) as a white solid. MS (ESI™): 480.0 [M-HJ").

Example 661

N-{1-Benzyl-6-chioro-3-ox0-2,3-dihydro-1H-indazol-5-y1}-3-trifluoromethoxy-
benzenesulfonamide

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

Example 67:

N-(1-Benzyl-6-chioro-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-3-nitro-
benzoic acid, benzythydrazine 2HCI (step A) and 2,5~diflucrobenzenesuifonyl chloride
(step C) as a light red solid. MS (BSIT™): 447.9 [M-H]").

Example 68:
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Example 69:
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-IH-indazol-5-yl)-3-chloro-2-fluoro-
benzenesulfonamide This compound was obtained in analogy to example
32 using 4-chloro-2-fluoro-5-nitro- 10 benzoic acid, benzylhydrazine.2HCI
(step A) and 3-chloro-2-fluorobenzenesyl$anyl chloride (step C) as a
yellow solid. MS (ESF-): 464.1 [M-H]'). Example 70:
NN(-B8rryticschioro-3-oxe 23 3dingdro tHiirkageh-Fi):83-difhioromethyl-

benzenesfenamide 15 This compound. was obtained in analogy to
example 32 using 4-chloro-2-fluoro-5-nitro- benzoic acid,

bepzylbyds %@%&%{a@@ﬁﬁﬂ&%&g@m ,[pgmg%qz 5?51'50@{& 5-nitro-
ql%ggg czg %Qz%iy%m%ﬁer%gi& step A$ & ) é%mgro%ﬂegzeﬂefu)l(%gqi:?hlonde

(iﬁEé&Wéﬁ%MUM@%@-MW@%-PW%%%IW-S-chIoro-2-f|uoro- 20
benzenesulfonamide This compound was obtained in analogy to example
3Bxasinly 49%hloro-2-fluoro-5-nitro- benzoic acid,
benzylhydrazine.2HC1(step A) and 3-chloro-6-fluorobenzenesulfonyl
chidiiei:{stés-Chlases brown Saligy S 1IES J2:464 - 11 [M-Hikgr =1 ataple- 72:

2Benzenesulfonamide ' _
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-IH-indazol-5-yl)-2-chloro-benzene

S eulele i I exam

%g% #&HE;J\%Q 5%‘%‘9&%&%&%%&& E;tlaenélzg %az}?“rt?geI (ﬁ,%?m it
A§ ;E%ai%a ﬁo ﬂ%%&aﬁaﬁlﬁ CHRI Q6 TRt “e5 B AT BRERASOHED
MBlaeider R -3 Exeliapleolid: MCEST): 464.1 [M-H])
(1-Benzyl-4-chloro-3-o0xo-2,3-dihydro-indazol-5-yl)-3- chloro 2-methyl-
bé&rzmpésififonamide This compound was obtained in analogy to example
32 using 2- chloro- 6-fluoro-3 -nitro- benzoic acid, benzylhydrazine.2HCI
(Stefr Aeand-8-chlare Uoftuarobiihzene sulfonidbichigridatstes- ) asd-
light, hrown sglid ;NS (ESI"): 460.1 [M-H]-). Example 74:

This compound was obtained in analogy to example 32 using 4-chioro-2-fluorc-5-nitro-
benzoic acid, benzylhydrazine 2HCl {step A) and 3-trifluoromethylbenzenesulfonyl
chloride (step C) as alight red solid. MS (ESI™): 480.0 IM-HI".

Example 71:

N-(1-Benzyl-6-chlore-3-oxo-2,3-dihydro-1H-indazol-5-y1)-5-chloro-2-fluoro-

benzenesulfonamide

This compound was obtained in analogy to example 32 using 4-chloro-2-fluore-5-nitro-
benzoic acid, benzylhydrazine 25HCl (step A} and 3-chloro-6-fluorobenzenesulfonyl
chloride (step C) as a brown solid. MS {(BSI'): 464.1 [M-E]".

Example 72:
N-{1-Benzyi-6-chloro-3-0x0-2,3-dihydro-1H-indazol-5-v1)-2-chloro-benzenesulfonamide

This compound was obtained in analogy to example 32 using 4-chioro-2-flucre-5-nitro-
benzoic acid, benzylhydrazine 2HCl (step A} and 2-chlorobenzenesulfonyl chicride (step
C) as a light brown solid. MS (ESI): 446.1 [M-H] ™

Example 73:
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N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-
IH-indazol-5-yl)-4-fluoro-3-trifluoromethyl- benzenesulfonamide This
compound was obtained in analogy to example 32 using
2,4-difluoro-5-nitro-benzoic 10 acid, benzylhydrazine.2HCI (step A) and
4-fluoro-3-trifluoromethyl'oenzenesulfogyl .. chloride (step C) as a. light
brown solid. MS (ESI+): 484.5 [M+Hj+). Example 75:

N-{Hetshzei6 ftacre:8: 6xd-d3-ditvyadezii-ind azetiBeyl)-2-Buadichioro-
bBenzengsuionamide 15 This compound was obtained in analogy to
example 32 using 2,4-difluoro-5-nitro-benzoic acid,

azaa&&@%gm 2 3dichlosebenzenesulfonyhehlaride:...

ste C) a wn s M-H?") e’

fa SEEk %%Mﬁ%@gdé Rkl e
b@w@é%ﬁ&im#’d@hﬁg%ﬁmp@M%E@Idbﬁémétﬂhﬁwﬁhélogy to example

32 using 2,4-difluoro-5-nitro-benzoic acid, benzylhydrazine.2HCI (step A)
amer@pte-dichlorobenzenesulfonyl chloride (step C) as a light brown solid.

MS (ESI"):464.1 [M-H]"). Example 77: 25

N1l -B ez e6ifhioone’ 3 oxa; 2-dditned idiHhdadalz bivh-yhidwhléra:Bdhioroethyi-
bepzenesifonamide This compound was obtained in analogy to example

32 using 2,4-difluoro-5-nitro-benzoic acid, benzylhydrazine.2HC1(step A)

and ehorn MO&BP&%@%LA o chlaride (S(6R.C) 2% AIGN RIGM bessoi
solgi %SI") 447 1 d‘2ﬂ Exam ]
KRR TS srlhyifo? 1%%@261@%}8%%%%%&?%“
kréhzeirve(stﬁllﬁdﬁhm ilegihis compbdnd Wasiobtakded v -dnalbgy to example

32 using 2,4-difluoro-5-nitro-benzoic 5 acid, benzylhydrazine.2HC1 (step
Axamgi87chloro-6-fluorobenzenesulfonyl chloride (step C) as a light

brown solid. MS (ESF): 447.9[M-H]"). '
N-(1-Benzyl-6-flucroe-3-oxo-2,3-dibhydro-1H-indazol-5-y1)-2,3-dichioro-

benzenesulfonamide

This compound was obtaired in analogy to example 32 using 2,4-diftuoro-5-nitro-benzoic
acid, benzylhydrazine. 2HCI {step A) and 2,3~-dichlorobenzenesulfonyl chioride (step C) as
a light brown solid. MS (ESI'):: 464.1 [M-H]".

Example 76:

N-(1-Benzyl-6-fluoro-3-0x0-2,3~dikydro- 1 H-indazol-5-y1)-2,4-dichioro-
benzenesulfonamide

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

Example 77

N-(1-Benzyl-6-fluoro-3-oxe-2,3-dihydro-1H-indazol-5-y1)-3-chioro-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 (EST'): 447.9 [M-F]7). |
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Example 79:

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

- benzenesulfonamide 10 This compound was obtained in analogy to

example 32 using 2,4-difluoro-5-nitro-benzoic acid,

benzylhydrazine.2HC1 (step A) and 3-trffluoromethoxybenzenesulfonyl

chloride (step C) as a light brown solid. MS (ESI+): 482.4 [M+H]+).

Ezample 80: 3-Chloro-N-[

[-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-5-yl;- 15

bisriZebesylfonamides Step 243- fihiAdehiéid-kagih-sBitthlo ro-2-fluoro-

Ldidradndazgl-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
suspended in 1. 4 , isred for, 10,.minutes a .

%?gj%ﬁu ro er%ﬁ%gal%le%%%)ﬁ%o %%ﬁg%i%ﬁféqﬁgg %rgbﬁ\}vliasrg gver ."benzmc

AR A T EARHOH WS i bEP OV ErIGRR A AD GRiERERL R 2 (sep

H& | %etolpBbhativn selild Eodiig: iftaR ibeBath. The precipitate was

collected by filtration and the crude solid was either purified by flash

cbBlampleRfomatography 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]) erBiep-Bhordaune-k #dhater oyt 2-sifydrerindazakdiene-25

T 2, sRMLIRRQf 2 a4-fluoro-benzyl)-5-nitro-1,2-dihydro-indazol-3-one (0.81

g) in MeOH (100 mL) was added Pd/C(I0%) catalyst (0.1 g) and the

reggt ng&wg@%ﬁ' ed for ﬁ%%%%oh%%@%ﬁ?c U“dfa.%i@u~or8- itro-benzoic

dr
atmosphere using a balloon. After this time the feaction mixture Was _
ice] Wﬁﬁ}&if%@ﬁéﬁ}@ﬁw el \hasHEN AeRPsTBPE R eyABSSHfgny! chioride
comishifiedsorigricrsolntiohiwds B portad ivvatiio. for afford the desired
5-amino-I-(4 30 fluoro-benzyl)-1,2-dihydro-indazol-3-one (0.617 g) which
wasitgke®into the next reaction withoutfurther purification. MS (ESi+):
258.3 ([M+H] ). -46- Step C]

33aHbra-NH1-(4-fiuore-benzy)):3-oxq; 2 3ejkydrorl Hdagazolb-yl]-

bgnzenesuipnamide To a solution of

5-amino-1-(4-fluoro-benzyl)-1,2-dihydro-indazol-3-one (0.100 g) in

g The S S W T &t GO o4 PRCTATRE Byridine was

t@q&{g@ ﬂy—ec%ﬂ}r}d\fg—ggga%&%tgge (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 HC (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 I-(4-flucro-benzyl)-5-nitro-1,2-dihydro-indazol-3-one. MS (ESI'): 286.1 [M-H] 7).

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

Lo asolution 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 BtOAc. 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]™.



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 mategial was purified 10 via flash
column chromatography eluting with EtOAc/nHeptane/|%AcOH) to afford
thétdesired 3-higre-N-=[ 1-(4-fluoro-benzyl)-3-ox0-2,3-dihydro-1H-indazol- B-yii~
1-pfleoresbienzi)d3-oxo-2,3-dihydro-IH-indazol-5-yl] -
benzenesulfonamide (0.087 g) as a brown solid. MS (ESI+): 432.4 W-1 HI

?I. EK?@@&E&&@%&&QES@@; miihﬁfﬂ\;'g[ainszil%-l,%—odih d:lr]o-indazol—B-one (0.160 g) in

be%lfe%%{é)lgif:)ﬁgéﬂ)i ea%‘?ﬁé:@ﬁ%{?ﬁ&zﬁ%%‘g&&%é&ﬁiisﬁ%f’é&y%}éﬁé%ﬁaiéFhe

° sosééﬁﬂansvyéﬁﬁ%ﬂ@(ﬁiﬁ%é@%%zq;% Aletiipyaiéinoas 6h3 ormemdin vacuo and the

3-%5%%@3&@@@%&@@ TG a8 HhRYOWR extracted a

sofigM L ) 3 +EXNR WiV o : .

4-EJMO&%I&I-C[g,é%g(lﬂgroggﬁ%yjl)-S-gxo-Z,3%%2)% oo N S R tIg: brine

omethyi- benzenesulfonanide This' cBRASETNY I EESE e Redineanaleey s

ex‘éﬂi‘?ﬁt‘ﬁ%’@%&?ﬁﬁ’@%ﬂﬂhﬁ%@iﬂ G8rsc bemzgp s Ruainy e orinttazoteBidnes purifed

10 gmwﬁﬂﬂ?ﬁggﬁg@W;@m@mlﬁd%ﬁiﬁéﬁpf&@g?&%rd the

raven- SONCH 1)L LIl -1 @mp e TLTL L
23 Dhlydra bene gzéb%@xme- -%&Ron?@%g W it i
[1-(4-fluoro- enzyll?- “6%0-2, -ty ArS LEFINGaZ6RE 512 At This
compound was obtained in analogy to example 80 using 5-amino-
I-(()ﬁnzﬁf}lq?%-sg'enzyl)-l,2-dihydro-indazo|-3-one and
Sg:@( ro-I,4-b§nzodioxine-6-sulfonyl chloride 30 (step C) as a light
browh SSTEMSYESHY) Es T mp bz Rk anie B dilyde: HDiidhtoteH -

15 [| bgtmeveommzd)- 3-0x0-2, 3-dihydro-1 H-in dazol-5-yl] -6-methyl- b
enzenesulfonamide This compound was obtained in analogy to example
80lbsingrbpamiovk({ 4Hfiuiard-in analogy to example 80 using 5-amino-1-(4-fluoro-

benzyl)-1,2-dihydro-indazol-3-one and 3-difluoromethoxybenzenesulfony! chloride (step

C) as a2 light brown solid. MS (EST™): 464.4 [M+H]™.

Example 82:

20 4-Fluoro-N-[1-(4-fluoro-b enzyl)-3-0x0-2,3-dihydro- 1H-indazol- 5-yl]-3~trifluoromethyl-
benzenesuiforamide

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-trifivoromethylbenzenesulfonyl
chloride (step C) as a light brown solid. M3 (ESI™): 4823 [M-H]).

25  Example 83:

2,3-Dihydro-benzo[1,4!dioxine-6-sulfonic acid [lw(4—ﬂuom~benzy1)~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-3-0ne and 3~dihydro-1,4-benzodiaxine-6-sulfonyl chloride
80  (step C) as a ight brown solid. MS (ES["): 456.5 IM-E.

Example 84:



benzyl)-1,2-dihydro-indazol-3-one and

2,4-dichloro-6-methylbenzenesulonyl chloride 5 (step C) as alight brown
solid. MS (ESI'): 480.4 [M-H]+). Example 85: 5-Chloro-2,4-difluoro-N- [ 1-
(4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-yl]- benzenesulfonamide
This compound was obtained in analogy t example 80 using
5-amino-I-(4-fluoro 10 benzyl)-1,2-dihydro-indazol-3-one and

3 ghiDickthfodifliibrabinzenesutidny ehlordaiisiep Cl-asapodB-whitemethyl-
solid, MS (FESIEh;468-4 [M+H]+). Example 86: 4-Chloro-2,5-df

uoro-N-[1- (4 -fluoro- benzyl) -3-0x0-2,3-dihydro-1H-indazol-5-y1]-

ﬂlzsecneég fonamide, 15 This compound was o g;lnelg1 inanalogytg o
examp e 80 Usi amino-1-(4-fluo r%rtlgenzy -1 2-didrondazol-3-one
dtiePATbhforol élﬁdgﬁ?ﬂﬁ’&%?ﬁéﬁz%ﬁ% BM’éﬁiafmé I(gftégflésnagma FrefEeoride
5 Solidr MSa6ESH: 468 {NHHY)S BBahnei87i8-ChHloro--[
I-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl)-2-methyl- 20
berzeméstifonamide This compound was obtained in analogy to example
80 using 5-amino-I-(4-fluoro- benzyl)-1,2-dthydro-indazol-3-one and
Fcplere-anethyitenzenesulfonytchlanide-tstap - £3-asan-effimhie.salisy)-
VISH(=S1 M%%Q ;\VI+H]+). Example 88: 25
[I-(4

3-Cyano- uoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl]-benzenesulfo

ide_This com d.was obtained.in anal o exa 1ple.80 usi
“?é’f?*nﬁﬁgﬁiiﬂ e L%]‘r?éill Ao s e s 2o
10 JR&pEbk SR TBEel @é%gﬁﬁélév@aﬂb%wdwm@(ﬁémrﬁe
428 [CM&H}'l) oﬁ%@]m}alsﬁ@ MBAEphthateid-HsiiTfonic acid
[1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-5-ylI',- amide This
campaphdgyas obtained in analogy to example 80 using
5-amino-I-(4-fluoro- benzyl)-l,2-dihydro-indazol-3-one and

1paphthaleneguifenylichiorde(stepHe) 88 180B%o-2,3-dihydro-1H-indazol-5-y11-

benzenesutfonamide

15 "This compound was obtained in analogy to example 80 using 3-amino-1-{4-fluore-
benzyl)-1,2-dihydro-indazol-3-one and 4-chloro-2,5-difluorobenzenesulfonyl chioride
(step C) as an off-white solid. MS {ESI™): 468.4 [M+H™

Example 87:

3-Chloro--{1-(4-fluoro-benzyl}-3-ox0-2,3-dihydro-indazol-5-y1]-2-methvi-
20 ‘benzenesulfonamide

This compound was obtained in analogy to example 80 using S-amino-1-(4-fluoro-
benzyl)-1,2-dihydro-indazol-3-one and 3-chloro-2- methjflbenzenesulfonyl chloride (step
C) as an off-white solid. MS (BSI™): 446.0 [M+H]").

