-1- INDOZOLONE DERIVATIVES AS 11B-HSD1 INHIBITORS The
present invention is concerned with novel indazolone derivatives which
are useful as | Ib-HSDI inhibitors. The invention is concerned particularly
with compounds of formula () R2Rs\R4 NRyNIWR' 'S N\0O Rs
Rs (1) 5 wherein R'is hydrogen, lower-alkyl, aryl, or aryl-lower-alkyl; Rz is
aryl, aryl-lower-alkyl, heteroaryl, heteroaryl-lower-alkyl, cycloalkyl,
cycloalkyl- lower-allcyl, fluoro-lower-alkyl, or lower-alkyl, which lower-alkyl
is optionally substituted with 1 to 3 substituents selected from the group
consisting oftfidz&bk=l Oialagareioweriakon antnzEINRBRY; R3 is
hydrogen, halogen, lower-alkyl, fluoro-lower-allcyl, lower-allcoxy, or
fluoro-lower- alkoxy; R4 is hydrogen, halogen, lower-alkyl,

fluoro-lowbs Reghtiswesyiatkis xpneriioréliopet indrentynd deRr@tiges which are
hydiegransshategemlewitrtatkyl, fluoro-lower-alkyl, lower-alkoxy, or
fluoro-lower- allcoxy; R6 is hydrogen or lower-alkyl; R' is aryl, heteroaryl,
fluoro-lovres-aieien ioweat-allylswiichdower-alkybis-antidnatyvia (1)
substituted with 1 to 3 substituents selected from the group consisting of
OH, ON, 20 halogen, lower-alkgxy antf_L{s:ycIoalkyI; Rs and R9,
independently from each otheﬁare sel ctedér;pm the group consiting of

N
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5 wherein
R'  is hydrogen, lower-alkyl, aryl, or aryl-lower-alkyl

R?  is aryl, aryl-lower-alkyl, heteroaryl, heteroaryl-lower-alkyl, cycloalkyl, 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,

10 halogen, lower-alkoxy and C(O)NR®R?;

R®  is hydrogen, halogen, lower-alkyl, fluorc-lower-alkyl, lower-alkoxy, or fluoro-lowe:-

alkoxy;

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

alkoxy;

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

alkoxy;

R®  is hydrogen or lower-alkyk

R7  isaryl, heteroaryl, fluoro-lower-alkyl, or lower-alkyl, which lower-alkyl is optionally

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

R and R, independently from each other, are selected from the group consiting of
hyvdrogen and lower-alkyl;
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hydrogen and lower-allcyl; CS / 15.7.05 -2- and pharmaceutically
acceptable salts thereof. Glucocorticoids (cortisol in humans,
corticosterone in mice and rats) are an important class of
adrenocorticosteroids that regulate many metabolic and homeostatic
processes and form a key component of the response to stress.
Glucocorticoids act via 5 intracellular glued@ceorticoid receptors and, in
some tissues, mineralocorticoid receptors; both being nuclear
é?gc?ﬁfé?ﬁfﬁﬁf%}r@%%ﬂ%ﬁ eatel RS on target tissues depends not
only on circulating steroid concentrations and the cellular expression of
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specitic changes In gene expression that mig t e assom te w Insulin
reSi<PEmR Braferaac R B ThisctuasireobEd arHeRTaRIRA for
libeta-HSDI is approximately two-fold up regulated in adipose tissue in

obese inBRFFEERE MBFEOVEII 20 SrexitassirrppetaRHED 1heie-HSD1) inter-
adipaestesrokmicated dvvigherabobesity, &mletg@l@yﬁgimmﬁ;xrhmn local
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diabetic pati nts normalize pld parame ers an It Te

wergHRGI5E sl Sdupsite 0#% %ﬁﬁ%ﬁg@%@.@%ﬂt.ﬁmg&%ﬁﬁqaﬂbm -HSD1 is
|betaptdSbnatdigttibdtifrid npmegutaighin hdus benwaficial sftecia gt nbtainedver,

20 byo'r}%%ﬁ%@%]%lﬂrﬁbﬁﬁ] ﬂ@wggﬁg@&ﬂ@q@d {o visceral obesity andtoa
syndrome-X like phenotype (Masuzald H. et al., Science, 2001 Dec 7; 294(5549):2166-70.).
Taken together, these data very strongly support an important role of 11beta-HSD1 in the
induction of obesity and the impairment of glucose homeostasis and lipid parameters.
Thus, selective inhibition of this enzyme could lower biood 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

80 carbenoxolone led to an increase in insulin sensitivity indicating that that inhibition of
11beta-EHSD1 may reduce cellular cortisol levels and therefore minimizing some of its
deleterious effects. (Walker et al. 1995; J. Clin. Endocrinol. Metab. 80, 31155-3159).

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

smooth muscles, pancreas and brain. Its activity is dependent on NADP{H) and it has a
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inhibits both 1llbeta-HSD / and the related enzyme | /beta-HSD?2.

Treatment with 30 carbenoxolone led to an increase in insulin sensitivity
indicating that that inhibition of llbeta-HSD1 may reduce cellular cortisol

levels and therefore minimizing some of its deleterious effects. (Walker et

al. 1995; J. Clin. Endocrinol. Metab. 80, 31155-3159). lIbeta-HSD1 is

expressed in many tissues including liver sadipose tissue, vascular

smooth mluscle , pancreas and brain. Its activity is dependent on o
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associated symptoms, but it shquld also be save and without major side

effect TERTHIE With BFE TS P RSP A RIB KaTdRe FighmgRe s X /
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béoolfg pressure. In c%ntrast inhibition of | [beta- HSDIShould be well
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of ElE) ] odh PodsUiyi8s@usnd8)fto Repnt vepmogitiontéSandebgra-HSD1
TShiBhiats Rige: Matl aag Setd S AweQ0d AR08 FRNHDRE3EAL ®f et al, 7 Clin
Invest. 2003 July;112(1):83-50; Rauz S. et al., QIM. 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
to improve Alzheimer associated deficits. Taken together 11beta-HSD1 inhibition might
be a save and efficacious approach to treat symptoms of diabetes, obesity and other

diseases.

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

(liver, adipose tissue).

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

treatment of metabolic disorders, obesity, dystipidemiae, hypertension and/or diabetes,
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25 to improve Alzheimer associated deficits. Taken together 1 Ibeta-HSDI
inhibition might be a save and efficacious approach to treat symptoms of
diabetes, obesity and other diseases. The compounds of formula | and
their pharmaceutically acceptable salts and esters are novel and have
valuable pharmacological properties. In particular they are | Ib-HSD 1 30
inhibitors and they display selectivity aga#st the related llbeta-HSD2

enzyme. Therefore the comrﬁgegnds which are specific lIbeta-HSD1 _
%ﬁ%ﬁﬁ%@p\f’gjﬁﬁ LA oM TBRe YR b IsaargioR 638 feviars Bpased in the
morpiglizedipidtpar armterstinf Tyge diabetippatient sdynitedulatisignthand/or

losal LR ratign of the active glucocorticoid cortisol in target tissue
(liver, adipose tissue). 35 The compounds of the present invention can be

used . the pr laxis and/or treatment of metabqlic disorders, obesity,
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hyRertersion ﬁ_nd/or diabetes, particularly diabetes Type Il, and the use of

the saild compounds and salts for the production of medicaments for the
treatment or prophylaxis, of metaholic disarders, obesity, dyslipidemiae

hyper §ﬁ§%ﬁ£ n 7102%’9&1 %gtggsﬁ’étrﬁbvﬁ%?@/“ a?ﬁb?élfé}ée*f?ﬁéwbl"ﬁéd with PPAR
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35 plobi aampi. SelIBAAGOBIsieRHEAdlghycroepiandrosterone),

DPPN inhibitors, insulin and/or lipase inhibitors, particularly orlistat. -5-

Unless otherwise indicated, the following definitions are set forth to

illustrate and
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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" refers to fluorine, chlorine, bromine and

iodine, with fluorine, chlorine and bromine being preferred. The term

"alkyl", alone or in combination with othergroups, refers to a branched or

stralgm (ihaln onovalent s gaeg ted allphatlc hydrocarbon radical of one

tQ twenty carf)on AT6MAST e RE S H e b ithr, tniBrstrate and
FBR TR RERRAcaPDSTOL @amgutmme&aﬂeﬂl igroespsiastHesorbeoh herein,

below also are preferred alkyl groups. The term "lower- alkyl", alone or in

combifadishsiititiothien gneupsyy Slers foiaubmanched 08 gHalghtbeRRIRg of one to

moBnVAlestRline Tagiosl phenada.aevem Garbon atoms, preferably one to

four carbon atoms. This term is further exemplified by such radicals as

methyhhethyh, rRrepylr isep | I Uil an ke
‘ﬂ}/&%ng' IY g}l‘niugé%%an ggﬁ%ﬁ%&%%/ gﬁé’%ﬁ%te&? e %df_?“&f ith fluorine,
0]

alogen, lower-a oxy, OC irbonyl. Unsubstltuted lower-alkyl
groupg,are ref ﬁ% e term ‘fluoro-lower-alkyl" refers to lower-alkyl
groups R a D6 RGBT SnBLaREE ik aoriRs: Elaamiplebrafiched or

ﬁ%}@bﬁéﬂéﬁ@ﬂi%@fﬁéa@@g‘i SpliRic BF2bLOR) CEILPRone to twenty
CEB(CH2)2s, (@R} band AT E2B0 s lefm, %{:Af@gﬁw %f%r%ﬁ carbon
AMANVAIENL KIIBECYLlicS ﬂgégﬁlbgd% NFYER Etbeonre erre ﬁﬁq fggﬂpg{

6 carbon atoms, such‘as cyclopropy cyclo uty yc open

cycloryig)rg;{[;J Ihe term. 2 refers to th R'- -, wherein R’ |s an
erm. | oxy Heters (0 the gar% %O FERRGE o a

% [.T I%Le term ower-
M L O o Mk Rt AR
W@@M@ﬂ%ﬂd@mcwmmbm EXkamptesiofiltbes dowestalkoxy Qf&m&cﬁs as

afeien e@ﬁl‘l‘l}@@@'f%p@ g@;mﬁi@% Qbﬁ@ﬁ%@ﬁeﬁ% Lower-alky.
con\%ﬁcg Oﬁ mgﬂ]ﬁl‘iﬁg %uprlmary, se’@or‘?rdgg wne%ﬁ]ﬁ%‘?% NG G ot
?ﬁ‘ BRSO ARt esseserdanyrefmind.group 30

carryln an allcyl or cycloalkyl substituent and the tertiary amino group .
carryi FFrRiniae ST amereridikyaton ay doedioplisd gstitysntbick thedwao- or

mtﬂ@@msﬁmmﬁf&m& ﬂﬁlgﬁ‘ﬁh@f Tormisles @fm&-‘mv@ﬁ%l%%@ﬁ@@@& e.g. CRH,,
¥R omethslarinar 2 ?p g@; fimethylamipo diethylamino,

methyl-ethylamino, pyrrolidin For plperldlno etc.,

The term “cycloalkyl™ refers to a monovalent carbocyclic radical of 3 to 10 carbon

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

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

The term “fiuoro-lower-alkoxy” refers to the group R”-O-, wherein R” is fluoro-
lower-aikyl. Examples of fluoro-lower-alkoxy groups are e.g. CEH,-0, CR,H-C, CE:-0,
CPaCHz—O, CP3(CH2)2“O, (CPa)zCH-O, and CFQH-CFZ-O.

The term "amino”, alome or in combination, signifies 2 primary, secondary or
tertiary amino group bonded via the nitrogen atom, with the secondary amino group
carrying an alkyl or cycloalkyl substituent and the tertiary amino group carrying two
sinilar or different alkyl or cycloalkyl substituents or the two nitrogen substitutents
together forming a ring, such as, for example, -NH,, methylamino, ethylamino,
dimethylamino, diethylamino, methyl-ethylamino, pyrrolidin-1-y or piperidino etc.,
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-6 preferably primary amino, dimethylamino and diethylamino and
particularly dimethylamino. The term "alkylene" refers to a straight chain
or branched divalent saturated aliphatic hydrocarbon group of 1 to 20
carbon atoms, preferably 1 to 16 carbon atoms, 5 more preferably up to
10 carbon atoms. Lower-alkylene groups as described below also are
preferred aIkerne groups. The term' Iom%ralkylene refers to a straight

| divalent saturated ali drocarb oup of 1 to
?pﬂ%rete ably 1t G%Jrg die ajrL%on at%nr%{; aﬁflé)ﬁ)aalﬂda%ﬂéﬁgag?’

A& groups are preferred The term aryl alone or in
comblnatron relates to the phenyl or naphthyl group, 10 preferably the
phenyl SPGB TR Eaf Bti5aRFBeEsibstinad byandoe divrbferablyrdted

telighatitistituentb indepepdenty Betetion Hm&h@:@f@ﬁﬂ?@ﬁé@@ REbn atoms,
|lonveE-pllvkalwes-1al ke Xy HaRlogsns. WWQXXE}%NP g %‘%%s a8 %bscnbed below also are
alkylen

minocarb I carbox 02 digxo-lo ming e

Egpenzo %Y rou%r)mfgwer 5ﬁ%ﬁ‘§ f’d"ﬁ?l% ﬁ%%ﬂ?é?{ﬁltq&ﬁ@ralghf chain or branched
Fﬁ%WPtréweP%Ryléaéermmpfélkyla@bcfngdbﬂm to 6 or 3 to 6 carbon

IeWmsa$m)g1ﬁaﬁmmmylk§ﬂ5ﬁhmrmr&we&@ﬂ&yla Huateslower-allseyy, cyclo

alkyl, phenyloxy and methyl-oxadiazolyl. Preferred substituents are

halog@ihs lewe-atiy) adivier orl eweialayland r@ilélteﬂ@t}?é' eﬂﬁ%@@ﬁwﬁhﬂ group,
rﬁf@ﬁéa@ﬂﬂ@ﬁﬁ@ﬁ%'&rgéﬁ @Jﬁ?&ﬁ?g %?11571310 O%’C“ gtlged% (;calo SPRelerably 1 to

bered bi¢ r hich can o prlse atoms selet
ntro Setﬁu ﬁxe Pﬁ‘rg%r%&rﬁﬁi&? %ﬁ?ﬁ&“@ﬁbﬁ%ﬁﬁﬁn&ﬁ Bﬁﬁﬁ}ﬂlkﬂ lower-
cﬁéﬁ:ﬁyr}r@mﬁyrhﬁq«nﬂmﬁwr i, 200w pyridtinyhiB coxd- pyrimiginy0,, dioxo-lower-
W?g&ma&h}ga&@ﬁ@@zﬂ%)Ok@%%zﬂh}ddsﬁf&i t%hiévl%mﬁ!}{br lower-

is Z0 iadiaz

%En%%. B{urﬁ{'{r}zal%’ f JE I mda%bo C%ﬂi’ore erre glaﬁe?e%ary ol H(XXYC”bOHYI
pyrlélnyciw‘?& ?:jg' gﬁ?{/ ﬁ@%%sﬂﬁ%@ﬁ&ﬁ@?ﬁ%i&é%ﬁé@@olﬁ
dafkersn e&rqﬁeerrémrﬁtlhalqgeméwezamﬂz&@mﬁpmd@@r ferhana (1)
can form pharmaceutically acceptable acid addition salts. Examples of
such pharisaceuicatydi ceptablesaltsantsalts ohcanpoubdsabioriuiag or 9

14} 1Wﬁﬁhﬁﬁy&ﬂ|sﬁmu%mmgﬂﬂmﬁqd§ (ﬁ%!&@lﬁﬁygé&%@ﬂg&l nitrogen,
%%eE%E’J]HP&%GA §HcB aC|d or honp oric cid; or with grganic I
ds sucér anesulp gg:l %ll’tg ERESBES® S By rimidinyL, -

c‘?&o BB PR 8?’658@&’&?58?6 e Aeien i mw@mlaerezra&vér eadiazolyl,
seidztalthiaeid, Brceinid, aciddylswicyticdcittiEhpassthiazolyl, 1,2,3- ‘
thhdtmelet béeadlinidazolyl, indolyl, indazolyl. A preferred heteroaryl group is pyridinyl.
A heteroaryl group may have a substitution pattern as described earlier in connection with
the term “aryl”.

Compounds of formula (I) can form phiarmaceutically acceptable acid addition salts.
Examples of such pharmaceutically acceptable salts are salts of compounds of formula (I)
with physiologically compatible mineral acids, such as hydrochloric acid, sulphuric acid,
sulphurous acid or phesphoric 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 zcid or salicylic acid. The term ' ‘Pharmaceutically
acceptable salts” refers to such salts. Compoumnds of formula (I) in which e COOH group is
present can further form salts with bases. Examples of such salts are alkaline, earth-alkaline
and ammonium salts such as e.g. Na-, K-, Ca~ and Trimethylammoniumsalt. The term

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



acceptable salts" refers to such salts. Compounds of formula (1) in which a
COOH group is present can further form salts with bases, Examples of
such salts are alkaline, earth-alkaline and ammonium salts such as e.g.
Na-, K-, Ca- and Trimethylammoniumsalt. The term “"pharmaceutically
acceptable salts” also refers to such salts. Salts obtained by the addition
35 of an acid are preferred. -7- The cof’nBOunds of formula | can also be

solvafn 6.9, nydrated. The, s?lvatlgn can he effected RZ 1he GO S ?&LEQ%H can

manufa cturln process or can take p lace e.g as 2 ¢ eq uence 0
ﬁ%gfébaﬁ&ﬁﬂﬁéa@%mmf&ﬁéséﬁﬁﬁ&o&ﬁ%ﬁ BRI il &I
@myxsieqtaem)e Fhegersopharmaesisicdly acteptabibydattsiatsoripcludbst formula
r@ﬂy@%@@p@ﬂ%@ E%?i@éﬂlé@%e&c@i&bﬁ%fﬁﬁs 1R present ipNentBically
relates tlgscimpoun sofformula(l) RzR34 RN R=NOR7 N'SOR5
R6D 63 Wherein R’ is hydrogen, lower-alkyl, aryl, or aryl-lower-alkyl; 5 R2
is aryl, aryl-lower-alkyl, heteroaryl, heteroaryl-lower-alkyl, cycloalkyl,
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 DH, CN, halogen, lower-alkoxy and C(O)NRSR9; R3 is
hydrogen, halogen, lower-alkyl, fluoro-lower-alkyl, lower-alkoxy, or
fluoro-lower- 10 alkoxy; R4 is hydrogen, halogen, lower-allcyl,
fluoro-lower-allcyl, lower-alkoxy, or fluoro-lower- alkoxy; R5 is hydrogen,
halogen, lower-allcyl, fluoro-lower-allcyl, lower-alkoxy, or fluoro-lower-
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aikoxy; 15 R6 is hydrogen or lower-alkyl; R7 is aryl, heteroaryl,
fluoro-lower-allcyl, or lower-alkyl, which lower-alkyl is optionally
substituted with | to 3 substituents selected from the group consisting of
OH, CN, halogen, lower-alkoxy and cycloalkyl; Rs and R9, independently
from each other, are selected from the group consiting; of 20 hydrogen
and lower-alkyl; and pharmaceutically-atceptable salts thereof. The

com
can

ound z%formula | can have one or more as mm tric_ centers aad
PR Lt HE O BTy PP a2 o

enantiomers such as, for example, racemates, optically pure
diastereioisomers, mixturesef diasterlféoisomers, 25 diastereoisomeric

racemates or mixtures of dias\ereoismeri
embraces all of these forms. 3 T
Preferred compounds df form

cemates. The invention
s eq;@ compounds of formula I. -9-
oscribed Bbove are those wherein
greaikyl; R2 is aryl,

R

aryl-lower-allcyl, heteroaryl, teroarlslowx-é{sal 1, cy\(l:\;@allcyl, cycloallcyl-

lower-alkyl, fluoro-lower-alkyl, or low

r-alkyl, which lower-alkyl is optionally

5 substituted with 1 to 3 substituents selected from the group consisting of

Girs@N, halogen, lower-alkoxy and C(O)NR8R9; R3 is hydrogen,

halogen, lower-alkyl, fluoro-lower-alkyl, lower-alkoxy, or fluoro-lower-

Tilkoxy hidr ig dny tiroigealkhhioyber oweewtkytlfidoro-lower-alkyl,

lower-alkoxy, or fluoro-lower- 10 alkoxy; R5 is hydrogen, halogen,

1owetsaitil, fybrowlendivalkytetowek-bieoxarybifluoreliviver aillakycyRe Bkyl-

hydrogep-anlowaiaKbRr isigybihetesoany, e foweraliay Qftionally

'OWer'%';k%‘ LW '%{}E'Pl‘"{eE%L%t{%‘e’}?tté%@l%ﬁ%’ed]ﬁo?ﬁj S%)'%gé?g \c’\c')'%?igtitﬁ)cr%f OH, CN,
C 6] I , CN,

substitt

&nts selected from ng o alogén and

eqr @CWSIS
Ioweﬁlélmgé%yl,oﬁafaqlﬂéoﬁ@if}ﬁéég@ Riby from each other, are selected

from
RS

R‘L

the group consiting of
is hydrogen, halogen, lower-alkyl, fluoro-lower-alkyl, lower-alkoxy, or fluoro-lower-

alkoxy;

is hydrogen, halogen, lower-alkyl, fluoro-lower-alkyl, lower-alkoxy, or flusro-lower-

alkoxy;

is hydrogen, halogen, lower-alkyl, fluoro-lower-alkyl, lower-alkoxy, or flucro-lewer-
alkoxy;

is hydrogen or lower-alkyl;

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 (O, CN,
halogen, lower-alkoxy and cycloalkyl;

R® and R’, independently from each other, are selected from the group consiting of

hydrogen and lower-alkyl;

and pharmaceutically acceptable salts thereof.

The compounds of formula I can have one or more asymmetric centers an.d can be

present in the form of optically pure enantiomers, mixtures of enantiomers such as, for

example, racemates, optically pure diastereioisomers, mixtures of diastereoisom ers,

diasterecisoreric racemates or mixtures of diasterecisomeric racemates. The inwention

embraces all of these forms. Preferred are the compounds of formula I.
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hydrogen and lower-alkyl; and pharmaceutically acceptable salts thereof.
20 A preferred embodiment of the present invention relates to compounds
of formula () as described above, wherein R1 is hydrogen or lower-alkyl,
preferably wherein R'- is hydrogen. Another preferred object of the
present invention are the compounds of formula (I), wherein R2 is
aryl-lower-allcyl, heteroaryl-lower- aIIcyI &ycloallyl-lower-alleyl,

fluor er- 25 allc er- alk WhICh lower-alkyl is gptionally
s.ubs(%7 %N RStEH Hith RO Xé“gh%?s%%/ ?ééf’é&rﬂ’ﬁfinaﬁ?é’%?’éﬁfﬁ VGr1EREEAY of
QH, CN, halogen, lower-alkoxy and C O)NR8RY9, wherein R8 and R9 are

%s deHREt v Esiatlva feraOty IR R "F@Wéllkﬂilcyl or heteroaryl-
lqwer-alkyl, more preferably R is benzyl or pyridinylmethyl, wherein

Benzij #h wptienaiybe debsvamddwittrargripwateboh. crspdbiallgycloallyl-

preLe}lof@dratk}ﬂ’rﬁﬂeroempamﬁﬁ ;30 wwefemamaem@nl @El}u@r@;hm

4-c 5 s ccc>) mn

Comp G e WG G b O 0 T
u

preferre are the comp tla (1), wherein R3 is hydrogen.
]gurthe ferreglﬁre those compounds according to formula (1), wherein
4 IS ATEEER G b RN A R ERETALRA IRy gE, FUBHe: owe-
or chiB##&: Another preferred aspect of the present invention are
compounds of formula (1), 5 wherein R5 is hydrogen or halogen,

Barticutadyogts feilvgRb, bﬂwdﬁgéﬁ@tbébw&ﬁdh‘ﬂdmmmu@d%ﬂﬁuoro lower-

form -as defined above are those wherein R6 is hydrogen. In a
further preferred embodiment of the present invention, R7 is lower-alkyl or

mryl. 5 &WI@H 'm&%ﬁffﬁ%&rﬁﬂp%m%w%w%%g <I?7y 1 or fluoro-lower-

Iower l, phenyl or naphthyl, wherein phenyl can optiona
subs(%l with 1 to 3 substituents independently 10 selected from the

rou onS|st|n rowe kyl, fluoro-lower-alkyl, lower-alkoxy, fluoro-
owe m ikylene, halogen, cyano, phenoxy and

5-methyl-[1,3 4] oxadlazol 2-yl. More preferably, R" is phenyl substituted
Kyith 11 857 Beibetniierteceritsa Aioimank vrouldondisting st folrsriatiyionally
fluorestewertalkyiitHatodentatitheyanaegpattiertarhe group consisting of OH, CN,
3-ch}gn@g%ﬂagmﬂr@pemgmg,3-dichloro-phenyl, 3-chloro-4-fluoro-phenyl, 3

15 trifluoromethyl-4-fluoro-phenyl, 3-cyano-phenyl, 2,5-difluoro-phenyl,

13-6hate &Ju&rmemseax&éﬂalgrge? -Rheav, Ohe GRTeRNE o
Otheh y%refeglrgg £em rc_> c{s of

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-alkyl, heteroaryl-lower-alkyl, cycloalkyl-lower-alkyl, flucro-lower-
alleyl, 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)NRR’,
wherein R® and R’ are a3 defined above. Preferably, R? is aryl-lower-alkyl or heteroaryl-
lower-alicyl, more preferably R is benzyl or pyridinylmethyl, wherein benzyl can
optionally be substituted with 1 or 2 halogen. Especially preferred are those compounds
wherein R* is benzyl, 4-fluoro-benzyl, 4-chloro-benzyi, 3,4-diflnoro-benzyl, or pyridin-2-
ylmethyl. Other preferred compounds are those, wherein R? is aryl, particularly phenyl.
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formula (I) as described above are those, wherein R' is fluoro-lower-alkyl
or lower-alkyl substituted with cyclopropyl, especially those wherein R7 is
cyclopropyl-methyl. Examples of preferred compounds of formula (I) are
those selected from the group 20 consisting of:
N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5-yl)-3-chloro-2-methyl-
benzenesulfonamide, - 10 -

-2,3-dihydro-IH-indazol-5-yl)-3-chloro-4-fluoro-

N-(1-Benzyl-
be(nz ng a@ t&g compounds of formula (I}, wherein R” is hydrogen. Further

Nq@:&@myltamwm@eamaﬁﬁm@damh&m) {Briffueronnéthyil-benzene

SWIIQRAMIGE cularly wherein R is hydrogen, fluorine, or chlor
N- (1 Benzyl-3-0x0-2,3- dlhydro fH mdazol 5-yl)-2,4- dlcrﬂ]oro benzenesulfo

namlg;m arpht Ie If
(- bens A Pl e Bkt it umpounds offormula (1)

rhesery 3-16363%‘31 Rgﬂj}lf-liﬁﬁﬁﬁﬁéﬂis ‘VBEB‘ﬂéh?o re lavdneghiyl Other preferred

benpenssubionamide (3Qs defined above are those wherein R’ is hydrogen.
N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5-yl)-4-methoxy-benzenesulfon
am'd?m a further preferred embodiment of the present invention, R 1 1.
Igl %] |-3- oxo -2 3&'hsydr° -1H-indaz [p 5-yl)- HZ edIllcfcl)Ino’ro ésn?‘évt ?/?Il]ky or a5y
aniicn a‘érbfuxﬁffe %Fﬁf}dge ose compounds, wherein 1s lower-~alkyl, phenyl or naphthyl,

NEEteBepiyly8 coreiBrdily oy subbiiinddzels i 2-trifistirems thikberizete

Mé@é@%ﬁ?th@'g%m@%%! sgng)égigvgepmr%;&dQg@éplaﬁcéfl)lower -alkoxy, fluoro-
-2.4-difluoro %enz nes

R e e Sy phespipgn Srmsiisbiiari
pridazali2-2l 3MBiteyride t@hzdﬁlﬂ]:dbwhw’ﬁswfe@méﬂdm 2 substituents selected

M%é%&?@%z&ﬁ@yﬂ&@éﬂg@@oéﬂwgfﬂ halogen and
(t - -oxo(f (%Jhﬁ/d m?adzlof11 -yl)-4- ch{oro -2.5-dimet yI-
;gnzene TSRS phenyi, oro-phenyl, 3-chloro-4-fluoro-phenyl, 3-
mféug@ﬁzgthsléxﬁumﬁmioaiwmah@uﬁ,w&ﬂmm@@mﬁuardmml-ﬂaom
W@@M@@M@Q@no -phenyl, or 2-chloro- 1 Other preferred compounds of
&1 n 2 3: d|h dro-IH-indazol- - -quor -3-triflyoromethyl-
génze egsﬂ%f AT gd abovd are those, w erem 13 aoro-lower- aﬂwl or lower alkyl
wb(st_lrs@dzwﬂgﬁmbpzsalﬂ;rwm@aiﬁtmame&mﬁémnmopsemummﬂethw-
10 benzenesulfonamide,
N-(1 Benmlbﬁeépmﬁxsedmmmtxﬁmrafamﬁ}ylo}}sawm@xyenmamlﬂf@group