Example 88:
25 3-Cyano-[1-{4-fluoro-benzyl)-3-0x0-2,3-dihydro-indazol-3-vl]-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) aslight
brown solid. MS (EST™): 423.1 [M+HI™M).

Example 85:
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5 brown solid. MS (ESI+): 448.3 [M+H]+). Example 90:

3-Chloro-4-fluoro-N-

[1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-5-yl]-

benzenesulfonamide This compound was obtained in analogy to example

80 using 5-amino-I-(4-fluoro 10 benzyl)-1&-dihydro-indazol-3-one and
3-chloro-4-fluorobenzenesulfonyl chloride (step C) as light brown foam..

MG (EGIERY: 144Q16 Hittdd]dEXafhiileodd:13:CHlpfosfo-2,3-dihydro-1H-indazol-5-y1]-
1:314-difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl] -2-methvl-
benzenesulfonainide 15 This compound was obtained in analogy to

%in&ﬁwgs%é‘tﬂﬁwfﬁ’%ﬂé 1@@9%&?@‘3&11110 1-{4-fluoro-
chl?ro -2- Iben{)%aeg}?ng?fg%g ond%%lﬁFFS(‘é%nﬁ V%[fége;dscfltep'%%s light

W&Mﬁz%ﬁé b%é@%‘Mrhﬁdlrb indazol-5-yl]-4-fluoro- 20

benzenesulfonamide This compound was obtained in analogy to example
8Gansing98;4-difluorobenzylbromide (step A) and
3-chloro-4-fluorobenzenesulfonyl chloride (step C) as a white solid. MS
(ESH) 4881 4dM+N}H)- Exfamplet@d A b 3-oxo-2,3-dilydro-1H-indazol-5-v1]-
5£3,4:Rif 4ok 9-penzyl)-3-0x0-2,3-dihydro-indazol-5-y1]-4-fluoro-3-trifluoro
methyl- benzenesulfonamide This compound was obtained in analogy to

agn ‘Bl §8 $ "&%s c)%tglﬂg&)ﬁgté% Eg@gﬁ (S8R A 88% ming-1- -(4~fluoro-
uoro uoromethylbenzene éll chio I’I%ie (S% C) as

rq\;H%i;aLz i]_Cﬂq_ anggh-ghy aggr i5f ul?onqucﬁlomde {step
[@(&&gﬂlﬂbmmbémyl)i\@-b&féiz MWM@Mdazol 5-yl]
-benzenesulfonamide This compound was obtained in analogy to
axample 8O using 3,4-difluorobenzylbromide (step A) and
3-chlorobenzenesulfonyl chloride (step C) as an organge solid. MS
(EST1d)5-514808 dMhbldbenzyl)-3-0x0-2,3-dihydro-indazol-5-y1]-2-methyl-

benzenesutfonamide

This compound was obtained in analogy to example 80 using 3,4-difluorobenzylbromide
(step A) and 3-chloro-2-methylbenzenesulfonyl chloride (step C) as 2 white solid. MS
(ESI™): 464.3 [MI+F ).

Example 92:

3.Chloro-{1-{3,4~difluoro-benzyl)-3-0x0-2,3-dihydro-indazol-53-yl]-4-fluoro-

benzenesulfonamide

This compound was obtained in analogy to exarnple 80 using 3,4-diflucrobenzylbromide
(step A) and 3-chlorc-4-fluorobenzenesulfonyl chloride {step C) as a white solic. MS
(ESTM): 468.4 [D+F1™).

Example 93:

[1-(3,4-Difluoro-benzyl)-3-ox0-2,3-dihvdro-indazol-5-yl]-4-fuoro-3-trifiuoromethyl-

benzenesulfonamide

This compound was obtained in analogy to example 80 using 3,4-difluorobenzylbromide
(step A) and 4~fluoro-3-triflucromethylbenzenesulfonyl chloride (step C) as a white solid.
MS (BESI™): 502.1 [M~A+H]™).



Example 95: [
1-(3,4-Difluoro-benzyl)-3-oxo0-2,3-dihydro-indazol-5-yl]-3-trifluoromethoxy-
benzenesulfonamide This compound was obtained in analogy to example

80 using 3,4-difluorobenzylbromide 10 (step A) and
3-trifluoromethoxybenzenesulfonyl chlarige (step C) as a white solid. MS
(ESI+): 500.3 [M+H]~). Example 96:
ZxpDithfro-11-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl]-5-met

hyl- benzenesulfonamide 15 This compound was obtained in analogy to
exanipte-80 (AsintBidrdileiorabensybnmilayistemAdzand-yl]-benzenesulfonamide
2,4-dichloro-5-methylbenzenesulfonyl chloride (step C) as a white solid.

MSis Go2iud®8k B} iﬁmlﬁ%éﬁaﬂlﬁiﬁm%né 364— difluorobenzylbromide
3,46l 0 -dilydrori 0)=5-yl]- 20 . +,
s é*i%&%j%ﬁ?%?ﬁ%% s e it B0
%%glﬁ\ﬂ@ -&‘ifluorobenzylbromide (step A) and
3,4-dichloro-benzenesulfonyl chloride (step C) as a white solid. MS (ESI'):
Agamm3H]+). Example 98: 25
4,5-Dichloro-[1-(3,4-difluoro-benzyl)-3-oxo0-2,3-dihydro-indazol-5-y1]-2-fluo
ro-GehrzEABstforamitd-THisedraboimd-nds whtained itridnaksgyetb oxy-
exaple 8thusing 8,4-difluorobenzylbrom de (step A) and
3,4-dichloro-6-fluorobenzenesulfonyl chloride (step C) as a white solid.

M$is @%ﬁ&uﬁ@&ﬂs [M ke iﬁ@nﬁ%%'@xggi e‘h@u@ﬂﬁm%%iﬂuorobenz*ylbromide

- -difl - [)- -2 ,3-dih | I-5-vl]- . . .
0 L}ét%%%pénﬁ%lgr%%%eg%ﬁ?ﬁﬁ %%‘fr% %f(i)%ﬁﬁlg%%gng c%foq:lé?e ¥s ﬁ)aF) as z white solid. MS

i5

20

25

enesulfonami ISC was obtaine
g6tising’8:a iudrabenzylbromide 5 (step A) and
3,4,6-trichloro-benzenesulfonyl chloride (step C) as a white solid, MS

(EBmpled®0.3 [M+H]+).

in"amalogy to example

2,4-Dichloro-[1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihvdro-indazol-5-y1]-5-methyl-

benzenesulfonamide

This compound was obtained iz analogy to example 80 using 3,4-diflucrobenzylbromide
(step A) and 2,4-dichloro-5-methylbenzenesulfonyl chloride (step C) as a white solid. MS
(ESI™): 498.4 [M+HT™).

Example 97:

3,4-Dichloro-[1-(3,4-difluoro-benzyl}-3-oxo-2,3-dihydro-indazol-5-v1}-

benzenesulfonamide

This compound was obtained in analogy to example 80 using 3,4-diftusrobenzylbromide
(step A) and 3,4-dichloro-benzemesulfonyl chloride (step C) as a white solid. MS (ESI™):
484 4 [M+H]™.

Example 98:

4,5-Dichloro-{1-(3,4-difluoro-benzyl)-3-0x0-2,3-dihydro-indazol-5-y1}-2-fluoro-

benzenesulfonamide

This compound was obtained ira analogy to example 80 using 3,4-difluorobenzylbromide
(step A) and 3,4-dichloro-6-fluorobenzenesulfonyl chioride (step C) as a white solid. MS
(BST™Y: 502.1 [M+HI™.
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Example 100: 2,3-Dichloro-jl-(3,4-difluoro-benzyl)-3-oxo-2,3
-dihydro-indazol-5-yl] - benzenesulfonamide 10 This compound was
obtained in analogy to example 80 using 3,4-difluorobenzylbromide (step
A) and 2,3-dichlorobenzenesulfonyl chloride (step C) as a white solid, MS
(ESI+): 484.4 [M+H]+). Example 101: 2:4-Dichloro-r
I-(3,4-difluoro-benz)rl)-3-oxo-2,3-dihydro-indazol-5-yl]-6-methyl- 15
Henzepiesaifonamide This compound was obtained in analogy to example
80 using 3,4-difluorobenzylbromide (step A) and
24-dichigsrfrmetbylkenzenesuligmykchierids (etepitr-ama whitgsolid.
M3 nz@i%i@fcﬁ%%éellw""""') Example 102: 20

-[1-(2

3-Chloro-N ,4-difluoro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-5-yl]-4-flu

- benzenesulfonamide This compound was optained jn analogy to )
o B TG 2 AP CHIFO TS SR Ay L oberzyoromide
3LeRiote W fiddrbteRzisnedumeriaseHionid sistaps Cistr & piile sotide MBL. MS (EST'):
(ESI3)[M68U [M+HI+). 25 Example 103: N- [ I-
(2,4-Difluoro-benzyl)-3-oxo-2,3-dihydre-1H-indazol-5-yl] -4-fluoro-3-
tifluerpimethyl-benzenesulfonamide -51- This compound was obtained in
analogy to example 80 using 2,4-difiluorobenzylbromide (step A) and

Asfhuorerdotifiuoromethyiie Lﬂwlﬁbmjﬁgéﬁa%&@%amhite
S ”d'ez'}@%fﬁsﬁd?oz'l [M+H]+). Example 104:
3-CHi6ro- -flr-1 ,4-difluoro-benzyl)-3-oxo-2,3-dihydro-I

-indarol-5-yll-2-methyl- benzenesulfonamide This compound was . ,
DB LA, A R SO e 2 e BB S U Rabpaggpromice
Abstand’3 2R Sro-2arethyinsrrenlisobaybtkisridenste psg)ves g whideMS (ESI"):
salid ANIS+(BSIT):464.3 [M+H]+).

Example 101:

2,4-Dichloro-{1-(3,4-difluoro-benzyl)-3-0%0-2,3-dihydro-indazol-5-y1}-6-methylh-

benzenesulfonamide

This compound was obtained in analogy to exarmple 80 using 3,4-difluorobenzylbromide
{step A) and 2,4-dichioro-6-methylbenzenesulfonyl chloride (step C) as 2 white solid. MS
(BSIM): 500.3 [M+H]™).

Exampie 102:

3-Chloro-N-[1-(2,4-difluoro-benzyl}-3-0%0-2,3 -dibhydro-1H-indazol-5-yl]-4-fluoro-
benzenesulfonamide '

This compound was obtained in analogy to exaxuple 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]).

Hxample 103:

N-[1-(2,4-Diflucro-benzyl}-3-o0x0-2,3-dihydre - 1H-indazol-5-y1}-4-fluoroe-3-
trifluoromethyi-benzenesulfonamide
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10 Example 105: N- [
1-(4-Chloro-benzyl)-3-o0xo-2,3-dihydro-IH-indazol-5-yl]-4-fluoro-3-trifluorom
ethyl- benzenesulfonamide Step All
1-(4-Chloro-benzyl)-5-nitro-1,2-dihydro-indazol-3-one This compound was
obtained in analogy to step A in examplgi/7 using 5-nitro-1,2 15
dihydro-indazol-3-one (prepared according to Org. Synth. 1949, 29, 54 or
éﬁéﬁﬁ%o‘i@@mm@t&m;FaWM@mm%mmgé tocaffiore thenzylbromide

desiret) be(dchilorerbeazit)obonitiayi2-dibydronindarotd-0rea8 iAWkt solid,

spﬂgj(é\gks (ESIy: §@ }%{M -1-1]"). Step B] 5-Amino-
1-(4- chloro benzyl) 1,2-dihydro-indazol-3- one To

15(4-c 3Bl(gni%épenzyl) -5-nitro-1,2-dihydro-inda7ol-3-one (0.45 g) was added
HCI (37% 20 aq ) solution (5 mL) followed by SnC12.dihydrate (1.9 g).

T. ixt d to 85C one houy. The reaction was then
n%t%}rﬁ]a |zz§e ?n STl S s { '°§(8I"&t?’ofi;hYﬂ‘éOreldH&ﬁE}aﬁglfﬂfﬁéle’meﬁﬂ'
e@&’r’&&’c’éﬂ%ﬁaﬁ’é%c The combined organic phases were washed with
brine, dried over sodium sulfate, filtered and reduced in vacuo. Flash

Ebaﬁmn@rmﬁar@gpézphyedmhwéwm@@mp@lafmgeigeawmgﬂm%enzﬂbmmme

”ﬁﬁﬁwﬁﬁ@@hl%mmmﬂw@%%@%ﬁm?m@m C) a5 a white solid. MS
od a(glﬁq -@enzyl) -1,2-dihydro-indazol-3-one (O 31 g) as a dark
S(

brown solid S|+) 274.4 [M+H]+). Step Cl
#ﬂ Ig:moro benzyl)-3-oxo-2,3-dihydro-IH-indazol-5-yl]-4-fluoro-3-
trifluo r%met yI -benzenesulfonamide This compound was obtained in

C in le 77 g 4-fluoro-3- 30
f’lﬁ? e Oy LD Lt op b e eere g oromety
(ES1Epas @ﬁfm‘ﬂﬂ]ﬂ -52- Example 106: 3-Chloro-N- [ | - (4-chlor
0-benzyl)-3-0x0-2,3-dihydro-1 H-indazol-5-yl] -2-methyl-
b¥azenesu Ho&%aﬁhﬂuﬂh@qd}rﬁanﬁnd Wiadinblainedlindasalagy to example
105 using 5-am no-I-(4-chloro 5 benzyl)-1,2-dihydro-indazol-3-one and
3leblorospemethyibebrenesidfomybehtorite (stepxGhas alightbrownselic:
MSHESIH 14023 M @&%h%&%&, £ Ozt Syl 1849, 2.9, em Ber. 1942,
2}%, %BE Orod u_L_ é"ro ?}Jz% TO rzlmyilg o alglsorcg ﬂ%eé H Ind]%_\om—bei]x;yl‘ S-nitro-

1,2-dihydro-indazol-3-one as a brown solid. MS (ESI- ). 302.3 (M-H]17.
Step B} 5-Amino~1-(4-chloro-benzyl)-1,2-dihvdro-indazol- 3~ one

To 1-(4-chloro-benzyl)-5-nitro-1,2-dihydro-indazol-3-one (0.45 ) was added HCL (37%
aq.) solution (5 mL) followed by SnCly.dibydrate (1.9 g). The mixtare was heated to 85°C
for one hour. The reaction was then neutralized with sodium bicarbonate solution,
filtered, and the filtrate extracted with BtOAc. The combined organic phases were washed
with brine, dried over sodium sulfate, filtered and reduced in vacuo. Flash column
chromatography of the residue over silica gel eluting with methylene chloride/methanol
afforded the desired 5-amine-1-(4-~chloro-benzyl)-1,2-dihydro-indazol-3-one {0.31 g) as 2
dark brown solid. MS (BST™): 274.4 [M+H]™).

Step Cl N-[1-(4-Chloro-benzyl)-3-0x0-2,3-dihydro- 1H—ind&zdl~5—y1] ~4-fluoro-3-
triftuoromethyi-benzenesulfonamide

This compound was obtained in analogy to step C in example 77 using 4-fuoro-3-
triflucromethylbenzenesulfonyl chloride (step C) as & white solid. MS (BST7): 500.3
IMAHT.
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benzenesulfonamide 10 This compoundwas obtained in analogy to
example 105 using 5-amino-I-(4-chloro- benzyl)-1,2-dihydro-indazol-3-one
and 2,3-dichlorobenzenesulfonyl chloride (step C) as a light brown solid.
MS (ESI+): 482.4 [M+H]+). Exam-pie 108: Naphthalene-I-sulfonic acid
[I-(4-chloro-benzy)-3-oxo-2,3-dihydro-IHsindazol-5-yl]- 15 amide This
compound was obtained in analogy to example 105 using
Samipb-t{4-chloro- benz)Tl)-1,2-dihydro-indazol-3-one and
1-naphthalenesulfonyl chloride (step C) as an off- white solid. MS (ESI+):

4640 M) (Exanle 4091 200x0-2,3-dihydro- 1 H-indazol-5-yi]-2-methyl-
%@gﬁ‘%lﬁ ghloro -4-fluoro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-5-yl]

-2- met enzenesulfonamide This compound was obtained in analogy
exam e 10 usin loro- 4 flugrobenz Ib |de te

3 S516- -me Wfk%egzengsu %r%on {8 g(%I B?ﬂ Z;rkfso

NSRS 10 480 Wﬁﬂﬁﬁlf.?’Z@E%?p fi@%&ﬁﬁ%ﬁh@éﬁ@@%@ﬁ@@ﬁ éléerad[fi (step
1%@51@&&%@1%5&@3%!1&3&16)@@,3 -QibyHE631 H- indazol-5 y1]-amide
-53- This compound was obtained in analogy to example 105 using
2rshiapp-4efluorobenzylbromide (step A) and 1-naphthalenesulfonyl
chloride (step C) as a light brown solid. MS (ESI+): 482.4 [M+ H)+).