@?ﬂéﬁ@mg 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-1H-indazol- 5-yl) 3-chloro-4- ﬂuoro—
benzenesulfonamide,

N-{1-Benzyl-3-ox0-2,3-dihydro- 1H-indazol-5-y1)- 3-trifluoromethyl-benzenesulfonamide,
N-(1-Benzyl-3-ox0-2,3-dthydro-1H-indazol-5-y1)-2,4-dichloro-benzenesulfonamide,
Naphthalene-2-sulfonic acid (1-benzyl-3-0x0-2,3-dihydro-1H-indazol-5-yl)-amide,
N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5-y1)-3-chloro-4-methyl-
benzenesulfonamide,
N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazo!-5-7])-4-methoxy-benzenesulfonamide,
N-(1-Benzyl-3-0%0-2,3-dihydro-1H-indazol-5-y1)-2,4-dichloro-6-methyl-
benzenesulfonamide,

N-{1-Benzyl-3-0x0-2,3-dihydro- 1H-indazol-5-y1)-2-trifluoromethyl-benzenesulfonamide,
N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5-y1)-2,4-difluoro-benzenesulfonamide,
N-{1-Benzyl-3-ox0-2,3-dihydro-1H-indazol-5-y1)-4-propyl-benzenesulfonamide,
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N- (1-Benzyl-3 -oxo0-2, 3 -dihydro- | H-indazol-5-yl) -3 -(5-methyl- [ 1,3, 4]
oxadiazol-2-yl)- benzenesulfonamide,
N-(1-Benzyl-3-oxo-2,3-dihydro-LH-indazol-5-yl)-3-chloro-benzenesulfona
mide, 15
N-(1-Benzyl-3-o0x0-2,3-dihydro-1H-indazol-5-yl)-3-methoxy-benzenesulfon
amide, N-(1-Benzyl-3-o0xo-2,3-dihydroifH-indazol-5-yl)-3-difluoromethoxy

nesulfonamide, . N- . . .
%@éﬁ‘z’ﬁ%—5%9?}3“%2%%?8:iﬁﬁlﬁﬂi’é&&ﬁé-@k%@ﬂr&?ﬁm&%ﬁf@m"m"mdﬂmi-
benzeridsulfonam de, 20 Propane-2-sulfonic acid.

r(xlcil%@ﬁy‘h%@%—%@:Gjﬁyéif@-ﬁk'-amépkﬁﬁyﬂgﬁéﬁﬂ%u2,5—djmet% -
N-%l-Beélg%I-S-oﬁ-Zs-dlhydro-lH-|ndazol-5-y|)-3-chIoro-2-N- ?methyl-
kic?@ VA atfide, N-(3-Oxo-I-propyl-2,3-dihydro-1H-indazol-5-yl)
N3trifierondriethyt2 Bedibedesilfoiaaricde; 25 -4-chloro-3-trifluoromethyl-
RrdRIGhIRIR:N; B3-0x0-I-propyl-2,3-dihydro-1H-indazol-5-yl)-benzenesulfon
ide, 3;Chloro-4-flyoro-N-(3-0xq- I-propyl-2,3-dihydro-1H-indazol-5-yl)-
@*&%ﬁ&iﬁfgﬁgﬁ%ﬁ éf'::ilgydm—g?:I_mgaZQES-g%—-éwﬂaoroyS -trifluoromethyl- y
Bretieraipnweifyl-N-(3-oxo-l-phenethyl-2,3-dihydro-IH-indazol-5-yl)-
ognzenesukonamidediBPi-o- 1H-indazol-5-v1)-2-chloro-5-trifluoromethyl-
3-Chlorg-4-met I-N-(3-0xo-|-pheneth)rl-g,s-dihydro-lH-indazol-5-)}i)-
i Y »

ENZENES ] .
enzenesu orrnuanﬂde,

Ne-{Clorerh Baimathylinde-0xbibpimhetyyl-2: Bhdiygrodhidneakioh Byl
rbﬁ:n&a@@@i@%@i@%ﬁ&&@%@ﬁd@%@?yl3Ze§:HJ%}ISHB:JL']‘9%QA‘Z%1YQ-Y1)-
b—3-trgluo methxl- 35 ben;enesulfonaml e, .

ﬁ?%f-les‘fo ﬁ?ﬂlr-%l-&o-Z,3-d|hydro-1H-|ndazol-5-yl)-3-tr|II- uoromethyl- b
Nemdisasutfowaamiyé-dibydro- 1H-indazol-5-y1)-3-chlore-benzenesulfonamide,
m@maﬁ@yb&(&m%ﬁ?qﬁﬁﬁﬁwgo@tﬂ Rz QLR ARG mide,
S o o
bsarrastEsutsRdnide,
N-(1-Benzyl-3-ox0-2,3-dihydro-1H-indazol-5-y1)-3,3-bis-trifluoromethyl-
benzenesulfonamide, '

Propane-2-sulfonic acid (1-benzyl-3-ox0-2,3-dihydro-1H-indazol-5-yl)-amide,
N-{1-Benzyl-3-ox0-2,3-dihydro-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-oxo0-1-propyl-2,3-dihydro- 1H-indazol-5-y1)-benzenesulfonamide,
3~Chloro-4-fluoro-N-(3-oxo-1-propyl-2,3-dihydro-1H-indazol-5-y])-
benzenesulfonamide,
3-Chloro-2-methyl-N-(3-oxo-1-phenethyl-2,3-dihydro-1H-indazol-5-v1)-
benzenesulfonamide,
3-Chloro-4-methyl-N-(3-0x0-1-phenethyl-2,3~dihydro~ 1 H-indazol-5-yl)-
benzenesulfonamide,

4-Chloro-2,5-dimethy!-N-(3-0xo- 1-phenethyl-2,3-dikydro- 1H-indazol-5-y1)-
benzenesulfonamide,
N-(3-Oxo-1-phenethyl-2,3-dihydro-1H-indazol-5-71)-3-trifluoromethyl-
benzenesulfonamide,

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

benzenesulfonamide,
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5 3- Cyano- (1 -isobutyl- 3 -oxo- 2,3-dihydro-indazol-5-yl) -b
enzenesulfonamide,
3-Difluoromethoxy-(1-isobutyl-3-oxo-2,3-dihydro-indazol-5-yl)-benzenesulf
onamide, 4-Cyano-
(1-isobutyl-3-ox0-2,3-dihydro-indazol-5-y1)-benzenesulfonamide,
4-Fluoro-N-(1-isobutyl-3- oxo -2,3-dihyd#8-1H-indazol-5-yl)-3-trifluoromethyl
- benzenesulfonamide, 1

B ARER N el BaR £ @%fba&ﬁ%%é% HAgEo RO )-
henzenesulfanamide,

24Richiero-(leisalutyla3xe-2idydivaio-indazol Syl S-methyl-benzene

sulfonamide,
%ﬁf@ﬁ%fﬂlﬁﬁ‘?@f’é‘%ﬁyl 3-0x0-2,3-dihydro-IH-indazol-5-yl)-2-methyl-benzenes
MfymamidesoBuBMdroxo-2,3-dihydro-indazol-5-yl)-benzenesulfonamide,

ﬁ%&@@ﬁ%ﬂ@?@ﬂs@ﬂﬂ 3.3:dhydgsindazeliazul) s 2iMethyldQuifonamide,

benzenesulfonamide,
%%ﬁm](15%9%%%%&%}&%%@%@3&@&&?ﬁaff&ﬂé ﬁgg&dﬁmm-
péhzenesulfenamige 3 (bxCykoplopyimethiyld@axc-213 ditfidrodmtdrdl- 5
Bglgzeéllleggggga%lmguoromethyl benzenesulfonamide 20
ro- ( cyd eth -3- ~0XQ benzenesulf
%éﬂﬁ’ uifrB'iﬁiﬁf %po OpyI g 3?23) indazol-
B@yk)%z&mlé@hymﬁenzenesulfonamlde 3- Chloro [
a@amﬁ}@]@ ?st@ygty?f 29%%9&?— Bsdiyererindazol-5-yill- 22reetivbenzenesulfonamide,
enesulfon e, :
#ﬁfg osﬂ( ?ﬁ&% f/met%i ﬁ%yérg %zﬂﬁ% ro- ﬁzllt)jazg’[-%l}y}]-}?ﬁl%rl‘fﬁjeglr%fr%neafnlde’
i 5 002 o e
0XO- ihydro-indazol-5-y
eene ulfo amlde 2.4- Db hloro é% ethogxzelt@ 4fl
%ﬁ( éﬁ}ﬁ?’ﬁ (?r%"’li’r’{dléz met V%% " BerZenasu na1rlr(1)|r e,
BeCteolpmastidg-N- [3-oxo-

M@ 22 prlMere-ethyl)As-ginidiasirngazol-6ryll-nhenzenegulicpamide,

4-Fluoro-[3-0x0-1-(2,2,2-trifluoro-ethyl)-2,3-dihydro-indazol-5-yl]-3-trifluoro
ben%ﬁn?s%l%%nzenesUIfonamlde 35

- @m@@(msﬂ@re@oppkyn.@ﬂaﬁ%mwd@sdaﬂqydi@qur&1ﬂd6{m25u9ﬂﬂﬁonm1de
2,4-Dichloro-{1-cyclopropylmethyi-3-0x0-2,3-dihydro-indazol-5-y1)-5-methyl-

benzenesulfonamide,
3-Chloro-[1-(2-methoxy~ethyl)-3-0x0-2,3-dithydro-indazol-5-yi]-2-methyl-
benzenesulfonamide,

4-Fluoro-[1-{2-methoxy-ethyl)-3-0x0-2,3-dihydro-indazol-5-y1} - 3-trifluoromethyl-
benzenesulfonamide,
3-Chloro-4-fiuoro-{1-{2-methoxy-ethyl)-3-0x0-2,3-dihydro-indazol-5-yi] -
benzenesulfonamide,
2,4-Dichioro-{1-(2-methoxy-ethyl)-3-0x0-2,3-dihydro-indazol-5-yl]-6-methyl-
benzenesulfonamide,
3-Chloro-2-methyl-N-[3-0x0-1-(2,2,2-trifluoro-ethyl)-2,3-dihydro-1H-indazol-5-v1) -
benzenesulfonamide,
4-Fluoro-[3-ox0-1-(2,2,2-trifluorc-ethyl}-2,3-dihydro-indazol-5-yi] - 3-trifluoromethyl-
benzenesulfonamide,
4-Fluoro-N-(3-oxo-1-pyridin-2-ylmethyl-2,3-dihydro-1H-indazol-5-y1)-3-
trifluoromethyl-benzenesulfonamide,
2,4-Dichloro-6-methyl-N-(3-o0xo-1-pyridin-2-ylmethyi-2,3-dihydro-1H-indazol- 5-y1)-



10

15

20

25

30

35

trifluoromethyl-benzenesulfonamide,
2,4-Dichloro-6-methyl-N-(3-o0xo0-1-pyridin-2-ylmethyl-2,3-dihydro-1H-indaz
ol-5-yl) -13- benzenesulfonamide, 3-Chloro-2-methyl-N-(3-oxo-
[-pyridin-2-yimethyl-2,3-dihydro-1 H-indazol-5-y1)- benzenesulfonamide,
4-Fluoro-N- [
1-(2-hydroxy-2-methyl-propyl)-3-oxo0-2;3tdihydro-1H-indazol-5-yl) -3- 5
;éifluorom hyl-benzenesulfonamide,

?ﬁz?é‘gﬁ’f HIRiiSro-3-0x0-2,3-dihydro-1H-indazol-5-yl)-3-chloro-4-fluoro-
3 diZeredutfiotiaitid > x(d-Bendyish e ilorh3taxd-& i3 dro- | H-indazol-5-y1)-
chbydioshk:indazol-5-yl)-4-fluoro-3-trifluoromethyl- benzenesulfonamide,

| ]Iélc’-)ﬁl}@éﬂﬁI-[éi&ﬁ}&Yng%k%”}?%béﬂW&%’lI)I'—I'i‘l ARZol-gipdsec hibraanletii-3-

trghrenestlfdfemideesulfonamide,

Nr(d-Benay L0 5iier0s 355073 Jnfiydrost Hdndazol-B-yp3-dlighigro-
%nzen%_:#lfonamlde, _ _

%-(%?&8 \IP6 Bk 5r0-3-0x0-2,3-dihydro-LH-indazol-5-yl)-3

BydnBeperizenbkuliohamtiek? - 4B ydro-1H-indazol-5-y1)-4-fluoro-3-triflucromethyl-

Natl-Benai:chero-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-chloro-

esulfonamide . )
o SR8 SR B A ploro-2-mey
eegdorolSonftosiomethyl- benzenesulfonamide,
N-(t-BenzylS:604a50s350x0-2. imlilysiram indazel:3v)s3adiflgromethoxy
= 20 benzenesulfonaride,
ngflf?ﬁeesﬁlzﬁgé%h f%?ro-?)-oxo-Z,3-dihydro-1H-indazol-5-y|)-2-trif|uoromethyl-

behrdisasyifornhinide’-oxo-2,3-dihydro- IH-indazol-5-y1)-3-cyano-benzenesulfonamide,

IN=('r Bszyl-6-ahla@ BeusS difwdror irindazolyor ) Aiirifluoromethoxy
1 Qeréz%puc-i?ulfon gnide, 25
RI-Iflf-genzf/)lr-L -chl@ro-3-oxo0-2,3-dihydro-1H-indazol-5-yl)-2,5-difluoro-

behzdisasufonalpided-oxo-2,3-dihydro-1H-indazol-5-y1) -4-chloro-3-trifiuoromethyl-

BDefi-Banaynénelalgro-3-oxo-2,3-dinydro-4H-indazol-5-yl)-2,4-dichloro-
R]e-f'ﬁ rgg%il_fg_rcl on.jg-%—oxo—z,S—dihydron 1H-indazol-5-y1)~3-difluoromethoxy-
benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-0x0-2,3-dihydro-1H-indazol-5-y1) -2-trifluoromethyi-
benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-ox0-2,3~dihydro-1H-indazol-5-y1)-3-trifluoromethoxy-
benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-0x0-2,3-dihydro-1H-indazol-5-y1)-2,5-difluoro-
benzenesuifonamide,
N-(1-Benzyl-6-~chioro-3-ox0-2,3-dihydro-1H-indazol-5-v1}-2,4-dichloro-
benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-0x0-2,3-dihydro-1H-indazol-5-y1)-3-chloro-2-finoro-
benzenesulfonamide,

N-(1-Benzyl-6-chloro-3-ox0-2,3-dihydro- 1H-indazol-5-y1)-3-trifluoromethyl-
benzenesulfonamide,
N-(1-Benzyl-6-chlore-3-ox0-2,3-dilyydro-1H-indazol-5-y1)-5-chloro-2-flucro-
benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-ox0-2,3-dikydro-1H-indazol-5-y1}-2-chloro-
benzenesulfonamide,

(1-Benzyl-4~chloro-3-oxo-~2,3-dihydro-indazol-5-y1)-3-chloro-2 -methvi-
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N-(I-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-chloro-2-fluoro-

30 benzenesulfonamide,
N-(I-Benzyl-6-chloro-3-oxo-2,3-dihydro-IH-indazol-5-yl)-3-trifluoromethyl-
benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-IH-indazol-5-yl)-5-chloro-2-fluoro-
benzenesulfonamide, 35 - 14 -
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-IH-indazol-5-yl)-2-chloro-
denzenesifronaitiee,

(rBerteA4+ahRior3-oxa B3diyaesindazel.5ayl3-3: chlorgs2srethyib rddhethyl-

henzenesulionamide,
N- 1-BenzyE - uloF(’)-B-oxo-Z,3-dihydro-IH-indazoI-5-y|)-4-f|uoro-3-trif|uoro

n%*ﬂ%yﬁaagﬁlzéﬁggﬁﬁoﬁqaﬁq@é—dihydr&IH—indazol—S-yl)~2,3—dichloro—
NrddzBenzifbbafitide-3-0x0-2,3-dihydro-IH-indazol-5-yl)-2,3-dichloro- 5

e . . .
s ores i e S Rl 5 s oo
HSAzeRetifsREHge,
Ni¢(rBenzyl-6-fluoro-8-auo s 3adinyeradHningarel-Fvh-duehlor R fiyoro-
henzenaskifonamide, 10

N-(1-Benzyl-6- Tuorb-3-oxo-2,3-g|ihyd ro-IH-indazol-5-yl)-5-chloro-2-fluoro-
bén2ehestifonaRsRe? 13- BidiTBl Briodaseb 2 R ditgpdierr12- fuoro-
Medncazel:Beyh3idrfluoromethoxy- benzenesulfonamide, 3-Chloro-N- [1
'&4(“1‘485%'799%?&!)5?593&%3%%28’% 8-&.'?ﬁ'3d%FQA15§YM>:}.%riﬂuDrcmemoxy-
enzenesulfonamide, 3-Difluoro etrhoxy-I{fi
R RANGTIBEARNS-0x0-2,3-dihydro-1H-indazol-5-yI] -
Setbenesiifonatniterd-fdunid-Noko-2,3-dihydro- 1H-indazol-5-y1]-
Ld4:0yarasbenzyl)-3-oxo-2,3-dihydro-1H-indazol-5-yl]-3-trifluoromethyl-
benzenesulfonamide, 20 2,3-Dihydro-benzo]l ,4]dioxine-6-sulfonic acid
[ H%MMD%B%@,@%%WHﬁ=ﬁ’?’éﬂh%éh@1}}3l}118rﬁfdé?daml"*5"Yi]-
benzenesulfonamide,
4-Fluoro-N-[1-(4-fluoro-benzyl)-3-0x0-2,3-dihydro- 1H-indazol-5-vi] -3-trifluoromethyl-
benzenesulfonamide,
2,3-Dihydro-benzo(1,4]dioxine-6-sulfonic acid [1-(4-fuoro-b enzyl)-3-0x0-2,3-dihydro-
1H-mndazol-5-y1]-amide, _ .
2,4-Dichloro-N-[1-(4-fluoro-benzyl)-3-0x0-2,3-dihydro-1H-indazol-5-y1] -6-methy-
benzenesulfonamide, '
5-Chloro-2,4-difluoro-N-{1-(4-fiuoro-b enzyl)-3-oxe-2,3-dihydro-1H-indazol-5-y1}-
benzenesulfonamide, )
4-Chloro-2,5-difluoro-N-[1-(4-fluoro-benzyl)-3-0x0-2,3-dikydro-1H-indazol- 5-yi] -
benzenesulfonamide,
3-Chloro--[1-(4-fluoro-benzyl)-3~oxo0-2,3-dilydro-indazol-5-y1]-2-methyl-
benzenesulfonamide,
3-Cyano-[1-(4-fluoro-benzyl}-3-ox0-2,3-dihydro-indazol-5-yl]-benzenesulfonamide,
Naphthalene-1-sulfonic acid [1-(4-fluoro-benzyl)-3-0x0-2,3-diliydro- 1H-indazol-3-y1] -
amide,
3-Chloro-4-fluoro-N-[1-(4-fluoro-benzyl}-3-ox0-2,3-dihydro- 1H-indazol-5-v1]-
benzenesulfonamide,
3-Chloro-[1 ~{3,4—diﬂuoro—bénzy1)—3—0}{0*2,3—dihydrodndazol—&yl} -Z-methyl-
benzenesulfonamide,

3-Chloro-{1-(3,4-difluoro-b enzyl)-3-0x0-2,3-dthydro~-indazol-5-y1)-4-fluocro-
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2,4-Dichloro-N- [ 1-(4-fluoro-benzyl)-3-o0xo0-2,3 -dihydro-1H-indazol-5-yl]
-6-methyl- benzenesulfonamide, 5-Chloro-2,4-difluoro-I\T- [
1-(4-fluoro-benzyl)-3-oxo-2,3-dih7dro-IH-indazol-5-yl]- 25
benzenesulfonamide, 4-Chloro-2,5-difluoro-N- [I - (4-fluoro-benzyl)-
3-ox0-2,3-dihydro- IH-in dazol-5-yll - benzenesulfonamide, 3-Chloro-- |
1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-indggol-5-yl] -2-methyl-
benzenesulfonamide, 30 3-Cyano- |
bepganserdperiajles-oxo-2,3-dihydro-indazol-5-yl] -benzenesulfonamide,
Naphthplghge-hsuldanic %C@co-_?.,_?)~dih}fdm-ir_1dazoim5~%f1} -4-fluoro-3-trifluoromethyl-
%%—é4-ggs%f-b%%yl -3-0x0-2,S-dihydro-4H-indazol-5-yl]- amide,

-%om-?ﬁom--[
3=Chkgero-behtyljBueot2 gdinydros Dbintadob-Sagdzol-5-71] -benzenesul fonamide,
mm&%@%@%%&%@@—oxo—Z,B—dihydro—indgzol—S—Y_}] -3-triflucromethoxy-
g-gpégggd{gé%é-iggluoro-benzyl)-3-0x0-2,3-d|hydro-lndazol-5-y1]-2-methy|
- benzenesulionamide, 3-Chloro- [ 1-(3,4-difluoro-b
erizycblene-0 4 3athgileriedberiybyit oxofilidrdibyEr bankenk SuttbAamite]-
Bdnzenesulfonamide,
QIR oL bt S o uoron
JepyeneihensBEttzyl )-3-oxo-2,3-dihydro-indazol-5-y1 |
4@M%§S@HQHQJJ¥QEﬂu@rDMbenzyi)—_3—0};0—2_,3-dihydro—indazo_1~5—yl} -2-fluoro-

%}gégépdlf#ﬁ%%@&nzyI)-3-o>_<o-2,3-d|hydro-mdazoI-5-y|]-3-tr|fluoromethoxy-

enzenesulfonamide, 2,4-Dichloro- |
348 Aairk oo e itunie-2 avaibyitaxmadzahgdyi]-Braaethyt-l] -
benzesedtfanantide,

1-Ei -[1-(3,4-difluorosbenzyl):3-oxa-2,3-dihydro-indazol-5-yl]- 10
R e L S SR PR 05 S R
AR HiersBElzy1)-3-0x0-2,3-dihydro-indazol-5-yl]-2-fluoro-
hem&m&mﬂ@m&m@&f&&;&gﬁﬁh{m&bm~2,3-dihydrouindazolé—yl}-6-methyi~
I}égeql-quilf\?r%-rgﬁ‘l_zyl)-S-oxo-Z,3-dihydro-indazo|-5-yl] -
u

benzenesulfonamide,
3-Chloro-IN-[1-{2,4-diffuoro-benzyl)-3-o0x0-2,3-dihydro- 1H-indazol- 5-y11-4-fluoro-

benzenesulfonamide,
N-[1~(2,4-Difiuoro-benzyl}-3-oxo-2,3-dihydro-1H-indazol-5-ylj-4-fluoro-3-
trifluoromethyl-benzenesulfonamide,
3-Chloro-N-[1-(2,4-difluoro-benzyl)-3-0x0-2,3-dihydro-1 H-indazol-5-y1}-2-methyl-
benzenesul fonamide,

N-[1-{4-Chloro-benzyl)-3-ox0-2,3-dihydro- 1H-indazel-5-y1}-4-fluoro-3-triffiuoromethyl-
benzenesulfonamide,

3-Chlore-IN-{1-({4-chloro-benzyl)-3-ox0-2,3-dihydro- 1 H-indazol-5-v] -2-methyl-
benzenesulfonamide,

2,3-Dichloro-N-[1-(4~chloro-benzyl)-3-0x0-2,3-dihydro- 1H-indazal-5-v1] -
benzenesulfonamide,

Naphthalene-1-sulfonic acid [1-(4-chloro-benzyl)-3-ox0-2,3-dilydro- 1H-indazol-5-v1]-
amide,

3-Chloro-IN-[1-{2-chioro-4-fluoro-benzyl)-3-ox0-2,3~dihydro-1H-indazol-5-y1] -2~
methyl-benzenesulfonamide,

Naphthalene-1-sulfonic acid {1-(2~chloro-4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-

' indazol-5~ylj-amide,

2,3-Dichloro-N-[1-(2-chioro-4-fluoro-benzyl)-3-0xo-2,3-dihydro- 1H-indazol-5-y1] -
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15 2,3-Dichloro-[1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl]-
benzenesulfonamide, 2,4-Dichloro- [
1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl) -6-methyl-
benzenesulfonamide, 3-Cbloro-N-|
1-(2,4-difluoro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-5-yl] -4-fluoro- 20
benzenesulfonamide, N- [ - 16 -

%%2,4-Dm%loro-bgnzyl)-3-oxo-2,3-dihydro-|H-indazol-5-y|)-4-f|uoro-3-
ZENEes a}ilalT.:IB £. .
rifflucromethyl-befizenesulfonamide,

BLChiGS-Nq® Audiftubroxbénydig-akod2gdihydtgatlazol-5-yl]-4-fluoro-3-
ﬁrérwm@f&ie%z!]b%ﬂfi@@ﬂiﬂaﬁ%ﬁ@f?Ifonamic:je, 25 N- I[

-(4- -benzyl)-3-0x0-2,3-dihydrqo-1H-indazol-5-

bRk E R e R R R
Hifluersrstherzyiracossu @ aikiddso- 1H-thdazol-5-yl] -2-methyl-

benzepesuienanicle o 215HanoresN-o - dihy dro- 1H-indazol-5-y1]-3-
%-@-chlor -benzB/I -:%-oxo-’}%1 3-d|h¥dro-IH-|n azol-5-yl] - 30
Tifu -Benz ?

OrOmIetno £neslt amide, . .
Benzenesunonami e,nﬁap Raféné:1-sulfonic acid

Pt{thletiiorolbdRzgR-o%672) S dikg diG-tHkiritaz bH5iydkzakfield] -2-methyl-
oo e | 3-dihydro-IH-indazpl-5-y! hyl-b
-(2- 0-4-fluoro-benzyl):-3-ax0-2,3-dihydro-IH-indazol-5-yl] -2- methyl-
e S e e 2
PErpeRaiBieMRifsto-benzyl)-3-0x0-2,3-dihydro-IH- indazol-5 -yI] -amide,

2 8DietitatoiiN{ -1 2ehteredyiiusre-doenzytlis-@x0 121 3:ti el o=yl - 6 -methyl-
%—é-i eda%@fgr%l . 716 benzenesulfonamide, N-[ '

g&ﬁ oro-4-tfluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-y1]-4-fluoro-3
ShifsromathyA- s A e RBSLIfSrRIRTdS -Nitfydro- 1H-indazol-5-yl]-4-fluoro-
be2<CBlar ittt 0-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-ylJ -3- 5

o S il o oo
W&H@F@Fﬁé@%)&ﬁ%ﬁﬁéﬁ%{}%ﬂide,

5-Chloro-N-{6-chloro- 1 - (2-chloro-benzyl}-3-oxo0-2,3-dihydro-1H-~indazol-5-y1}-2-
fluoro~benzenesulfonamide, '
2,3-Dichloro-N-{6-chloro-1-(2-chloro-benzyl}-3-0x0-2,3-dihydro-1H-indazol- 5-y1] -
benzenesulfonamide, ‘
3-Chloro-N-(6-chioro-3-oxo-1-pyridin-2-ylmethyl-2,3-dihydro- 1H-indazol-5-y1)-2-
methyl-benzenesulfonarmide,
N-{6-Chloro-3-oxo-1-pyridin-2-ylmethyl-2,3-dihydro-1H-indazol-5-y1)-4-fluoro-3-
trifluoromethyl-benzenesulfonamide,
2-[5-(3-Chloro-2-methyI-benzenesulfonylamino)-3-oxo-2,3-dihydro-indazol- 1-yl]-
methyl-acetamide,
2,4-Dichloro-[1-(3,4-difluoro-benzyl)-2-methyl-3-ox0-2,3-dihydro-indazol-5-y1]-6-
methyl-benzenesulfonammide, and
3-Chloro-[1-(3,4-difluoro-benzyl)-2-methyl-3-0x0-2,3-dihydro-indazol-5-y1]-2-methyl-
benzenesulfonamide,

and pharmaceutically acceptable salts thereof.