Exampeid Al NS] 1-(4-chloro-benzyl)-3-ox0-2,3-dihvdro-1H-indazol-5-y1}-
2 3 chhlo Nm[&, 2-chloro-4-fluoro- benzyl) -3-0x0-2,3-dihydro-IH-indazol-

5- yﬁ enzenesu onamide Th|s compound was obtalned in analogy to

mple 105 using 2-chlorp- orobenzylbro ste and
IO S SCIH e HONAE FotBeres Burs TORE BBt Son ks
(@g;qylgg@fimd;ﬁ@@@gmm@dﬂg Mombenzemsulf@nyl c};\lomde (step Clasa
1HZ-Chltora-dfldoves besi2y)3-0xer 253 tihydro-1
H-indazol-5-yl]-4-fluoro-3-

Example 108:

Naphthalene-1-sulfonic acid [1-(4-chloro-benzyl}-3-ox0-2,3-dihydro-1H-indazol-5-v1]-

amide

This compound was obtained in analogy to example 105 using 5-amino-1-{4-chioxo-
benzyl)-1,2-dihydro-indazol-3-one and 1-naphthalenesulfonyl chioride {step C) as an off-
white solid. MS (ESI™): 464.1 [M+H™).

Example 109:

3-Chloro-N-[1-{2~chloro-4-fluoro-benzyl}-3-ox0-2,3-dihydro-1H-indazol-5-yl - 2-

methyl-benzenesulfonamide

This compound was cbiained in analogy to example 105 using 2-chloro-4-
fluorobenzylbromide (step A) and 3-chloro-2-methylbenzenesulfonyl chioride (step C) as
2 light brown solid. MS (EST"): 480.4 [M+H]™).

Example 110:

Naphthalene-1-sulfonic acid [1-(2-chloro- 4~ﬂuor0—benzyl) 3-ox0-2,3-dihydro-1 H-
indazol-5-y1]-aride
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26

trifluoromethyl-benzenesulfonamide This compound was obtained in

analogy to example 105 using 2-chloro-4- fluorobenzylbromide (step A)

and 4-fluoro-3-trifluoromethylbenzenesulfonyl chloride 15 (step C) as an

off-white solid. MS (ESI"): 516.2 [M-H]-). Example 113: N- [

1-(2-Chloro-4-fluoro-benzyl)-3-oxo-2,3+tihydro-IH-indazol-5-y11-3-

difluoromethoxy-benzenesulfonamide This compound was obtained in

ahal agy poebpleb10bed singh Zkelyl asex4raPiH i0solenziibimide (step A)

ﬂﬂ&%&%ﬁﬂ@f&?ﬂﬁ%@‘@%ﬁﬁ%@@?%‘éﬂ%&’i}&ﬁ%@ﬁ&%ﬁ@@o%@&@p light; Brewen

%0|Id. MS (E 3 48)9% [! J—Ul ample 114: N-

PEYEHBG-YA0600-béR2yT) - o%0-2, 3-dihydro-IH-indazol-5-yl]-3-

trifluoromethoxy-benzenesulfonamide 25 This compound was obtained in

%6]éxample 105 using 2-cliloro-4 fluorobenzylbrornide (step A)

and 3-trifluoromethoxybenzenesulfonyl chloride (step C) as an off-white

Sotid iR ESHY -6 abdonor 4y o roRBeRBTE P 18xe 543 diEg N ipdazol-5-yli-

b{2zeyantfeetiryli3d-oxo0-2,3-dihydro-1H-indazol-5-yl] -2-methyl-

benzenesulfonamide Step A]

FL5 Nithe3rex a2, Shelitydrorindagsl oy -prepiQDitiileng 2-chioro-4-
itre-1.2-dihydrqg-i -3- j Y ~

LA e L ) S 2

rh’ff)“ﬁhﬂ’}?‘ﬁl}@&%%}(a’(%‘](ﬂéﬁs as added to the flask and the mixture

was heated to 50C for 10 minutes. Acrylonitrile (0.24 mL) was then added
dﬁ'ﬁﬂm%}ﬁhe reaction was stirred overnight and was quenched with 2
NT HCI (ag.) solution while cooling in an ice bath. The aqueous phase

Wisleirabtety- fili Eechsezah b theccomBisarpHasdadisre WAL A Rt

biifectsiaetoyics sndhsmisiitatedd O filtered and reduced in vacuo. Fash

column chromatography over silica gel (eluting with EtOAc, nheptane, 3%

A@@s‘i}iﬁfﬁgwy@@?ﬁ&@ﬂ@ﬁﬁ%ﬁ:&ﬁ@i@i@ﬁu@wgr%om%—

indazal-1-yh-propionitrile as ife solid T4 MR ide

S o R e A e
5

a
( -dih)Tdro-indazo
tep C) as an off-white solid. MS (EST'): 516.2 [NI-Hj ).

Example 113:

N-[1-(2-Chloro-4-filuoro-benzyl)-3-0x0-2,3~dihydro-1H-indazol-53-v1}-3-

diffuoromethoxy-benzenesulfonamide

This compound was obtained in analogy to example 105 using 2-chloro-4-
fluorobenzylbromide {step A) and 3-diflucromethoxybenzenesulfonyl chloride (step C) as
a light brown solid. MS (ESI'): 496.3 [M-H]). -

Exampie 114:

N-{1-(2-Chloro-4-fluoro-benzyl)-3-o0x0-2,3-dihydro-1H-indazol-5-y1}-3-

trifluoromethoxy-benzenesulfonamide

This compound was obtained in analogy to example 105 using 2-chloro-4-
fluorobenzylbromide (step A) and 3-triflucromethoxybenzenesulfonyl chloride (step C) as
an off-white solid, MS (ESI'}: 514.3 [M-H]").

IExarnpie 115:
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To a solution of 3-(5-Nitro-3-0x0-2,3-dihydro-indazol-I-yl)-propionitrile
(0.521 g) in 15 MeOH (50 mL) was added Pd/C(10%) catalyst (0.13 g)
and the reaction mixture was stirred for 20 hours at ambient temperature
under a hydrogen atmosphere using a balloon. After this time the reaction
mixture was filtered through Celite(r)whigh . was washed with more EtOAc.
The combined organic solution was evaporated in vacuo for afford the
deShiect3N 5athinmBoaxbyD; 3-divydib-ditdaz oHHylpragionit e (245lg)
whigh.wasgi2Q.taken into the next reaction without further purification. MS
(ESI+): 203.4 ([M+ H.11-"). Step C]

eIy s a2 Ay ROk T2

benzenesulfonamide To a solution of 3-

d dro-indazol-1-yl 0|on|trle0 d|e L
add% 0- -megﬁ Olénz;é% suﬁ%rr?y aﬁorlgm%%rggy ;: A {b@ }Mgfer
ﬁ%@@o‘i%éﬂ%ggag‘tm@h %ﬁ@@@%f@&qﬁéﬁ(ﬁénﬁfﬁé%% wé@l‘h Os (ag.) (1.8
removeddadvache fand dhé tresidusumas dissoidad HEIQACOMaterandcrylonitrile

Pﬁrﬁﬁﬂwﬂ\%&%@@é %ﬁ@%@e V‘I@% %ﬁ%ﬁ%@@fﬁ@&g&d&%&éﬂ %%dVWEQ quenched
el |ne anic Uases wer ashed wi rnne an
%g%%gfcsio an fafe” qf% drying adenty Wa;t%resr%ovga WA tltl ewas SFgracted

tWétb/&fémésaWeﬁlée F@ﬁaévee& ﬁ%l@/%féa@%vaﬁéﬁé é’@dﬁ@ﬁeéfeﬁém’lﬁﬁ éDéFHHJeSu}fatﬁr
nistteeidbwas Q- plinfiedudaFfids hobolumitchramatagraphyt elitingewiliting with
?%Q%N : 2%%6&%#%%@&9 zug%%lﬁ*%'ﬁggu;b -Nitro-3 50rxo] 22,3 ~dihydro-
-Chloro- cyano-ethy X0 Ryil-2-
%ﬁy(f be?ﬂ1 er({e o%‘g?na‘l?je)‘(%l%?]‘g é\géa g tbgr%\r/%v%%é d ‘MS (EST'):
391.0 [M+£ é Example 116:

NEE B Cyanordthiyle ok 2 :3- ﬁﬁﬂw&% RE4A0aL SLE R RARISHS - 3-

trifluoromethylbenzenesulfonamide  This compound was obtained in

ahariRibERdmp Rty 3-todimte- Skl -propionitrile (0.521 g) in

5 d¥iyGEd (Fitemiowhad)idrd Bibaitilgtanatalyst (0.13 g) and the reaction mixture was

4&1&@@5& @ﬂﬂi&@%&@ﬁ@ﬁ@@%ﬁ@@ﬁhé&@%}% (3tep G RRBMIIR 2 balloon.
d MJS TngIt-E)B act 5 fM+-‘8Jﬁ %@Jccelohl NW[aS washed with
y 5 ygro zo? -

cyano-eth oxo

b@wz% B 0forERIRTE %ﬁ%ﬁﬁ%@%ﬁ%ﬁf&ﬁ?@aﬁﬁdam%v forexiamiiae
1dSusirig (3-{S:amiheR-axb- A3 10 ditwdid-indazolbloyl)=pedpiohity ilehathdyas
24rdichiorasbSsmethylbenzenesultony-chlonde tion. MS (BSIT): 203.4 ((M~H]).

Step C]  3-Chloro-N-{1-(2-cyano-ethyl)-3-ox0-2,3-dihydro-1H-indazol-5-yi]-2-

methyl-benzenesulfonamide

To a sotution of 3-(5~amino-3-0x0-2,3-dihydro-indazol-1-yl)-propionitrile (0.08 g) in
pyridine (1 mL) was added 3-chloro-2-methylbenzenesulfonylchoride (0.089 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 BtOAc/water and separated. The agueous phase was
extracted a further two times with EtOAc and the combined organic phases were washed
with brine and dried over sodium sulfate. The arying 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/19%AcOH) o
afford the desired 3-Chloro-N-[1-(2-cyano-ethyl)-3-0x0-2,3-dihydro- 1H~indazol-5-yi] -2~
methyl-benzenesulfonamide (0.087 g} as = light brown solid. MS (BEST™): 391.0 [M+H]").

Example 116:
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(step C) as a light red solid. MS (ESI+): 425.3 [M+H]+). Example 118:
3-Chloro-N-[ 1-(2-cyano-ethyl)-3-0x0-2,3-dihydro-IH-indazol-5-yll-4-fluoro-
beazenesulfonamide 15 This compound was obtained in analogy to
example 115 using 3-(5-amino-3-oxo0-2,3-
dihydro-indazol-1-yl)-propionitrile and_3;ghloro-4-fluorobenzenesulfonyl
chloride (step C) as a light red solid. MS (ESI+): 395.3 [M+H]+). Example
W0 N-(Fatletod )-§2oebiDrp-diendy) 13t éxda2¢3-Bhinly drdildsindazol-5-yl]
%ﬁmgﬁ%%%ggggmgmﬂlggnzenesuIfonamide Step A]
6-Chloro-1-(2-chloro-benzyl)-5-nitro -1,2-dihydro-indazol-3-one

%J‘ﬁ&?ggu%'&r%a% gb%ﬂ-)é% 'i‘n%?ooy' 3 8&%@%%?@9&9 ARGV 100 7 5

em ber.

P e Sl A Pt PO G g s fonr:
shipeldednrivestemisamdlidni K 2CO3- 3480+ lg)-was added to the 25

flask and the mixture was heated to 50C for 10 minutes.
Zxhiprobiginzylbrom de (0.40 g) was then added dropwise. The reaction
was stirred overnight and was neutralised with 2 N HCI (aqg.) while cooling
in,aMice dati-The precipitatelvas aoles e iy filtiftiod and strtlcatedhvi-

with, diethydether to afford pure desired 6-chloro-I-(2-chloro-benzyl)-5-nitro-
1,2-dihydro-indazol-3-one as abrown solid. MS (ESI-: 336.3[M-H]-). 30

%1%1@%0 éﬁg\ro 6 oro Zé:nha o} t%e&zy%% d|h dro3 gazol % one 25

oro enzyl) 5 n|tr ro findazoi-3-one

Oy mdedd %réf P—Té?lf??% aePY ofitis m@a&@sazswﬂf@ﬂﬂ chloride
SsEN2)dihytghte (@ Big). MEéH&lME\&&MﬁH&Téd to 85C for one hour.
The reaction was then neutralized with sodium bicarbonate solution,

fitened]eand:the filtrate extracted with EtOAc. The combined organic
phases were 5 washed with brine, dried over sodium sulfate, filtered and

redugeshinyacuQyzlasbispiumax Chromatataphy: afihel residuerones-
sbll%ge%elﬁkg IQJ%%th methylene chloride/methanol afforded the desired
5.amino-6-chloro-| (2-chloro- benzyl) 1,2-dihvdro-indazol-3-one (0.33 Q)

ellow s |d M ESI M+H] +).. S
R AR enzyﬁné c%élt‘ﬁ% e e e
Gre 8- }n‘éghgﬁo&) &é 4-fluorobenzenesul nyl chloride (step
C) as a light red solid. MS (ESI™): 395.3 LM% -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 KpCOs (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 o afford pure desired 6-chioro-1-(2-chloro-benzyl)-5-nitro-
1,2-dibydro-indazol-3-one as a brown solid. MS (ESI™: 336.5[M-H|").

Step B]  5-Amino-6-chloro-1-(2-chlore-benzyl)-1,2-dihydro-indazol-3-cone
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To a solution of

5-amino-6-chloro-I-(2-chloro-benzyl)-1,2-dihvdro-indazol-3-one (0.070 Q)

in pyridine (I mL) was added

f-fluoro-3-trifluoromethylbenzenesulfonylchoride (0.072 g) in one go. The

solution was stirred at 60C for 24 hoursgd he pyridine was then removed

in vacuo and the residue was dissolved in EtOAc/water and separated.

The-agleods (hadertSwaslpitracied a-tlithértwoldimies with EtO@canddded

thecempined @iﬁﬁ@&?(@*}%ﬁ@%{% washed withibrine and drigdOMeke was
od|u§n \%’f@éei mgI%gent was rer’r{gved % It 8adtlo an thebmrbonate
c?ftaf’ e Gl ove Y vacud 1A A Sride Tes he crude

rraveioan Wi pligndhvidlrashesbnarnA WHFoRaXoG raphs ElIHIfG WigAnic phases were
&t@ﬂeﬂmmane/ LA cHH rdaiafforndfthe testtddind reduced in vacuo. Flash column

Nﬁ[r@lﬁlalcg 0 o?%%ré%as?ﬁol !ezé@%%%?a el 61u%rﬁg with methylene chlonde/ methanoi
ene

RS af T BloA ol e ST Bhz [@f‘[ﬁﬁﬁ fhyadasol Fone

EQ&%@]@%@W@-@W@%W qfélchlé%ﬁl szémbro b

enzyl)-3-oxo-2,3-dihydro-IH-indazol-5-yl] -2-fluor o- benzenesulfonamide

2P compoihdiwas lobiainedcih armalogycteoekardpledtd-d smtgzol-5-y1]-4-

Hamine-giehlerer=(Byicharenbenay)-hidedih7dro-indazol-3-one and

3-chloro-6-fluorobenzenesulfonyl chloride (step C) as a light brown solid.
M3 &E&Iﬁbr?QQSSa[Mﬂ#thE}(@m—WE%D%Qn hLOfini}l dro-indazol-3-one (0.070
[6 Ch|0r0d1i Er}x&ro ben&Xe)d% 1{]) Xgroz 33 t(;{ ngra(jrizglzngazm 596'% pgchonile( 0.072

esu aml S comp ound was O YI”I ana%

1&%9#@55#1‘1 ﬁ@h@lemwpéqtv(tz%hqépo%@ﬁz%ﬂ)hpzr&ﬁ% iy H}é%zwgf%%remo"ed
ad-2;3edial | drobenzenesulfonitchlo Hde AstepteC)assaphight Hrowrgodics phase
Mﬁs(gérlégecﬁ;%ﬁf[%%%é Zm@@@ﬂ%g%'iezc%n}jb}ﬁeg orgj,r-amc phases were
chiorg-3- yridi ihydro
EVA g[') 5 ety en%éﬂgelsu %Tgmlggh‘? %%en f fvas vemoved by

oﬁ]ﬁaﬁﬁé@ wéﬁbw}aﬁé%wgmmmm@c@om&We%ﬁwﬁfmﬁ%es?@%aﬁe
Anangd-ehigra-iZdnethibenzanesuienyhehjends eaiepG)ias an off-white

S QL@AME{Q'E&HE/ fb@ﬁcb@’ﬂ tH b e ple A3y [6-chloro-1-(2-chloro-benzyl)-3-
o0x0-2,3-dihydro-1H~indazol-5-y1}-4-fluoro-3-trifiuoromethyl-benzenesulfonamide (0.024
g) as 2 light brown solid. MS (EST7): 534.3 [M+H]™).