Examples of particularly preferred compounds of formula (I} are those selected from
the group consisting of:
N-(1-Benzyl-6-chloro-3 ~0x0-2,3-dihydro- 1 H-indazol-5-y])-3-chloro-2-methyl-

benzenesulfonamide,
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3-Chloro-N- [ 1-(2-cyano-ethyl)
-3-0x0-2,3-dihydro-1H-indazol-5-yl]-2-methyl- benzenesulfonamide, 10
N-[I-(2-Cyano-ethyl)-3-ox0-2,3-dihydro-1H-indazol-5-yl1J-4-fluoro-3-trifluoro
methyl- benzenesulfonam de, 2,4-Dichloro-N- [ I-(2-cyano-ethyl)
-3-0x0-2,3-dihydro-1H-indazol-5-yl] -6-methyl- benzenesulfonamide,

3 Chloro-N- [ 17

Zr(;e%sg(sj -%’Qrf 2 00%032%”;%9 o Il —m (a)i_o - Py’l 4Hf,|g~(?{%uoro—
Ne[@ﬁ@m@f@md@hloro-benzyl) 3-0x0-2,3-dihydro-1H-indazol-5-yl]

¥-flusrer31-siflupremethylhenzenpesulfonamide; o- ?1'3"9@5%:[9'9@1'95?0-"

%Iezrélél)rsoul?enalxl) -3-0x0-2,3-dihydro-1H-indazol-5-yi
uoro- nzenesuﬁ’onamrde 20

Mleﬁﬂ%ﬂoér\rlmromﬂ(z eHiptoebehziti8z0k6-2 Bithidro-1H-indazol
&Mh@ﬁﬂﬁﬁﬁgﬁgl{onamide 3-Chloro-N- (6 -chioro-3-oxo-

e .

ﬁﬁ)‘}%’mﬂﬁ@?ﬁﬂeﬂﬁyl 2,3-dihydro- 1 H-indazol-5-y1) -4-fluoro-3- 25

mﬂuos@m,euwbeﬁzer@@rﬁgn@ﬁymhaﬁ indazol-5-y1)-2,3-dichloro-
ﬁigs Ch‘ﬁ Fo- 2 mcethyl benzenesulfonylamino)-3-0xo0-2, 3- -dihydro-indazol-1

e q acetamrde
Mle%aﬁyﬂoﬁ[ﬁ@mcﬁfmer@%éﬁﬁgdycﬂﬁﬁw BobroyD) S-ditlpdrorifidazsl-5-
wrenmetiheazenesulfonamide, and 30

( 4-difluo 4 h2 -methy 0-2,3- drhydro indazol-5-y1]-
§ l%ﬁz tl;e?rrzengg’uﬁﬁ)h amlr}/e é{lna Zhl grﬁra?ceu%éa Iy accegfg le salts
frrareprsuERBIHEES of particularly preferred compounds of formula (I) are
mo:$er@e e%&dﬁ&mbﬂmﬂ}%m%&%@g@&%ﬁdud 5 )rl] -benzenesulfonamide,

%ﬁ%%x'r?m 3@ Asie-1ndazol Syl chiprozg-methy

enzenesu
-IHZ- @Wro 3 -0X0- 2 3-dihydro-1H-indazol-5-yl)-2,5-difluoro-

3-Chloro-N-{I-{4-chloro-benzyl}-3-0x0- 2,3-dihydro-1H-indazol-5-yl]-2-methyl-
benzenesulfonamide,
4-Fluoro-N-[1-(4-fluoro-benzyl)-3-oxo0-2,3-dihydro-1H-indazol-5-y1] -3-trifluoromethyl-
benzenesulfonamide,
3-Chloro-4-fluoro-N-[1-{4-flucto-benzyl)-3-0x0-2,3-dihydro- 1H-indazol-5-y1] -
benzenesulfonamide,
3-Chloro-[1-(3,4~difluoro-benzyl)-3-0x0-2,3-dihydro-indazol-5-yl]-2-methyl-
benzenesuifonamide,

N-[1-(4-Chloro-benzyi)-3-ox0-2,3-dihydro~1H-indazol-3-y1] -4-fluoro-3-trifluoromethyl-
benzenesulfonamide, and .

3-Chloro-2-methyl-N-(3-oxo- 1-pyridin- 2-ylmethyl-2,3-dihydro- 1H-indazol-5-y1)-
benzenesulfonamide,

and pharmaceutically acceptable salts thereof.

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

N-(1-Benzyl-6-fluoro-3-ox0-2,3-dihydres- 1H-indazol-5-y1)-2,4-difluoro-

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

N-(1- Benzyl 6 fluoro-3-oxo-2,3-dihydrofH-indazol-5-yl)-2,3-dichloro- 10

|9H i ue%g | rsnlé(ijgel N}%}ﬂfu g;gycgblg uorn: Oéa%{%n% Bgenzenesulfonamde

IO~
zoI 0- benzenesuff

M?@H@n&ﬁ@@ﬁé%%dﬁbmhﬁéaé@?gwblﬁﬂhﬁﬁ@@%ﬁﬁhyl-
benzasesidfandmide, 15

ﬁ%%%ngz%}—é ﬂ%or% nzy Ig éxl?xc}% ﬁ-]'d azo y?)zgl gygr?obggnzz%ggsslﬂffonamlée

P{apéﬁfo%oﬂ&}&w}ssd&dazr,lasrbmﬁmoxmﬁ@la%icshtho—1H—md-azoi-5—vl)-amlde,
b@meesmmmnidphar@m@raﬁjrdfolm ﬁk&@ﬁ@zbﬁﬁ@m&%@smfonmde,

l d -meth If
e R R

o‘hﬁéﬁﬁyl benzenesulfonamlde 3-Chloro-4-fluoro-N- [
BfdpHinomshiozidr3DK0beadibydrerd Blrndazaliblo- 1H-indazol- 5-yl}~amide,

p%%ﬁ%?%g%% )%3%0 lsj(éiu SRS P diyidsst Hr-indazol -5-

Bergafesulfonamide, N- [
1~(4-Bhlorb daaayt)B o023, 3Htnrdrorlinadazolybriiduoro-

6&%{;&%{!‘ L{gmethyl benzenesulfonamide, and
Chloro-2-methyl-N- (3-oxo-

3-
Pramamiosylretnsrs, Sldmbard-irdaotbxdyo véhzarsalirdmide 80
Brgpharmadeniteally AcopiadiieosalbeibarenioQther- exaraplesiofindazol -5-y1)-

jﬁrred compounds of formula (I) are those selected from the group

consisting of.
Propane-2-sulfonic acid [1-(2-methoxy-ethyl)-3-0x0-2,3-dihydro-1H-indazol-5-vl]-

amide, and
N-(1-Benzyl-3-0x0-2,3-dihydro~-1H-indazol-5-y1)-C-cyclopropyl-methanesulfonamide
and pharmaceutiically 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 vivo. Physiclogically acceptable and metabolically labile
compounds, which are capable of producing the parent commpounds of general formula (1)

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

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

compounds as defined above comprising the reaction of 2 compound of formula (I1)



2,3-Dichloro-N-(6-chloro-3-oxo-I-pyridin-2-ylmethyl-2,3-dihydro-
IH-indazol-5-yl)- benzenesulfonamide, 35
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-2,4-difluoro-
benzenesulfonamide, -18- 2,4-Difluoro-N- (3-oxo- I-phenyl-2,3-dihydro-1
H-indazol- 5 -yl) -b enzenesulfonamide,
3-Chloro-2-fluoro-N-(3-oxo-I-phenyl- 231§|hydro IH-indazol-5-yl)-
benzenesulfonam de,
N-(1-Benzyl-6-fluoro-3-oxo-2,% |hydroE’£LH indazol-5-yl)-3-cyano-benzene
sulfonamide, 5 Propane-2-sulfogjc aci =
(1-benzyl-6-fluoro-3-oxo- 8 dj hydro [H-ivfazol-5-yl)-amide,
3-Cyano-N-(3-oxo-I-phenyl- -mdazppl -5-yl)-benzenesulfonam
ide, 2,2,2-Trifluoro- ethanesulfo c aci N~
(1-benzyl-6-fluoro-3-oxo-2,3-dilydro- 1IFj{fmda§©l 5- )m)-amlde
Propane -2-sulfonic acid
enz)l 6 chloro- -ox dihydro-IH-indazol-5-yl)-amide, 10

s o R )
[6-chloro-I- (4 chloro-benzyl)-3-o0xo-2,3-dihydro-IH-indazol-5- yl]-amide,
N-(1-Benzyl-6-fluoro-3-oxo-2,3-di dr@-lH indazol-5-yl)-trifluoro-
methanesulfonamide, Propanel-_f%Jgulﬁon 7aC|d
(1-isobutyl-3-0x0-2,3-dihydxo-I mdazo *5-y§lAmide, 15
Propane -2- sulfonlc acid [1-(3,4-difluoro-benzyl)-3-ox0-2,3
vehibrpéit & 119 3 deezed Sefiied abnide, Propane-2-sulfonic acid
[1-(2-methoxy-ethyl)-3-0x0-2,3-dihydro-IH-indazol-5-yi]- amide, and

N-(I- Becizylpseom@swhwraaﬂdﬂmmmowﬁdasww&pﬁwp@mﬂm&dm
[ C le.salts thereof. Another.
e SN R o
@’Wgéﬁkw TERbTHA gﬁ%d?@%inﬁ“&?%ﬁ@%b@%%@bﬁﬁmmgw
oatiides andvehamidoeutitaby ateadtible salis thesaeh. 4t wilierine or
19&/9(@C@%@&h@&ﬁb%&&%%&@@ﬁ%éﬁ%g{g Qi fvention maybe 25

derivatised at functional groups to provi erivatives which are capable

of co verS|on ba k 1o the arent compou vivo. Physiologicall
acceg]tjatl)'Fe ent %1 %r”:é%ic la%ﬁompgu c?so&ormxﬂa P ¥as cl{esgcnba)cli above, when

prepared by a process as deﬁned above
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compounds, which are capable of producing the parent compounds of
general formula (I) in vivo are also within the scope of the present
invention. A further aspect of the present invention is the process for the
preparation of 30 compounds as defined above comprising the reaction of
a compound of formula (Il) -19- 2 Rs R\R4 N R'N NCH R5 R6 (Il) with
a compound of formula (1l1) O\ O CIS='R¥-(lll) wherein R1 to R7 are as
efinefl bove. 5 Such a process can be carried out under conditions
gﬁ%%ﬁ foﬁe e 518%8%%?( {{i#°the art, e.g. in the presence of a base such
as trigtylamine or (4-dimetylamirio)-pyridine. (DMAP) in a solvent such _
TH F,%gﬁBﬁ?ﬂ?ﬁ?&%ﬁéﬁ%‘%ﬁ&ﬂ%%ﬁﬂ%ﬂﬁhﬂé@? BFSfEOpyRRRBORSREY be carried
satvariednithiiol witvoutthe hadition of azastystshas friptylareunetre shown in
BMBPy v EORAL R BTatUIR: 0F Ak Rle Yated tempelatues, O The inYention oy of

ds of farmula (1) as ribed above, when .
B P e T Ph eents ane
Wﬁé%%%ﬁé e P TRE SO RBATOY URa B SrsthiRY ¢ Brehienifeaari given above
entiotiartagive tbamiedraopt in sequential or convergent synthetic routes.
Syntheses of the invention are shown in the following schemes. The skills

e quiredifanoarmying odttipe leaetienddnd @usification aifbtfetesWingpropriately
Produeisareinewn 0 thasepersons skilled in e art The %—si-tisu%;fé sulfonyl
&{119 .ieg|%%%&s\%gién Strég Jgﬂgvxlsn ge.?_(e:l tion of the procﬁgﬁfe%sih ve the
Signiticance given above - uniess dicated 18 e Eontass

of such condilions are — as indicated in Scheme 1 below — e.g. pyridine at elevated

n the art. Examples

terperatures or THE under refiux conditions in 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 lterature or available in

analogy to known procedures to those persons skilled in the art

Scheme 1:
RZ\ n3 qu Fi.?‘ H3 Nk, B6-X HE: "3
- Neor B4 o opy N Hg o DME N F‘g o
R1-N || P - o RI-N % I - LYY o
NH, i . N"R7 N"TTR7
) ridine, 60 1
O Rs é’? o g P O ms ps
KGOy, THF, refiux :
laR8=H ta |

Optionally, compounds of formula [a with R6 = H obtained in this way can be further
substituted at the sulfonamide nitrogen by treatment with a base such as sodium hydride,
cesiwm carbonate, potassium carbonate or the like in a solvent such as DMF or THF or
similar followed by alkylation of the resulting anion with an alicy]l halide such as methyl
iodide, ethyl bromide, benzyl bromide or the like in order to introduce the desired R§
substituent. Optionally, R6 can be introduced via alkylation of compound of formula IIa
by procedures known to those persons skilled in the art.

Appropriately substituted 5-armino-1,2-dihydro-indazol-3-ones of formula Ia are either
known in the literature or can be made int analogy to literature procedures from known
starting materials according to scheme 2 e.g. by condensation of the appropriately
functionalized 2-fluorobenzoic acid of formula IIl with hydrezine hydrate in ethanol and
cyclisation under acidic conditions, followed by alkylation with R2-X to afford compounds
of formula IVa (R6 = H), an optional alkylation with R1-X {under thermal or basic
conditions in analogy to procedures described in Heterocycles 1997, 45, 129-36 or J. Med.
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In general, compounds of type | are readily accessible by sulfonylation of
appropriately substituted 5-amino-1,2-dihydro-indazol-3-one of formula lla
(R6=H) with sulfonyl 10 chlorides, under various conditions that are
known to persons skilled in the art. Examples of such conditions are - as
indicated in Scheme | below - e.g. pyridine at elevated temperatures or
THE under reflux conditions in the preséhce of a base such as potassmm

on sodium h drid Irlet r the like,
Eﬁe sulf (%?fy?g EFOI‘I §é§ re e%Fﬁlééf) Cc%rrnﬁ)melrl'cczilsa%y avaﬁyabﬁ;n ORI TR of
R PaRr AdumatTeet 1@?&%&@5}?{0%6%&%@6%&%Bth?éééi% ~21).
persons skilled in the art Scheme 1: R2 AS g_9 R2 R3 NaH, R6-X R2 R3\
REEatrEyN DY OBEIGOSRTN RikiRT-N-NiHpdRyfintineg 60 J NI SR fyula T1
Nb@r@lr@iﬁ&@l’cﬁ@ﬁa thOzBRRG K203 vIHFdebibbddd RE mbhidtion of the

Iﬁél %&%ﬂlﬁ%e&fzf%ﬁ%ﬁéﬁz‘é@lﬁ&f #ro%lﬁ? mﬁltfat}ésv\%wﬁ?r apmzﬁely

the bstltut s fon Eéglde nitrogen by treatme

%“e““ SRS, i’ faf R R APE SREE B St BaASSRETR
BMReMlewscbzomentisnare e DvE witTRIPof sidrtahfofioedbbyic conditions in
atiddgtion pbthéresdiioghadionividh anpikyddralide such as mathyiedides:

th e, hen i I oreond edsw
T fgﬁéﬁ*@%?@% i trgdufe%.aba% HERAIE L8899 one
Bt d OT A T T  EoBER GOPER AR b S prgsrie Mnea el
tHeare. Qéeﬂbﬁr@ﬁﬁ@f“eWlwmtéd@@ﬂﬂioéléﬂd%ﬂdrﬁhﬂdm@p&@des
aftfotmmatasiaarg either kepyn-initTe lieratuce @eaR baim adﬁwm@r&akqunown
ﬁ?&@f%&%&@%@ws&ﬂﬁ%@ ng%tﬁ%&% erials accordir 04 eﬁgm starting

ensation o approprlat unctlona
ﬁ% rob nzo?é Ig?ﬁ’a o) ‘F@rfﬁ fé“lﬁ?/é HaReiRE! Hf}’d‘l‘ﬂ?e iATe o ramanercially
W&@aﬂnwﬁﬁ&@m@@ eheditetitions ofoiiovhessey allapldtiontwitteRRi¢ toocedures
affdid.compodhds. 308, irrpsdaua. (e, THx asbonyesal @ik atianwilor..

BlX &dpdesshermal r,basie, 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 IV, and hydrogenation of
t .

"3

F R4 1hydraznne 4 NaOH P H
HC —= Ri—
[ NQ, 2HCL K0 NO, REX NG, Sncg ch
2

o] RS rafiux

i NaH, R1-X, DMF [ Va R1=H
or R1-X, DMF, 110G oy

Scheme 3:
SV OR2
,Nl—i PU/C, MeOH F\z
NG, EDC{ DMF NO, Snmg HCIH,0
RT, 24 h

Nak, R1-X, DMF or Va Ri=
R1-X, DMF, 170°0 W
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nitro group. (Schindler et al., Arch. Pharm. Pharm, Med. Chem., 1998,
331,13-21). Alternatively, appropriately substituted 5-amino-
[,2-dihydro-indazol-3-ones of formula Il are prepared according to the
general Scheme 3 via a one-operation condensation of the 5 appropriately
functionalized 2-fluorobenzoic acid of formula Ill with an appropriately
substituted hydrazine RINHNH2 of forrdidla V in the presence of a coupling

agent.in . DMF, followed, by an optional_alkylation with, RI-X (under thermal

R R b S A R e e S

TYEs4BediogmBtyfor MeteCment. 22981 pRA 14O A5O3 an o tedutioned by

@fs%]}ﬁd%tégsgéfﬁtﬁﬂ M-tﬁlé'l:%z%wrﬁledli mg@iaqﬂ;r&l@%pd;@f&eﬁﬁm foruHa it thHSDl).
ith R2 = ar teroaryl can als repared in an 0 lvienon et al.,

e R S S g o o

appiepHakelss. sabietiren Seaaieigmaibrials whimenats f tre sithetion can further
pommEic by ilable of a8 kRowRnin e literalureRmNRIERreRaRd N

i%lgg}g (o] Iié%g}lugler éac{og%edyartegnfrom known starting materials. The
corresponéllng substittted ﬁydraz’ines of formula V are either commercially

15 available or are known in the literature or synthesised in analogy to
literattP PrEREAHAEE TSR AR 3265t BiMEMAROSE /o MBIl ony CopRrising a
Chepoudoes §986:d1:08y7 984 #pbaBiecngicdlledceebie carrier and/or adjuvant.
2004,12,1357-1366). Scheme 2: R3 R3 R3 F R4 1 hydttx ziH R4

eNaCidER:RIN ReaiiddcQbtdR o R RIQEHN fizes RIHODIQSCHCherapeuic
R R5 2 .1l NaH, R a

RINH R5H20% 20 -X; DMF IVa Al = H Or

A R BT S COhanas 1 Ry R I R R on
PSR A ANFESTHYRIFPHE FRuRd Y distrdest RICNaROZIEDET cmviRel L beta-
N2 oRe3: HAMYRELMINZse 1 (11bHSD1), particlularly as therapeutic active substances
for the treatment and/or prevention of metabolic disorders, obesity, dystipidemiae,

hypertension and/or diabetes, particularly diabetes type II.

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 prophylaxis of metabolic disorders,
obesity, dyslipidemiae, hypertension and/or diabetes, particularly diabetes type II, which

method comprises administering an effective amount of a compound as defined above,

Inn another embodiment, the present investion relates to the use of compounds as
defined above for the therapeutic and/or prophylactic treatment of diseases which are
caused by disorders associated with the enzyme 11beta-hydroxysteroid dehydrogenase 1,
particularly for therapeutic and/or prophylactic treatment of metabolic disarders, obesity,
dyslipidemiae, hypertension and/or diabetes, particularly type II diabetes.

The invention further relates to the use of compounds as defined above for the
preparation of medicaments for the treatment and prophylaxis of diseases which are
caused by disorders associated with the enzyme 11bete-hydroxysteroid dehydrogenase 1,
particularly for the treatment and prophylaxis of metabolic disorders, obesity,
dyslipidemiae, hypertension and/or diabetes, particularly type II diabetes.

Prevention and/or treatment of type II diabetes is the preferred indication.
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O R5 RT, 24h O R5 0 R5 Il NaH, R1-X, DMF or IVa R1 = H Il R1-X,
DMF, 110C | IV -22- As described above, the compounds of formula (1) of
the present invention can be used as medicaments for the treatment
and/or prevention of diseases which are caused by disorders associated
with the enzyme llbeta-hydroxysteroid dehydrogenase 1 (11bHSD1).
Examples of such diseases are metabbtic disorders, obesity,

dyslipidemiae, hypertension 5 and/gr diagetes, particularly diabetes type
.. CAssay Procedures ; ;
[I. The compounds of this inv r be used in the prophylaxis

and/or treatment of high ocular. eye pressure, cognition, Alzheimer and/or
TSRS SRR SRUPRIM. BB /EicH BRerefore also relates to pharmaceutical

compositions comprising a compound as defined above and a
TheRrtincagtiety heduprmid tarie Shd/ o didjovant. cli@Ruitheriithexpression
vectoyeniionielEes:igesem ﬂwgﬁxﬁlﬁeﬁﬁd@%\g%g@rf@%@ @ée@ﬂﬁ%ﬁﬁlc J Biol

tivesgubsta particu rapeutic active supstances for the _

Dy v acicn o e LSeHTeh e eAtSea by eiebrienarore
in BEESemsels whth ﬁ%@ﬁ%ﬁﬁ@%e%é%%ﬁ?sﬁei@@rdbhyﬁdgeﬁaﬁem, Russel,
W.CLISHSDR),; W}WUGDQI|@@mgﬁiﬂ@%&ﬁ§ﬂﬂ@h@@dﬂV@i§ét§£ﬁ@ﬁ@§o@%ﬂ? were washed

lreatment and/erpr tion.o ta disorders, obesity, . o
o slipi(?e%nigg, %r%@hﬁy%%g%%ﬁ%ﬁﬁ%ﬁe %(r)b iAbates” ﬁakfﬂgh 15 isth SpsReRig in

d
B TR RGR AT OHT RHberTo RS AU oS fOF P et AT AN A NaCl)
werpraphylagiseofcliliseasesahich p%a@ah@@agemmmﬁ@ @ﬁ%ﬁ@iﬁitqgan%}ultmg
e hydroxysteroid _dehydrogenase 1, particularly, far the.
P el or B CaHite? by, i cear by
30Wo*§§ﬁ5ia%iéé‘%%f%wbﬁ WNGrorHfiabatesnisartientaryadiabetes tyBectkd by
a hi@mhﬁe@cmeﬂf@gh_ﬁemmmseﬁnadl mim@egipg“a@@gﬁﬁﬂgqyaﬂi@wa; 8fsBspended in
yTelets| /8. er. iment, t resen .
Smrﬁ%enti E%?%gf@%%ﬁ L?g%{% compour ?ggsla%gﬁrr?ln déggg]\l/%ecf%nrufh gation was
rep4Hisrh pRSHES IS PRHShFRNAERINE EB e s R drassiow Weteartn theseg into
storbgedistieders! algociated atith:thesnzyme b etabysraxysteroid
dehydrogenase 1, particularly for therapeutic and/or prophylactic

Genlépaisnesttisafbnetaholis disardars . obasitysBy.dyslipidemiae, hypertension
and/or diabetes, particularly type Il diabetes. The invention further relates

ThelHIE A1 ANAAYNS R AEINSA BBOVE (oL, PIERAAUNL o1 ucea 1o
,edlca}m.ents fog the treatment and prophylaxis of diseasés Which &ré
establish cell lines stably expressing the protein. Briefly, (HEK293) cells were transfected

with 1ibeta-HSD1 construct using the lipofectamine reagent {Gibco BRL) according to
the manufacturer’s instruction. Two days after transfection, gemeticin 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 celis transiently expressing human 11beta-HSD1 (for
details see above) were incubated in assay buffer (100 mM NaCl IM EDTA; 1mM
EGTA; 1mM MgCl; 250 mM Sucrose; 20 mM Tris pHE 7.4; Cortisone 50-200nM and
NADPH 1mM) together with different concentrations of test substances. After 60 min, of
incubation at 37°C the assay was stopped by heating to 80°C (5 min.) and by addition of
the inhibitor Carbenoxolone (1 uM). The amount of Cortisol produced in this assay was
determined using & commercially available, ELISA-based Cortisol-detection kit
(Distributed by Assay Design, Inc.). Inhibitors were characterized by there IC50 values,

e.g. the concentration at which the production of cortisol was 50% reduced.
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caused by disorders associated with the enzyme llbeta-hydroxysteroid
dehydrogenase 1, particularly for the treatment and prophylaxis of
metabolic disorders, obesity, 30 dyslipidemiae, hypertension and/or
diabetes, particularly type Il diabetes. Prevention and/or treatment of type
Il diabetes is the preferred indication. -23- Assay Procedures Transient
expression and partial Purification: The-cBINA encoding the human
Ilg}eﬁl%ﬂigl erotein was cloned into the expression vector pcDNA3

( ¥ tof “05)'1 This construct (for details see Alex Odermatt et al.; J Biel 5
Chem.,1999, Vol. 274, Issue 40, 28762-28770) was used to transiently
exPrexE e prstetfeh ¢ ERDtose ik (RTC chumMBERC RIL 878y deseeisag human
:mqifah&mm. l@sesSmifiey), foaerthﬂw‘d' teal\élr@@ Nﬁ@ﬂﬁb&ﬁﬁé éﬂ%ms@ggst inhibitors and
[ -4 ter transfection cells were washed twice wit o s
B e e R R e e e m o
if-PB &R ficheomerisis parer UMK ideprryBrsionNF @D EArtisone to
100mivbNe& | il seid added. Jecalaiveiodyaad BYISA kit (Distributed by Assay
Pﬁgsg-lg%mq)genization (20 strokes). The resulting homogenate was

sonicated wit a tip sonicator (10% output; 2 x 30 sec.) and cleared by a

low speed centrifugation (10min x 9000g; 4C). The microsomal fraction

was co%%sc‘ft%% %%;ag?ﬁgjﬁls & B ERTTRIGATOh 188X LB gyoRaunds of the
résuttinigpedEtates cespspadsdect mhostoragbdfuffew{@0taleTris pH 7.5; 1
mM EDTA,; 10% Glycerol) and the centrifugation was 15 repeated. The
resulting pellet contaiDig-ihe,microsomal fraction Was] agRE-taken up into
storage buffer and aliquots were kept frozen in liquid Nitrogen until use.
Generation of stable cell lines expressing; llbeta-HSD1: I-B?;e sRme
construct ysed for transient expression of human IIbeta—H§E)l was also
used to establish-celldines stably-expressingthe-protein—Briefly,
(HEK293) cells were AR fad 20 with lbeta-HSD1 coffsttiict using the

lipofectamine-reagent (Gibco BRL) according to the manufacturer's
instruction.. Two dayS%f&ttrimsfection, geneticin selectidi{®.8 mg/ml)
was initiat ere- ;
further used for pharmacological characterization. Microsome Assay 25
Microsames isolated.fromy HEK293 cells tran ieng%/]e xpressing human
et T PR LA AT BBE LB PRI T R oo AN (0t
nehpactdmy EDTAaeelow 100 nM. More preferred compounds have ICs, values
below 10 nM. These results have been obtained by using the foregoing test.
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EGTA; 1ImM MgC1; 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 37C the assay was
stopped by heating to 80C (5 min.) and by addition of 30 the inhibitor
Carbenoxolone (1 uM). The amount of C@glisol produced in this assay was

deterngggd using a commercially available, ELISA-based

Cortisoi“d&tEROTAGE tHistbi RsahDEsige: vy, antapitbrssalerend esters
ctrarbetesized by thatedD50valiiese &enbetancentral Pmame The
asure

' L. %:-reduced. -24-.Cellular. Ass 0] )
e o N IDore TSt ol HE K05 S5l Saliy exprocdimg & o e

FTEIT RS+ OB (Sode BhAvie) shetard ridandtde 0B walkplatesiinions, emulsions
AL G0ming! BUaalion LI a5 & C0F masmors batt of e o= of

| ' i t in.a 5% 2 atmosphere part of the

%%g|§§t%%2e%%%§r%%ﬁ%%r&%%nc oM CORTSONE TP EBHHEE e s
SRS PR B RIRRPERAN o ATl bl B SAIRIe(DistsiButath by Assay
Design, Inc.). Results obtained in the microsome assay using
represEntavereEmpoNifdsoot thearidvbatigh asithe t6siloMERUMIS ANE and esters

shovn fdbedollowingiable Compaund hi11:beia-HSD1 IC50 (AM) o .
?% lee 2 %%Otggl xampl%g(g 0.101 10 Comgounds as"dLéscr_|T3ed“zIaltbove“L

ave TCBU VAltTes Bl 1066 Al prerstarf. ReifSeaRas awesCEmtose, corn
VERies Helonivaooen Metvat dapreferrédacoimpotnasshavedCEOMalEs: example, as
et b Foesp st iave-een obained by giaing the foregoing

test. -25- The compounds of formula | and their pharmaceutically

accep : rs.can:b ucsaed gmedi aments (e.g. in the form
%&haﬁ%ﬁ%@%&%ﬁaﬁ%ﬁéﬁﬁe Bﬁ@rﬁ‘\gtr:eélf ST rED F’a?ﬁBtraré}EélHSbgaxesf

iTERLR PRy s tRh it ramrtsoetin the form of tablets, coated

tablets, dragees, hard and soft gelatin capsules, solutions, emulsions 5 or
suspeRBitAt) adasaiysEytin thedforonbhasatispays) grsctallyrie Gaiole,
thadermoBlols, saccharose, invert sugar, glucose, stc.