Example 120:

5-Chloro-N-[6-chloro-1-(2-chlore-benzyl)-3-0x0-2,3~dihydro-1H-1ndazol-5-y1}-2-fluoro-

benzenesulfonamide

This compound was obtained in analogy to example 119 using 5-arminc-6-chioro-1-(2-
chioro-benzyl)-1,2-dihydro-indazol-3-one and 3-chloro-6-fluorcbenzenesulfonyl chloride
(step C) as a light brown solid. MS (ESI™): 500.3 [M+H]™).

Example 121:

2,3-Dichloro-N-[6-chlore-1-(2-chloro-benzyl)-3-0x0-2,3-dihydro-1H-indazol-5-yi}-

benzenesulfonamide

This compound was obtained in analogy to example 119 using 5-amino-5-chloro-1-(2-
chloro-benzyl}-1,2-dihydro-indazol-3-one and 2,3-dichlorobenzenesulionyl cnlonide (step
C) as a light brown solid. MS (ESI™): 518.0 [M-+H]™).
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N-(6-Chloro-3-oxo-I-pyridin-2-ylmethyl-2,3-dihydro-IH-indazol-5-yl)-4-fluoro
-3- trifluoromethyl-b enzenes ulfonamide 10 This compound was obtained
in analogy to example 119 using 2-chloromethy.-pyridine (step A) and
4-fluoro-3-trifluoromethylbenzenesulfonyl chloride (step C) as a white

solid. MS (ESI+): 501.4[M+H]+). Exampkey124: 2- [5-
(3-Chloro-2-methyl-benzenesulfonylamino)-3-oxo-2,3-dihydro-indazol-1-yl]

- I5amelaylRacetamide Part A]

(5-Nitro-3-ox0-2,3-dihydro-indazol-I-yl)-acetic acid ethyl ester This
COnNTAuRE Nvas- (itained 10 -analodin o-exaniple 1 (SHepAiy-using dazol-5-y1)-2-

hydiazing-acetic. aeid . ethyl ester.HCl as an orange solid. MS (ESI-):
264.1[M-H]-). Part B] (5 Nitro-3-oxo-2,3-dihydro-indazol-1-yl)-acetic acid

2 -3-0X0 ihydro-i al-l-yl) |c aci

oy %5%5’#8%9 B S s (e Rao f“ ggﬁé dine
sty J e stﬁ?@&?’élfeﬁ‘?ﬁ%ﬁéﬂﬁé ﬁa%%reéfeiwp ﬁ%li% Whfig solid. MS
redstion tanih-was acidified with 2 N HCI (aq.) and extracated with

EtOAc. Evaporation of the organic phases afforded the desired crude
(SEmitropB0%8:-2,3-dihydro-indazol-1-y1)-acetic acid (0.146 g) which was

taken into 25 the next step without further purification. Part C]

NV ethyhidn(Saniie-8-preas 3-giydrgiindaatind) raceiamides 10 a-fuoro-3-

S%@HQHrBH%&?FﬁQ;E@E@éfQM 3-dihydro-indazol-l-yl)-acetic acid (0.14
g in DMF, was added TBTU (O 20 g), followed by

eth Iduso I |ne d after 10.minute th
{ lgdl\v/% 0 am was adp(%(P O'Fﬁaén?gac i%;]n Wa%%SfJrS tirved rﬂm pyridine
o\}éﬁﬁg@«] %%éa@mé éﬂl‘ﬁﬁ%ﬁﬂzﬁb%%éa%f%é elamdtdershifh) Erobite solid.
The DESOmisinefhorganic layers were washed with brine, dried over
sodium sulfate, filtered and evaporated. Flash column chromatography of
thestesigide yer silica gel afforded the desired
N-methyl-2-(5-nitro-3-oxo-2,3-dihydro-indazol-I-yl)-acetamide (0.040 g) as

a yelow shlitoMIiESt-) o4& s (s Bar Band Blhydro-indazol-1-y1}-

P[? ﬁ ‘Lg{ amethyl benzenesulfonylamino)-3-oxo-2,3-
glndaz -I- yI] -methyl- acetamide This compound was obtained in

arﬁlotg}{ ©0 e)@ 'I’QEJ ]5 %S:Ec?'?z? g]h?réz % uscp go:f) £ yII? acétic acid ethyl ester

This compound was obtained in analogy to example 1 (step A) using hydrazino-acetic écid
ethyl ester.HCI as an orange solid. MS (ESI'): 264.1|M-H1).

Part Bj (5-Nitro-3-ox0-2,3~dinydro-indazol-1-vl)-acetic acid

To a solution of (5-nitro-3-oxo-2,3-dihydro-indazel-1-yl)-acetic acid ethyl ester (0.24 ¢)
in THF (9 mL), was added 2 N NaOH (aq.) (1.8 mL). The reaction mixture was stirred at
ambient ternperature for 30 minutes. The reaction mixture was acidified with 2 N HCl
(2q.) and extracated with EtOAc. Evaporation of the organic phases afforded the desired
crude (5-nitro-3-oxe-2,3-dihydro-indazol-2-yl)-acetic acid (0.146 g) which was taken into
the next step without further purification. ‘

Part C] N-Methyl-2-(3-nitro-3-oxo-2,3-dihydro-indazol-1-vl) ~acetamide

To a solution of crude (S-nit;ro—3~oxo-2‘,3—dihydzo—indami—,1—y1}~aceﬁc acid (C.14 g) in
DMF, was added TBTU (0.20 g}, followed by IN,N-ethyldiisopropviamine {0.40 ml) and
after 10 minutes methylarmine (0.32 mL of a 2 M solution) was added. The reaction was
sﬁr'r:d overnight and was quenched with 2N HCl (ag.) and extracted with EtOAc. The



10

15

20

25

30

methylbenzenesulfonyl chloride (step C) as an off-white solid. MS (ESIi'):
409.1[M+H]}). Example 125: 10
2,4-Dichloro-[l-(3,4-difluoro-benzyl)-2-methyl-3-oxo-2,3-dihydro-indazol-5-
yl]-6- methyl-benzenesulfonamide Part A]
1-(3,4-Diuoro-benzyl)-2-methyl-5-nitro-1,8gdihydro-indazol-3-one To a

solution of 1-(3,4-difhuoro-benzyl)-5-nitro-1,2-dihydro-indazol-3-one

(prepared i ganal byytovexample: 8 issibg:3 4d#fuorobenzytbsoatdenltered and
(siaR Ahk4Q: 219N M Was Jaradd %@lmldﬁ%é&gm@%bg SOUSIORe] the
WG%S Stlcrirﬁd for, 1 lhg)ug Iogorgethaqq %%%dgc)) dZOlP% ac%g arl ‘(*ﬂ% Oglasa

mixture was st bvernlght “Fhie Teaction mixture was quenc d ‘wit

Wé%‘?‘&ﬁ%xﬁ@c@@l\/}n%%@% Hhe combined organic Iayers were

washed with brine, dried over sodium sulfate, filtered and evaporated in

vEeroltawdotd a crudeldfaﬁg@h&egid%@@la%m@;mw&mm@gﬁph@ow
thie-crade;resichie ovphaitica-gekatitrded the 20 desired
1-(3,4-difluoro-benzyl)-2-methyl-5-nitro-1,2-dihydro-indazol-3-one (0.11 g)
5@}%1536% o seHy MSHER) 1818 b gMoldBRIT Blep B and C) using 3-chloro-2-

el‘]t4 DI ' f thyil-
%ﬁj %Elg L]ﬁe;?r(%z (i::eigu iy Pef%& T;agc%%fwﬁgﬁﬁ%vﬁgsﬁo%{gﬁ?ggﬁgzﬂk’i +H)
a{%%  gxample 1 (step B and C) using 2,4-dichloro- 25

e

nzenesulfonyl chloride (step C) as awhite solid. MS (ESI534.2

M+N al+ ?m Iellg 3-Chlor . .
o by B e B oSy e U s b -&
berzénesatformnitferfhisdeompound was obtained in analogy to example
125 using 3-chloro-2 30 rnethylbenzenesulfonyl chloride (step C) as a
white: 3dlid. MSAESER TS B 2y mEkakipleti®7; 268k ydro-indazol-3-one
2,3-Dichloro-N-(6- chloro-3-oxo- |-pyridin-2-ylmethyl-2,3-dihydro-1
Hiadagar-Sayl >fhezenesulenbmigt Bhisteompalinginam aitsiieshin(prepared in
a@ﬁ'& %%as&mgi@ el sing %ﬁn@m@gg:\mmr@&e S}sp ) %5191 DME wes

(I?éi enzen aligﬁnyl < %%%ew rre% ?Osr fmg \évrges ane M %4 o) was
tb.en added and the mixture Was stirred overnight. The reaction mixture was quenched
with water and extracted with BtOAc. The combined 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
vellow solid. MS (ESI): 318.1 ((M-H]).

Part B] 12,4-Dichloro-{1-(3,4~-difluoro-benzyl)-2-methyi-3-0x0-2,3-dihydro-indazol -
5-v1]-6-methyl-benzenesulfonamide

T'his compound was obtained in analogy to example 1 (step B and C) using 2,4-dichioro-
& -methylbenzenesulfonyl chloride (step C) as a white solid. MS (EST™): 534.2 [M+Na] ™).

Example 126:

3-Chloro-[1-(3,4-difluoro-benzyl}-2-methyl-3-0x0-2,3-dihvdro-indazol-5-yi}-2-methyl-

benzenesulfonamide

This compound was obtained in analogy to example 125 nsing 3-chloro-2-
methylbenzenesulfonyl chloride {step C) as a white solid. MS (ESI"): 478.3 (M-H").

Example 127:
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N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-IH-indazol-5-yl)-2,4-dilluoro-
benzenesulfonamide This compound was obtained in analogy to example

32 using 2,4-difluoro-5-nitro-benzoic 10 acid, benzylhydrazine.2HCI (step

A) and 2,4-difluorobenzenesulfonyl chloride (step C) as alight brown

solid. MS (ESI+):434.1[M+H]T). Exampleg;d.29:
N-(6-Chlord-3-oho-1-pyridin-2-yhnel,y1-2,3-dihydro-

|B3iid drokdiyl ¢4-fluioro-3- drfhleperndithg-ireatehesidnainidéilindahig- 5-y1)-
qmRaud-was.ahtained in analogy to example 32 (step B and C) using
5-nitro-i- phenyl-1,2-dihydro-indazol-3-one (prepared according to

'%m@é H@é%&%@!ﬁ%ﬁ&[‘& ﬂlgaé;hs%gﬁp&fg §1@’%§%ﬂ' 9.2 ?em@é L-pyricine

471-480 e nd dlfluo nesulfonyl chI ride (s

R BrORA o SR (E 203 3 UL ) iAo 30O PTONE Sohe. M5
NEGB - CHRGrBBLOREL )pyrldln 2-ylmethyl-2,3-dihydro-IH-indazol-5-yl)-4-fluor
0-3- trifluoromethyl-benzenesulfonamide This compound was obtained in
aialogle i@&xample 32 (step B and C) using 5-nitro-I-
phenyi-1,2-dihydxo-indazol-3-one (prepared according to Combinatorial
Chémistryyandldigh- ThroughpiihSareanirig 2008 56(5)2 474if80)in step B

and and.3rehlorg-2.25 fluorobenzenesulfonyl chloride (step C) as a light
brown solid. MS (ESI+): 418.2[M+H]+). Example 131:

Nﬂgs ?b%é(&@d%%% D?’taqgfgd%n ag f ?ol %Zgh %g&cé,gyﬁﬁoo?egzgl@r%sb enzoic
uh‘(;)[%%Bﬁjgly g IS compound waso ine i nalogy td’exampe usin

HitroRfenZoic Ria, BRA AR D e gy A e (step C) as
3 EghhbiverzenebuNniighl oﬁﬂ@l@ﬁéﬁﬂﬂ as a 30 light brown solid. MS
(ESi+ ): 423.0[M+H]+) -60- Example 132: Propane-2-sulfonic acid
(IskemtylBofluoro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-amide This
compound was obtained in analogy to example 32 using
24 {diflndrer S-ritfo-henzeden-acitmbenylydinzdne- 2HGh {step Ayl andiSoro-3-

Propans:2esifanylchiotide (stepsC) as alight 5 brown solid. MS (ESI+):
364.1[M+H])."Example 133:

This compound wras obtained in analogy to example 32 (step B and C) using 5-nitro-1-
phenyl-1,2-dihydro-indazol-3-cne (prepared according to Combinatorial Chemistry and
High Throughpur Screening 2003, 6(5), 471-480) in step B and 2,4- d}ﬂuorobenzenesulfonyi
chloride (step C) as a light brown solid. MS (ESI™): 402.3[M+HI™).

HExample 130:

N-(6-Chloro-3-oxo-1-pyridin-2-ylmethyl-2,3-dihvdro-1H-indazol-5-y1)-4-fiuoroe-3-
trifluoromethyl-benzenesulfonamide

This compound was obtained in analogy to example 32 (step B and C) using 5-nitro-1-
phenyl-1,2-dihyd ro-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-
fluorobenzenesulfonyl chloride (step C) as a light brown solid. MS (EST™): 418.2[M~+FH ™).

Example 131:
N-(1-Benzyl-6-fluoro-3-0x0-2,3-dihydro-1H-indazol-3-y1)-3-cvano-benzenesulfonamide

This comnpound “was obtained in analogy to examnple 32 using 2,4~difluoro-5-nitro-benzoic
acid, benzylhydrazine 2HC (step A) and 3-cyanobenzenesulfonyl chloride (step C) as a
light brows solidl. MS (ESI+): 423.0(M+H]™
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3-Cyano-N-(3-oxo-I-phenyl-2,3-d.ihydro-1H-indazol-5-yl)-benzenesulfona
mide This compound was obtained in analogy to example 32 (step B and
C) using 5-nitro-I- phenyl-1,2-dihydro-indazol-3-one (prepared according
to Combinatorial Chemistry and 10 High Throughput Screening 2003,
6(5), 471-480) in step B and and 3- cyqr%qunzenesulfonyl chloride (step
C) as a light brown solid. MS (ESI+): 391.1 [M+H]+). Example 134:
Zaleflspro-ethanesulfonic acid
(1-benzyl-6-fluoro-3-oxo-2,3-dihydro-1H-indazol-5- yl)-amide 15 This

aapeLndwas-ebisined RRIRLMLIG Xample 321UsiBt- 1 H-indazol-5-y])-amide
2,4-difluoro-5-nitro-benzoic acid, benzylhydrazine.2HCI (step A)

%&H{Hg&ﬁ%@&@%ﬁ%@@ﬂ m@agﬁﬁm@@m@m%%%@ - MPo-benzoic

(ESI+): 404.1 | M+H am Propane- fonic acid
(ke WY@E%%%L%F %}th@ SR fi ©) e o light
compoeritiwas ditainddta Nhaidgy to example 32 using

4-chloro-2-fluoro-5-nitro- benzoic acid, benzylhydrazine.2HCI (step A) and
Fpropané&32-sulfonyl chloride (step C) as a light beige solid. MS (ESI+):
380.1 [M+H]+). Example 136: Propane-2-sulfonic acid
[6-Chtore{EB-chlorbiienzid) B-dito-;3-thiftyyddazbHsndakehten2&iifiramide
This compound was obtained in analogy to example 119 using
47chyerehenzdbremisie:-aadn analogy to example 32 (step B and C) using 5-nitro-1-

e e e e

) in step

wx&%mzywmﬁmﬁ%xmwh%ﬁ@al gt dacuRBaLtAfRIORST ) 391.1[M+H]T).
methanesulfonamide This compound was obtained in analogy to example
3Bxasiply 234:difluoro-5-nitro-benzoic acid, benzylhydrazine.2HC1(step A)

and trifluoro-methanesulfonyl chloride (step C) as a 5 light brown solid.