Suitable adjuvants for injection sclutions are, for example, water, alcohols, polyols,
glycerol, vegetable oils, ete.

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

waxes, fats, semi-solid or liquid polyols, ete.

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

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

In accordance with the invention the compounds of formula I and their
pharmaceutically acceptable salts can be used for the prophylaxis and treatment of
arthrifis, cardiovascular diseases, diabetes, renal failure and particularly eating disorders
and obesity. The dosage can vary in wide limits and will, of course, be fitted to the
individual requirements in each particular case. In general, in the case of oral
administration 2 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. abowut 300 mg per person), divided into

B B : : .
preferably 1-3 individual doses, which can consist, for exarnple, of the same amounts,



suppositories). However, the administration can also be effected
parentally, such as intramuscularly or intravenously (e.g. in the form of
injection solutions). The compounds of formula | and their
pharmaceutically acceptable salts and esters can be processed ,fin+h
pharmaceutically inert, merganr...,r Orga_lr)j% adjuvants for the ~j 10
production of tablets, coated tablets, dragées and hard gelatin capsules,
Laeiose coptoplakeb. ar deriviativestherealh 1aic . stearic 40l oris. 588 e can be
el¢. can Q&g& Sfosr Senxqfvmp{léabgs suc,th E?djuvants for tablets, dragees an

ége?atln capsules. Slitable al(ri‘j%l\?gr?s' for soft gelatin capsules, are, for
examplsla vegetable ails, waxes, fats, semi-solid substances and liquid
polyols, c“%(%%ﬁlénﬁa' 5@1@?@%%%‘?6&&6%@%@%@andimi‘iing
sshupstane, 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, flavorants, 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 so 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), di~,ided u-ito preferably 1-3 individual doses,
which can consist, for example, of the same amounts, -26- should be
appropriate. It will, however, be clear that the upper limit given above can
be exceeded when this is shown to be indicated.
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The invention is illustrated hereinafter by examples, which have no limiting
character. -27- Examples Example 1:
N-(1-Benzyl-3-ox0-2,3-dihydro-1H-indazol-5-yl)-3-chloro-2-methy1-
benzenesulfonamide 5 Step A] i-Benz71-5-nitro-1,2-dihydro-indazol-3-one
To a solution of 2-fluoro-5-nitrobenzoic agid (0.5 g) in DMF (9 mL) was
added TB7U (1.04 g) folowed by ' eth;=13 is ,propyiamiue (2 m ). After 10
minute s benzylhydrazine.2HC1(0.63; s.added. The reaction mixture
was stirred. at ambient temperature for 22 hours and the reaction was
ured onto aqueous 1N HQ solution and 10 extracted with EtOAc. The
2%%? “layer was washed with brine, dried over sodium sulfate, filtered
and evaporated in vacua- Purification via ISCO combiflash
%’ﬂﬁ%}ﬁpﬁ?ﬁfﬁ%@m&ﬂé@m}&y})—3-(:11101"0—2—121&1:11}&-
bhenzgidtmitredi2-dihydro-indazol-3-one (0.26 g) as a yellow solid. MS
(ESI-):268.3 ([M-H]-). Step B] 5-Amino-I-benzyl-1,2-di.'nydro-indazol-3-one
e o.a solitienzHf-1-henzy|b-mitkent, 2:dibydre-ingdazo’-3-one (0.44 g) in
MeOH (50 mL) was added Pd/C(10%) catalyst (0.1 g) and the reaction
Mhdukeunas stisrad oy fourhovs, At ambient lempesgtire URC %?addeﬁj TETU

QX%@Q%%L%%S{@PH@TEQ# sing a balloon. After tﬁl’s time_the reaction mix
\é\)/as filtere

throUgh Celte(CIwhIch WASWashed with 15bre EYORES The
8%}}%5@%&&?&?%%6ﬁJWﬁéS@éép@rEﬁ@@mmmefm thierefesiegbient
Seauping:2Gob eR 2ytts 2«dihlyerordndad ab3-00e-€0.39:0 L WIChWRS HaKEDtion and
&&;ﬂ@f&@dg\dﬁsﬁ%e%@ WM@@Q%;M%RQ&%&&F&%%MQ%£%%T d}ie%éltpreji sodium sulfate,
Nf’f%ea nzy Y@ch}?él , 535%%?(%3-}13&%3%I‘@-%@éfﬂﬁ?@%ﬁéﬁﬁ?@mgr@h}f
BaRA el ERse PeESolerrot 2-dinvdro-indazol-3-one (0.26 &) as 2 yellow
SebrhikG-[EENA6E-1 Mifl)dro-indazol-3-one (0.04 g) in pyridine (1 mL) 25

was added 3-chloro-2-methylbenzenesulfonylchoride (0.038 g) in one go.

Bhee Splutiah Awascstirsedzft 80CHar24,haurs  The,pyridine was then.
removed in vacuo and the residue was dissolved in EtOAc/water and

SepAiaiac:Tie AmeaUs Dhase WaSEIIRSIREATWINET (0 4 o) in MeOH (50 m1)
was added Pd/C(10%) catalyst (0.1 g) and the reaction mixture was stirred for Tour hours
at ambient femperature 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-
benzyl-1,2-dihydro-indazol-3-one (0.39 g) which was taken into the next reaction without
further purification. MS (ESI™): 240.1 (IM+H]™).

Step C]  N-( 1—Benzy1~3moxo—2.,3~dih}rdro~EH—indazol—S-yl}—3~chldro~2—meth3r1—
benzenesulfonamide

To a solution of 5-amino-1-berxzyl-1,2-dihydro-indazol-3-one (0.04 g} in pyridine (1 mL)
was added 3-chloro-2-methylbenzenesuifonyichoride (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 BtOAc/water and seperated. The aqueous phase was exiracted 2 further
two times with BtOAc and the combined organic phases were washed with brine and dried
over sodium sulfate. The drving agent was removed by filtration and the volatiles were
removed in vacuo to afford a crude residue. The crude material wes purifed via fash
column chromatography eluting with EtOAc/ nieptane/1%AcOH) to afford the desired
N-( l-benzﬁ»S-oxo‘—Z,S-dihydro-1H—indazoi—5—yl}-3—5blor0~2-methyl—
'begzenesulf,onmide (0.015 g) s a pale yellow powder, MS (EST™): £28 4 ( [(M+HTT).
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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 30 removed in vacuo to afford a crude
residue. The crude material was purified via flash column

chromatography eluting with EtOAc/nHegtane/l %AcOH) to afford the

desired N-(1-benzyl-3-oxo-2,3-gihydro-iH-indazol-S-yl)-3-ctiloro-2-methyl-
Benzehdésulfonamide (0.015 g) as a pale yellow powder. MS (EST'): 428.4
([M+H]T). -28- Example 2: N-(1-Benzyl-3-0x0-2,3-dih)rdro-IH-indazol-5-yl)
r3ichieravi-fluarosleazadesulfonazaide s s matrrial wasLbiainRedHui fonamide
analogy to example 1 using 5-amino- I-benzyi_-1,2-dihydro- indazol-3-one

2R Srebiticyds tuera-denzenesyionyl.chieride.as an orange:splic MSBihvdro-
1% -gBi“%EBC}OﬁSCL Eljc]?'rcl)zr)@gd?gre —iff =nesulfonyl h%o"ide as an id, MS
N-(1- enzgf’-%‘-oxo- ,g-dlhy ro-1H-INGAZ 0l -y[i 155 rlﬂuorometﬁmﬁ%ﬁeM

on4ihidéMHiS Mmaterial was obtained in analogy to example 1 using
5-amino- I-benzyl-l,2-dihydro- .indazol-3-one and
@Wbmethyl)benzenesulfonyl chloride as a light yellow solid. MS 10
(ESI): 448.1 ([M+Hj+). Example 4:
N=(-Benzyjih-8wxel 2 3idirdro HHudaadel -5tk 2dddictderedpdrizenesefofonamide
amide This material was obtained in analogy to example 1 using

' 5¥amﬁa§b&ﬂz§dtﬂi®dﬂih)mh@eglﬁ¢@mﬁ3§®@a anths 5-amino-1-benzyl-1,2-dihydro-
-%&QQ&B@QP%Q??I@%@H&%Qﬂ@%ﬁ&?&&&%&%@@%&@é‘Eis MRLER v ootid. ms

46.1 (IM-H3-). mple 5: Naphthalene-2-sulfonic acid
(Elents s

Zyl- <dihydro-IH-indazol-5-y1)-amide This material was

kgtai%ﬁzd'[n analogy to example | using 5-amino-I-benzyl-l,2-dihydro-
%ﬁﬁ% *4i0ne and 1-naphthaienebenzenesulfon.yl chloride as alight

ellow solid. 20 MS (ESI-): 428.4 ([M-H;"). Example 6: ]
Kirﬁi“-%%%z’?—ﬁ?(&é‘,é’-j&ﬁ' rTiGRE ZoTb ) dadirined peerprulfonamide
benzenesulfonamide This material was obtained in analogy to example 1
Egpﬁ@xgt%}ﬁm_@gﬁiagdﬁ_g_%m@to example 1 using 5-amino-1-benzyl-1,2-dihvdro-
indazol-3-one and 2,4-dichlorobenzenesulfonyl chloride as a light yellow solid. MS$ (ESI™:
446.1 (IM-H]).

Bxample 5:
Naphthalene-2-sulfonic acid (I-benzyl-3-0x0-2, 3-dihydro- 1 H-indazol-5-y1)-amide

"This materia] was obtained in analogy to example I using 5-amino-1-benzyl-1,2-dihydro-
indazol-3-one and 1-naphthalenebenzenesulfonyl chloride as a light yellow solid.
MS (ES[): 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 example 1 using 5-amino-1-benzyl-1,2-dihydro-
indazol-3-one and 3-chloro-4-methylbenzenesiilfonyl chloride as a light yellow solid. MS
(BST™): 428.4 ([M-+H]™).

Example 7.

N-(1-Benzyl-3-0x0-2,3-dihydro-1H-indazol-5~yl)-4-methoxy-benzenesulfonamide
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25 indazol-3-one and 3-chloro-4-methylbenzenesulfonyi- chloride as a
light yellow solid. MS (ESI+): 428.4 ([M+ H]+). Example 7: N-
(1-Benzyl-3-o0xo-2,3-dihydro-1H-indazol-5-y1)-4-methoxy-benzenesulfona
mide -29- This material was obtained in analogy to example 1 using
5-amino- i-benzyl-l,2-dihydro- indazol-3zgn.e and
4-methoxybenzenesulfony! chloride as &'light yellow solid. Example 8:
N2 Beoiyl-3:0%0:A-0lih ook *d@@%%'o@e Yhradb-eichlorg-a-methyl 5 _apar.
k&g%%pg%ggo%agw &]la%,gnat%qasl as 9 ined in arﬂaijtgyﬁo exaLné)le 1
using 5-amino- I-benz ydro- mdazol-3-one and oW S0
i4 dIClh| ro-6-methylbenzenesulfonyl chloride as a brown. solid. MS
A nl'r4H,-'. ~Z~1J.i,/. Example 9: 10

enzyl-3-ox0-2,3-dihydro-IH-indazol-5-yl)-2-trifluorometiiyl-benzenes
ﬁfﬁmgﬁﬁﬁg rhrsy r%réf@ﬁ’é’?\%é%ﬁ?&m Rranaibhdd eratnmetiising
Begwfine Wiberridd 2-dihydro- indazol-3-one and
2-trifluoromethylbenzenesulfonyl chloride as a white solid. MS (EST)™:

426 gt ps Bkemmpteid @ndlb gy to example 1 using 5-amino-1- -benzyl-1,2-dihydro-
tirlepoziicgna;2 gahde Lipazol B2 A OGO ZENSRIBRa 2os

ide ,This, ma_tgmal was obtained in analogy to example 1 using
*M o benzyiil, 2-dihydro- indazol-3-one and
E4 d|f ugrobenzenesulfonyl chloride as a brown. solid. MS (ESI-): 4141
Htiple 11: 20
% %rBenz -3-0X0-2,3-dilzydro-IH-indazol-5-yl)-4-propyl-benzenesulfonam

R A Ata AT WA SPiaTRed e aRigy ¥o-e xaifiprs cmggig-benzenesulfonamide

5-amino-I-henzyl-1,2-d hydra- indazol-3-one and 4- propylbenzenesulfonyl
IS RIS G AP E1IEWP SORR T kasiani L using 5-amino~ 1-benzyl-1,2- dikydro-

Z8apihyerochedZoflif]dioxiper@reulfemnieadeithi chioride as a white solid. MS (EST'::
debenayl310x0-2,3-dihydro-IH-indazol- 25 5-yl)-amide This material was

obtained in analogy to example 1 using 5-amino-I-benzyl-1,2-dihydro-
Example 10

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

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

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

s o N . . . -
I'his material was obtained in analogy to example 1 using S-amino-1-benzyl-1,2-dihydro-
indazol-3-one and 4-propylbenzenesulfonyl chloride as a light yellow solid.

Example 12

2,3-Dihydro-benzo|1,4])dioxine-6-sulfonic acid {1-benzyl-3-oxc-2,3-dihydro-1H-indazol-
5-yl)-amide

This material was obtained in analogy to example ! using 5-amin ©-1-benzyi-1,2-dihydro-
indazol-3-one and 2,3-dihydro-1,4-benzodioxine-6-sulfonyl chloride as an off-white solid.
MS (BST™): 438.1 ([M~+H]™),



10

20

]
o

indazol-3-one and 2,3-dihydro-1,4-benzodioxine-6-sulfonyi chloride as an
off-white solid. MS (ESI'): 438.1 ([M-H7). -30- Example 13: N-
(I-Benzyl-3-ox0-2,3-dihydro-IH-indazol-5-yl)-4-cMoro-2,5-dimethyl-
benzenesulfonamide This material was obtained in analogy to example 1
using 5-amino-l-benzyl-1,2-dihydro- 5 [nQ@;oI-S-one (0.040 g) and
4-chloro-2,5-dim ethylsulfonylchloride as an off-white solid. MS (ESIf):
F4&2Ap{EVIFH]). Example 14: N-
(1-Benzyl-3-oxo-2,3-dihydro-H-indazol-5-yl)-4-chloro-3-trifluoromethyl-
benzanesyiisnagide 40 Hhis mefssial yas,ebialaes i analggy tg example
%g%lglgeg{&%mor Iébenzyl-l,z-dlhydro- indazol-3-one and
-trifluoromethyl-4-chlorobenzenesulfonyichioride as a white solid. MS

SID: 482.3 (IM1H]"). Example 15: N- . ,
%ﬁgﬁ%ﬁﬁ%%éo}?lﬁ PaF&#ﬁ’%ﬁ&%%%%l4%r6-%wﬁﬁum@ﬁhyﬁ:@y&o—
Besfizahe stforfaHids s radienial-wekiobiaietfinddalogy to exampleit: solid.
BSESFamitio: Y{herrayts1,2-<3 hydro- indazol-3-one and
4-fluoro-3-trifluoromethyl’benzenesulfonylchloride as a light brown solid.

WS 4EHFN:464.4 ([M-H] ). Example 16: 20
N-(1-Benzyl-3-oxo0-2,3-dihydro-IH-indazol-5-yl)-2-chloro-5-trifluoromethyl-

ba_mm%ﬂﬁ%fﬁmmJihsamqﬁe&aia\gg@s@%am%@o@:ﬂﬁﬂ%%gne&%@ip'e |
%%%Ig-@én%%gnzvl-l,2-d|hydro- |ndazoll-3-_one and _

-CIOro-5- rlfPuoromethyI-benzenesuIfonyl chloride as a light brown solid.
MS (EST?; 4803{M-H]-), 25 Example 17: N- _ ' _
(B ERS1IAL 826 0 S0y AR PR I8 FSRBRIN - BusREuRyIBEnEResnHotdiydro-
i hriate rind Was bbminethin-andlogytenexamplenyidsingde as 2 white solid,
B4ar(HOD--hen7 115 2:1ithydro- indazol-3-one and
3-penoxy-benzenesulfonyi chloride as a light brown solid. MS (ESi :

Example 15:

N-(1-Benzyl-3-0xo0-2,3-dihydro-1H-indazol- 5-yl)-4-fluore-3-wifluoromethyl-
benzenesulfonamide

This materia] was obtained in analogy to example 1 using 5-amino-1-benzyl-1,2-dihydro-
indazol-3-one and 4-fluoro-3-trifluoromethylbenzenesutfonylchloride as & Light brown
solid, MS (BESI): 464.4 {[M-H]".

Example 16

N-{1-Benzyl-3-0x0-2,3-dihydro- 1H-indazol-5-y1)-2-chloro-5-trifluoromethyl-
benzenesulfonamide

This materjal was obtained in analogy to example 1 using 5-amino-1-benzyi-1,2-dihydro-
indazol-3-one and 2-cloro-5-trifinoromethyl-benzenesulfonyl chloride as a light brown
solid. MS (EST): 480.3[M-H1).

Example 17:
N-(1-Benzyi-3-0%0-2,3-dihydro-1H-indazol-5-y1)-3-phenoxy-benzenesulfonami de

This material was obtained in analogy to example 1 using 5-arnino-1-benzyi-1,2- dibydro-
indazol-3-one and 3-penoxy-benzenesulfony! chloride asa light brown solid. MS (ESI):
470.3[M-H]"}.
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470.3 [M-H] ). -3I- Example 1S:
N-(I-Benzyl-3-o0x0-2,3-dihydro-IH-indazol-5-yl)-3-(5-methyl- [ 1,3,41
oxadiazol2-yl)- benzenesulfonamide This material was obtained in analog
to example 1 using 5-amino-I-benzyl-1,2-dihydro- 5 indazol-3-one and 3-
(5-methyl-1,3,4-oxadiazol-2-yl)benzenegylfonyl chloride as alight brown
solid. MS (ESI"): 460.4[M-Hi"). Example 19:
Kxgledea 2§1-3-0x0-2,3-dihydro-IH-indazol-5-yl)-3-chloro-benzenesulfonami
de This material was obtained in analogy to example 1 using
&qmmkﬁemyb&z dibyea 19 indazal-3-ane.anchethyl-[1,3,4)oxadiazol-2-y1)-
%]]%rgs@ nzene%sulfonyl chloride as a light brown SO|Id MS (ESI"): 412.1i
Exam

Nbgf -Benzyl-3- ox%z 3- ydra(z IH- mdazol- -v])-3-methoxy- benzenesulfona
e THIS TharS Hal wis. Sbiamad it &h (O ERA MBI i GRey.-1-2-dibydro-

SRdRFHO I BETAR -3 2 Samsiare 1B needikBrong abenzenesulfonyl chloride as a light
Brmethoiyl -bEhZetiesulforiyeiloride as alight brown solid. MS (ESi ):
408.0[M-H]-). Example 21:
NzeksBRMRYl-3-0x0-2,3-dihvdro-IH-indazol-5-vl)-3-difluoromethoxy-
benzenesulfonamide 20 This material was obtained in analogy to example

|N1§'!nge'i‘?j'lnﬁn&B%@ﬂ%@@ﬂ@iﬂ&@%@@-@ﬂ&r@%mmesui_fonami de

3-(difluoromethoxy)-benzenesulfonyl chloride as a colorless solid. MS

& 4 I e.xa.m eiu g AInino € TO-
@§§ ittt &&Qnﬁémﬁ'ﬁoﬁm I 1 1I) :s%l%“’gls tr? uolrc%}m%% ]I’~ %lhyd

enzyl-3-o0 dro-I
ben B%eyscy o%%%?a%f?ﬁ?s 88‘?1%??8 Cﬁ?gﬁ%soalh%ﬁgﬁj’? o} éﬂxé\dr?p(l@ﬂ )
kg5 mino-I-benzyl-1,2- dihydro- mdazol 3-one and
3,5-bistrifluoromethy'ibenzenesulfonyi chloride (step C) as a white solid.

egEST2): 514.3 [M-H-). Example 23:
N-(1-Benzyl-3-o0x0-2,3-dihydro-1H-indazol-5-y1}-3-methoxv-benzenesnifonamide

This materia] was obtained in analogy to example 1 using 5-amino-1-benzyl-1,2-dinydro-
indazol-3-one and 3-methoxy-benzenesulfonyl 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 t¢ example 1 using 5-amino-1-benzyl-1,2-dihydro-
indazol-3-one and 3-(difluoromethoxy)-benzenesulfonyl chioride as a colozless solid. MS
(BSI'): 444.1[M-ET7).

Example 22:

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

This compound was obtained in analogy to example 1 using 5-amino-1-benzyl-1,2-
dibyydro-indazol-3-one and 3,5-bistriflnoromethylbenzenesulfonyl chloride (step C) asa
white solid. MS (EST): 514.3 [M-E]).

Example 23
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-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 i using 5-amino-l-benzyl-i,2-
dihydro-indazol-3-one and 3 propane-2-sulfonyl chloride (step C) as a
white soud. MS (ESh):344.3 [M-H]-). 5_ Example 24:
N-(1-Benzyl-3-oxo-2,3-dihydro-I1H- |ndai’01 -5-y)-3-chloro-2-N-dimethyl-

benzenesulignarida praeéghuy%goowadéﬂ%ggﬁﬁ 9£.8.59% dispersjon in

mlneral oil) in DMF (2 mL) at OC was ad

berg Saoxo 2 dlh%ﬁ:o IH-indazol-5- 3 chlor 2 rnetplx

Was O L0V 1 %Mﬁ
benzen onami eln E i 8ropW| r”l mlnu es

i}?@g}w\ae ABRE M ?ﬁ%vﬁ@ﬁcuéﬁlﬁmm@w Slienved Wit st@sd MS
é’iﬁﬁbmehﬁerhlpfemtmre The reaction was quenched with water and diluted
with EtOAc. The phases were separated and the agueous phase was
éxtraptetldwith more EtOAc. The combined organic phases were washed
with brine, dried over sodium sulfate, filtered and reduced in vacua. Flash

splursankbichramalography ovensiical Et@Ac/epiane) afforded the
Heplred Nrl:hengyl-3-oxo-

2,3-dihvdro-IH-Iindazoi-5-vl)-3- chloro 2-N-dimethyl-benzenesulfonamide as

off- hlte ok ): 442 4 ) X .
“pro ;F(Z%g(g)]ﬁ% ‘In gpzo Lﬁzﬁ’lfnﬂ own%?%%% Gl at 0°C
W@ﬁééﬁlr@s?a At Bpap Aaold;&enfglr@- Hitrén @%ﬁyﬂ?&m@am 23ty
HeNitresl Pod ihydromndaiol :3xdl el{preparediaccording 0 Keg Sy was added
ﬁ%v%ae%%aéfo% 'in7 QES m@a 'vx%N @I(%n%ﬁ%@ £ %Q@ﬁéﬁ%%gieﬂ%v%gﬁai@e@fﬂ?%&%% was
Cah &Ijﬁe it dr%nv%lé%}% itred th%%%o %ef ‘?T%ﬁ?gar'f" gﬁ\iia Fpaueous
AR 5P FAEIE (- i ssmbitied. oTaenie abtiens vrpixturehwdasith
%ﬁﬁie,difﬁrda)ffldfthﬁhﬁﬁ paitatd, Hgerix e wasdsaeutralized mdth ShHe at

Eﬂn%%%@grgﬂ; e ﬂﬁé?{ﬁ‘c@%@ ?%1}%@ with yater.and dred. U p@:@r&?ﬁ'g -0~

as t en ded te tirred at mbient
f\élém ergfurﬁ ”@‘?‘loug1 "t eré‘d r‘%n&?%gt% “5fford 8%‘}885 an off-
I@@N?@%Méwwﬁﬁﬁﬂﬂdﬁ%ﬁéﬁo@ (7.63 g) 30 as a yellow solid.

Example 25:

N-(3-Oxo-1-propyi-2,3-dihydro-1H-indazol- 5-y1)-3-triffuoremethyl-

benzenesulionamide
Step Al 1-Aliyl-3-nitro-1,2-dihyvdro-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) (5.36 g) was suspended in 40 ml water and 57.5 m! 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 HC at
<10°C and filtered. The solid was washed with water and dried. The solid was then
suspended in 10 ml ethyl acetate and stirred at ambient temperature for 3 hours, then
filtered and dried to afford the desired 1-allyl-5-nitro-1,2-dibydro-indazol-3-one (7.63 g)
as 2 yellow solid.

Step B] 5-Armino-1-propyi-1,2-dihydro-indazol-3-one
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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) were

suspended in McOH (50 mL) and hydrogenated (hydrogen balloon) at RT

for 4-5 h (or overnight.) After filtration and removal of McOH, the solid

was dried in vacuo to afford the desiregb-amino-i-
propyl-1,2-dihydro-indazol-3-one (1.2 g) as a crude oil. This material was
luskd-nthieoneitz G aeattioh ghvitho Btany femhespudficatiopuStegLhn MeOH (50
n&)(%n@%&?d%@@éﬁ@ﬁédzﬁ%@f@g@%ﬂi@omdﬁ@f?ow =341 fév%%ﬂ% Afier fliracion

benzenesul aterla as obtained nalogy . oexample
ugln gﬁmlno?p %W ﬁ) iRy oAl EZ 3 DA % he aésired S-amuno-1-
PPOBTHiE RSBz E e#émecﬂérﬁzzésﬁ@r@s&amplé‘lasmezmcm:@emm the pext

1¢3:0x0kpopyk2yFrdiiydrariitkdtadazol-5-y?)-benzenesulfoaamide This
material was obtained in analogy to example 25 using

ShepuDino-IprepYhh 2 -gitydra;ndazelk3-0n8 a0 o)-5-v1)- 3 triflucromethyi-

wemdichlarohenzenesulfonyl chloride. Example 27: 15
3-Chloro-4-fluoro-N-(3-oxo-I-propyl-2,3-dihydro-IH-indazol-5-yl)-

enzegeesai%onag%ade ghls m terlal was o glned in analog to exam le 25

INg 5-amino- é)rop §o1.2 A dihyero-ingazork3- BB S im0 -propyl-Lo-Gibpdro-

using
indgHroB RIS o-BrshranehmamytEhilordehlEiample 28: 20

3-Chloro-2-methyl-N-(3-oxo-I-phenethyl-2,3-dihydro-IH-indazol-5-yl)-
Hyampene&ulfonamide This compound was obtained in analogy to example
1 using phenethylhydrazine (step A) and
23-dhildre2-iiethylbehzeneslfGrgiaidior tE-(stbp €1)5ad Alighteyelaisselidie
MS (ESI'): 442.3 [M+H,"). 25 Example 29: 3-Chloro-4-methyl-N- (3-oxo-
Tehenetinlhe,Setitayaid it kniidazol Sad)plhenzenesslionamide g4z -This

undwas-ghtained inanalogy Jo.examele.d 4sing:.
phenethylhydrazine (step A)

Example 27:

3-Chloro~4—ﬂuoro—N—(3-0X0~1~propyl—2,3vdihydm—EH—indazoI-S-yl)_

benzenssulfonamide

This material was obtained in analogy to example 25 using 5-amino-1-propyi-1,2-
dihydro-indazol-3-one and 3-chioro-4-fluoro-benzenesulfonyl chloride.

Example 28:

3-Chloro-2-methyl-N-{3-oxo- —phenethvlw ,3-dihydro-1H-indazol-5-v1)-
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$ (ESI™):
4423[M+H]"), |

Hxample 29:

3-Chloro-4-methyl-N-(3-oxo-1-phenethyl-2,3-dihydro-1 H-indazol- 5-vl)-
benrenesulfonammide
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and 3-chloro-4-methvlbenzenesulfonyl chloride (step C) as a white solid.
MS (EST+): 442.3 [M+H)+). Example 30: 5
4-Chloro-2,5-dimethyl-N-(3-oxo-I-pnenethyl-2,3-dihydro-IH-indazol-5-yl)-
benzenesulfonamide This compound was obtained in analogy to example
1 using phenethylhydrazine (step A) ang 4-chior hylb enzenesuifonyl
chloride (step C) as a white .solid. MS’ %6.4[M+H)+). 10 Example 31:

NH3-Oxpolphonetyi:2d dihwiioz iHdiodazolor l3stifluorometivl-Be. (s 4)

nesulfonami his.compound.was obtained, in analogy 1o { :
o ?ﬁ%ﬁ%ﬁ%ﬁ%ﬁ%ﬁ?@#ﬁ% e e
éﬁeg[ Y38 ared solid. MS (ESI+): 4621 [M+H)+). 15 Example 32:
N-(1-Isobutyl-3-0x0-2,3-dihydro- IH-indazol-5-yl)-3-trifluoromethyl-

ifonamide Step A) 1-Isobutyi-5-nitro-1.2-dihydro-indazol-3-one

To a solution of 2-fluoro-5-nitrobenzoic acid (1.5 g) in DMF (50 mL) was
&ddelerpe2SBIGh 1yl (- 13- epofcpheed thyINL2thilldisopidpyidamine-(5)51
nteAdtelidQuminstes isobutylhvdrazine.p-toluenesulfonicacid salt (2.32
g) was added. The reaction mixture was stirred at ambient temperature

fOR:22hQuserANdLte, 16EHOR WaR 9 fio »
g1 xyacid i Elohc Th it oy uas aShed b et
! *

arild

‘ Oz, A=Al THViD enesniton vl ok of e i &, A e
over sodium sulfate, tiltered and evaporated in'viUo. Birfickfion gid (EST":

Gbmbifiash 25 chromatography afforded pure desired
1-isobutyl-5-nitro-l,2-dihydro-indazol-3-one (0.9 g) as a yellow solid. MS
(Eswplz3idi1 ([M-H)-). Step B) 5-Amino-Il-isobut}d-i,2-dihydro-indazol-3-one
To a solution of 1-isobutyl-5-nitro-l,2-dihydro-indazol-3-one (0.9 g) in
Me®19160 phynerag-ddddth RAC E0Y calatyst) (8- Siflnanchibgyeaction
mdxtiare wEsstirrad forl hour at 30 40C under a hydrogen atmosphere
using a balloon. After this time the reaction mixture was filtered through

Gelitetdwhich was washed;w. Eﬁﬂagr%o%e T@%ﬁg%&ﬂ@&%@@@%&? ?s_‘tep A)
and 3-trifluoromethylsulfonyl chloride (step C) as a red solid. MS (BSI™): 462.1[M+HI™.

-Exarnple 32

N-(1-Isobutyi-3-0x0-2,3~dihydro- 1H-indazol-5-y1}-3-trifluoromethyl-
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 DMF (50 ml) was added
EDCLHCI (171 g) followed by N-ethyldiisopropyiamine {5.51 mL). After 10 minutes
isobutylhydrazine.p-toluenesulfonicacid salt (2.32 g) was added. The reaction mixture was
stirred at ambient temperature for 22 hours and the reaction was poured onto agueous IN
HCl solution and extracted with EtOAc. The organic layer was washed with brine, dried
over sodium sulfate, fltered and evaporated in vacuo. Purification via ISCO combifiash

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 (IM-H]".

Step B]  5-Amino-1-isobutyl-1,2-dihvdro-indazol-3-one

To a solution of L-isobutyl-5-nitro-1,2-dihydro-indazol-3-one (0.9 g) in MeOH (50 mlL)
was added P4/C(10%) catalyst {0.3 g) and the reaction mixture was stirred forl hour at

40°C under 2 hydrogen atmosphere using 2 balloon. After this ime the reaction mixture
wes filtered through Celite®which was washed with more EtOAc. The cornbined organic
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solution was evaporated in vacuo for afford the desired
5-ami_*ro-1-isobutyl-1,2-dihydro- indazol-3-one (0.6 g) which was taken
into the next reaction without further purification. MS (ESf+): 206.1
([M+H+). Step C)
N-(1-Isobutyl-3-ox0-2,3-dihvdro-IH-indazo}5-y1)-3-trifluoromethyl- 5
benzenesulfonamide To a solution of 5-amino-
|- buty-4:2 dipyaiteindazol-3fonef{0-04hg de padisingith - mishwas addedhyd-o-
zﬁﬁ&wm@m suionychonds (0.44L 9n.gpe 0. Ihe. 0N s oo,
@gsﬁgg @ ég[dzpours The pyridine was then removed In vacuo
e resﬁ:]ue as lved in EtOAc/water and separated. The
a ueo ?‘?&Vﬁ sH acted a further 10 two times with EtOAc and the
comegl %" icH 'S WEPewaSHEE Rith b ehd dhetr tdepsoasithi -
s@?&?@ﬂm@@?ﬂn@agent was removed by filtration and the volatiles were
removed in vacuo to afford a crude residue. The crude material was
pUrifiesolid flashs-cotiml ehobrgtogPagthy @bringaliB-one (0.04 g} in pyridine (1
EE%%HM@&{'@I{P{%‘@%&@ &%H@u@%ﬁ E‘ﬂonde (0.041 g} in one cro The solution

N-(1-i |- dr H- |nd ISyI -3-trifluoromethyl 1
bé%igear%s% oiégné? e %%_OL gO%llhs )%ﬂ’l BWdae Y i (Eagﬁlﬁ 2nd the residue

4TRSS TERE sl e @@ﬁ?@ﬁ@aﬁﬁﬂ(u@@myp@&@x@s@mpw 2 further
Htind SzotsSvith-B:diethytt thenzenssafonamide Fhis Renpating Was brine and dried

obraineshinAaralae: >Tio axARPIe 32 Wsing p-ami 991%«%%89%’ 4 ﬁzgo atiles were

d|1%5g gna%?gcl -3- Pneﬁan 3- chforo 4 me ylbenzenesulf ori

(ste as a white. SoN R/fgu(%%rf 4 ﬁi‘-‘éﬁ]ﬁaﬁiéﬁﬁvﬁf@ﬁhﬁw via flash
ﬁlﬁ?@ N ACERIRPRE Sns Wéqﬂrﬂwmw/w@%wﬁem the desired

bé‘ﬁiéﬂeémmhamudeZ%dﬂtuém nipataskwas0pRined dranalegy to

example32rusing B-aminos) Iggtﬁﬂxlf L8oHibydraringazelss tgﬁs%'}%x HD.

3-chloro-2- methylbenzenesulfonyl chloride (step C) as'a whi

(%ﬁ@@j@ [M+H' *). Example 35:
3-Cyano-'\'l- isobutyl -3-0x0-2,3-dihydro-indazol-5-y1)-be_rizenesulfonamid

?%??%% iscompon Shuaseuainedin analogy to example 32.using
benzenesulfonamide

This compound was obteined in analogy to example 32 using S-amino-I-isobutyl-1,2-

dihydro-indazol-3-one and 3-chloro-4-methylbenzenesulfornyi chloride (step C) as 2 white
solid. MS (BSI™): 394.1[M-+H] ™).

Example 34:

B-Chloro—l\’-(1—isobutyl—3-0X0—2,3mdihjrdro—1H—indazol—5~yl}-2~meﬂqr1—

benzenesulfonamide

This compound was obtained in analogy to example 32 using S-arnino-1l-isobutyl-1,2

dihydro-indazol-3-one and 3-chioro-2- -methylbenzenesulfonyl chloride (step C) as a white
solid. MS (EST ™} 354.1[M~+H] ™),

Exampie 35:

3-Cyapo-(1-isobutyl-3-0x0-2,3-dihydro-indazol-5-y1)-benzenesulfonamide
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dihydro-indazol-3-one and 3-cyano-benzenesulfonyl chloride (step C) as

an off-white solid. MS (ESI+): 371.1[MHjf). Example 36: 5
3-Difluoromethoxy-(1-isobut),l-3-0xo-2,3-dihydro--indazol-5-yl)-benzenesul
fonamide This compound was obtained in analogy to example 32 using
5-amino-l-isobutyl-I,2- dihydro-indazol-sa(glg and
3-difluoromethoxy-benzenesulfonyl chloride (step C) as an of white solid.
™S (ESippusd Ml -Example 37ioldample 32 using 5-amino-1-isobutyl-1,2-
cﬂh%e%{&ak%‘?-@uBﬂé%&é?i@ﬁf@@é?@'ﬂ@gﬂ?&l&?&ﬂ)dﬁﬁg%ﬁ%ﬁg@lEQ%W@%M@

Thi nd.was ghtai %ﬁ: in analogy to example 32 usi
SQ%%%I@EUU%%%@Q&F@ 0-indazol-3-one and

4-cyano-benzenesulfonyl chloride (step C) as an off-white solid. MS
HESABPP] 1 [M+H]+). Example 38: 15
4-Fluoro-N-(1-isobutyl-3-oxo-2,3-dihydro-IH-indazol-5-yl)-3-trifluoromethyl-
bendBiusmsharidb FaEdripsant waid themede e Balogprecarsmiptamide
32 using 5-amino-l-isobuty1-1,2- dihydro-indazol-3-one and

Ui cromlavfid srombthy benramésgiifonstamhlofitlesisep €) iras bidwtyl-1,2-
dihie 20l b {Ealh)nd 324 Mte)h 80 EbeamBple3®inyl chloride (step C) as an

FChioro-grillare-Nr-{-i50utyh3-0xe-2,3-dihydro-IH-indazol-5-yl)- b
enzenesulfonamide This compoundJV\?és obtained in analogy to example

%2 uséﬁg%—.amino-l-isobutyl-l,z- dihydro-indazol-3-one and
-chloro-4-fluorobenzenesulfonyl chloride (step C) as an off 25 white
id. MS (ESI+); 398.1 [M+H]+). Example 40: : .
S P A B T b SRS shgppesulfonamide

5-methyl-benzenesulfonamide -37- This compound was obtained in
GG RS BRAMPIS SB TN STAATITY-FEBBRIS R 2ung 3-2mino-1-isobutyl-1,2-
&iihydro-intharbl ooneranti2 Mudirhefirgh Suifetly) Hdnidnéself Gk ehloffdehite
{step C)sasan;:orangeseid MS (ESI+): 428.3 [M-+-H]"). Example 41:

Exampie 3&:

4~ Fluoro-N-(I-isobutyl-3-0x0-2,3-dihydro-1H-indazol-3-y1}-3-triflucrommethyi-
benzenesulfonamide

This compound was obtained in analogy to example 32 using 5~a.mino»1~isobuty1—l,ﬁ~
dihydro-indazol-3-one and 4-fluoro-3-trifluoromethylbenzenesulfony! chloride (step C)
as an off-white solid. MS (ESI™): 432.4 [M+H]™).

Example 39:

3-Chloro-4-fluorce-N-{1-isobutyl-3-0x0-2,3-dihydro-1 H-indazol-5-y1)-
benzenesulionamide

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

Example 40:

2.,4-Dichloro-(1-isobutyl-3-oxo-2,3-dihydro-indazol-3-v1)- S~methyl-benzenesulfonamide
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3-Chloro-N-(l-ethyl-3-0x0-2,3-dihydro-IH-indazoi-5-yl)-2-methyl-benzenesu
Ifonamide 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. I\/HIS‘,ﬂrJ‘r\.. (p...-" . 3G6-" [ivi'ri j.

Example 42: 10

JHEhione-Claey olaprepylmethy k3:0x%9- 2 3¢y o-dndazot-a:y)2-methyk 1 o
R L R e A O oI D e

32 using cydopropylmet azirie ($tep A) (prepare Scr
5N, Cﬁlﬂérﬁﬁ%éggﬁ%%l@wﬁ@ and 3- chloro-2-methylb

enzenesulonyl chloride (step C) as a light red solid. MS (ESIt): 392.0 lo"
¥ 4Example 43: 3-Chloro-(1-cyclopropylmethyl-3-0xo-2,

3-dihydro-indazol-5-y1)-4-fluoro- benzenesulfonanaide This compound
wasbtalied rituriatoefote. exBhigie SPusidgroydapropimetiybafzenesulfonamide
hydrazine (step A) (prepared as described in J. Ain. Chem.. Soc. 1986,
108, crogicd)Ewe 8o thioks 4 inelaly en zenesitfomyih g htbridedstap O)ds @ sal:
picds 30lich MIUES-): 3968 M DExample 440 ride Sstep C) as light vellow solid. MS
Q%@g%gpﬁ&h%@l-&oxo-z,3-d|hydro-lndazoI-S-yI -4=fluoro- -trlﬁuorom
ethyl: 25 benzenesulfonamide This compound was obtained in analogy to
c%ggr%e 32 using cvclopropylmethyl- hydrazine (step A) (prepared as

€scC e%“in J. Am. Chem. Soc. 1986, 108, 7981-4) and 4-
flugro-3-fri-luoromethylbenzenesulfonyl chloride (step C) as a light red
é@?Qrg? CEEHIPPRY PO %0 Brtpieragndagoisr chigrancthyl-
emsrelenidp)rirdethyl-3-csxo-2,3-dihydro-indazol-5-yl)-benzenesulfonamid
e This compound was obtained in analogy to example 32 using
Cydopropyimetivyds hydiazihie (steipgd) dprepatdsas.dageibeg-ivbdinAdthyl-
EheatinaQeep 986 (108 LA8L A3 in 1. Am. Chem, Soz. 1986, 108, 7981-4) and 3-

chiore-2-methyib enzenesutfony! chioride {step C) as a light red solid. MS (ESI™): 392.0
IM<H]™.

Exampie 43:

' 3-Chloro-{1-cyclopropyimethyl-3-oxo-2,3-dihydro-indazol-5-yl)-4-flucro-

benzenesulfopamide

This compound was obtained it analogy to example 32 using cyclopropylmethyl-
hydrazine (step A) (prepared as described in J. Am. Chem. Soc. 1986, 108, 7981-4) and 3-
chioro-4-fluorob enzenesulfonyl chloride (step C) as a pink solid. M3 (ESI™): 396.3
IM+H].

Example 44;

(1-Cyclopropylmethyl-3-oxo-2,3-dibydro-indazol- 5-yl)-4-fluoro-3-trifiuoromethyl-
benzenesulfonamide

This compound “was obtained in analogy to example 32 using cyclopropylmethyl-
hydrazine (step A) (prepared as described in J. Am. Chem. Soc. 1986, 108, 7981-4) and 4-
fnoro-3-trifluor omethylbenzenesulfonyl chloride (step C) as a light red solid. MS (ESTH):
430.4 [M+H]7),

Example 45
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chlorobenzenesulfonyl chloride (step C) as an orange solid. MS (ESI+):
378.3 [M+HI+). 5 Example 46:
2,4-Dichloro-(I-cyclopropylmethyl-3-oxo-2,3-dihydro-indazol-5-yl)-5-methy-
benzenesulfonamide This compound was obtained in analogy to example
32 using cyclopropylmethyl- hydrazine_ (§téep A) (prepared as described in
J. Ain. Chem.. Soc. 1986, 108, 7981-4) and 2,4- 10

slichlere-5-melbyikenzenesuifonyl chiodde (siepda) 23 a8 0rangeseifonamide
MS (ESI+): 426.1 [M+H]+). Example 47: 3-Chloro-[

| i%@d&}ﬁﬁ%&%%ﬁ%@gaﬁg@@{@ é&gé@é §yds%m Wz opvimethyi-

benzenesulfo e 15 Thi aine I
CG %g:;é Brsl“?‘gpffprﬁg asg (24)9 azme 21 (%B%+ §d73§1 4) anff’
iRy éﬁ@’ﬁwi@s& a%%mz)lawhdcm&@iﬂ :378.3 [M+H]")
2- methylbenzenesulfonyl chloride (step C) as a white solid. MS (ESI+):

Bog®ipvéH+) Example 48: 4-Fluoro-|
1-(2-methoxy-ethyl)-3-ox0-2,3-dihydro-indazol-5-yl)-3-trifluoromethyl- 20
bérzehbsuHonaynide dinisretmbGunsionns-ditained idanalbgy) o exdivple
B using: (Zrmsthpair-ethyl)- hydrazine (step A) (prepared as described in
J. Org. Chem. 1984, 49, 336-42) and 4-fluoro-

@rygf&ug{fm%wwgemz}ﬁ%f%m&h}%%% 62 5.4 white, sQlid. M8,

4.3 IMAHI" 9 3C -4-fluoro
O R e e e
m%@mg@eﬁﬂ mﬂﬁ@mmﬁm@gw@m%ﬁm gugingiid. MS (ESI™): 426.]
(Remigtnoxy-ethyl)- hydrazine (step A) (prepared as described in J. Org.
Chem. 1984, 49, 336-42) and 3-chloro -39- 4-fluorobenzenesulfonyl
chiesidle {step C) as an off-white solid. MS (ESI+) 400.3 [M+H]+).
Example 50: 2,4-Diehloro-[

3-Ramethoxy-atbyld3-QueL. R-dihydre- mﬂ%@l S IREIV: methyi-

henzenesulfonamide

This compound was obtained in analogy to example 32 using (2-methoxy-ethyl}-
hydrazine (step A) (prepared as described in J. Org. Chem, 1984, 49, 336-42) and 3-chloro-
2-methylbenzenesulfonyl chloride (step C) as a white solid. MS (ESI): 396.5 [M+H]™).

Example 48:

4-Fluoro-{ 1-(2-methoxy-ethylj~3-o0x0-2,3-dibydro-indazol-5-vl- 3-triffuoromethyl-
benzenesulfonamide

This compound was cbtained in analogy to example 32 using (2-methoxy-ethyi)-
nydrazine (step A) (prepared as described in J. Org. Chemn. 1984, 49, 336-42) and 4-fluoro-
3-trifluoromethylbenzenesulfonyl chloride (step C) as & white solid. MS (BSI™): 4343
IM+HI™.

Example 49:

3-Chilore-4-fluore-[1-(2-methoxy-ethyl)-3-0x0-2,3-dihydro-indazol-5-yi)-

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, 48, 336-42) and 3-chloro-
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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 2,4- dic..faro-6-u et
ylbenzenesulfonyl chloride (step C) as a white Solid. MS (ESi+): 430.3
[M+H]T 10 Example 51: i
3-Chloro-2-methyl-N-[3-0x0-1-(2,2,2- trlﬁuoro -ethyl)-2,3-dihydro-

jjtindaizolEryl benz enesidiorapitie.d his,gampoundwasshtaineds; 3
analegy to exanipie 32 using (2,2,2-trifluoro-ethyl)- hydrazine (step A) and
3-chloro-2- methylbenzei2esulfonyl chloride (step C) as a red solid. 15 MS
gﬁ 0 3 [M+H]+). Example 52:
4-F or 3-0x0-1- (2 2,2-trifluoro-ethyl)-2,3-dihydro-indazol-5-yli
Ia% nzene L& onamide This compound was obtained in

aina ogy Qxélé‘? OSSR 2B U ra R TRERYA)
RERFRS P@Mﬁguorometl|ylbenzenesulfonyl chloride (step C) as a

brown SO|Id MS (ESI+): 458.4 [M+H]+). Example 53:

Bhis| o et - wroobpyndinayhivgthyle2a 3 dikyal ausibk it azahSrylpdy ) -
Hifluoremmethy kbepzenesulfonamide 25 This cempounskwas %@@%%@ 24

ansiegda.cxamale A2 uang Puingg ety hvdrazine e
é{g @[edﬂn a alogy to exLé%P a5 des r|‘638d“‘ 26yt %?ﬁ% @%4 39) 430.3
6 2)-and 4-fluoro-3-trifluorometnylbenzenesulfonyl chloride (step C) as

off whlte solid. MS (ESI-): 467.4 [M+H]+). Example 54: -40-
M&ro-6-methyl-N- (3-oxo-
|- pyrldln -2-ylmethyl-2,3-dihydro-1H-indazol-5-yl)- benzenesulfonamide

#@@W@ﬁﬁ%ﬁ%b@ﬁedﬁ%ﬁaﬁgi&@mmﬁ%ﬁﬂmg-lH—maazol»: 1}
pyrdins2ifdmethiyt- hydrazine (step A) (prepared in analogy to examples
described in J. Org. Chem. 1984, 49, 5 336-42") and

Pide-dichiore:6-metnihenzenasutfonyl chinride step ¢) @S offwhite. sQlid,.

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

Example 52:

4-Fluoro-[3-ox0-1-(2,2,2-trifftuoro-ethyl)- -2,3-difrydro-indazol-5-y1}-3-triffuoromethyl-
benzenesulfonamide

This compound was obtained in analogy to example 32 using (2,2,2-trifluoro-ethyl)-
hydrazine (step A) and 4-fluoro-3-trifiuorometh ylbenzenesulfonyl chleride (step C) as 2
rown solid. MS (ESI™): 458.4 [M+H1Y).

Example 53:

4-Fluoro-N-(3-ox0-1-pyridin-2-ylmethyl-2,3-dirydro- 1 H-indazol-5-y1)-3-
trifiuoromethyl-benzenesulfonamide

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

Exarnple 54:
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tiEkasoma ulbene:

MS (ESI+):463.3 [M+H]t). Example 55: 3-CMoro-2-znet'yi-N-
i-oxo-l-pyrid:,:i-2-yimet}iyh2,3 ddThydr'o4 -indazol---yl)
benzenesulfonamide 10 This compound was obtained in analogy to

example 32 using pyridin-2-ylmethyl- hydrazine (step A) (prepared in
analogy to examples described in T. Org, Chem, 1984, 49, 336-42) and
3-chloro-2-methylbenzenesulfony'i chloride (step C) as off-white solid. MS

(S HR %A M) NEXaBRle B6:id3-2-yimethyl-2,3-dibydro- 1K -indazol-5-y1)-

%ﬁ%%%?ﬁﬂéﬂéﬁ%i gdroxy-2-methyl-propyl)-3-oxo-2,3-dihydro-1H-indazoI-5-
ylf-3-tr

alogy to example 32 usin idin-2-vimethyi- hydrazine (step A)
e B e BN A e ot a ey Asbey

luoromethyl-benzenesulfonamide This compound was obtained in

a3 90 for rRERRAB EhzBRES o AAeRleTids (Ehes ©) aSaff-Wirite 1984, 49,

Soliehk W& {, £S04 48 :BefiviOitl+9n Bosorplechléride (step ) as off-white solid.

I}Jﬂ]{@@ﬁq&%qm@&«pxo-Z,3-dihydro-IH-indazoI- 5-yl)-3-chloro-4-fluoro-

e |

benzenesulfonamide This compound was obtained in analogy to example

32 sing-4-chloro-2-fluoro-5-nitro- 25 benzoic acid,

benzylhydrazine.2HC1(step A) and 3-chloro-4-fluorobenzenesuifonyl
SIS, (2100454 99 2 Ight Drown, S0l M E312) 8034 VR, Bxamele

Oro-Z-metnyi-J ta s iCazel-o-yij-

Nepesseripmereifero-3-oxo-2,3-dihydro-1H-indazol-5-yl)-4-flixoro-3-trifluor
omethy. benzenesulfonamide -41- This compound was obtained in

analceyRy ExamleBzinsing nchiptee 2fuurs-Snittog bendoic aold;ethyl-
bedzyiydeaging 2htpatsteR Aang dfbuenesBs described in 7. Org. Chem. 1984, 49,

i > l lid. M.
le%ﬁ;agg%hgéeﬂ%%?ﬁﬁ%%&&l&% aJigky brown solid M3 s

(@gﬁégﬁ%ﬁé&éﬁgrb-é-oxo-z,3-dihydro-

IH-indazol-5-yl)-3-chloro-2-methyl-

Example 56:

4-Fhuoro-N-{1-{2-hydroxy-2-methyl-propyl)-3-oxe-2,3-dihydro- 1 H-indazol-5-v1]-3-
trifluoromethyl-benzenesulfonamide

This Compound was obtained in analogy to example 32 using pyridin-2-yimethyl-
hydrazine (step A) (prepared as described in Bivorg. Med. Chem. 2004, 12, 1357-1366) and
4-fluoro-3-trifluoromethylbenzenesulfony! chicride (step C) as off-white solid. MS (ESI™):
448.3 [M+H]").

Hxample 57:

N-(1-Benzyl-6~chloro-3-oxo-2,3-dihydro-1H-indazol- Swyl)wsmchloro—é—ﬂuoro—'

benzenesulfonamide

This compound was obtained in analogy to example 32 using 4-chloro-2-fluoro-5-nitro-
benzoic acid, benzylhydrazine 2FCl (step A) and 3-chloro-4-fluorobenzenesulfonyl
chloride (step C) as a Light brown solid. MS (BSI): 464.1 [M-E1).

Exarple 58:

N-(1-Benzyl-6~chloro-3-oxo-2,3-dihydro-1H-indazol-3-y])-4-flaoro-3-trifluoromethyl-

benzenesulfonamide
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benzenesulfonamide This compound was obtained in analogy to example
32 using 4-chioro-2-fluoro-5-nitr-o- benzoic acid,
benzylhydrazine.2HC1(step A) and 3-chloro-2-methylbenzenesuiffonyl 10
chloride (step C) as a light brown solid. MS (ESi-): 460.0 [M-H' J-).
Example 60:

N-(1-Benzyl-6-chloro-3-oxo-2,3- d|hydrole indazol-5-yl)-2,3-dichloro-

Thenzenssulfonamide Thisisampesnd was.obtained:ip Aralogy 1068¥aMPlgy o
%gzggggéqg%%%ﬁl (grgbg:{@tr@t 15 benzoig acid, benzylhydrazine.2HCI
or

step A) and 0-benzene chioride (step C) as a light
Jg)(;ﬁ]ay zeggsluj A% diuw F'-I S)teEétﬁ#‘p’}él t-brown solid. MS [ESI): 498 .0

M—@ianzyl 6-chloro-3-o0xo0-2,3-dihydro-IH-indazol-5-vl)-3-cyano-benzenes

ulfonaxnide This compound was obtained in analogy to example 32 using

Heeohdr 62-fluoro- 5- nitro 20 benzoic acid, benzylhydrazine.2HC1(step A)
and 3-cyano-benzenesulfonyl chloride (step C) as a light brown solid. MS
NE SIBEn43760cHibtd 3. dxsamplie®dio- 1 H-indazol-5-y1)-3-chloro-2-methyl-
N:61:Benzyl-6-¢hloro-3-oxo-2,3-dihydro-1
H-indazol-5-yl)-3-chloro-benzenesulfonamide This compound was
ﬂthalé'Ide |_n§ alo%%to e>g,ample 32 using 4 (.fh 0-2-fluoro-5-ni-tro- 25
Senzoie acl enzy ﬁ“f dr; azmetﬁl—‘l?ff(sfg &iipe <-cloro-2- BadES-5-nico-
@I&?ﬁo@é&%ﬁ@éﬁéﬁw ?éﬁ%rﬁﬁép(é\tbﬁxb% &l er White SNt msESiopy]
A6 L] Mr]O) Exalighleb63yNsolid. MS (ESI): 460.0 [M-H]).
(1-Benzyl-6-chloro-3-o0xo0-2,3-dihydro-1H-indazol-5-yl)-4-chloro-3-trif.uoro
EreHpt-doenzenesulfonamide -42- This compound was obtained in
analogy to example 32 using 4- chloro-2 -fluoro- 5 -nitro- benzoic acid,
wenzdhydrazinR2HCh(step Aianch dreniQraz3i-5-v1)-2,3-dichlore-
btrlfluoro‘gflath [} nzenesulfonyl chloride (step C) as a white solid. MS
-H]). 5 Example 64:
1 Benzyl-6-chlo o OX0- -2,3- d dro IH-i da20| -5- yI)-%—ldlfluorgmethoxy
OZ‘ER%‘%/% S\ﬁlél% manulo 1o exampie 32 using £-chioro-2-thuore-5-nitro-
benzou: acid, benzylh}fﬁrazmﬂ 2HCl (step A) and 2,3-dichloro-benzenesulfonyl chiori de
(step C} a5 2 light brown solid. MS (BST'): 480.1 [M-H]7).
Exampie 61:
N-(1-Benzyl-6-chlore-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-cyano-benzenesulfonaznide
This compound was obtained 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 (BSI"): 437.0 [M-HI").
Exarople 62
N-(1-Benzyl-6-chloro-3-o0x0-2,3-dihydro-1H-indazol-5-y1)- 3-chloro-benzenesulfonzmide
This 5ompound was obtained in analogy to example 32 using 4-chloro-2-fucre-5-nitro-
benzoic acid, benzylhydrazine 2HCI (step A) and 3-chloro-benzenesulfonyl chioride (step
C) as & white solid. MS (BST): 446.1 [M-H]").
Bxample 63:

N-(1-Benzyl-6-chloro-3-ox0-2,3-dihydro-1H-indazol-5-y1}-4-chlore-3-triftucrometiyl-

benzenesutfonamide
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Tills compound was obtained in analogy to example 32 using
4-clloro-2-fluoro-5-nitro benzoic acid, benzylhydrazine.2HCi (step A) and
4-chioro-3 10 trifluorornethylbenzenesulfonyl chloride (step C) as a white
solid. MS (EST-): 478.0 [M-H]-). Example 65:
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro- JH-indazol-5-yl)-2-trifluoromethyl-
benzenesulfonamide 15 This compouﬁé“ as obtained in analogy to

EXRMBIG 32 MSING Arehloro: 2 fluoy %ééﬂﬁgk%%c‘g 8y 62 Arioro-S-nitro-
%grgglhxqra%me. Hgl&stegﬁaﬂz{n 1 2-triflugromethylbenzenesulfony

chloride (Step Cy a8 H Hite St W%‘A(E@-)?*%@.Bgim-m'). Example 66:
[jifuoromethylbenzenesulfonyl chioride (step C) as a white solid.
(-Beiszyl-Brehlardo-310xo0-2,3-dihydro-IH-indazol-5-yl)-3-trifluoromethoxy-

20 benzenesulfonamide This compound was obtained in analogy to
example 2 using 4-chloro-2-fluoro-5-nitro- benzoic acid,
benzylhydrazine.2HCI (step A) and 3-trifluoromethoxybenzenesulfonyl

@tﬂ@r@@xﬁm@)o@@@mu@,ﬁgkﬂy&%@fﬁfﬂfaa%a%{%%ﬁu@@@al&%?1
%%&ég%gna}ﬁghIoro-3-oxo-2,3-d|hydro-lH-|ndazol-5-yl)-2,5-d|fluor -
benzenasuttonamide This compound was obtained in analogy to example

3§ using 4-c’hloro-2-fluorg-5-nitro- benzoic acid, .~ .
benzy ez ME S HC TR AT ARG 2 iffubtobe 28R ésttryirc RS -nitro-
(atepri sl gt reck awotie 2NIS (HETA):ad 2 9Hwad-}- 30 Example 68:

-43ir (i Benkyh f-ehigronseXRn2d3- diydro a1 H-ingdazetis:-yl)-2,4-dichloro-
l}gg@gpﬁ%@_@&im@%{his compound was obtained in analogy to example

32 using 4-chloro-2-fluoro-5-nitro- benzoic acid, benzylhydrazine.2HC1
(ﬁ}%glr@)e le 2,4-dichlorobenzenesulfonyl chloride 5 (step C) as a light

browrt solid. MS (ESI+): 482.4 (M+Hj+). Example 69:

Elie ittt et eh st e a e e e
benzenesulfonamide

This compound was obtained in analogy to example 32 using 4-chloro-2-flucro-5-nitro-

benzoic acid, benzylhydrazine. 2HCI (step A) and 2-trifluoromethylbenzenesulfonyl
chloride (step C) as a white solid. MS (ESI"): 480.0 [M-H]™).