M (ESiF) 39 th ks HbpiExah plebk 3 Rrdpaize- 2-subfarfieddicydro- 1 13-indazol- 5-
(JYEBSMXI-B-OXO-Z,B-dihydro-lH-indazoI-S-yI)-amide

This compound was obfained in analogy to example 32 using 2,4-difluoro-5-nitro-benzoic
acid, benzythydrazine. 2HCI (step \A) 2,2,2-trifluoro-ethanesulfonyl chloride (step C)as a
light brown solid. MS (ESI™): 404. 1{M+H] 7).

Example 135:
Propane-2-sulfonic acid {1-benzyl-6-chloro-3-ox0-2,3-dihydro-1H-~indazol-5-y1)-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-Z-sulfonyl chloride (step Cj as
a light beige solid. MS (EST"): 380.1 [M+H]™).

Example 136:

Propane-2-sulfonic acid {6-chloro-1-{4-chloro-benzyl)-3-0x0-2,3-dibydro-1H-indazol-3-
vij-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 (BST™): 414.3 [M+H]™).

Example 157:
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This compound was obtained in analogy to example 32 using
5-amino-l-isobutyl-1,2- dihydro-indazol-3-one and 3 propane- 2 -sulfonyl
chloride (step C) as a beige solid. MS 10 (ESI+): 312.1 [M+H]+). Example
139: Propane-2-sulfonic acid
[1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydgg-1H-indazol-5-yl]- amide This
compound was obtained in analogy to example 80 using
J4-difleroralefaylbrorside 3 Sd(5iepoA) nifdd psbpaneZiutianyl chloride
@&&(&&ﬁ&kgﬁ&yellow solid. MS (ESI+): 382.3 [M+H]+). Example 140:

Propane-2-sulfonic acid

[%g methou}éf i Q)b‘?f 11‘1 ada?c}%gfr %}'glarlrp qaZOJ g’s %fﬁn gﬁu%g:o-r? Irsntro—benzozc

compou dWas obtained In ana to exa

R iﬁ%@?(&éﬁlﬁ}%ﬁ?@ﬁ%w%%%’gfw@&Cﬂﬁl%ﬂ%ﬁr@tep Clasa
Oblenbrd9840it0 MBIV &9 . B[ irapane-2-sulfonyl chloride (step C) as

alight brown solid. MS (ESI+): 314.0 [M+H]+). Example 141: N-
(ExBepkyt&:0x0-2,3-dihydro-1H-indazol-5-yl)
-C-cyclopropyl-methanesulfonamide 25 This compound was obtained in

anaegk1e axamp el UsiRgtgMinesd-Dengwi G dityeka-indazeli3rene:

and cyclopropyl-methanesulfonyl chloride (step C) as a light brown solid.
%%&%&h@oﬁﬁﬁfﬁ?(%mﬂiaxn ggﬂgg&% ei%r{%p@@%tﬁxs@ tablels 1 -isobutyl-1.2-
c ning the fallowin redients.ca ur

8]?1% %& S 2 e aﬁngr%) e%afne \?fgiagznc%%m ecf ? B3 Flge solid. MS

conventional manner: Mpound 6
f6RHUIA3A5-1 0N A 200.0 mg Microcrystalline ceIIquse 23.5 mg 43.5 mg

Lactose hydrous 60.0 rag 70.0 mg Povidone K30 12.5 nag 15.0 mg
Example 139:

Propane-2-suifonic acid [1-(3,4-difluoro-benzyl}-3-ox0-2,3-dihydro-1H-indazol-5-y1}-
amide

This compound was obtained in analogy to example 80 using 3,4-diflucrobenzylbromide
(step A) and 3 propane-2-sulfonyl chloride (step C) as a light vellow solid. MS (ESI™):
382.3 [M+H]™).

Example 140:

Propane-2-sulfonic acid [1-{2-methoxy-ethyl)-3-ox0-2,3-dihydro-1H-indazol-5-v1j-
amide :

This compound was obtained in analogy to example 32 using (2-methoxy-ethyl)-
hydrazine {step A) (prepared as described in ], Org. Chem. 1984, 49, 336-42) and 3
propane-2-sulfonyl chloride {step C) as a light brown solid. MS (BSI™): 314.0 [M+HT).

Example 14 1
N-(i-Benzyl-3-ox0-2,3-dihydro-1H-indazol-5-v1) -C-cyclopropyi-methanesulfonamide

This compound was obtained in analogy to example 1 using 5-aminoe-1-benzyl-1,2-
dihydro-indazol-3-one and cyclopropyl-methanesulfonyl chloride {step C) as a light
brown solid. MS (BSI™): 338.4 ([M+H]™).
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Sodium starch glycolate 12.5 rig 17.0 mg Magnesium stearate 1.5 mg 4.5
mg (Kernel Weight) 120.0 mg 350.0 mg Film Coat: Hydroxypropyl methyl
cellulose 3.5 mg 7.0 mg Polyethylene glycol 6000 0.8 rmg 1.6 mg Talc
1.3 rng 2.6 mg Iron oxyde (yellow) 0.8 -n-, 1.6 mg Titan dioxide 0.8 trig
1.6 mg 5 The active ingredient is sievedgand mixed with microcristallin e
cellulose and the mixture is granulated with a solution of
petyuinidpyrrolidon in water. The granulate is mixed with sodium starch
glycolate and magesiumstearate and compressed to yield kernels of 120
or 350rhg tespeeively cdmeikernels RIBlasguesedinit am 3gWeeHsfctured in a
S?&E&@Q&{oﬁ‘é‘%&%ﬁ%@n of the above mentioned Em coat. -63- Example B
Capsules containing the following ingredients can be manufactured in a

c no\{%@ltéoﬁal manner: Ingredients Per capsule Compound of formula (1)
Zgﬂﬁ”mg‘glf. actose 150.0 mg Maize starch 20.0 mg Talg,5.0.mg 5 The
components are sieved and mixed and filled into capsules of size 2.
EX&Mple C Injection solutions can have the following composition:
Compound of formula (I) 3.0 mg Polyethylene Glycol 400 150.0 mg
Acetirpeid gisomaubH5.0 Water for injection solutions 8410 gnl 1807Reng
active ingredient is dissolved in a mixture of Polyethylene Glycol 400 and

wisltierocrystatiine celiulose 235 mg 43.5 mg
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 15mg 4.5 mg
(Kernel Weight) 120.0mg  350.0 mg
Film Coat:
Hydroxypropyl methyl cellulose 3.5 mg 7.0 mg
Polyethyiene glycol 6000 0.8 mg 1.6 mg
Talc L.3mg 2.6 mg
Iron oxyde (yellow) 0.8 rng 1.6 mg
Titan dioxide 0.8 £ng 1.6 mg

The active ingredient is sieved and mixed with microcristellin e cellulose and the
mixture is granulated with a solution of polyvinyipyrrolidon in water. The granulate is
mixed with sodivum starch giycolate and magesiumstearate and com.pressed to yield kernels
of 120 or 350 mg respectively. The kernels are lacquered with an aquaeons solution /
suspension of the above mentioned film coat.



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. -64- Example D Soft gelatin capsules containing the following
ingredients can be manufactured in a cggventional manner: Capsule
contents Compound of formula (1) 5.0 mg Yellow wax 8.0 mg
Hixdrogledated Soya bean oil 8.0 mg Partially hydrogenated plant oils 34.0
mg Soya bean oil 110.0 mg Weight of capsule contents 165.0 mg
Gelatiggapsule.@elatin 42 QMG veed 856:32,0/md Marian §3.8.0
ngan@ewﬁrggagt%r 'Il;ietlgn dioxide 0.4 mg Iron oxide yellow 1.1 mg 5 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
filledesidéhgelatin capsules are treated according to the usual propedtsgsie
-65- Example E Sachets containing the following ingredients can be
g&g%@lg&ﬁﬁgr@ entional manner: Compound of formula (I\)/% 0
mg Lactose, fine powder 1015.0 mg Microcristalline cellulose (A EII_ng
Pﬂc:%c?sze) 1400.0 mg Sodium carboxymethyl cellulose 14.0 mg

150.0 mg
Maize starch 20.0 mg
Talc 5.0 mg
The components are sieved and mixed and filled into capsules of size 2.
Example C

Injection solutions can have the following composition:

Compound of formula (I) 3.0 mg |
Polyethylene Glycol 400 150.0 mg
Acetic Acid g.s.ad pH5.0
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 filttered, filled into vials
using an appropriate overags and sterilized.



Polyvinylpyrrolidon K 30 10.0 mg Magnesiumstearate 10.0 mg Flavoring
additives 1.0 mg 5 The active ingredient is mixed with lactose,
microcristalline cellulose and sodium carboxymethyl cellulose and
granulated with a mixture of polyvinylpyrrolidon in water. The granulate is
mixed with magnesiumstearate and thegflayouring additives and filled into
sachets. -66- CLAIMS 1. Compounds of formula () 2 R3Rc R-NI1OR"/
I§IJ§XBI§€I3)O (1) wherein 5 R is hydrogen, lower-a71, aryl, or
aryl-lower-alkyl; RZ is aryl, aryl-lower-alkyl, heteroaryl,
heter%@fylc;gi%egé%w& ggffi!%%%)élﬂﬁé/%%% lc-r lo%eﬁi%%yltanb manufactured in a
fluoro-loweér-alkyl, ‘or lower-alkyl,"which lowera Iis optlonalfy
SOBEHITRRFWRAPESS 3 substituents selected from the group consisting of
OH, CN, halogen, lower-alkoxy and C(O)NR$R9; 10 R3 is hydrogen,
HeBtas ctaEalkyl, fluoro-lower-alkyl, lower-alkoxv, or fluoro-lower-
alkoxy; R7 is hydrogen, halogen, lower-alkyl, fluoro-lower-alkyl,
|6Riaianee s ferfiuerGlower- alkoxy; RS is hydrogen, halogen, 5.0 mg
lower-aicyl, fluoro-lower-alkyl, lower-alkoxy, or fluoro-lower- 15 alkoxy; R6
ig #hearagen or lower-alkyl; R7 is aryl, heteroatyl, fluoro-lower-alkyl, 810 mg
lower-alkyl, which lower-allcyl is optionally substituted with | to 3
StibdtitgentsSéteeteelfroin the group consisting of OH, CN, halogen,t mg-
lower-alkoxy and cycloalkyl;

Partially hydrogenated plant oils 340 mg
Soya bean oil 110.0 mg
Weight of capsule contents 165.0 mg
Gelatin capsule

Gelatin 75.0 mg
Glyce£01 85 % 32.0 mg
Karion 83 8.0 mg (dry matter) .
Titan dioxide A 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 flled into soft gelatin capsules of appropriate size. The filled soft gelatin
capsules are treated according to the usual procedures.
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20 RB and R9, 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’
is hydrogen, lower-alkyl, aryl, or aryl-lower-alkyl; -67- R2 is aryl,
aryl-lower-alkyl, heteroaryl, heteroaryl-lgwer-alkyl, cycloalkyl, cycloall,71
lower-alkyl, fluoro-lower-alkyl, or lower-alkyl, which lower-alkyl is optionally
puted with 1 to 3 substituents selected from the group consisting of
OH, CN, halogen, lower-alkoxy and C(O)NR8R9; 5 R3 is hydrogen,
h aloQ%th&Q_ﬁQ’ @&'ﬁgﬁﬂng oL @6%@@@&%% alkgxy, o IORIOWer s v entional
alkoxy; R is hydrogen, halogen, f’ower-allzyl, fluoro-lower-alkyl,
I&vag?}-%rkoxy, or fluoro-lower- alkoxy; R5 is hydrogen, halogen,
lower-allcyl, fluoro-lower-alkyl, lower-allcoxy, or fluoro-lower- 10 alkoxy;
F@@H@%@éﬁ?ww -alkyl; R7 is aryl, heteroaryl, quoro-Iower-aI@Q/f?/@rg
lower-alkyl, which lower-alkyl is optionally substituted with 1 to 3
sttssatedHE RSHE6ted from the group consisting of OH, CN, halogd@H&res
lower-alkoxy; 15 RB and R9, independently from each other, are selected
fRdpartieigrbing edhsiipg of GYdiSgeénZand lower-alkyl; and 1400.0 mg
pharmaceutically acceptable salts thereof. 3. Compounds according to
ahydofoledrhexite@yiveBréiseR| is hydrogen or lower- 20 4. Compouhtsng
according to any of claims 1 to 3, wherein R' is hydrogen. 5. Compounds
aechyrdirytptoraigoafliCEims 1 to 4, wherein R2 is aryl-lower-alkyl,  10.0 mg
heteroaryl-lower-alkyl, cycloalkyl-lower-aflcyl, fluoro-lower-allcyl, or
loveemestdmendaiake lower-alkyl is optionally substituted with 1t0 3 10,0 mg
substituents selected from the group consisting of OH, CN, halogen,
loweisa pand . C(O)NRSR9, wherein R8 and 25 R9 are as definep!d@ng
claim 1. 6, Compounds according to any of claims 1 to 5, wherein R2 is
aryl-Lower-alkyl or

The active ingredient is mixed with lactose, microcristalline cellulose and sodium
-carboxymethyl cellulose and granuiated with a mixture of polyvinylpyrrolidon in water.
The granulate is mixed with magnesiumstearate and the favouring additives and filled into

sachets.
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heteroaryl-lower-alkyl. 7. Compounds according to any of claims 1 to 6,
wherein R2 is benzyl or pyridinylmethyl, wherein benzyl can optionally be
substituted with 1 or 2 halogen. 68- Compounds according to any of
claims 1 to 7, wherein R" is benzyl, 4-fluoro-benzyl, 4-chloro-benzyl,” =
3,4-difluoro-benzyl, or pyridin-2-ylmet! é_g. Compounds according to any
of claims 1 to 4, wherein R" is aryl. 10. Compounds according to any of
claims 1 to 9, wherein R3 is hydrogem Sridls Compounds according to any
of claims | to 10, wherein R4 is hydrogen or halogen. 12. Compounds
qpcor@mfﬁagygfgm drfo 11, wherein R4 is hydrogen, fluorine, or
chlorine. 13. Compounds according to any of claims 1 to 12, wherein R5 is
hydrogen or halogen. 14. Compounds_according to any of claims 1 to 13,
wherein R5 is hydrogen. 10 §5. Comibunds according to any of claims i
to 14, wherein R6 is hydrogen.;16. Campougés according to any of claims
1 to 15, wherein R7 is lqwer- 170Compounds according to
any of claims 1 to 16, wherei alkybghenyl or naphthyl,
wherein phenyl can optionally h |tute¢i\iv/vitg)1 to 3 substituents

independently selected from t@e grougconsigting of Iovmr-alkyl,
fluoro-lower-alkyl, 15 lower-alkoxy, fluoro-lower-alkoxy,

dipxo-lower-alkylene, halogen, cyano, phenoxy and
E?‘-’gﬁé"rﬁﬁ/l-[l,3,4]-oxadiazol-2-yi. 18. Compounds according to any one of
claimsito 17, wherein R' is phenyl substituted. with 1 to 2 substituents
selecte 8PBMR e Weup oornt Ay BIewEF-alkgl; fluoro- lower-alkyl,

halogen and cyano. 20 19. Compounds according to claim 18, wherein R’

8 3-cHl8Foh 2 Az pHisHy hepesagic eigqp s riyhve-cittohosvtiflelsro-plieaiiyl -
3-trifliorasmatiyyl Axfirotovphatiyll, 3- kyanaiRiye Ryt beliluara-pheayhaly

3 ChoR AR SHRRIRIRGRS LuRIRPRERYE, OL AP IR oA o,

Compounds according to any of claims,11 to 15, wh 1'is

quoroH-]IagO eﬁ’;}ﬁ’(‘? 15?‘%?’0 g@(@ﬁ stituted with cyciopropyl. 21.
Compounds accg]ra(jing to claim 203, wherein f is cyclopropyl-methyl. 22.
Compd it e ﬂ%@q&%‘fﬁifﬁéleﬂa#%rf-%aw@ﬁ@bt FROHKEPiE GFGipro-iower-

consistirgiof.

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

R’ is hydroger, halogen, lower-alkyl, fluoro-lower-alkyl, lower-alkoxy, or fluoro-lower-
alkoxy;

R®  ishydrogen or lower-alkyl;

R’ is aryl, heteroarvi, Huaoro-lower-alkyl, or lowes-alkyl, which lower-alkyl is optionally
substituted with I to 3 substituents selected from the group consisting of OH, CN,
halogen, lower-alkoxy and cycloalkyl;

R®and R, independently from each other, zre selected from the group comnsiting of
hydrogen and lower-alkyl;

and pharmaceuticaily acceptable salts thereof.