Example 66:

N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-v1)-3-trifluoromethoxy-

henzenesulfonamide

This compound was obtained in analogy to example 32 using 4-chloro-2-fluore-5-nitro-
benzoic acid, benzylhydrazine. 2HCI (step A) and 3-trifiuoromethoxybenzenesulfonyl

* chloride (step C) as a wiite solid. MS (ESI"): 496.4 [M-H].

Example 67:

N-(1-Benzyl-6-chlore-3-ox0-2,3-dihydro- 1H~indazol-5-y1)-2,5-difluoro-

benzenesulfonamide

This compound was obtained in analogy to example 32 using 4-chloro-2-fluoro-5-nitro-
benzoic acid, benzylhydrazine 2HCI (step A} and 2,5-diftuorobenzenesuifonyl chloride
(step C) as a light red solid. M.S (BSI) 447.9 [M-FH}").

Example 68:
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benzenesuifonamide This compound was obtained in analogy to example
32 using 4-chloro-2-fluoro-5-nitro- 10 benzoic acid,
benzylhydrazine.2HC1(step A) and 3-chloro-2-fluorobenzenesulfonyl
chloride (step C) as a yellow solid. MS (EST"): 464.1 [M-Hj"). Example 70:
N-(l-Benzyl-6-ch|oro-3-oxo-2,3-dihydroc;ia-indazol-5-yl)-3-trif|uoromethyl-
benzenesulfonamide 15 This compounditas obtained in analogy to

-_-r:- _'..f 'Z-_' hi_--’_ic"o_
%éﬁ?ﬁ%ﬁ%ﬁ%%g R A L ey et Sty

cHioHiaE s %aﬁ’)l s a light red solid. MS (ESi ): 480.0 [M-H] "). Example

71 \ ) ,
NI BRRPOHBLHI RSB 12 2R alATaFe TERTRIRIA 261 151yh 45 cbiterol Aot g nitro-
Petrervendduifopiapdide Thiitrpaund was gbisiheddbeanalogyta,: chioride

exapple: 32 iising:-dnehiora- 2Muero=3-niika; bgnzeie acid,
benzylhydrazine.2HC1(step A) and 3-chloro-6-fluorobenzenesulfonyl
qhipride (iep C) as a brown solid. MS 'EST-): 464.1 [M-H)'). Example 72:
25

-(1+E -6-6hloro-3-0x052, 3=¢linvdrosiH-indazal-5-y1)-2-chlorg-beazene
gﬂfg}r?a?%ié e gT%Els&é%BrﬁB%%orjicf v:\é/é?lsY g\'{f)cfgr%j ?r%%‘ﬁ%&é _%HOC%I)? ﬁiéT %2%sing
RS SAUBFYHS-nitro- benzoic acid, ben-7inydrazine.2HC1(step A) and
2-chlorobenzenesulfonyl chloride (step C) as a light brown solid. MS
(Egsf@?%ﬁdl maq_ﬁ?y’g@ggmmér:p@g}a@ example 32 using 4-chloro-2-fluoro-5-nitro-
(1eBenzytid-Dhtupt:Baontm? Badihjieo-indazol-ohyb-3-cilasecbmatyliony!
W@ﬁm@m%ﬁ@@gg@@@@m@g&b@mﬁm analogy to example

32 using 2-chloro-6-fluoro-3-nitro- benzoic aci
ygtazine.2HC1(step A) and 3-chloro-4-fiuorobenzenesuifonyl 5
chloride (step C) as a light brown solid. MS (ESI'): 460.1 [M-HI, ).

@ﬁé@z}%‘? Br0-385%G-2 By o TR AR 1S S e8RS Biuoro

onamide

"his compound was obtzined in analogy to example 32 using 4-chloro-2-fluoro-5-nitro-
benzoic acid, benzylhydrazine. 2HCI {step A) and 3-trifiuoromethyibenzenesulfonyl
chloride (step C) as a light red solid. MS (ESI): 480.0 [M-H]".

Example 71:

N-(1-Benzyl-6-chloro-3-0x0-2,3-dihydro-1H-indazo}-5-y1)-5-chloro-2-fluore-
benzenesulfonamide

This compound was obtained in analogy to example 32 using 4-chloro-2-fluoro-5-ritro-
benzoic acid, benzyihydrazine 2HCl (step A) and 3-chloro-6-fluorobenzenesulionyl
chioride (step C) as a brown solid. MS (BESI'): 464.1 [M-H])

Example 72:
N-(1-Benzyl-6-chloro-3-ox0-2,3-dihydro-1H-indazol-5-v1)-2-chioro-benzenesulfonamide

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

Example 73:
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benzenesuifonamide This compound was obtained in analogy to example
32 using 2,4-difluoro-5-nitro-benzoic 10 acid, benzylhydrazine.2HC1(step
A) and 4-fluoro-3-trifluoromethyl’'oenzenesulfon3,1 chloride (step C) as a
light brown solid. MS (ESr): 484.5 [M+HI+). Example 75:
N-(1-Benzyl-6-fluoro-3-oxo-2,3- dEr)rdr rIH-indazol-5-y1)-2,3-dichloro-
benzenesulfonamide 15 This compoun&was obtained in analogy to

(exnple:3214siNg &x4-diHUBRORIiHA:RENZOIS. ACHdoro-2-methyl-
% M %‘I}]‘ 2HC1(step A) and 2,3- dlchlorobenzenesulfonyl chloride
step C [

?ﬂ brown solid. MS (ESI-): 464.1 [M-H] -), Example 76:

(1 Benzyls6- quo XO- -2,3-dihvdro-IH- |nd oI 5- 4- d| oro- 20
& Comm”ﬁ foR& ea‘uf ﬁls”%oﬁ%bduna WAZ Bista %S&nlgihéﬁfﬁy g{‘é%fi#'f@m’

‘Henzenes

beprikiag S MRRAGE B RRrsIbe Meich herd béhlzmwdﬁa@mgﬂmeeﬁecplﬂ)

che 2:4sdicl)robehferiesuticniddchorids(stepoG){as = light brown solid.
MS (ESI-): 464.1 [M-Hj j. Example 77: 25

P{d-Benzyl-6-fluoro-3-oxo-2,3-dihydro-IH-indazol-5-y1)-3-chloro-2-fluoro-
benzenesulfonamide This compound was obtained in analogy to example

2B2:using, 2 ¢t ifluoramire-bgpzoic: acids henavihydrazing. 2HGH (Step A1

D%nd 3-chloro-2- ﬂuorobenzenesulfonyl chloride (step C) as alight brown
Sofid. M (Earie 447 9 [|v| H[) -45- Example 78:

,HSIxé Benz Lﬂ:g-fluor -dihvdro-1H-indazol-5- 1) 5- ro-2-fluoro-
KA PR CARBER 6 G Bl %@iiwané%%% SR 20
agg, Lmzﬁ?gfléyspr@mu@?é@r{m@@éﬁz@é Buaeid3 sedzpitopdesrierzelChdiep!

cAbaded B:ghtores6-fiderohenzenesulfonykrhlande (srepiC). as a light
brown solid. MS (ESI-): 447.9 [M-Hi "). Example 79:

Example 75:

N-{1-Benzyl-6-fluore-3~oxo-2,3-dihydro- 1H-indazol-5-y1)-2,3-dichioro-

benzenesulfonarmde

This compound was obtained in analogy to example 32 using 2,4-difluoro-5-nitro-benzoic
acid, benzylhydrazine 2HCL (step A) and 2,3-dichlorobenzenesulfonyl chloride (step C) as
a fight brown solid. MS (ESI): 464.1 [M-H1).

Example 76:

N-(1-Benzyl-6-fluoro-3~ox0-2,3-dihvdro- 1 H-indazol-5-y1)-2,4-dichloro-

benzenesutfonamide

This compound was obtained in analogy to example 32 using 2,4-difluore-5-nitro-benzoic
acid, benzylhydrazine.2HCl {step A) and 2,4-dichlorobenzenesuifonyl chloride (step C) as
2 light brown solid. MS (ESI): 464.1 [M-F]).

Example 77:

N-( 1~Benz5fl—6—ﬂuoro—3—0}{0-2,3~dihydxo~ 1H-indazol-5-v1)-3-chloro-2-fluoro-
benzenesulfonamide

This compound was obtained in analogy to example 32 using 2,4-diflnoro-35-nitro-benzoic
acid, benzylhydrazine 2HCI (step A) and 3-chloro-2-fluorobenzenesulfonyl chloride (step
C) as a light brown solid. MS (BSI): 447.9 [M-H]7). .
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N-(I-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-trifluoromethoxybenzenesulfonyl
chloride (step C) as a light brown solic_i.él\é@ (ESI+): 482.4 [M+H]T).
Example 80: 3-Chloro-N- [
Bttty oloenzvl)-3-oxo-2,3-dihydro-IH-indazol-5-yl]- 15
benzenesulfonamide Step A]
1\5(4_1'@Mﬂ_‘_}g%Z%%%BQZ%%M@%M6§BQQE~S-C oro-2-tlugro-
%—N|t£_oélgZ-d@%g{gémdazol-&one (prepared according to Org. _Synt . 1949,
ﬁfor em Ber. 1942, 75, 1104) (0.7 g) was suspended in 1 N NaOH
(f} mlg)gand sc'{;rred?;or.‘ 10 minutes at 75C. 4-Fluorobenzylbromide (0.48 .
ML} AERRBR R trBp VIS POVET 25 HBDIG ST RERe AdicHwas Stirieg-benzoic
Gvskrighi ARt weis Giidht ety witheZ R-HQro(densotbionanwhiléadalingrife (step
an ige hath bihenyseipiatenyas collected by filtration and the crude solid
was either purified by flash column chromatography or by trituration with
etnente give pure I-(4-fluoro-benzyl)-5-nitro-I,2-dihydro-indazol-3-one. MS
(EST): 286.1 [M-H] ). Step B] 5-Amino- 1 - (4-fluoro-benzyl) - 1,2-
dfydso-inAaral3,:096,25. 79 ASAMIAROh 40z o 5v1).3.cr
%flu%ﬁ%g\?%ﬁ%ﬁ jg-dihydro?i?n{délz%ﬁfcf’n’éh(d Fr RN KT8 e,
%1 T W3S Eated Pd/C(10%) catalyst (0.1 g) and the reaction mixture
#35 stirred for three hours at 40C under a %gzgen atmosphere using a _
TOOHPRHEIATES R RS TRl BREHE WAt e d thfoligpro- -nitro-benzoic
@aftéguniviineis wWathdetwith) moté-EiDdeofiteh combinetaiganichioride
selkfion wasievaparatedin vacusfor afford the desired 5-amino-I-(4 30
fluoro-benzyl)-1,2-dihydro-indazol-3-one (0.617 g) which was taken into
the next gieaction withoutfurther purification. MS (ESh’): 258.3 ([M+H]').
-46- Step C)
SenoroN-HA-intocbezv 20602 Fridr o Ingaz - ony)-
benzenesyliona -fide To a solution o -
S ARG A TBS-benzyl)-1,2-dihydro-indazol-3-one (0.100 g) in pyridine
%1 mL) was added 3-chlorobenzenesulfonylchoride (0.082 g) in one go.
e éjsoluﬁib@%’@@é”%ﬁ*‘é@é}c”éﬁ%lﬂCﬁgﬂ%Qﬂ@Wri@iﬁ%ﬁwas then
removed in vacuo and the residue was dissolved in EtOAc/water and ‘
seEratéd-Hhedaauetuephase Wiy esadasteddng to Org. Synth, 1949, 29, 54 or
Chem Ber. 1942, 75, 1104) (0.7 g) was suspended in 1 N NaOFH (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 guenched with 2 N HCJ {aq.) solution
while cooling in an ice bath. The precipitate was collected by filtration and the crude solid
was either purified by flash column chromatography or by trituration with ether to give

pure 1-(4-flucro-benzyl)-5-nitro-1,2-dihydro-indazol-3-one. M5 (ESI): 286.1 [M-H]".
Step B] 5-Amino-1-(4-fluoro-benzyl)-1,2-dihydro-indazol-3-one

To & sclation of 1-{4~fluoro-benzyl)-5-nitro-1,2-dibydro-indazol-3-one (0.81 g) in MeOH
(100 mL) was added PA/C(10%) catalyst (0.1 ¢) 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 ¢) which was taken into the next
reaction without further purification. MS (EST™): 258.3 ([M+H]™).
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further two times with EtOAc and the combined organic phases were
washed with brine and dried over sodium sulfate. The drying agent was
removed by filtration and the volatiles were removed in vacuo to afford a
crude residue. The crude material was purified 10 via flash column
chromatography eluting with EtOAc/nHeptane/I%AcOH) to afford the
desired 3-chloro-N-(i -(4-fluoro-benzyl)- 3%&0 2,3-dihydro-IH-indazol-5-yl] -
bérzeDesultomarniden(.087. ) &%.2 brown-s S{ESI+

[Ma:HE) - Example 81 g gﬁluoromﬁr%xy N- [ e dﬁ%m) lﬁsma&m 57l
[-(4-fluoro-benzyl)-3-oxo-2,3-dihydro- 1H- mdazol 5-yl]- 15

>fo rnide This nd was obtained in analogy to example
b?gf?ﬁgf‘é’ am?n%- seail q r‘éc %%C%?%“P?Hﬂw@ﬁ%@z@%héﬁna 0.100 g) in

%&%méﬁé@héﬁmhmmmm@ph&)m (angmgpr@w@es@nq%
MS‘{E@P‘#’)E%&A{&&[M B JoExahplR 8212 ridine was then remove

d1
4l O kORI ki3 g&f,légpﬁg 33:0%972,3:dihydrg-1H-indazol-5-ylj BLRfue &
ver ﬂ?@%ﬂ} %ﬁfI?IS co pagﬁn WaS %%ut%?ﬁéakfﬁsﬁﬁéfoﬁﬁémd 2

r b nzene m

iaEgt%tpe 80%usm a“‘r’%élgn% &Pﬁﬁ%ﬁ &) Nreapigithages svdaveliBhmih brine
aEﬁH{ BER) ﬁ?mﬁé?éﬁ%@ﬂqywenmmms chioride lﬂ$t§@r@oﬁ%ﬁd ight
bmmgohckelvt&éﬁm ¥8203d 2 rEELLv)4 ZQEWPL% S

S CETIALS ARG Pride material ‘was puru:;ec

Lsuerspen S 3G hﬁ”‘o? e e o wiond e

compound was o falrfi(gi GV o e i BBydaingH-indazal-5-y1] -
e R e (%éﬁ&g}ﬁbz dlitryureeltlaZokBSOhesand [hvi-+F1*).
3-dihydro-1,4-be,zodioxine-6-suifonyl chloride 30 (step C) as alight brown
%WM@SGESI -): 456.5 [M-H]-). Example 84: -47- 2,4-Dichloro-N- [ 1-
(4-fluoro-benzyl)-3-oxo-2,3-dihydro- IH-indazol-5-yl]-6-methyl- b

én@eﬁ@@mmmmg@ﬁmemwwm@@qdd&m qgy. itﬂd%c?im%lﬁu
g Bamineilk(4-fluoro- benzyl)-1,2-dihydro-indazol-3-one and
2,4-dichloro-6-methylbenzenesulfonyi chloride 5 (step C) as a light brown

solid cMéoﬁhﬁ)éaéggtﬂMﬂﬂ{Qﬂow to example 80 using 5-amino-1-(4-flugro-

benzyl)-1,2-dibydro-indazol-3-one and 3- dlﬂuorometnoxybenzenesulmnyl chioride (step
C) as 2 light brown solid. MS (ESI™): 464.4 [M~+H]™.

Example 82:

4-Fluoro-N-[1-(4-fluoro- -benzyl)-3-0x0-2,5- -dihvdro- 1H-indazol-5- ylj-3- ~triflnoromethyl-
benzenesulfonamide

This compound was obtained in analogy to example 80 using 5-amino-1-(4-fluoro-
benzyl)-1,2-dihydro-indazol-3-one and 4-fuoro-3- -trifiuoromethylbenzenesulfonyl
chioride (step C) asa light brown solid. MS ( E8I7): 482.3 [M-H].

Example 83:

2,3-Dihydro-benzo[1,4]dicxine-6-sulfonic acid [1 (4-ﬂu0ro—benzyl)—S—oxo-Eﬁ—dihydro»
1H~indazol-5-vl]-amide

This compound was obtained in analogy to example 80 using 5-arnine-1-(4-fluoro-

benzyl)-1,2-dihydro-indazel-3-one and 3- ~dihydro-1,4-benzodioxine-6- -sulfonyl chioride
{step C) as 2 Yight brown solid. MS (ESI"): 456.5 [M-H]),

Example 84
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Example 85: 5-Chloro-2,4-difluoro-N-[
I-(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)-1,2-dihydro-indazol-3-one and
3-chloro-4,6-difluorobenzenesulfonyl chloride (step C) as an off-white
solid. MS (ESI+): 468.4 [M-H]"). Examplé 85: 4- ChIoro-2,5-diquero-N-[
2AaihRngY! 43ﬂ%902b§r9g1y%r%4m@%% -indazel-5-yl)-6-methy-
enzene Ifonamide 15 This compound was o tained in ana ogy to :
e?(%?ﬁﬁ?é %-amino-I-(4-fluoro- benzyl)-1,2-dihydro-indazol-3-one
and 4-chloro-2,5- dlfluorobenzenesulfonyl chloride (step C) as an off-white
BT PE RT3 29 BRI TR AL A0 Ea A e B Pl CRfis D Szmino- L - (4-fluoro-
Wt flircrd-tenzyt)-3rduwiZ; Sedihwet Osindarhdird-pldn2thdibvie?Balfony] chioride

fheszenesulfonamide-T hiscampaeynt was o0 in analogy to example
80 using 5-amino-I-(4-fluoro- benzyi)-1,2- dlhhjgrrc%?lﬂzjazol 3-one and

ewsmethylbenzenesuifonyl chloride (step C) as an off-white solid.
MS( SI+) 446.0 [M+H Example 88: 25 '

Lildduprokenah dharo A dioindagol s ylbbearensouly.

nam IS compoun s obtal analogy to example

eé?ﬁﬁﬁ%“— L ﬁrfftﬁ%‘f}f"- benzy1)-1,2-dihydro-indazo1-3-one and

3- cyanobenzenesulfonyl chloride (step C) as light brown solid. MS (ESI+):
‘B3% tIMRERd PRERITIESY: n AgRGpiftssade B ulogie-agitho-1- (4-fuoro-
Hletdytiubiodiengyl)iddaxa-2;3hAydre-dibindazal iBudle Bamide-70B nyl chloride
campoynd.wasohtaingdin pralegy)to example-86 using

5-amino-I-(4-fluoro- benzyl)-1, 2 -dihydro-indazol- -one and
thalenesulfonyl chloride (step C) as light 5 brown solid. MS (ESI+):
448 [M+H]+). Example 90:

4-Chicro-2,5-diffuero-N-[1-(4-fluoro-benzyl)-3-0x0-2,3-dihydro-1H-indazol- 5-y1}-
tenzenesulfonamide

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

Example 87;

3-Chloro--{1-(4-fluoro-benzyl)-3-0x0-2,3-dihydro-indazol-5-y1]-2-methyi-
benzenesulfonamide

"This compound was obtained in analogy to example 80 using 5-amino-1-(4-fAuoro-
benzyl)-1,2-dihydro-indazol-3-one and 3-chloro-2-methylbenzenesulfonyl chioride (step
C) as an off-white solid. MS (ESI™): 446.0 [M+F ™).

Example 88:
3-Cyano-|1-{4-fluoro-benzyl)-3-0x0-2,3-dthydro-indazol-5-y1]-b enzenesulfonamide

This compound was obtained in analogy to example 80 using 5-amimo-1-(4-fluoro-
benzyl)-1,2-dihydro-indazol-3-one and 3-cyanobenzenesuifonyl chloride (step C) as light
brown solid. MS (BESTT): 423.1 [M+H]™).

Example 8%
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3-Chloro-4-fluoro-N- '
[1-(4-fluoro-benzyl)-3-ox0-2,3-dih.ydro-1H-indazol-5-yl]-
benzenesulfonarnide This compound was obtained in analogy to example
80 using 5-amino-I-(4-fluoro 10 benzyl)-1,2-dihydro-indazol-3-one and
3-chloro-4-fluorobenzenesulfonyl chloride (step C) as light brown foam.
MS (ESI+): 449.9 [M+HI.+) Example 9153

NepoRariht3, Adiioro;benzyr hoxes 4 iyl ozindazalmull-4 melivls) s -vi)-

benzenesulfonaxnide 15 This compound was obtained in‘analogy to
aJLé%l(aﬁmple 80 using 3,4-difluorobenzylbromide (step A) and
-ehloro-2-methylbenzenesulfonyl chloride (step C) as a white solid, MS
T grjxpfé&%mgl_igﬁ‘%mﬁ ; éﬁﬂ@@f 8 EXATBRLE [8% using S-amine-1-{4-fluoro-
benggl 4 difdibnoerinyidz@loko2; 3rdiRydrpbindszek 8l fhlorpie 28ep C) as Light
beenzenesufonamite /4¥s campund was obtained in analogy to example
80 using 3,4-difluorobenzylbromide (step A) and

r3achiprocd-fluorobenzenesulfonyl chloride (step C) as a white solid. MS
(ESF): 468.4 IM-H]'). Example 93: 25

3Ldﬁo%DM{9J96b@ﬂflxléawgazbéa%tiyw%t%é@%%%g}%xﬂaﬁ‘rﬁuﬂ{@éoﬂt&a?fo

. methyl- benzenesulfonamide This compound was obtained in analogy to
PEREIPTE ISR 3,4-difluorobenzylbromide (step A) and
4-fluoro-3-trifluoromethvl'oenzenesulfonyh chloride (step C) as a white
TP TS PE SRS SUER MR SRR RBE AsREhigRTe- 1- (4-Tuoro-
blef3y&-diflubhy-BenzylaBoker@ 3:diiy drtpineadolebeynzenesulfonyl chloride (step
chanzenessienamide,Ehisscompound was obtained in analogy to

example 80 using 3,4-difiuorobenzylbromide (step A) and
-chiprebhenzenesulfonyl chloride (step C) as an organge solid. MS (ESi+):
5 450.3 [MH]+). Example 95: 1 X3,4-DZfInnro-linnycrl |-~-4xf} 'l 2_.i~S~

3‘-%}1170,1?0-!{'1'—'(3,4~diﬂuoro—benzy1}~3—0X0-2,3—dihyéro~indazol~5-y1] -2-methyl-
benzenesulfonamide

This compound. was obtained in analogy to example 80 using 3,4-difluorobenzylbromide
(step A) and 3-c:hioro-2~methyﬁ>enzenesulfonyl chioride (step C) as a white solid. MS
(BST™): 464.3 [M+H]™).

Example 92:

3-Chioro-{1-(3,4~-difluoro-benzyl)-3-0xo-2,3-dihydro~indazol-5-yl}-4-fluoro-
benzenesulfonamide

This compound was obtained in analogy to example 80 using 3,4-diflucrobenzylbromide
{step A} and 3-chloro-4-fluorobenzenesulfonyl chioride (step C) as a white solid. M$
(ESI™): 468.4 [MI+FHI™).

Example 53:

[1-(3,4-Difluoro-benzyl )} 3-0x0-2,3-dihvdro-indazol-5-y1}-4-fluoro-3-trifluoromethyl-

benzenesutfon amide

This compound was obtained in analogy to example 80 using 3,4-diflnorcbenzylbromide
(step A} and 4—-fluoro-3-trifluoromethylbenzenesulfonyl chloride (step C) as a white solid.
MS (BSI™): 502.1 [M+HTT.
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="M ->-0y...v ..daZvi-7-y J-3-tr.iluorom.eu.cb~- benzenesulfonamide This
compound was obtained in analogy to example 80 using
3,4-difluorobenzylbromide 10 (step A) and
3-trifluoromethoxybenzenesulfonyl chloride (step C) as a white solid. MS
(ESI+): 500.3 [M+H]+). Example 96: 2,4-Dichloro-I
1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydr % indazol-5-yll-5-methyl-

nesulfonamide 15 This compound was obtained in analogy to
example 80 using 3,4- difluorobenzylbromide (step A) and

1POr0z5 hI quo ) as.a.white soli .
Bﬁ/lﬁgﬂg(% ?)%QS%S[EMé%Wxamp et %Q % ogrgoZCl 55 I?bpm‘enes onamide

4-difluore-ben 0x0 2,3-dihydro-indaza 5 -yl]- 2
’%(%%nzengsuﬁ%nam 2J‘Fh|sﬂé(%r;‘ﬁmf')}l‘il R RAEBBta e’ﬂsfﬁta?'iaTSﬂ%}JPdcg?ﬁﬁi’BTéDmm
(geR RT3 %%@%@ﬁfwmm@owﬂéé stepefAgas an organge solid. MS (ESI™):
433 dikékidiorbenzenesulfonyl chloride (step C) as a white solid. MS
(ESI+): 484.4 [M=H]+). Example 98: 25
Fhraiektoro-[1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yP-2-fluo
ro- benzenesulfonamide This compound was obtained in analogy to

[exampensQ dsing 314 difluosobeneylrom de, (Stepr). and:oro methoy-

b%ti é@#ﬂ’g- ﬂfgélorobenzenesulfonyl chloride (step C) as a white solid.
21 [M+H]+). -50- Example 99: 2,4,5- Trlchloro-

'lE)Elu(S 4- dlfluoc[o benz Q}};g-oxo \3- dlh%?ro m?azol -5-yl]-

ehzeRBaUTORAmIde R SABSaN A ABB %ﬁpe‘dsiﬁta%ﬁﬂmcg}t&?ﬁ&éomﬂ“
(BonA n’ﬂ@l@ Iigtepsropehoyibreraidessl {erspicanit (step C) as a white solid. MS
(BA'B-fichod:beNZenesulfony chloride (step C) as a white solid, MS

(ESI+): 520.3 [M+H]+). Example 100:

Exarnple 96:

2,4—Dich}0ro—i1—(3,4»~diﬂuor0~b&nzyl)-3—0X0—2,3~dil1}rdr0—indazol~5~jfl]—5-methyl-
benzenesulfonamide

This compound was obtained in analogy to example 80 using 3,4-diftuarobenzylbromide
(step A) and 2,4-dichloro-5-methylbenzenesulfonyl chloride (step C) as a white solid. MS
(ESI™): 458.4 [M+HJ™.

Example 97:

3,4-Dichloro-[1-(3,4-diflucro-benzyl)-3-o0x0-2,3-dihydro-indazol-5-v1-
benzenesulfonamide

This compound was obtained in analogy to example 80 using 3,4-diffuorobenzyibromide
(step A) and 3.4-dichloro-benzenesulfonyl chloride (step C) as a white solid. MS (2ST):
484.4 [M+H]").

Example 98:

4,5-Dichloro-1-(3,4-diflucro-benzyl)-3-0x0-2,3-dihydre-indazol-5-yl}-2-flaoro-
benzenesulfonamide

This compound was obtained in analogy to example 80 using 3,4-difluorobenzyibromide
(step A) and 3,4-dichloro-6-fluorobenzenesulfonyl chloride (step C) as 2 white solid. MS
(BSTT): 302.1 [M+EH]™).
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2,3-Dichloro-[1-(3,4-difluoro-benzyl)-3-oxo-2,3 -dihydro-indazol-5-yl]- b
enzenesulfonamide to 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-[
1-(3,4-diquoro-benzyI)-3-oxo-2,3-dihydr%Oindazoi-S-yI]-G-methyI- 15

sgﬂ%glfonamide This compound was obtained in analogy to example
80 using 3,4-difluorobenzylbromide (step A) and

A-dichloro-6-methylhenzenesulfqnyl chloride (step C).as a white solid.
B e AT A 18- - Loy aro imdaral 57
ekt -difluoro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-5-yl;

-4-fluoro- benzenesulfonamide This compound was obtained in analogy to
erganpie 8ousinge2 4idifluormohémgytbromide i Stepsijpand difivorobenzytbromide
Greplarend:fiugrobrarenasuienyd shiatde (step.Clias @nink selid MS vis (msr:

gg@;}@‘# 44} [M+Hj+). 25 Example 103: N- [ 1-
(2,4-Difluoro-benzyl)-3-oxo-2,3-dihydr&- IH-indazol-5-yl] -4-fluoro-3-

g}ig‘luorf)e g&hyl-benzenesulfonamide -51- This compound was obtained in
anaérflo%y 0 éxample 80 using 2,4-difluorobenzylbromide (step A) and

-flugro-3-triflupromethylbenzengsulfonyl chloride (step C) as a white
pebRire s R S pe bl e e
BegigiertKppeng@da-difluoro-benzyl)-3-oxo-2,3-dihydro-|
H-indazol-5-yllI-2-methyi- benzenesulfonamide This compound was
Obiamerbimadalegybtel exdimple BGusing 2-4xdifitonoherizylatomies ffgti@promide
Aand 3rehiorar2ametbibenzenesyt fanyk chloride ¢step,Ghas. awhites (o,
i%q [M§H(F§”)i464-3 [M+H]). 10 Example 105:

Example 101:

2,4-Dichloro-[1-(3,4-difluoro-benzyl)-3-ox0-2,3-dihydro-indazol-5-yl] -6-methvl
benzenesulfonamide

This compound was obtained in analogy to exaruple 80 using 3,4-difluorobenzylbromide
(step A) and 2,4-dichloro-6-methylbenzenesulfonyl chloride (step C) as a white solid. M3
(ESI7): 500.3 [M+H]™).

Example 102:

3-Chioro-N-[1-(2,4-difluoro-benzyl)-3-0x0-2,3 -dihydro-1 H-indazol-5-y1j-4-fluoro-
benzenesulfonamide '

This compound was obtained in analogy to exazmple 80 using 2,4-difluorobenzylbromide
(step A) and 3-chloro-4-fiucrobenzenesulfonyl chloride (step C) as a pink solid. MS
(BST™): 468.4 [M+HT™).

Example 103

N-[1-(2,4-Difluore-benzyl}-3-ox0-2,3-dihydro -1 H-indazol-5-y1]-4-finoroe-3-
trifluoromethyl-benzenesuifonamide
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N- [ 1-(4-Chloro-benzyl)-3-oxo-2,3-dihydro-
IH-indazol-5-yl]-4-fluoro-3-trifluoromethyl- benzenesulfonarnide Step Aj
1-(4-Chloro-benzyl)-5-nitro-1,2-dihydro-indazol-3-one This compound was
obtained in analogy to step A in example 77 using 5-nitro-1,2 15
dihydro-indazol-3-one (prepared accords' g to Org. Synth. 1949,2-9,54 or
Chem Ber. 1942, 75, 1104) and 4-chlorobenzylbromid.e to afford the

’ﬁﬁsute&#(é@@@@’&@ﬁﬂ%ﬁaﬂﬁf&ﬂ&ﬂ%%&%& 17% AEATS lé)rrlgy romide
?A%%({%%Lﬁ)forg%enz ?)rcig%e%g\#a Or]%eﬁcfa\g{%zil% SBisaige(step C) as a white solid.

Y bén%rj% rﬁtro |,2-dihydre-indazol-3-one (0.45 g) was added
HCI (37% 20 ag.) solution (5 mL) followed by SnC12.dihyd,-ate (1.9 g).
B&Hf‘e was heated to 85C for one hour. The reaction was then
neutralized with sodium bicarbonate solution, filtered, and the filtrate
%&%ﬁt@@v@hﬂﬁ@ﬁ&uﬁﬁh@cmbrﬁe@ko@ampm@ﬂ@MSw Withh vl
hinendridaaverisodium sulfate, filtered and reduced in vacuo. Flash
column chromatography of the residue over silica gel elutlng with

m@thwﬁp&gt}l%@@mﬁiﬁa%' ired 5
£4pc\hloro{-ben -1,2-dih dr%%%l%tg)l 3- ﬁ%ﬂ dg%s LD)"aé a %nc%b%ﬁlbmmlde

(S é “ “HAE ﬂ%ﬂ@ﬁ @Y chlomde (step C) a.s a white solid. MS
NS (&‘%ﬁu% nyl)-3-0x0-2,3-d hydro-1"N_ indazol-S-yl?-4-fluoro-3-

trifluoromethyi-benzenesulfonamide This compound was obtained in

4y 5 step C in example 77 using 4-fluoro-3- 30
trifluorome’.hylbenzenesulfonyl chloride (step C) as a white soul MS
XESti4: B00:e-tMeH]rj-o52-Exdiipde dLOR: B aRioro- M= frioro-3-trifluoromethyl-
Hénedesoharazhe3-0x0-2,3-dihydro-1 H-indazol-5-y1]-2-methyl-
benzenesulfonamide This compound was obtained in analogy to example

s;Lg@gsmgﬁrgmmgrg(geggl Q5. henzyl) %%y ihydro- gga;ol -3-one and
ri

3-chloro-2- methylbenzenesulfony] chio tep as a?mht brown solid.

Tﬂr@é&%&ﬁ@@é&%@g{ 107: 2,3-Dichloro-N-f
hlor nzyI) -3-0X0-2, %yﬁr% e?n DGR fe 77 asing 5-nitro-1,2
é?nzen rrar?ﬁ‘a &prepard accbrding to Org. Syrmth. 1949, 2., 54 or Chemn Ber. 1942,

75, 1104) and 4-chlorobenzylbromide to efford the desired - -(4-chlore-benzyl)-5-nitro-
1,2-dihydro-indazol-3-one as 2 brown solid. MS (EST): 302.3 IM-HT7).

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

To 1-{4-chloro-benzyl)-5-nitro-1,2-dihydro-indazol-3-one {0.45 g) was added HCI (37%
2q.) solution (5 mL) followed by 5nCly.dihydrate (1.9 g). The mixture was heated to 85°C
for one hour. The reaction was ther neutralized with sodiurm bicarbonate solution,
filterec, and the filrate extracted with BtOAc. The combined organic phases were washed
with brine, dried over sodium sulfate, fltered and reduced in vacuio. Flash column
chromatography of the residue over silica gei eluting with methylene chioride/methanol
afforded the desired 5—aminow1-(4—cbioro—benzyi}~1,2~dihydro—'mdazol—3~0ne {0.31g)asa
dark brown solid. MS (BSI™): 274 .4 [M+F]™.

Step Ci N- [l-(4—(31]}.01‘0*136112’}4}~5~OXO~2,3*dih?’dl‘D~lH—iIldﬁ_ZOll-5~}fH-'éc-ﬁuOrO—B-
trifluoromethyl-benzenesulfonamide

This compound was obtained in analogy to step Cin example 77 using 4-fluorc-3-
trifluoromethylbenzenesutfonyl chloride (step C) as a white solid. MS (BSI™): 500.3
[M=+H]").
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10 This compound was obtained in analogy to example 105 using
5-amino-I-(4-chloro- benzyl)-l,2-dihydro-indazol-3-one and
2,3-dichlorobenzenesulfonyl chloride (step C) as a light brown solid. MS
(ESF+): 482.4 [M+H]+). Example 108: Naphthalene-I-sulfonic acid
[1-(4-chloro-benzyl)-3-ox0-2,3-dihydro-IH-indazol-5-ylJ- 15 amide This
compound was obtained in analogy to ‘example 105 using
-AiNQz(4-chloro- benzyl)-1,2-dihydro-i.ndazol-3-one and
1-naphthalenesulfonyl chloride (step C) as an of! white solid. MS (ESI™):

464.1 I+), Example 109:.20 . . ,

TR ﬁ%ﬁf&%ﬁ%é& oA 30kS- S A RS B vi
b-‘”321-2ﬁ‘n’éﬂ'ﬂv{lf-’Béiizi‘iéi“lesuIfonamide This compound was obtained in analogy

to example 105 using 2-chloro-4- ftuorobenzylbromide (step A) and
Bekiormpamietns ibenzeh ssutergl thividw(siép Glnass atight-browwhloro-
taaliol) N S- RSk 4804 M-0b 1) 25. Exarppledlyibapbihalenad-suifenis (step
Acid - ghlore-dilliQue-hapayl)s-oxgr2grdihydro-1 H- indazol-5

yl]-amide -53- This compound was obtained in analogy to example 105
gﬁing@-lc?yproA- fluorobenzylbromide (step A) and 1-naphthalenesulfonyl
chloride step C) as a light brown solid. MS (ESIf): 482.4 Example 111: 5

=Dichlorq-=N-[1-(2-chlorp-4-fluaro-benzyl)-3-axo-2,3-dihydro-IH-indazol-
T R e D e S Ay to
bepaprptelioBmdiég 2-chloro-4- fluorobenzvibromid.e (step A) and
2,3-dichlorobenzenesulfonyl chloride (step C) as a light brown solid. MS
TESteBomt PspiTEindDiExzmagletd ERamplf 105 using 5-amino-1-(4-chlor o-
be{ZAGhorardy Hroradienzylird-oxo 253 5inysardide indazolra -l HNose30) a5 =
dpforameyk hesresesulionamider -

Example 108:
Naphthalene-1-sulfonic acid [1-(4-chloro-benzyl)-3-0x0-2,3-dihydro-1H-indazol - 5-v1]-
amide ,

This compound was obtained in analogy to example 105 using 5-amino-1-(4-chloxo-
benzyl)-1,2~-dihydro-indazol-3-one and 1-naphthalenesulfonyl chloride (step C) a5 an off-
white solid. MS (ESI"): 464.1 [M+H] ™).

Hxample 109

3-Chloro-N-[1-(2-chloro-4-fluoro-benzyl}-3-0x0-2,3-dihydro-1H-indazol-5-y1 - 2-
methyl-benzenesulfonamide

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

Example 110:

Naphthalene-1-sulfonic acid [1-(2-chlore-4-fluoro-benzyl)-3-oxo-2,3-dihydro-1 H-
indazol-3-yl]-amide '
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This compound was obtained in analog-7 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 (EST-): 516.2 [M-HI-). Example 113: N-[
1-(2-Chloro-4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-ylI-3-
difluoromethoxv-benzenesulfonamide®This compound was obtained in

Tﬁﬂ?&’zﬁéﬁiﬁﬁn%% %}‘&&95&%?@%1%‘ 8%‘%‘0 %6 ﬁé‘é@@@ﬁ@%k’fﬁ’c@&@e (step A)

and 3- oromethoxybenzenestlfony e (step’C) as a light brown
EaIRP IS PEST) S9 g6 R VAR P BB MIRR P Oy phloride (step C) as 2 light
b2 GHidroi4fhsdro-Henzil-320Xo-2,3-dihydro-1H-indazol-5-vl]-3-
trifluoromethoxy-benzenesulfonamide 25 This compound was obtained in
Fanaldgy 10 example 105 using 2-chloro-4 fluorobenzylbrom-ide (step A)
and 3-trifluoromethoxybenzenesul-fonyl chloride (step C) as an off-white
2501d: S o(ES] 1} S L& Exaple-3d9:yH4~- SxhlereNdko- 1 H-indazol-5-v1)-
bat2reYaNResth)-3-0x0-2,3-dihydro- IH-indazol- 5-yl]-2-methyl-
benzenesulfonamide Step A]

-(5-Nitro-3-0x0-2,3-dihydro-indazql-1-y1)-propionitrile,.
R A
fiygraperyIomEns Bise 40824 75 460Uy (b B HPRatud selact (Awdternta ight
brokaset R NIK 2650 : (2.} (M8 H)) Was added to the flask and the mixture

was heated to 50C for 10 minutes. Acrylonitrle (0.24 mL) was then added
Ectsepwidge 2The reaction was stirred overnight and was quenched with 2 N

HCI (aq.) solution while cooling in an ice bath. The aqueous phase was

rextractegiomth- BtQACang the-cambmeashphasasiwere wiashedavith kiine,

tgﬁggr&\ﬁ%ﬁ%aﬁgég@e%%y " E;Lrgif'!atered and reduced in vacuo. Fash column
chromatography over silica gel (eluting with EtOAc, nheptane, 3% AcOH)

fforded pure desirede 3-(5-Nitro-3-oxo0-2,3-dihydro-
SR T TS B R ST RIS R SrmE 25 SIRREE). Step
ﬁe?sﬂzswém %8¢ 3. ams dréveiiaz ol opibrRaRE SPEE SBITitioRoBTe
(Bef5Nitroa3 i3l dis-iBdEzal k) REapjOnitile (0.521 g) in

Example 113:

N-[1-(2-Chloro-4-fluoro-benzyl)-3-oxe-2,3-dihydro-1t-indazol- 5-y1]-3-
difluoromethoxy-benzenesulfonamide

This compound was obtained in analogy to example 105 using 2-chlore-4-

fluorobenzylbromide (step A) and 3-difluoromethoxybenzenesulfonyl chloride {step C) as
a light brown solid. MS (ESI"): 495.3 [M-H]).

Example 114;

N-[1-(2-Chbloro~4-fluoro-benzyl}-3-ox0-2,3-dihydro-1H-indazol-3-vi]-3-
trifizoromethoxy-benzenesulfonamide

‘This compound wes obtained in analogy to example 105 using 2-chlore-4-
flnorobenzyibromide (step A) and 3-trifluoromethoxybenzenesulfonyl chioride (step C) as
an off-white solid. MS (ESI'): 514.3 [M-H]7).

Example 115
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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)which was washed with more EtOAc. The
combined organic solution was evaporated in vacuo for afford the desired
3-(5-amino-3-oxo0-2,3-dihydro-indazol-1-yi)-propionitrile (0.45 g) which was

SMQK@NWIO@IJ@&}%T& ciopwitadtiyahet puriication. MS (E3i-

W 93 4 [’lf% Step _ '

5 Eiehrio - % -cyano-ethyl)-3-oxo-2,3-dihydro-1 H-indazol-5-yl]-2-
meth esulf,onamld,e solution

%R SA‘amlno%g %51302530&%7&%?0}9% grjoﬁf IORHPEE'5% ) in pyridine

(I mL) was added 3-chloro-2-methylbenzenesulfonyichoride (0.089 g) in

SoNE ol R TR BRI WAE SR FERPEETC RSB A SliFs Sl W?d%?eoé or
Ohas tiren Pemcied i Macug) and thepresidiie: wassdissolved: ivE@Awbwaten (1.8

@mﬁﬁp@a&@%Tfﬁ@i@ﬁlaqay&Q&@ﬁ@w&@ae%u%tﬁﬂ@ffw%%ﬂme@%%mmme

gl }aﬂt‘g@gs%geql tap mblned aglc @asggswgrrlee géehreld |thd rine hed
d over so um suﬁafe cFrymg aga was rerr{O\lié %1 fittrafoR -

‘*ﬁﬂa?- K&ﬁlééq}wr‘é’h%\f@&#ﬁ%t%lfé #&JQ%@@%@%&&@ WERgxtracted
Vﬂthd?e%atenhﬁwas@@mmm ssiwdlasiecotdmitichromatagdaphy seliitingsuifate,

ﬁ@t&tﬁi@&%@@;ﬁ(@@l@g@&%ﬁ&s@ %aliﬂaﬁgégfgrﬁl%d%fﬁ%a\faer sﬂlca Uﬂl yelutmcr with

X
E%de%h gl\nj[%[réﬁegg/ﬁyéﬁa %) 0§ e eggsér % %lgrown So ?c? XIP/IS’B(é@W ros
1@@@ [Imd_ 419?1@35%@ q\j_f t@ggh MS (EST™: 233.3[M~+H]"
N-[i-(2-Cyano-ethyl)-3-ox0-2,3- dlhydro-lH-|ndazol-5-y|]-4-f|uoro-3-
S rométh%dééﬁ%@ﬁe%ﬂf@rﬁaﬁﬁ&éiwﬁisi@%ﬂhéd&h@nﬂm@m@ned in
analogy to example 115 using 3-(5-amino-3-0x0-2,3-
dinsdtotindaz otEylYipro pionitilé -@naydro-indazol-1-yl)-propiozitrile (0.521 g) in
Mthmreduirifiluatemeiylien zm&%&iﬁ@ml(ﬁ chioride (steRCa asaWhittyas
E;% Mr%é%%ir a‘tlzgz fﬂ\ﬁ- é;#)frag KAMPE alfx dzr 4 chg?ﬁrso }ll\lere using a balloon.

cyan-ethyl)- 30%0-2, dro-iH-indazo

féﬁégaﬁ&ma@m%%mhﬁ&m%a megﬁ%sm WaehAplait
a5 Ging 355-aming8t oxg:2iSsol@tdinydiosing azdakd-§1)vprapionitfite e

@Af@h@at@rgn@:m@tw&@%z Honyhehlatige {sieR Gi-as @ et tedch was
t%fgé in%sﬂgg elxc)re%gt {Sn A t%,._rther purification. MS (ESI™): 203.4 {{M+H]".

Step C]  3-Chloro-N-[I-(2-cyano-ethyl)-3-0x0-2,3-dihydro-1H-indazol-5-y1]-2-

methyl-benzenesulfonamide

To 2 solution of 3-(5-amino-3-0x0-2,3-dihydro-indazol-1-v1)-propionitrile (0.08 g) in
pyridine (1 mL) was added 3-chloro-2-methylbenzenesulfonylchoride (0.089 g) in one go.
The solﬁtion 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 aqueons 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 volatiies were removed in vacuo to afford a crude residue. The crude material was
purified via fash column chromatography eluting with BtOAc/nHeptane/ 1% AcOH) to
afford the desired 3-Chloro-N-[1-(2-cyano-ethyl}-3-0x0-2,3-dihydro- 1E-indezol-5-v1]-2-
methyl-benzenssulfonamide (0.087 g} as 2 light brown solid. MS (ESI™): 391.0 [M+HI™).

Example 116:
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Example 118: 3-Chloro-N-II-(2
yano-ethyl)-3-oxo-2,3-dihvdro-IH-indazol-5-yl]-4-fluoro-
benzenesulfonamide 15 This compound was obtained in analogy to
example 115 using 3-(5-amino-3-0x0-2,3- dihydro-indazol-I-yl)-propionitrile
and 3-chloro-4-fluorobenzenesulfonyl chloride (step C) as a light red
solid. MS (ESI ): 395.3 [M+H]*). Example 119:

R CIgIRs A piersR0n *j»a‘.%591%r%a‘&il%‘i*-@:ggﬂlﬂ%?&%:y']

-4-f|uoro-3;21 trifluoromethyl-benzenesulfonamidé Step A

A R g RHOY R Sitro-1, 2-dihydro-indazol-3-one
6-Chloro-5-nitro-1,2-dihydro-indazol-3-one (prepared in analogy to Org.
Byhaerroag o SEEPEhen BEI o4z 5 e 1 G4 a5~ (5-amino-3-0x0-2,3-
difghilordsdsfiuloteyh-nitop:ibenziti eatid foven tivari Siepe){ebyi)enas esul fony!

syspended inwatertambkand AT K2003 (ag:xftg) was added to the
25 flask and the mixture was heated to 50C for 10 minutes. 2-Ch

: ﬂ%@@zﬁbyomide (0.40 g) was then added dropwise. The reaction was

stirred overnight and was neutralised with 2 N HCI. (aq.) while cooling in

ice.hath..Th ecipitat s.colle by filtration_ and tritu d wit
en e ettt s A b S i
ez ERHEE 0l-3-0ne as abrown solid. MS (ESP: 336.3[M-H]-). 30
Step Bl 5-A.mino-6-chloro-2-(2-chloro-benzyl)-1,2-dihydro-indazol-3-one -
EBIS TOrERERRST o 4(QbEHRIO 1D SRS hitFer P 2-d iy ave:ric Bz 6F3rent (8ead3-
Gihwis-atted- HE| (Bit%a gty ibolutian(4i thlg-toomethiiy Sn&t iyt cateride
(&£ @) Lhe mixireas healed o B5C {or ane hour. The reaction was
then neutralized with sodium bicarbonate solution, filtered, and the filtrate
Eégggfgegl\ggith EtOAc. The combined organic phases were 5 washed with

rine, dried over sodium sulfate, filteéred and reduced in vacuo. Flash

olumn. ghromatographly gf the residue.over silica gel ejuting with .
rgn%féngg E%?;Td%ﬁe%&%o% 3¥Tofdge§T & c?eséfgr%l s b- Bhoo
i3,5&%ﬁ‘?éuéc&éﬂ‘?rl@i‘é@I-(2-chIoro-benzyl)-l,2-dihydro-indazol-?»-one (0.33 g)
as a yellow solid. MS (ESI'): 308.3 [M+ H]'). Step C] N-[6-Ch

| BroskpRrerierBaritansloneR/8H tythenti- ldaorsly -amirg - 3-ox0-2,3-

fHilgor3:trif udrombthybbenzeneswfonarideToua solktionallfonyl chloride (step
@agpm%ﬁ-p@gg@&@r@@gfe;p%éﬂ%gﬁmydro-indazol-3-one (0.070

Example 119:

N-[6-Chlore-1-(2-chloro-benzyl)-3-ox0-2,3-dikydro-1H-indazol-5-y1]-4-fluoro-3-
trifinoromethyl-benzenesulfonamide

Step A]  6-Chloro-1-(2-chloro-benzyl)-5-nitro-1,2-dihvdro-indazol-3-one

&-Chloro-5-nitro-1,2~dihydro-indazol-3-one (prepared in analogy to Org Synth. 1949, 28,
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 KoCOs (aqg.) (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
HCl (ag.) while cooling in an ice bath. The precipitate was collected by filtration and
iriturated with diethylether to afford pure desired 6-chloro-1-(2-chloro-benzyl)-5-nitro-
1,2-dihydro-indazol-3-one as a brown solid. MS (ESI: 336.3[M-H] ).

Step B]  5-Amino-6-chloro-1-(2-chloro-benzyl)-1,2-dihydro-indazol-3-one
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g) in pyridine (1 mL) was added
f-fluoro-3-trifluoromethylbenzenesulfonylchoride (0.072 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 15 was extracted a urther two times with EtOAc and

the combined organic phases were washed with brine and dried over
Rodign suifate. Thedndngiagentwas remoued ByHlrafion And hS was added
efaliles were, SH;%V&% i itei t&@“é’%ﬁ&ﬁiﬁ%&%@%‘% hhe crde s
$mate7r|a1 Was purified via ftash colum chidima ography eFUtmg With
bedtsARRREpfanerEpRc OM) feaRBry the e Sragalized with sodium bicarbonate
shlfBeahittadd 2uehibroihenz 3 265 with EtOAc. The combined organic phases were
NP e et e
B CRBREN P ETOoTS LMD BT st g ethano
SRR S DRRIBIe Herzeitesufordraitb s T hiscaimpbariadeens -3-one
(obtaned dydnralagiidonxamsple 1ERUsINgH-am no-6-chloro-I-(2-
chloro-benzyl)-1,2-dihydro-indazol-3-one and

Seplitdro-63f (wenzenesuiferyi-ehlonide- (step Crasadight-brewn solid. 4-

M (ESl),00.3 Mk, Example 121 2,3-Diehloro-N-

[6-ehloro-I-(2-ehloro-benzyl)-3-ox0-2,3-dihydro-IH-indazol-5-yl]- 30
enzenesulfanamide This compound was.obtained.in.analogy to example
R A I 95_?,, %10 Ss) nzpsﬂigﬁ_a%%@g&%éa %i;—_ —_%Eﬁe e(0.0’?O

0 a8 T o
119 using 5-amino-b-ehloro- chcforo-Benzy & a

Sy %%ﬂb?&%}mﬁéﬁfé%%ﬂf%%9P%|%r¥é§%§f@@@)?&§%¢@%F@wﬁpémié,e (0.072

dVis (ESE). 518 OlExample §22:BaCHIBTAN24 hours. The pyridine was then removed
lﬁ?ﬁig rﬂi@%@%f?ﬁ(ﬁ%ﬁ%%@fmﬂf%@@@m@f %Aﬁﬁaﬁ%g&’é@ﬂ&%hm?s phase
e -0 enzenesuyiio n ami de 1.ni ou was gntainea in .analo 0

VS Bt c{%ﬁ athes &‘gh &3 w;%%}_?B'XP ot gafs%grpn%\z?%% greanic p%as Y wwere

example using oromethyl-pyridine

VATHIH IR HEh Hisetrieh SEafolvIe Adhde TSR AU a3SA ORIt Solier
MBS 14630l { Mt Wb rExavaphe 12310 to afford a crude residue. The crude
NeAGGRIRI3exe-HRydin-Soimetiv2.3-diydrari-ndagpl-5-yl)-4-fluoro
E%Ag}gﬁeﬁ%%yi%fggﬁ Qg %gc]:rcy %rgl eesired N-[6-chloro-1-(2~chloro-benzyl)-3-
oxo-2,3-dihydro-1H-indazol-5-y1]-4-fluoro-3-trifluoromethyl-benzenesulfonamide (0.024
g) as 2 light brown solid. MS (EST™): 534.3 [M+H1). -

Exampie 120:

5-Chloro-N-{6-chloro-1-(2-chiore-benzyl)-3-ox0-2,3-dihvdro- 1H-indazol-5-v1]-2-fluoro-
benzenesulfonamide

This compound was ¢btained in analogy to example 119 using 5-amino-6-chloro-1-(2-
chloro-benzyl)-1,2-dihydro-indazol-3-one and 3-chloro-6-fluorobenzenesulfonyl chicride
(step C) as 2 light brown solid. MS (ESI™): 500.5 M+ ™.