2. Compounds according to claim 1, wherein

R'  ishydrogen, lower-aliyl, aryl, or aryl-lower-alkyl;
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N-(1-Benzyl-3-0x0-2,3-dihydro- IH-indazol-5-yl)-3-c'nloro-2-methyl -69-
benzenesulfonamide, N-
(I-Benzyl-3-o0x0-2,3-dihydro-1H-indazol-5-yl)-3-chloro-4-fluoro-
benzenesulfonamide, N-(1-Benzyl-3-o0xo0-2,3-dihydro- IH-indazol- 5-yl)
-3-trifluoromethyl- 5 benzenesulfonamige, N-(1-Benzyl-3-oxo-2,3-dihydro-
IH-indazol-5-yl)-2,4-dicEoro- benzenesulfonamide, Naphthalene-2-sulfonic
agid (lsﬁ@ﬂ?ﬁyﬁi@%@r&&}dj fﬂl)é%@alﬁﬂ;lﬁﬁﬂ@b@fﬁﬂ%&nﬂ@@, cycloallyl, cycloatiyl-
N-(1-Benzy 'E’ﬁ%?&%é@malﬂa%%waﬁ\%)ﬁﬁ@ﬂ'%&ésﬂ?}h}.{'@%%mny

benzenesulfonamide, _ . .
N-(I-BERITRASOREED BLaih e IS0 SHm Rt safsEnesuifch <™
amideiaiNgt- BerrzydiBonxe-2, SIAMYEI8-;
IH-indazol-5-yl)-2,4-dichloro-6-methyl- benzenesulfonamide,
192(1 - Beinzirh 8=0x0:12 Beditvyetro dlidrinfizczoH5eyé)y- 2Lkt lowemaiyy, A6fuoro-lower-
benz fonamide, ‘
N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5-yl)-2,4-difluoro-

nz . B N
E?‘(1.E@g(%%%}?‘”é%%%%%%%%?ﬁﬁ%h%?;&}gf;f)f.a.‘ﬂa%éﬁyﬁ%%e%%ﬁésa%ﬁ;?nm
ide, Z3Bifydro-benzo[1,4)dioxine-6-sulfonic acid
(1:benzyl-3-ox0-2,3-dhydro-IH- 20 indazol-5-yl)-amide,
N&(1-BeRFIREBX b ST oA Y- A KIS s fluoro-lower-
benzedksaifonamide, N-(1-Benzyl-3-oxo0-2,3-dihydro-
IH-indazol-5-yl)-4-chloro-3-trifluoromethyl- benzenesulfonamide, 25
Nr{1-Behzide3enxa-Ry3ediliyio-IH-indazol-5-y1)-4-fluoro-3-trifluoromethyl-
benzenesulfonamide,

N{(1-Benzy| 2texamei 3adindrom-nega 0 :sx}-23:ehl orardr tifheoromet i tonally

benzepesulfanamide) ., 3 cubstiments selected th sting of O, CN
N-(I-Benz;k/%-S-eoxo-Z,3-(§)ir31ys ro-TH-INdazol- 5oy ?él}phgr%{)%gggﬁgesne%ai‘foné ’
mide, halogen and lower-alkoxy;

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

and pharmaceutically acceptable salts thereof.

3.  Compounds according to any of claims 1 to 2, wherein R is hydrogen or lower-

aleyl,
4 Compounds according to any of claims 1 to 3, wherein R’ is hydrogen.

5 Compounds according to any of daims 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)YNRR’, wherein R and

R® are as defined in claim 1.

6.  Compounds according to any of daims 1 to 5, wherein R? is aryl-lower-alkyl or
heteroaryl-lower-alkyl.

7. Compounds according to anv of claims 1 to 6, wherein R is benzyl or

pyridinylmethyl, wherein benzyl can optionally be substituted with 1 or 2 halogen.
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N-(1-Benzyl-3-ox0-2,3-dihydro-IH-indazol-5-71)-3-(5-methyl-(1,3,41oxadiaz
ol-2- yl) -benzenesulfonamide,
N-(1-Benzyl-3-oxo-2,3-dihydro-IH-indazol-5-yl)-3-chloro-benzenesulfonam

ide, N-(1-Benzyl-3-oxo0-2,3-dihydro- .gg.
IH-indazol-5-yi)-3-methoxy-benzenesulfonamide, N-(1-B

eAzy1-Geoxms 2rdinyciioad b indaz0ilEuyl) Bealifludrome fiokyp 88yl 4- fuoro-benzyl,
benzergsulforanide) N BEnaYl-39X 0235y d rmethy!

IH-indazol-5-yl)-3,5-bis-trifluoromethyl- benzenesulfonarnide, -70-

Propane-2-sulfonic acid. . o2
oSS S SRR ST SGSSPS i dreein B s

N- 1-Benzyl-3-oxo-2,3-dihydro-lH-indazol-5-ylg-3-chloro-g-, -dimethyl-
béﬁzer%%ﬁBHﬁ@ﬁﬁfé?rdmg to any of claims 1 t0 9, wherein R” is hydroger.
N-(3-Oxo-I-propyl-2,3-dihydro-1H-indazol-5-yl)-3-trifluorometnyl- 5 .
béhzerfesulfonafite o ERDRARTO I XG0 1 Brapyranddimydrpogen or halogen.
IH-indazol-5-yl)- benzenesulfonamide, 3-Chloro-4-fluoro-N-(3-oxo-

|- Atbpyl2;Brditeydirecddiding az el § e bent emé sukforraimigieis todrogen, fluorine, or
3-Chlorgg2-methyl-#N!-(3-oxo-I-phenetnyl-2,3-dihydro-1H-indazol-5-yl)-
benzenesulfonamide, 3-Chloro-4-methyl-#N!- (3-oxo- |

-phenethyl-2,3-dihydro-.IH-indazol--5-yl) - benzenesulfonaami o .
Prliies s cneh S i o L i B S R
15 benzenesulfonande, N-(3-Oxo- |-phenethyl-2,3- ihydrogl,H-inc?azoI-

5-)-3- rRRIB AR A R SRS fonaifte N 1Bty ¢ Byeogen:
3-0x0-2,3-dihydro- IH-indazol- 5-yl)-3-trifluoro methyl-

10 be}f:zenggmmﬁﬁ@@:,oz@ing to any of claims 1 to 14, wherein R” is hydrogen.
3-Cbloro-N-(I-isobutyl-3-ox0-2,3-dihydro-1H-indazol-5-yl)-4-methyl-
benzenEstifanarhide; 3G oroady-of claims 1 to 15, wherein R’ is lower-alkkyl or aryl.
(1-isobut),I-3-0x0-2,3-dihydro-1H-indazol-5-yl) -2-methyl-

17.  Compounds according to any of ciaims 1 to 16, wherein R’ is lower-alkyl, phenvl or

Ut

naphthyl, wherein pheny! can optionally be substituted with 1 to 3 substituents

independently selected from the group consisting of lower-alkyl, fluoro-lower-alkyl,
15 lower-alkoxy, fluoro-lower-alkoxy, dioxo-lower-alkylene, halogen, cyano, phenoxy

and 5-methyl-{1,3,4]-oxadiazol-2-yL '

18. Compounds according to any one of claimns 1 to 17, wherein R’ is phenyl substituted
with 1 to 2 substituents selected from the group consisting of lower-alkyl, fluorc-

lower-alkyl, halogen and cyano.

20 19. Compounds according to claim 18, wherein R’ is 3-chloro-2-methyi-phenyl, 2,3-
dichloro-phenyl, 3~chloro-4-fluore-phenyl, 3-trifluoromethyl-4-fluoro-phenyi, 3-
cyano-phenyl, 2,5-difluoro-phenyl, 3-chioro-2-fluoro-pheryl, 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

25 lower-alkyl substituted with cyciopropyl.
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-y1)-3-chloro-2-methyl-



benzenesulfonamide, 3-Cyano-
(1-isobut)7I-3-o0x0-2,3-dihydro-indazol-5-yl) -benzenesulfonamide, 25
3-Difluoromethoxy-(1-isobutyl-3-oxo-2,3-dihydro-indazol-5-yl)-
benzenesulfonamide, 4-Cyano-(1-isobutyl-3-oxo-2,3-dih)rdro-inda zoi-5-yl)
-benzenesulfonamide,
4-Fluoro-N-(1-isobutyl-3-o0x0-2,3-dihydro- Iﬁfglndazol 5-yl)-3-trifluoromethyl-
benzenésulfonanice:; Be,
3-Chlor I -N=(1-.isqhu (0) ;o- -indazol-5-yI)-
benzen%ﬁ%%%%n@l Z(%X& i Eﬂw SEae Yﬂ]l_g"rﬂm ¢-flucro-
2,4- chﬁﬁ?ﬁe‘(lfs W%‘v’doxo 2,3-a="aydro-indazol-5-yl)-5-metnyl-
benzenésulfabmmide;oxo-2,3- dihydro- 1H-indazol-5-v1)-3-trifluoromethyl-

5 3-Chlorgel-€}-ethyl-3;0%Q-2,3-dihydro-1H-indazol-5-yl) -2-methyl- 3
benzenesulfonamide, 3- Chloro-
(1-cyclo %ib)ﬁﬁ?@mﬂ - o2 B g drbLiindazol-S5r)h2 2-isthyto-
benzenésulforaniicies rmyde;

3-Chlor thyl-3 2,3-dihydro-indazol- -4-fluoro-
benzen%é%%r%%ﬁ{ %gé{lﬁb%lbym Q)l(%eﬁzyi ? “0X0-2 g Jﬁy Y -indazol-5-yl)-amide,

(1- Cycl&br%?ﬁﬁ@ﬂh%%%xé@@(ﬂ#ﬂﬂﬁé indlered! S5y 4-Hisored 3ateifiybrom
10 ethyl- bénzenesuifanamdide, 5

3- Chlor@g-(glgc]y&{%@@fl@%‘ﬁ&%r?}‘ 0 ﬁﬂgugclﬂxdir qdﬁzrglééfgg%enzenesul onamide,

benzengT% Ifonamide,

2,4-Dich Lﬁ& eSSy ne RS- G kbi RS dt b driddindk Gy §-Seriethy
I- benzeresuifendinidei®@Chloro- |

1-(2-metho ) ihydr oI-5-yI a-m thyI- 10, .

_; benzen suﬁzgn%%dge lA?&(F%ugor%gl Rt ot Vh 7 uomme‘lm

15| (2-metRBaF TN 928583852, 3-dihydro-indazol-5-yi]-3-trifluoromethyl-

benzenéﬁﬁﬁf&ﬁmmﬂdbo&a&ﬁi@ﬂ@h‘ﬁﬂuom- hidazol-5-y1)-2,4-difluoro-

1-(2-methoxy; ety 3:0%0-2,3-dihydro-indazol-5-ylj -
benzen§\§ Ifonanude 15 2,4-Dichloro-[ 1-(2-methoxy-ethyl)

-3-0X0- &b-ﬁ %ag&&%cﬂl}ﬂlx_}@;}ﬁéﬁ{ yqndazol 5-y1)-4~propyl-benzenesulfonamide,

2,5-Dihydro-benzo[1,4]dioxine-6-sulfonic acid (1- -benzyl-3-o0x0-2,3-dihydro-14-

20 indazol-5-y1}-amide,
N-(1-Benzyl-3-0x0-2,3~-dihydro- 1H-indazol- -5-yl)-4- chlorom,:) -dimethyi-
benzenesulfonamide,
N-(1-Benzyl-3-0x0-2,3-dihydro- 1H-indazol-5-y1) ~4-chloro-3-trifluoromethyl-
benzenesulfonamide,

25 N-(1-Benzyl-3-ox0-2,3-dihydro- LH-indazol-5-yl)-4-fluoro-3-trifflucromethyi-
benzenesulfonarnide,
N-(1-Benzyi-3-0x0-2,3-dihydro- 1H-indazol-5-y1}-2-chioro-5-triffuoromethyl-
benzenesulfonamide,
N-(1-Benzyl-3-oxe-2,3-dihydro- 1H- indazol-5-yl)-3-phenoxy-benzenesulfonamide,

30 N-{ 1—Benzyl—i’)~oxo~2,3—dihydro-lH-indazol—S-yl)-3~{5~methy1— [1,3,4]oxadiazol-2-
vlj-benzenesulfonamide,
N—(l-Benzy1—3~oxo—2,3—dihydro&H—indazol—S—jﬂ)—3-chlormbenzenesulfonamide,
N-{1-Benzyl-3-0x0-2,3~-dihydro- 1H-indazo}-5-y1)-3-methoxy-benzenesulfonamide
N-(1-Benzyl-3-0x0-2,3-dihydro- 1H-indazol-5-y1)-3-difluoromethoxy-

35 benzenesulfonamide,

-3

N-(2-Benzyl-3-0x0-2,3-dihydro- 1H-indazol-5-y1)- 3,5-bis-triffuoromethyl-
benzenesulfonamide,
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beazenesulfonamide, 3-Chloro-2-methyl-N-1
3-0x0-1-(2,2,2-trifluoro-ethyl)-2,3-dihydro-1H-indazol-5- yl1-b
enzenesulfonamide, 4-Fluoro- [ 3-oxo-I-(2,2,2-trifluoro-ethyl)
-2,3-dihydro-indazol-5-yl] -3- 20 trifluoromethyl-benzenesulfonamide,
4-Fluoro-N-(3-oxo- I-pyridin-2-ylmethyl-2;8-dihydro-1 H-indazol_-5-yl)-3-
trifluoromethyl-benzenesulfonami de, 2,4-Dic’hloro-6-methyl-N-(3-0xo-
|-pyridine2apmethylfehB-aifd/ dréxdivinttazob 3 yiibydnzenes difenamides2Bie,

3- Ch'@{%@ﬁ@ﬁ YENA3-0x0zl:pyHdi N2} methyd-21 3 diydro-L i-ingazal:5-
yh)- benzene §ﬂIfc;?naml e, 4-Fluoro-N-I

1-(2-Hyeh Etiyitopyl)-3-oxo-2,3-dihydro-1H-indazol-5-yl]-
3- tnflﬁ&%&w[&h&np&hééufﬂmérmdé{ -indazol-5-y1)-3-trifluoromethyl-

N-(1-Benzylf:60lQre-310x0-2,3-dihydro-IH-indazol-5-yl)-3-chioro-4-fluoro-
30 benzenesulfonaml e,

N-(1-Betizyi-BiHiors 3- % LR o AR a2 SrBhCA Hioro-3-

trifluofomethgd:tfemzeiisulfonamide,
N-(1-Bepzykb-chigrgzs- RX%%%WWW%@@;&%&H)&&%@@% methyl

- benzenesulfonamide, 3

N-(1-BERZSRE" ?8136{’3@83(0 2,3-(3ihydro-IH-indazol-5-yl)-2,3-dichloro-
ben.zenésltfonamidey!-#NI-(3-oxo- 1-phenethyl-2,3-dihydro-1H-indazol-5-71)-

N-(1-Benz){ 1:8:£0980:3-0x0-2,3-dihydro-1H-indazol-5-yl)-3-cyano -72-
benzenesulfonamide Nél Benz%rl chloro-

5-ox0-3 S HGOTCRKIIAR O 521 CRIBF A BB rdees) >

N-(1-Bemzyk6schtoro:8<exo-2,3-dihydro-1H-indazol-5-yl)-4-chloro-3- 5

trifluorgraetyl-benzenesuifonamide, NptliBihyl-2,3-dihydro-1H-indazol-5-y1)-
enzyl-6-chloro-3- xo 2 dlhydro 1H- mdazol 5- yI) -3- dlfluoromethoxy-
benzen&&HHSH

N-(1- Bﬁn@mm@besmm:ﬂmwmzmmmﬁlw -Difrifooroidethyl-
benzenesulfonamide,
N-{1-Isobutyi~3-0x0-2,3-dihydro- 1H-indazol- 5-y1)-3-trifiuoromethyl-
benzenesulfonamide,
3-Chioro-N-(1-isobutyl-3-0x0-2,3-dihydro-1H-indazol-5-y1)-4-methyl-
benzenesulfonamide,
3-Chloro-N-(I-isobutyl-3-0x0-2,3-dihydro-1H-indazol-5-v1) -2-methyl-
benzenesulfonamide,
3-Cyano-(1-isobutyl-3-0x0-2,3-dihydro-indazol-5-y1)-benzenesutfonamide,
3-Difluoromethoxy-(1-isobutyl-3-0x0-2,3-dihydro-indazol-5-v1)-
benzenesulfonamide,
4-Cyano-{1-isobutyl-3-0x0-2,3-dihydro-indazol-5-ylj-benzenesulfonamide,
4-Fluoro-N-{1-isobutyl-3-0x0-2,3-dihydro~1H-indazol-5-y1) - 3-trifflucromethyl-
benzenesulfonamide,
3-Chioro-4-fluoro-N-(1-isobutyl-3-0x0-2,3~dihydro-1H-indazol-5-y1)-
benzenesuifonamide, '
2,4-Dichloro~(1-isobutyl-3-ox0-2,3-dihydro-indazol-5-y1)-5-methvl-
benzenesulfonamide,
3-Chloro-N-{1-ethyl-3-0x0-2,3-dihydro-1H-indazol-5-v1)-2-methyl-
benzenesulfonamide,

3-Chloro-(1-cyclopropytimethyl-3-0x0-2,3- dibydro-indazol-5-y1)-2- methyl—

benzenesulfonamide,
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benzenesulfonamide, 10
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-trifluoromethox
y- benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-2,5-difluoro-
benzenesulfonamide, ST
N-(1-Benzyl-6-chloro-3-oxo-2,3- d|hydro 1H-indazol-5-yl)-2,4-dichloro- 15
benzengsultenamige o pqiyBeniyl-6-cclhlre -3ioxtr 3ty drod 1 H-hadazol-

5-yl) b%&@@égu%g%%@enzenesuIfonamlde
N-(1-Benzyl-6-chloro-3-0x0-2,3-dihydro-IH-indazol-5- ylg -3-trifluoromethyl-

benzéh&ﬂaamﬂ@eﬁ@l -3-0%0-2,3-dihydro-indazol-5-v{)-4-fluoro-3-trifluoromethyl-
N-(1-Benzylssuthlasa:3tgxo-2,3-dihydro-1H-indazol-5-yl)-5-chloro-2-fluoro-

benz%”@i‘dﬂ@ﬁ P“J;Siao%ogyﬁl%ﬁﬁlsﬁo%o{ g %Mo%agﬁa}’@%

1H-indazol-5-yl) -2-chloro- b enzénesulfonamide

(1- BeWE'?ﬂﬂ PEAIEE%D-2,3-dihydro-indazol- 5- yI) -3-chloro-2-methyl- 25
benzeneButthiamitie cyclopropylmethyl-3-oxo-2,3-dihydro-indazol-5-yl}-5-methyl-
N-(1-Benzyl- Qgiﬁg{%ﬁa%xo -2,3- dlhydro 1H-indazol-5-yl)-4-fluoro-3-

trifiuoromethyl-benzenesulfonamid

N-(1- é&#ﬂgﬂreﬁ&o(r?o%W%la*}ﬁﬁmﬁén@éz’%%a%%mém%r%lethﬂ-
benzénestifendfoite:; 30,

N-(1- @%wgéffiuaqn%taése{%&ﬁ 10y qlras B 6106870k 30)52;4 AIEMARA Loromethyl-

benzenesulfonami.de, N
enzyl GO 58 8%“?‘%3d|hydro 1H-indazol-5-yl)-3-chloro-2-fluoro-
benzenésifondniiderdNri(itBemzib6rfkibpd-3-axo-Z B dinydroatkkihdagol-

5-yl) '@e&%ﬂ%@.@fﬁﬂ%d@ benzenesulfonamide, N-
(--Benzyl-6-flyoro-3- oxo -2,3-dihydro-1H-indazol- 5-yl)-3- trlfluoromethoxy-

benzeznﬂegﬂ‘ﬁm%’fﬂléé 27§1e§1@w&tgy“ Jrox0-2,3- -dihydro-indazol-5-y}-6-methyl-
1-(4-flure-bend bR 3=axe; 2, 3-dihydro-IH-indazol-5-yl] -

3-Chloro-2-methyi-N-{3-0x0-1-(2,2,2-trifluoro-ethyl)-2,3-dihvdro- 1 H-indazol-5-
‘7i]-benzenesulfonamide,
4-Fluoro-{3-oxo-1-(2,2,2-trifluoro-ethyl)-2,3-dihydro-indazol-5-yi}-3-
triftuoromethyl-benzenesulfonamide,
4-Fluoro-N-{3-oxo-1-pyridin-2-yimethyl-2,3-dihydro-1H-indazoi-5-vi}-3-
triftuoromethyl-benzenesulfonamide,

2,4-Diichloro-6-methyl-N-(3-oxo- 1-pyridin-2-ylmethyl-2,3-dihydro-1H-indazol-5-
yi}-benzenesulfonamide, _
3-Chiloro-2-methyl-N-(3-oxo- I-pyridin-2-ylmethyl-2,3-dihydro-1H-indazol-5-y1)-
benzenesulfonamide,
4-Fluoro-N-{1-(2-hydroxy-2-methyl-propyl)-3-oxo-2,3-dihydro- 1H-indazol-5-y1} -
3-trifluoromethyi-benzenesulfonamide,

N-{1 -Benzyl-6-chioro-3-0x0-2,3-dihydro-1H-indazol-5-y1)- 3-chioro-4-fluoro-
benzenesulfonamide,
N-(1.-Benzyl-6-chlore-3-oxo-2,3-dibydro-1H-indazol-5-y1}-4-fluoro-3-
trifliioromethyl-benzenesulfonamide,

N-{1-Benzyl-6-chlore-3-0x0-2,3-dihydro- 1H-indazol- 5-y1)-3-chloro-2-methyl-
benzenesuifonamide,

N-(1-Benzyl-6-chioro-3-0x0-2,3-dihydro- 1H-indazol-5-y1}-2,3-dichloro-
benzenesulfonarmide,

: N—(1-Benzy1—6—cbloro—3~0ﬁ0 ,3-dibiydro-1EH-indazol-5-yl)-3-cyanc-
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benzenesulfonamide, 3-Difluoromethoxy-N-[
1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-5-yl]-
benzenesulfonamide, 5 4-FInoro-N-[
1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-5-yl]-3-
trifluoromethyl-benzenesulfonamide, 2,3-ihydro-benzo [ 1,4]
dioxine-6-sulfonic acid [ 1-(4-fluoro-benzyl)-3-oxo-2,3-
dihydbestEdndazakmyld,-amide, 2,4-DicHoro- N- [1

-(4-flyerart L3 0:2.3-dihvdrozt-indazel: 5evll-6- 10, .
methl{\l-&%gﬁﬁsﬁfﬁgﬁ;e%ﬁﬁﬁgg U(l)r%%%lil[@ 7;[93 chloro
1-(4-?&?6?6%8%@95@%-2,3-dihydro-fH-indazoI-5- yl]
-benzEngsbHydrsida] Chloxe-2,5 ddiffdarorN-ih dazol-5-y1)~4-chloro-3-

1-(4-flygros 3:0%0:2, 3-dihydr- |H-indazol- 5- yI]
iro-henzulSixg: 2 3iaihydigal-indazol- 5-y

-benzenesu i . ' .
3-ChId¥d l{%ﬁ%&ﬂﬂ%ﬁﬁb@ﬁﬁ?@-%%%%%@&:@lﬁ?@i%mﬂhoxy-
benzénestitonamite;d<Cyano-|

1-(4-ﬂHquﬁg@;yl)gscﬁ@é%a@agm%%&%%Qié:}ﬂha%%%%%ﬁﬁ'?ﬁ%ﬁ’u%ﬁl%w

Naphthalene-I-Sulfonic aci
[1-(4-RGBEELBERT N80 -2, 3-dihydro-1H-indazol-5- 20 yl]-amide,
3-Chlotg4Htuesd-Bl-chioro-3-0x0-2,3-dihydro-1H-indazol- 5-y1)- 3-triffuoromethoxy-
1-(4-f@8{9€£§8@g){§ﬁ959-2,3-dihydro-lH-indazoI-S-yI]-

benzenesulfonamide, 3-Chloro- [ 1- (3 4-difluorq-ben§§\; s
1)-3-0X0-0. FARY D SAKES 0155 23R8t BEnZKieufoamideifagro-
3-Chlaxarfdne(dl4edifiiade; benzyl)-3-oxo-2,3-dihydro-indazol-5-y1]-4-fluoro-

benzeg\}_eﬁqg —igﬁhiorod-oxo-z,f_}-djhydr_oha1H-indazolw§-¥l)Q,@—dichloro»
1-(3,4-Difluoro-penzyl)-3-oxo-2,3-dihydro-indazol-5-vl| -4-tfluoro-3-

trifluoRSTREIRRbERZENESulfonamide, 3-Chloro- [ 1-(3,4-difluoro-benzyl)
-3-0x32(3-Bihydicsintiazol 5-yif}-2 30derientdulidaathite]) [ 3-chloro-2-fluoro-

1-(3,4bggkgggm%¥})i-§éoxo-2,3-dihydro-indazol-5-yl]-3-trif|uoromethoxy-
benzenesulfonamide, ) _ _
N-(1-Benzyi-6-chloro-3-oxo-2,3-dihvdro-1H-indazol-5-yi)- 3-triffucromethyl-

" benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-0x0-2,3-diydro-1H-ndazol-5-y1)-5-chloro-2-fluoro-
benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-0x0-2,3-dinydro-1H-indazol-5-v1}-2-chloro-
benzenesuilfonamide,
{1-Benzyl-4-chloro-3-0x0-2,3-dihydro-indazol-5-y1)-3-chloro-2-methyl-
benzenestilfonamide,
N-{1-Benzyl-6-fluore-3-oxo-2,3-dihvdro-1H-indazol-5-y1)-4-fluoro-3-.
trifiucrommethyl-benzenesulfonamide,
N-{1-Benzyl-6-fluoro-3-oxo-2,3-dihydro- 1H-indazol-5-y1)-2,3-dichloro-
benzenesulfonamide,
N-(1-Benzyl-6-fuoro-3-oxo-2,3-dihydro-1H-indazol-5-y1}-2,4-dichloro-
benzenesulfonamide,
N-(1-Benxzyl-6-fluoro-3-ox0-2,3-dihydro-1H-indazol-5-y1)-3-chloro-2-fluoro-
benzenesulfonamide,

N-(i-Benazyl-6-fluoro-3-ox0-2,3-dihydro-1H-indazol- 5-y1)-5-chlore-2-fluore-
benzenesulfonamide,
N-(1-Beruzyl-6-fluoro-3-ox0-2,3-dihydro- 1H-indazol- 5-y1}-3-trifluoromethoxy-

benzenesulfonamide,
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2,4-Dichloro- [
1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl]-5-methyl-
benzenesulfonamide, 35
3,4-Dichloro-[1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl]-
benzenesulfonamide, 73
4,5-Dichloro-[1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-
ndazod-8lr3-flupro(#Z4nbenzenegiionamige s AbsTriehioramol - 3=y1-
(3,4-dg!i%9€roéggggé?ﬁ%§)%o-2,3-dihydro-indazo|-5-yl] -

e, <

benzenesulfonami -Dichloro- [ 1-(3,4-difluoro-b

enzyi)23-6%kerp kRN tazbiTmSr i bepdh2enesifoRiiriee; | H-indazol-5-yl]-
2,4-Disktogfefilforn amide,
1-(3,4-difluorosbenzyl)-3-0x0-2,3-dihydro-indazol-5-yl]-6-methyl- ;
bénze#ﬁs%?ghrgﬁl%g%g—’&g-%ﬁ%}%% -[lmé%m%g%wd%lﬁiﬂné&xoz&ﬁj&

1-(2, 4 Tifir ooy Eyhenzsnese o ngmyaro- 1H-indazol-5-yl) -4-
fluoro-henzgpasuienaniide]dOxine-6-sulfonic acid [ 1-(4-fluoro-benzyl)-3-0x0-2,3-
N-[l—(%ﬁﬁ-gifluIL 9&%’8&2&0:3' gaprhzl E":dihydro-lH-indazoI-5-y|]-4-f|uoro-?>-

. - 2=
trlfluoron{’ret é. enzenesulfg amide,

3-Chlotd=-NLE 4k d fo fsreypEaenxG-2 8 iy dFerd Pl ddsizslyiyd-6-
methydeenzenesstfenafnite,e|

I-(4-Chlc nzyl)-3r0x0-2,3-dihydro-1H-indazol:5-yi] -4:fluoro-3- 15 . ., .
trifluo%%fg r;?l-Bgngéﬂr%?ﬁlfﬁngr;\%éufﬁﬁ%’?@ I ‘%A A2RibTo-h P indancls
enzyl)ﬁ'@ﬁézz?ss-ﬂiﬁg?ﬁi“@ii‘%indazol-5-y|] -2-methyl- benzenesulfonami

de, 2,3:DigblereN-difda ddochiorochenzyh)-Baxd: 23 3a8thythetibydro- 1H-indazol-5-
H-ind ?glggf%glésb pzenes [fonamide, 20 Naphthalene- I-sulfonic acid
[1-(4-chloro- enzyeg-%-oxo- jB-dihydro-IH-indazoI- 5-yl]-amide,
3-Chlotd-Ngro-[1-{4-fluorc-benzyl)-3-0x0-2,3-dihydro-indazol-5-yl]-2-methyl-

1-(2-chlgredtfarnhardzyl)-3-oxo-2,3-dihydro-IH-indazol-5-yl]-2- methyl-b

Fln-?; 2%%%%%%%10 %—fg%%#zg)}g-eaégggégjé%%%ﬁyg ro}li%f-oéig?ﬁ oS -yl]-amide,
benzenesuliomamide,
Naphthalene -1-sulfonic acid [1-{4-fluoro-benzyl}-3-ox0-2,3-dihydro- 1H-indezol-5-
yl}-amide,
3-Chloro-4-finoro-N-[1-(4-fluoro-benzyl)-3-0x0-2,3-dihydro-1H-indazol-5-vi] -
benzenesulfonamide,
3~Chloro-[1-(3,4~difluoro-benzyl)-3-ox0-2,3-dihydro-indazol-5-y1j-2-methyl-
benzenesuifonamide,
3-Chloro-{1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yij-4-fluore-

benzenesuifonamide,

11-(3,4-Difluore-benzyl)-3-ox0-2,3-dihydro-indazol-5-y1} -4~fluoro-3-
rifluoromethyl-benzenesulfonamide,

3-Chloro~{1 -(3,4-difiuoro-benzyl)-3-0x0-2,3-dinydro-indazol-5-yl}-
benzenesulfonamide,
[1-(3,4-Difluoro-benzyl)-3-oxo-2,3~dihydro-indazol-5-vi]-3-trifluoromethoxy-
benzenesulfonamide,

2,4-Dichior ©-{1-(3,4~diffuoro-benzyl)-3-0x0-2,3-dihydro-indazol-5-y1]-5-methyl -
benzenesulfonamide,

3,4-Dichlor 0-{1-(3,4-difluoro-benzyl)-3~0x0-2,3-dihvdro-indazol-5-v1}-
benzenesulfonamide,

4,5-Dichloro-[1-(3,4-difluoro-benzyl)-3~0x0-2,3-dihydro-indazol-3-y1]-2-fluorc-
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2,3-Dichloro-N-[
1-(2-chloro-4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5- yl] -b
enzenesulfonamide, N- (1-(2-Chloro-4-fluoro-b
enzyl)-3-oxo-2,3-dihydro-1H-indazol- 5-yl1-4-fluoro-3- trifluoromethyl-b
enzen esulfonamide, 30 - 74 -
N-[1-(2-Chloro-4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazoi-5-yl]-3-
difluobsmiethejobemzéaesulfonamide, N- [
1-(2-Ghigra-4-fuero-henzylidaxe-2 S:Ahydig:d H-ngazal Rl 23 -5-v11-
tnfluogometgo -bexgﬁnesulfonamlde, 3-Chloro-N- [ 1-' (2-cvano-ethyl)
-3-0x0-2,34qihydrd~TH-ndazol-5-yli -2-methyl- 35 benzenesulfonamide,
N-[1-@3Cyahiprethiyl) 3texdie 8-diydyb- HHdaZ ol iByyiedifitmg-3-yii -
trifluoremenbyliegnzspgsulfonamide, -75- 2,4-Dichloro-N-[I-(2-
cyano:- t?l - -oxg-ﬁ, - ih.{gro-lH-ind zQl-5- (I)]2-6- etQ%)I-,
oo SR o G PF10 B L PR -indazol-5-7l-6-mety-
-axe->@uditgratradingdazol- 5-yi] -4-fluoro- benzenesulfonamide, 5
N-[6-Ghtor:k(Rrghlorosbenays3wexey2.3-dihydra-di: @-SrvHzArfhuenos
3- trifl orom%[h I-be%%enesul onamide, 5-Chloro-N-[6-Chloro
-1-(2-EHIBOBEARNN3-6X62 S dihydro-fH-indazol-5-yl] -2-
fluorotbehZ@rebifforanider?,33-Dich et -gilydre-Chtordadol-@R3Chiofiodyo- 3-
enzyl)riB.R¥xe:&3 raibydea-1sindazal5- 10 yl]-benzenesulfonamide,
3-Chlqra:N-(6-Chlorg-3-0xQ- | - ridin-ﬁ- Imeth)y ’é -Cii}ifh gr - N
piefa e S s B e
-pyridimeyirhetayhe8dingaide. H-indazol-5-yI)-4-fluoro-3-
trifluonqmetyhrpsanasuifonamide 318 hydro- 1H-indazol-5-11]-4-fluoro-3-
2-[5-(3- hIoro-ZEE;YF_? I-benze,%esulfocp lamino)-3-oxo0-2,3-dihydro-indazol
Tyl R A 2 I -3 4
difluord-Benzyt)N2tnetheigroxes 278 dirpdrodiiddizol 82y L 6ndazol-5-yl]-2-methyl-
methykhepzenesulfenamide, and

2,3-Dichloro-N-[ 1-{4-chloro-benzyl}-3-0x0-2,3-dikydro-1H-indazol-5-v1] -

benzenesulfonamide, '

Naphthalene-1-sulfonic acid [1-{4-chloro-benzyl}-3-0x0-2,3-dihydro- 1 H-indazol-

5-yl]-armide, ‘

3-Chlore~-N-[1-{2-chioro~4-flucro-benzyl)-3-0x0-2,3-dihydro- L H-indazol-5-vi}-2~

methyl-benzenestalfonamide,

Naphthalene-1-sulfonic acid [1-{2-chloro-4-fluocro-benzyl)-3-0x0-2,3-dihydro-1H-

indazol-5-ylj-amide,

2,3-Dichloro-N-{ 1-(Z-chloro-4-fluoro-benzyl}-3-oxo0-2,3-dihvdro-1H-indazol-5-

yl}-benzenesulfonamide,

N-{1-{2-Chloro-4-fluoro-benzyl}-3-o0x0-2,3-dihydro- 1H-indazol-5-yl] -4-fluore-3-

trifluoromethyl-benzenesulionamide,

N-[1-(2~Chlore-4-fluoro-benzyl)~3-0x0-2,3-dihydro-1H-indazol-5-y1; -3~

difluoromethoxy-benzenesulfonamide,

N-{1-{2-Chioro-4-fluoro-benzyl)-3-ox0-2,3-dihydro-1H-indazol-5-yi}-3-

trifluoromethoxy-benzenesulfonamide,

3-Chloro-N-[1-(2-cvano-ethyl)-3-ox0-2,3-dihydro- 1H-indazol-5-yi]-2-methyl-

benzenesulfonarmide,

N-[1-(2-Cyano- ethyl}-3-ox0-2,3-dihydro- 1 H-indazol- 5-v1]-4-fluoro-3-

. trifluoromethyl-benzenesulfonamide,
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3-Chloro-[

1-(3,4-difluoro-benzyl)-2-methyl-3-ox0-2,3-dihydro-indazol-5-yl]-2- 20
methyl-benzenesulfonamide, and pharmaceutically acceptable salts

thereof. 23. Compounds according to any one of claims 1 to 22 selected

from the group consisting of. .75 -
N-(1-Benzyl-6-Chloro-3-oxo-2,3-dihydro-IH-indazol-5-yl)-3-Chloro-2-methy

|- 25 bérizbiddenfolalhide cXetD-Bén:yBeoShidio Bhusioe 2, B-ditdpdrd-5-v11-6-methyl-
IH-indazal-Erydi2 S difdoro- benzenesulfonamide,

IWtetie oS AU Aot S R BRI S LS L o
N-(1-BewAphesdinieaiseoxo-2,3-dihydro-1H-indazol-5-yl)-2-chloro-
benzem&'ﬁ@@ﬂ@mi@q&chlom—beqzyl)-3-oxq~2,3-dih dro-1H-indazol-5-y1}-4-fluoro-3-
N'(l'Bﬁ%%'}%hﬂ&%&?ﬁeﬁ%@’%&}d'hQ/rgEQ'IH"ndaZOI' -yl)-3-ChIoro-2-1)Iuoro-
benzerlesuﬁona[nl e, nestionamics,

N-(1-Benzyre:fivdfocBlaswo-2 B-difparobtrrihdazolcs iy digdicHiDrds &Sol - 5-y1]-2-
benzemgsyifaramide.NH{=fAB £nzyl-6-fluoro-

g_e(;xzoe_éé%_u %%%%%%#g[gpc%ﬁ%?(l)-i%Q—_céﬂgpolgggﬁ%grﬂl:@!gxig,é—dihydro~lH—indazol—5—
N-(1-BBhAAgess S sifjero- 1H-indazol-5-y1)-3-chloro-2-methyl-
benzenestltopamidant-<eyanoch Ir(3viir0:barahi -2 3 dihydro-1H-indazol-5-v1)-

-3-oxo-2E 3-dil M?ro-ir}ldaﬁgg -yl - 5 benzenesulfonamide,
2,3-Dichloro-N- fn(zfceé oro- ensz)-S-oxo-Z,?;-dihydro- iH-indazol-5-yl]-

benzeResbiforarpidexo- 1 ~pyridin-2-ylmethy!-2,3-dihydro- 1H-indazol-5-y1) -4-flzoro-3-
3-ChlorgNdicif-eorenbenayhl13:0%8ids3-dihydro-LH-indazol-5-y1]
-2-met y,l-_t% nzenestllfon i%e, 10 4-FJuora-N-. . i .
T S oS8 R BP8 ypeo-2 - fndasol -y
trifluorérsEtfiyidsEmzdaesulfonamide, 3-Chloro-4-fluoro-N- [ 1- (4-fluoro
-benZyﬂ*ﬁﬂ&ﬁhﬁ@{dM%@ﬁﬁﬂﬁdm@éﬁbﬁ)yﬂ—memyb&0Xo-2,3—djhydro~indazolw5~y1}»6—
methyl-benzenesulfonamide, and
3-Chlore-{1-(3,4-difl uoro-benzyl)-2-methyl-3-0x0-2,3-dihydro-indazol-5-y1]-2-
methyl-benzenesulfonamide,

and pharmaceutically acceptable salts thereof.

23.  Compounds accordinzg to any one of claimns 1 to 22 selected from the group
consisting of:
N—(1—Benzy1~6-chloro—B»OXO-Z,S—dihydro—EHwindazol—S—yl)—3~c}ﬁoro~2—meth§r1-
benzenesulfonamide,

N-{1-Benzyl-6~-chloro-3-0x0-2,3~dihydro- 1H-indazol-5-v1)-2,5-difinoro-
benzenesulfonamide,

N-(1-Benzyl-6-chlor o-3-0x0-2,3-dihydro-1H-indazol-5-y1)-3-chlora-2-fluoro-
benzenesulfonamide,

N-(1-Benzyi-6-chloro-3-ox0-2,3-dihydro- 1H-indazol-5-y1)-2-chloro-
benzenesulfonamide,

N-(1-Benzyl-g-fluoro-3-ox0-2,3~dihydro-~1H-indazol- 5-y1)-3-chloro-2-fuoro-
benzenssulfonamide,

N-{1-Benzyl-6-fluor o-3-0x0-2,3-dihydro- 1H-indazol-5-vi}-2,5-dichloro-
benzenesulfonamide,

N-(l—BengyI—cS—ﬂuoro— 3-o0x0-2,3-dihydro-1H-indazol-5-v1)-5-chloro-2-fluoro-
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benzenesulfonam de, 3-Chloro-[ 1-(3,4-difluoro-benzyl)
-3-0x0-2,3-dihydro-indazol-5-yl] -2-methyl- 15 benzenesulfonamide, N- [
1-(4-Chloro-benzyl) -3-o0xo-2,3-dihydro- IH-indazol-5-yl] -4-fluoro-3-
trifluoromethyl-benzenesulfonamide, and 3-Chloro-2-methyl-N-(3-oxo-
I-pyridin-2-ylmethyl.-2,3-dih)rdro-l#HI-inddzel-5- yl) -b enzenesulfonamide,
20 and pharmaceutically acceptable salts thereof. 24. Compounds
acCOrRREFRSAHYTHHESF claims 1 to 21 selected from the group consisting
of:  N-(1-Benzyl-3-oxo-2,3-dihydro-1H-indazol-5-y1)-3-chloro-2-methyl-
2,3-D'ch|oro-N-1()6-chI.%[eo-?:-oxo-1-pyridin-2-ylmethyl-2,3-dihydro-1H-indazo

nzenesulion .
[-5- yl)- enzenesuﬁ%ﬁamlde, 25

N-(1-BeriapicsHubrrsresesmaitifyerre-1£-HEEFa- 5572 2-ittuoro-
benzenresutanasideid?,4-Difluoro-N- (3-oxo-
I-phenyl-2,3-dihydro;1H-indazol-5-vI) ~benzengsul ide; - P
e TN AR S S N B togeag o1
benzetrBsemrsHERNtEIN-(1-Benzyl-6-fluoro- 3

-0X0-2, ZHibydro- I H4ndazel-bad)y3-cyancoz betiretes ulfohdmices-yl] -2 -methyl-
Propang:2sulfpnic acid |
(1-benznﬁ%rfﬁsuoro-%-oxd-z,3-dihydro-lH-indazoI_-S- l)- am de, 35

5 Cy S INFTE-R6- BHEAYH SRy e TP A AP REsy b e sfonam
ide, 22fRJrifiucro-ethanesiifenieacid,

(1-benzyd-6-fluqre; 3:0x0-2, iy dros 1.7 (nindazol 9-yhsmIdes indazol-5-411-
Propane-2-sulfonic acid
(1-berANEeoeErEaIEko-2,3-dihydro-1H-indazol-5-yl)- amide,
Propape=gtstdfonic acitfluor o-benzyl) -3-ox0-2,3-dihydro-indazol-5-yl]-2-methyl-
[6-cHoDrgﬂ%€-ﬁg% é%gﬁp&nzyl)-&oxo-z,3-dihydro-|H- 5 indazol-5-y13-amide,

N-(1-Benzy uoro-3-ox0-2,3-dihydro-1H-indazol-5-yl)-trifluoro-
N-{1-{4-Chloro-benzyl) -3-0x0-2,3-dihydro- 1H-indazol-5-y1]-4-fiuoro-3-

trifluoromethyl-benzenesulionamide, and
3-Chloro-2-methyl-N-(3-oxo-1-pyridin-2-ylmethyl-2,3-dihydro- 1#H!-indazol-3-
vl}-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-ox0-1-pyridin-2-vimethyl-2,3-dihydro- 1E-indazol-5-
yi}-benzenesulfonamide,

N-(1-Benzyl-6-fluoro-3 ~ox0-2,3-dihvdro-1H-indazol-5-v1}-2,4-difiuoro-
benzenesulfonamide,
2,4-Difluoro-N-(3-oxo-1-phenyl-2,3-dihydro-1H-indazol-5-v1) -
benzenesulfonarnide,

3-Chloro-2-fluoro-N-(3-oxo-1-phenyl-2,3-dihydro- 1H-tndazol-5-71)-
benzenesulfonamide,

N-(1-Bengyl-6-fluoro- 3-ox0-2,3-dihydro- 1H-indazol-5-y3)-3-cyano-
benzenesulfonarmide,

Propane-2-sulfonic acid (1-benzy}-6-fluoro-3-0x0-2,3-dihydro-1H-indazoi-3-y1)-
amide,
3-Cyano-N-(3-cxo-1-phenyl-2,3-dihydro-1H-indazol-5-y1)-benzenesulfonamide,
2,2,2-Triflnoro-ethenesulfonic acid (1-bengyl-6-fluore-3-oxo-2,3-dihydro-11-
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methanesulfonamide, Propane-2-sulfonic acid
(1-isobut)Tl-3-0x0-2,3-dihydro-1H-indazol-5-yl)-amide, Propane-2-sulfonic
acid [1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-5- 10 y1]-amide,
Propane-2-sulfonic acid
[1-(2-methoxy-ethyl)-3-0x0-2,3-dihydro-IF7indazol-5-yl]- amide, and
N-(1-Benzyl-3-oxo-2,3-dihydro-IH-indazol-5-yl)-C-cyclopropyl-
methéﬁ%@&’#@nﬁ?’m@@@% and pharmaceutically acceptable salts thereof.

25. ThenerpoundAccrding -any enenof:claimgl 16 23nwhieh 18 indazcl-5-v1)-
N-(1- B.el yI -3-0x0-2,3-dihydro-1H-indazol-5-yl) -C-cyclopropyl-

methanesu1fonam|de a harmaceutically acceptable salts thereof. 20
26. A Pidiedss %P%fﬁ@lﬁr@ﬁg%ét@hl@f@cérﬁbéhlmgé@@@?&mgowa'hy@ﬁwdro 1H-
claimsnﬂiﬁ)zs Epmpfiking the reaction of a compound of formula () z R

R6 Whac mp n of farm C<S~ R7(}fl)

25 Whe@ Ig %I?%%érgs de Xfcﬁe% |r%9 1{31Jl I(()}f }: wﬂ?ﬁ?&; gzglg)
CompBirdasBterdmifito any of claims I to 25, when prepared by a
prOCESSo@SnéiQﬁmmch&mQ@s@ﬁltﬁhﬁféﬁacﬁgt@ﬁwm%%l 5-y1)-amide,

compysing a com ound ae rg o clal sl to ’rgn i
pharmacg%tlcally accepts i? rrier an or adjuv n% Bo5-tG }b%ﬁn]&g indazol-5-
accoréﬁh@%dény of claims 1 to 25 for use as therapeutic active
subst@nepse-2-sulfonic acid [1- (2-methoxy-ethyl)-3-ox0-2,3-dihydro- L H-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.

25, The compound according to any one of claims 1 to 21 which is:
N-(1-Benzyi-3-ox0-2,3-dihrydro-1H-indazol-5-y1)-C-cyclopropyl-
methanesulfonamide

and pharmaceutically acceptable salts thereof.

26. A process for the preparation of compounds according to any of claims 1 to0 25-

comprising the reaction of a compound of formula (II)

with a compound of formula (IIT)

O\\ //O

ci S“‘FJ

amn

wherein R’ to R are as defined in any of claims 1 to 25.



30. 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 |
Ibeta-hydroxysteroid dehydrogenase 1. 10 31. A method for the treatment
and/or prophylaxis of diseases which aréscaused by disorders associated
with the enzyme llbeta-hydroxysteroid dehydrogenase 1, particularly for
tHe trERMRANPARAFEPPIBRHY A8 Tof Higtab AR B st RS Bty 2 process as
dyslipidemiae, tigipebtension and/or diabetes, particularly diabetes type Il,
which method comprises administering an effective amount of a

comppiichas-definedin o @Rk 8heliMs 1 19,82 0324 hEHSE O any of claims 1
comptcg)ulrbdagIl cc rglgn té) %n of clalmsf)é%to 25 fort/e therapeutic and/or
prophylactic tre&tment of diseases Hre ChaReP by dbrders

associated with the enzyme llbeta-hydroxysteroid dehydrogenase 1. 33.

The U@ R EEHIDBHEL S RO [GaRy bERIATH S B5thsFapritic active
therapestignasrd/or 20 prophylactic treatment of metabolic disorders,

obesity, dyslipidemiae, hypertension and/or diabetes. 34. The use of

@Qrgpgum@@f@ma&egﬂﬁg&emf&ﬂmé hio?(?ésf@ﬁﬂla&%@e@@f lgﬁﬁ@&cm
medicaments for the treatment a ro is. of diseases which are
causé ,.g]%%ﬁ%%%%gﬁa%%&a%%&%%ﬁﬂ%ﬂﬁﬁ%%eﬁ8$ athch, P R riee o7
dehydsgiensssp2e@itHe s pieditipoariysiacyording tolanyagbnase 1.
claims 1 to 25 for the preparation of medicaments for the treatment and
prophylanas:of metabalic cisordeds cobesilyyldyslidideeaiaeyhipatiension by
and/ogdiahetes 39, Lhenvapianag herelnbefore described. nirogenase 1,
particularly for the treatment axad/or prophylaxis of metabolic disorders, obesity,
dyslipidemiae, hypertension an d/or diabetes, particularly diabetes type 1T, which
method comprises administering an effective amount of a compound as defined in

any of ciaims 1 to 25.

32, 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.

33, 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 dizbetes.

[§5)
[

The use of compounds according to any of claims 1 to 25 for the preparation of
medicaments for the treatmentt and prophylaxis of diseases which are caused by

disorders associated with the enzyme 11beta-hydroxysteroid dehydrogenase 1.

35, 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,

36. 'Theinvention as hereinbefore described.

Hk