Example 121:

2,3-Dichlore-N-[6-chloro-1-(2-chloro-benzyl)-3-0x0-2,3-dihydre-1H-indazol-5-y1)-
benzenesulfonamide

This compound was obtained in analogy to example 119 using S-amino-6-chioro-1-(2-
chloro-benzyl)-1,2-dihydro-indazol-3-one and 2,3-dichlorobenzenesulfonyl chloride (step
C) as a light brown solid. MS (ESI™): 518.0 [M+H]™).
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|0 This compound was obtained in analogy to example 119 using
2-chloromethyl-pyridine (step A) and
4-fluoro-3-trifluoromethylbenzenesulfonyl chloride (step C) as a white
solid. MS (ESI+): 501.4[MH] +). Example 124: 2- [ 5-
(3-Chloro-2-methyl- benzenesulfonylam|n7) -3-0x0-2,3-dihydro-indazol- |-yl]
- 15 methyl -acetamide Part A]
?63{@%0 -2,3-dihydro-indazol-l-yi_)-acetic acid ethyl ester This

comp und was obtained in. analogy to example 1 (step A) using

ti aC|d eth esterH 1 as an grange.soli . [-):
;y %%‘M ?g ?}@] (§ tr&3 %roxoc?'z @E ro%’rﬁ yt’\)élslé’gﬁéagé 90

Itﬁs Hirdidtoxo-2,3-dihydro- mdazol I- yI) -acetic acid ethyl

ester (O 24 g) in THE (9 mL), was added 2 N NaOH (aq.) (1.8 mL). The
aamawmmmmmmwmmg 3echhimoteshfiheridine

résaqtror) mikiurhlwas acidifiglewith Nl KRG i andextracatedmmithite solid. MS
%Sggﬁg Ldaperatiom of the organic phases afforded the desired crude

nitro-3- oxo -2,3- dlhydro -indazol-I-)71)-acetic acid (0.146 g) which was
& en |@t %5 the next step without further purification. Part Cl
l\%lmt?tyl- -(5-nitro-3- oxo -2,3-dihydro-indazol- I -yl)-acetamide To a

olution of cryde (5 nitro- 3-di zo)-I- yl) arctic acid ( 14
o R e Bt e oSy O IRE By Etdason 5-74 Hioro-3-
I@P@‘é‘tﬁ?ﬂ’éﬁ@ hﬁﬂ??@ﬁﬂ#@m@mu and after 10 minutes methylamine

(0.32 mL of a 2 M solution) was added. The reaction was 30 stirred
oV AN Wess qhievretteld witho2N thl ©latagl) ahehwxtmbtddonith-EtOAgridine

r@epao a(i@mmﬁed}wgﬂﬂt%l@ﬁ@i&%éﬁﬂé&%%hﬁ@ﬂﬁﬂt&Mf{& @rgdover 89 solid.
§?{ .fd)l E}_TF evaporated Flash column chromatography of the
a

resr ue over s fforded the desired
I%—methyl % 5- nltro 3-0x0-2,3-dihydro-indazol-1-yl)-acetamide (0.040 g) as
a yeﬂgw solid. MS (ESI ): 249.1 ([M-HI"). 5 Part D and E]

[5-( loro- -m h -benzenesulfonylaming)-3-o0xo-2,3
? ff" 8oL PR U RSERAAY SRS SR pouna WAL oidrelt-

dﬁa @&W@%ﬁﬁ?ple 1 (step B and C) using 3-chloro-2-
methylbenzenesulfonyl chloride (step C) as an off-white solid. MS (ESI*):
LR}QEIM/HH](:) T\Exam;obeoﬂ;z&mhydro -indazol-1-yl)-acetic acid ethy! ester

This compound was obtained in analogy to example 1 (step A) using hydrazino-acetic acid
ethy! ester. HCl as an orange solid. MS {(ESI™): 264.1[M-H]").

Part B] (5-Nitro-3-0%0-2,3-dihydro-indazol-1-y1)-acetic acid

To a sotation of (5-nitro-3-ox0-2,3-dihydro-indazel-1-yl)-acetic acid ethyl ester (0.24 g)
in THF {9 mL), was added 2 N NaOF (aq.) (1.8 mL}. The reaction mixture was stirred at
ambient temperature for 30 minutes. The reaction mixture was acidified with 2 N HC
(aq.} and extracated with EtQAc. Evaporation of the organic phases afforded the desired
crude (5-nitro-3-o0x0-2,3-dihydro-indazol-1-yl)-acetic acid (0.146 g) which was taken into
the next step without further purification.

Part C]  N-Methyl-2-(5-nitro-3-o0x0-2,3-dihydro-indazol-1-71}-acetamide

To a solution of crude (5-nitro-3- oxo-2‘5 ~dihvdro-indazel-1-yl)-acetic acid (C.14 g) in
DMF, was added TBTU {0.20 g}, followed by N,N-ethyldiisoprorylamine (0.40 mL) and
after 10 minutes methylarnine (0.32 mL of & 2 M solution) was added. The reaction was
stirted overnight and was quenched with 2N HCI (aq.) and extracted with BtQAc, The
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10 2,4-Dichloro-[1-(3,4-difluoro-benzyl)-2-methyl-
3-0x0-2,3-dihydro-indazol-5-y1i-6- methyl-benzenesulfonamide Past A]
1-(3,4-Difluoro-benzyl)-2-methyl-5-nitro-1,2-dihydro-indazol-3-one To a
solution of 1-(3,4-difluoro-benzyl)-5-nitro-1,2-dihydro-indazol-3-one
(prepared in analogy to example 80 usl\(lg)%_? ,4-difluorobenzylbromide
(step A)) (0.2 g) in DMF was 15 added (0.019 g) and the solution

é@@:ﬁtbﬁﬂ'ér@grggﬂﬂ brsl@gﬁ?]%%@%%]?%ﬁl "M?%dt!}@@ anged Qﬂ@&{@%ltterea and
mixture w, overn e react mixture was encned. Wi
e
%ﬁ%&n@ﬁ@%nﬁeﬁDdﬁjétpoirérx@t?d%ﬁﬁl‘étﬂfatéic’fﬁté}‘éd%n&ét\%ﬁﬁé?éfb%%} asa

WAL solrfford @srude:onatige Hesidue. Flash column chromatography of
the crude residue over silica gel afforded the 20 desired

Hef3,#-diflugro-benzyh-2smethplHnitrond-glinydrenindazel-3-one (3110} 3-
B3PI (G5, 18 LUV HL). Part B

ichloro-|l enzyl)-2-methyl-3-oxo-2,3-dihydro-indazol-

J -6- methyl ben enes Ifona ide This com ined i
arrga 0C SRS ETEMBIS ﬂ%e%lﬁ an usmgniP)lE g E‘chfgro a§§ t&amm @mlomnh :

Jemﬁé BEHYE @%ﬂ’i %ﬁ?dﬁéf@ & © offs Wik LS SNES (Rl LIM+HI™
534.2 [M+Na]t). Example 126: 3- Chloro-
E%@,I!;l{dﬁlélbio-benzyl)-z-methyl-3-oxo-2,3-dihydro-indazol-5-yl]-2-methyl- b
enzenesulfonamide This compound was obtained in analogy to example
126 Diihp-dhloa-2idbsshbybbghZeneshjiohyikokldridé{sStepuChas-a-vi-6-
wite s0lid MS(EST:AZSS5 [M-H]-). Example 127: -59-
2,3-Dichloro-N-(6-chloro-3-oxo- | -pyridin-2-ylmethyl-2,3-dihydro-1

Md@z0| sfy(% ”b%%sﬂé%@" eﬁi’@ §meb0lf@d &%‘%ﬂ@?& Hlone

analogy to example 119 using 2-chloromethyl-pyridine (step A) and
@%Oéﬁﬁ ‘Z%i;&ﬁ YL ‘«%1481@8? (18R ) 2% JghtRrown %"&,Qe MRRred in

b ek st el syip 43 (i DDE

bédzéﬁ@ﬁlf@@éﬁ]g;dend the solution was stirred for I hour. Jodomethane (0.14 g) was
then added and the mixture was stirred overnight. The reaction mixture was quenched
with water and extracted with EtOAc. 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 2
vellow solid. MS (ESI): 318.1 {[M-H] ™).

Part B] 12,4-Dichloro-{1-(3,4-difluoro-benzyl)-2-methyl-3-oxo-2,3-dihydro-indazol-
5~vylj-6-methyl-benzenesulfonarmide

This compound was obtained in analogy to example 1 (step B and C) using 2,4-dichlore-
6 ~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-oxo-2,3-dihydro-indazol-5-yi)-2-methyl-
benzenesulfonamide

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

Example 127:
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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 alightbrown solid. MS
(ESI"): 434.1[M+H]+). Example 129: N-(6-C Toro-3-0 ~-1-p
rdin-2-yl,nerhyl-2,3-dihydro-IH-indazol-5:yl)-4-fluoro-3- trifluoromethyl-b
enzenesulfonamide 15 This compound Was obtained in analogy to
et (o spara e w3 erabatsray =
CEHSHRSIRP BHE Efigh Throughput Screening2003, 6(5), 471-480) in step B

- and 2,4-difluorobenzenesulfony'i chloride (step C, as a light brown solid.

%L’fﬁ@@@ﬁwg gb}:@pﬂi}pgy%&q@@%e 119 using 2-chloromethyl-pyridine
(NetGACHIGrd a3 doxoibpyidineeydifetlyy E2 B-idihiedep THeind dgiol o 4o nis
(P8 tufioramettyl-b enzenesulfonamide This compound was obtained in
analogy to example 32 (step B and C) using 5-nitro-I-
iheRyl-152-dihydro-indazoi-3-one (prepared according to Combinatorial
Chemistry and High Throughput Screening 2003, 6(5), 471-480) in step B

nd -chlaro-2 25 fluorabenzenesulfonyl chloride (step-C) as a light
e e e e AT
R ISEHARAEHIHEr0-3-0x0-2, 3-dihydro-IH-indazol-5-yl)-3-cyano-benzenes
ulfonamide This compound was obtained in analogy to example 32 using

A RIS Yo  BER 2 B ma el OB B e AP TR P RE 2 (sEBuAy cafrchitro-benzoic
BiCyemopentendsultéiiyl Chioride:(step:Gl AscacBedightbridywy! shlishidSstep C) as
B browA 3AMuk k00 ample ¥82: Propane-2-sulfonic acid
(1-benzyl-6-fluoro-3-oxo-2,3-(:lihydro-IH-indazol-5-yl)-amide This

ﬁ&mggq@:was obtained in analogy to example 32 using
2,4-ditfluoro-5-nitro-benzoic acid, benzylhydrazine.2HCI (step A) and 3

ropane:2-sulfony) chlonde (step ¢) as a light, 5 brawn solid, MS (ESLE):
f‘é 4. 1IN )%”Ei’afnﬁfé‘ﬁf&%é%&ﬂ?f? é%%?‘ﬁ%ﬁ e
S QRAPT-RenggessElieamidsy)-berizeneS wiGiaauiiuc This compound

was obtained in analogy to example 32 (step B and C) using 5-nitro-I-
This compound was obtained in analogy to example 32 {step B and C) using 5-nitro-1-

phenyl-1,2-dihydr o-indazol-3-one (prepared according to Combinatorial Chemisiry and
High Throughput Screening 2003, 6(5), 471-480) in step B and 2,4-difluorobenzenesulfonyl
chloride (step C) as a light brown solid. MS (ESI™): 402.3[M+H]"). ‘

Exa.mple 130

N-(6-Chloro-3-oxo-1-pyridin-2-ylmethyl-2,3-dihydro- 1 H-indazol-5-y1)~4-finoroe-3-
trifluoromethyi-benzenesuifonamide

This compound was obtained in analogy to example 32 (step B and C) using 3-nitro-1-
phenyi-1,2-dihyd yo-indazol-3-one (prepared according to Combinatorial Chernistry and
High Throughput Sereering 2003, 6(5), 471-480) in step B and and 3-chloro-2-
flnorobenzenesulfonyl chloride (step C) as 2 light brown solid. MS (EST): 418.2{M+HI™.

Example 131:
N-(1-Benzyl-6-fluoro-3-ox0-2,3-dihydro-1H-indazol-5-y1)-3-cyano-benzenesulfonamide

This compound ~was obtained in analogy to example 32 using 2,4-difluoro-5-nitro-benzoic
acid, benzylhydrazine. 2HCI (step A) and 3-cyanobenzenestlfonyl chloride (step C) asa
light brown solid.. MS (ESI+"): 423.0{M+H]™).



10

20

phenyl-l,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 cyanobenzenesulfonyl chloride (step C) as a light brown

solid. MS (ESI+): 391.1 [M+Hj+). Example 134:

2,2,2-Trifluoro-ethanesulfonic acid
(1-benzyl-6-fluoro-3-oxo-2,3-dihydro-IH-tHdazol-5- yl)-amide 15 This

compound was obtained in analogy to example 32 using

BB b16-5-nitro-benzoic acid, benzylhydrazine.2HC1(step A)
2,2,2-Tifluoro-ethanesulfonyl chloride (step C) as a light brown solid. NIS
frsrne-Aoulipma oy Example C8soppobane-2.3ulibik adid-indazol-5-y1)-amide
(1-benzlrl-6-chloro-3-0x0-2,3-dihydro-IH-indazol-5-yl)-amide 20 This
Ebinpunptindebtainetdinmaidgytoexample 2wsigg. 4-difluoroe- 3-nitro-benzoic
deehiora-dfidesent-niTrar epzoic.adid, g}%?éxm@%ﬁ&&&k(é@{w@ as 2 light

d, pane- fonyl ghlaride. (step C) as alight beige solid. MS (ESI
?:%8%ﬁﬁFMgl\ﬁg)g%gﬂr%%%qgkg:ﬁ%ﬁane-z-suIfonic acid

%‘-achlci)r(ﬁgjm-chIoro-benzyl)-3-oxo-2,3-dihydro-IH-indazoI-5 25 yl)-amide
mple : . . .
IS tompound was obtained in analogy to example 119 using

é‘,}chloﬂo Zx!zpro'lmig? a‘nvd Thewrdzers TET2 TN 14, P
o AYGYS -1 Chioro-Bers et 2 2amye Bhindaz 0 ishesapamide
and 3 propane-2-sulfonyl chloride (step C) as alight brown solid. MS
%gﬁf)glgf&%i(msrﬁ)?ﬁaggmg@ggy tgpxample 37 (step B and C) using 5-nitro-1-
NefivBoAzybGdhoerol8:oxb2; 8- (hhycroed keindazol - Yiystrithuotem] Chemistry and
mgihEnesianapide ThiseoBpoUDthWaD pﬁ{@%@ﬁ]@ in,analagy to example

.

2 using 2 .4-difuoro-5-nitro-benzoic acid, benzylhydrazine 2HC1(step A) . . ...
s N R e R et Sk e
%%E%%@‘pgo'l [M+H]+). Example 138: Propane-2-sulfonic acid

-Isebutyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-amide This compound was
obtained in anatlrggy to example 32 using,5-amino-1-isobutyl-1,2-

iy AR GBS SIS BropaRETE Lo st ias & -indazol-5-
peigmiselid. MS

This compound was obtained in analogy to example 32 using 2,4-difiuoro-5-nitro-benzoic
acid, benzylhydrazine. 2HCl (step \A) 2,2,2-trifluoro-ethanesulfonyl chloride (step C) as a
light brown solid. MS (BSI™): 404. 1[M+H1™.

Example 135:
Propane-2-sulfonic acid {I-benzyl-6-chloro-3-0x0-2,3-dihydro-1H-indazol-5-y1)-amide

This cormpound was obtained in analogy to example 32 using 4-chioro-2-finoro-5-nitro-
benzoic acid, benzylhydrazine 2H.Cl (step A) and 3 propane-2-sulfonyl chloride (step C) as
a light beige solid. MS (ESI™): 380.1 [M+H1™).

Example 136:

Propane-Z-sulfonic acid [6-chloro-1-(4~chloro-benzyl)-3-0x0-2,3-dihydro- 1H-indazol-5-

vli-amide

This compound was obtained in analogy to example 119 using 4-chlorcbenzylbromide
and 5-amino-6-chioro-1-(2-chloro-benzyl)-1,2-dihydro-indazol-3-one (step A) and 3
propane-2-sulfonyl chloride (step C) as 2 light brown solid. MS {ESI™): 414.3 (M=),

Example 137:
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10 (ESI+):312.1 [M+H]+) Example 139: Propane-2-sulfonic acid
[1-(3,4-difluoro-benzyl)-3-o0xo0-2,3-dihydro-IH-indazol-5-yl]- amide This
compound was obtained in analogy to example 80 using
3,4-difluorobenzylbromide 15 (step A) and 3 propane-2-sulfonyl chloride
(step C) as a light yellow solid. MS (ESI+): 382.3 [M+H]+). Example 140:
Propane-2-sulfonic acid -61-

I-(2-methoxy-ethyl)-3-0x0-2,3-dihydro-1H-jndazol-5-yl]- amide 20 This

B e R ARER e TSRl 1 G 2 b coro.
%%@ﬁ@i@?@m}‘ﬂ)‘i hydrazine (step A) (prepared as described in J. Org.

Chem. 1984, 49, 336-42) and 3 propane-2-sulfonyl chloride (step C) as
Taligheeown ot cME(ES NS bdy0 fMusip)e Exashple 24difluore-5-nitro-benzoic
N I-Benayld3aene-Zx8-gibyedraslbhinga@alia-Y ethanesulfonyl chloride (step C) asa
%%ny%%r%%- t@esggm@(@ﬁ% 5 This compound was obtained in

a -amino=

nalogy to example 1 u%ing 5 I-benzyi-1,2- dihydro-indazoi-3-one
%nd cglé:}%?‘ropyl-methanesulfonyi chloride (step C) as a light brown solid.
+

v

7 358.4.([M+H]+). -62- Example A Film coated tablets containing
the following ingredients can be manufactured in a_conventional manner:
AR Etfente P tstet KEMETC SIS anaORTGHRUIE (1 Se26 mg Roererng
Microcrystalline cellulose 23.5 lag 43.5 mg Lactose hydrous 60.0 rag 70.0
THY PBEABAS REPTLE A Eo G SEaRPhS i Rl Tomie a2 -Sengtyl-1.2-
dEZyGrmgnddagriesumastdarate b5 ngidob yindnloride (step C) as a beige solid. MS
(ESI™):312.1 [M+H]™).

Hxample 139

Propane-2-sulfonic acid [1-(3,4-difluoro-benzyl}-3-0%0-2,3~dihydro-1H-indazol-5-yl}-
amide

This compound was obtained in anzlogy 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]™.

Hxample 140

Propane-2-sulfonic acid [I-(2-methoxy-ethyl)-3-0x0-2,3~dihydro-1H-indazol-5-vl]-
amide ‘

This compound was obtained in analogy to example 32 using {2-methoxy-ethyl)-
hydrazine (step A) (prepared as described in ] Org. Chem. 1984, 48, 336-47) and 3
propane-2-sulfonyl chloride (step C) 25 a light brown solid. MS (EST™): 314.0 [M+HI™.

Example 141;
N-(1-Benzyl-3-oxc-2,3-dihydro- 1H-indazol-5~y1) ~-C-cyclopropyl-methanestifonamide

This compound was obtained in analogy to example 1 using 5-amino-1-benzyi-1,2-
dihydro-indazol-3-one and cyclopropyl-methanesulfonyl chloride (step C) as 2 light
brown solid. MS (BSI™): 358.4 ([M+H]™).



(Kernel Weight) 120.0 mg 350.0 mg Film Coat: Hydroxypropyl methyl
cellulose 3.5 mg 7.0 mg Polyethylene glycol 6000 0.8 rng 1.6 mg Talc
1.3 rng 2.6 mg Iron oxyde (yellow) 0.8 -nag 1.6 rug Titan dioxide 0.8 trig
1.6 mg 5 The active ingredient is sieved and mixed with microcristallin e
cellulose and the mixture is granulated with a solution of
poiyvinylpyrro3idon in water. The grantfiéte is mixed with sodium starch
lycai e and magesiumstearate and conapressed to yield kernels of 120
or mg respectively. The kernels are lacquered with an aqueous
solution /_suspension of the aboye mentioned film coat. -63- Example B
caps%%sceéﬁﬁa%%iﬁstﬁ%“%mféﬁ%f@&?éﬁ%@é&%&‘tﬁ%ﬁ (YRR g ed o 2
woRveRtpRarmanhier: Ingredients Per capsule Compound of formula (1)
25.0 mg Lactose 1-50.0 mg Maize starch 20.0 mg Talc 5.0 mg 5 The
ksmsgaments are sieved and mixed and filled into capsules of size 2.
Example C Injection solutions can have the following &&rigtsition:
camypound of formula (1) 3.0 mg Polyethylene Glycol 400 150.0 mg
Acetic Acid g.s. ad pH 5.0 Water for injection solutions ad 1.0 ml 10 The

actiye,ingredisntisdissolved in a mixture ofPolyethyleng, &lycol 49Q9-and .
Wa%}gc for injection (dp()lgrt). The pH is adjusted to 5.0 by Acetic Acid. T(ﬁng

Nﬁy&%ﬁﬁgjygéﬁgﬁgé.o ml by addition of the residualzgry%ggt of \%ager.
Th . g . mg

e solution is filtered, filled into vials

Lactose hydrous 60.0mg  70.0mg
Povidone K30 125 mg 150 mg
Sodium starch glycolate 12.5mg 17.0 mg
Magnesium stearate 1.3 mg 4.5 mg
(Kernel Wt;.ight) 1200 g 350.0 mg
Film Coat:

Hyﬁrox;rprc)pyl methvl cellulose 3.5mg 7.0 mg
Polyethylene glveol 6000 0.8 mg 1.6 mg
Talc 1.3mg 2.6 mg
Iron oxyde (yellow) 0.8 g 1.6 mg
Titan dioxide 0.8 g 1.6 mg

The active ingredient is sieved and mixed with microcristallin e cellulose and the
mixture is granuiated with 2 solution of palyvinylpyrrolidon in water, The granulate is
mixed with sodium starch gfycolate and magesiumstearate and compressed to vield kernels
0f 120 or 350 mg respectively. The kernels are lacquered with an aquiecus solution /
suspension of the above mentioned flm coat.
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using an appropriate overage and sterilized. -64- Example D Soft gelatin
capsules containing the following ingredients can be manufactured in a
conventional manner: Capsule contents Compound of formula (1) 5.0 mg
Yellow wax 8.0 mg Hydrogenated Soya bean oil 8.0 mg Partially
hydrogenated plant oils 34.0 mg Soya bean oil 110.0 mg b Weight of
capsule contents 165.0 mg Gelatin caﬁ@uie Gelatin 75.0 mg Glycerol 85

Eo/ﬁ 32.9 ?g ICarion 83 8.0 mg (dry matter) Titan dioxide 0.4 mg Iron

oxﬁugfe low 1.1 mbg o The active ingredient is dissolved in a warm

melting of the other ingredients and the mixture is filled into soft gelatin
capsUERS UFSpaprate sizal Hiagirg sitngotanh e capsiiesuire Feated
egcandingdathenasual procedures. -65- Example E Sachets containing the
following ingredients can be manufactured in a conventional manner:
Campound of formula (1) 50.0 mg Lactose, fine powder 1015.0 mg a
Jﬂ%%‘gé?rﬁgfanine cellulose (A\CEL PH 102) 1400.0 mg Sodium &<Lcapsule
carboxymetbyi cellulose 14.0 mg

Compound of formula (1) ' 25.0mg
Lactose 150.0 mg
Maize starch 20.0mg
Taic 50mg

The components are sieved and mixed and fifled into capsules of size 2.

Exampie 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 pH 5.0
Water for injection solutions : ad 1.0 ml

The active ingredient is dissolved in a mixture of Polyethylene Glycol 400 and water
for injection {part). The pH is adjusted to 5.0 by Acetic Acid. The volume is adjusted to 1.0
ml by addition of the residual amount of water. The sclution is filtered, filled into vials
using an appropriate overage and sterilized,



Polyvinylpyrrolidon K 30 10.0 mg Magnesiumstearate 10.0 mg Flavoring
additives 1.0 mg a 5 The active ingredient is mixed with lactose,
microcristalline cellulose and sodium carboxymethyl cellulose and
granulated with a mixture of polyviinyipyrrolidon in water. The granulate is
mixed with magnesiumstearate and the flavouring additives and filled into
sachets. -66- CLAIMS 1. Compounds%‘%formula (D R\Rs ~ RR1-N O\
7 f:% O R RD (l) wherein 5 Rl is hydrogen, lower-alkyl, aryl, or
@ﬂﬂ“ Wer- alkyl; R2 is aryl, aryl-lower-alkyl, heteroaryl,
heteroaryl lower-alkyl, cycloalkyl, cycloallcyl- lower-alkyl,
fluordfo %tgww Towera7Ry WeiEpliowaE akytdioptionailymenbiituted in 2
anitved ko3 sudostittients selected from the group consisting of OH, CN,
halogen, lower-alkoxyand C(O)NR8R9; 10 R™ is hydrogen, halogen,
deweisaliylefitioro-lower-alkyl, lower- alkoxy, or fluoro-lower- alkoxy R4 is
hydrogen, halogen, lower-allcyl, fluoro-lower-alkyl, lower-alkoxy, or

diarriewerralkaxy ' is hydrogen, halogen, lower-alkyl, 50
fluoro-lower-alkyl, lower-atkoxy, or fluoro-iower- 15 alkoxy; R6 is hydrogen
wanlawgrsalkyl; 8.0 mg
Hydrogenated Soya bean oil 8.0mg
Partially hydrogenated plant oils 34.0 mg
Soya bean oil 110.0 mg
Weight of capsule contents 165.0 mg
Gelatin capsule
(Gelatin 75.0 mg
Glycerol 85 % 32.0 mg
Karion 83 : 8.0 mg (dry matter
Titan diowide ‘ 0.4 mg
Iron oxide yellow 1.1mg

The active ingredient is dissoived iz 2 warm melting of the other ingredients and the -
mixture is flled into soft gelatin capsules of appropriate size. The filied soft gelatin
capsules are treated according to the usual procedures.



R7 is aryl, heteroaryl, fluoro-lower-alkyl, or lower-allcyl, which lower-alkyl
is optionally substituted with 1 to 3 substituents selected from the group
consisting of OH, ON, halogen, lower-alkoxy and cycloalicyl; 20 Rs and
R9, independently from each other, are selected from the group consiting
of hydrogen and lower-alicyl; and pharmaceutically acceptable salts
thereof. 2. Compounds according to clafm 1, wherein R is hydrogen,
lower-alley', aryl, or aryl-lower-alkyl; -67- -2 is aryl, aryl-lower-alkyl,

IS r??l, heteroaryl-lower-alkyl, cycloallcyl, cycloaliryl lower-alkyl,
fluoro-lower-alkyl, or lower-alkyl, which lower-alkyl- is optionally
substitABESFRAMIRS Baielruents aiebrdsirembthegrofistoonsisting wfentional
@khLieN, halogen, lower-alkoxy and C(O)NR8R9; 5 R3 is hydrogen,
halogen, lower-alkyl, fluoro-lower-alkyl, lower-alicoxy*, or fluoro-lower-
akexydrdistiiydrege; halogen, lower-alkyl, fluoro-lower-alkyl, =g g mg
lower-atkoxy, or fluoro-lower- alkoxy; RS is hydrogen, halogen,

loweisalkyb fuiegerlower-alkyl, lower-alkoxy, or fluoro-lower- 10 alkgxy: R6
is hydrogen or lower-alkyl; R7 is aryl, heteroaryl, fluoro-lower-alkyl, or ~

M@&ﬂ%ﬂﬁ%ﬂu@%%&%ﬁ%@%ﬁ?”y substituted with 1 to 3 400.0

substituents selected from the group consisting of OH, CN, halogen an F
lower-alkoxy. s independently from each other, are selected
from the groﬁ%aﬁ%ﬁﬁg of? hydrogen and lower-alkyl; and 128 e
harmaceuticall ptable salts thereof. 3. Compounds according to
gﬁ%lfl fgﬁé:hl&%%aggv%herein R1 is hydrogen or lower- alkyl. 20 4. 1b.Gme
gpm ounds according to any of claims 1 to 3, wherein R' is hydrogen. 5.

SRBSURAEAE Brding to any of claims 1 to 4, wherein R2 is 10.0 mg
aryl-lower-alkyl, heteroaryl-lower-awl, cycloallcyl-lower-alkyl,
RSLRAGEAENIGH, or lower-alkyl, 1.0mg

- The active ingredient is mixed with lactose, microcristalline cellulose and sodium
carboxymethyl cellulose and granulated with a mixture of polyvinyipyrrolidon in water,
The granulate is mixed with magnesiumstearate and the flavouring additives and filled into
sachets.
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which lower-alkyl is optionally substituted with 1 to 3 substituents selected
from the group consisting of OH, CN, halogen, lower-allcory and
C(O)NR'R9, wherein R9 and 25 R9 are as defined in claim 1. 6.
Compounds according to any of claims 1 to 5, wherein R2 is
aryl-lower-allcyl or heteroaryl-lower-alkyl. 7. Compounds according to any
of claims 1 to 6, wherein R2 is benzyt &b pyridinylrnethyl, wherein benzyl
can optionally be substituted with 1 or 2 halogen. -68- 8. Compounds
according to any of claims 1 to 7, WSR2 is benzyl, 4-fluoro-benzyl,
4-chloro-benzyl, 3,4-difluoro-benzyl, or pyridin-2-ylmethyl. 9. Compounds
acc&éﬁﬁ@%ﬂéﬁw%ﬁ%@%@ to 4, wherein R’ is aryl. 10. Compounds
according to any of claims 1 to 9, wherein R3 is hydrogen. 5 11.
Compounds according to any of claims 1 to 10, wherein R4 is hydrogen or

halogen. 12. Compounds dcgording to any gf claims | to i i, wherein R4 is
hydrogen, fluorine, or chloringy nds according to any of

claims 1 to 12, whereirF!f%E—i!s/hydd@gen r hé?@ggpf 14. Compounds
according to any of claims 1 W«Nﬁg hydrogen. 10 15.
Compounds according to anbof clai s 119 :5L4, @herein R6 is hydrogen.
16. Compounds according to any of tlaimsf to 15, whéfein R7 is
lower-alkyl or aryl. 17. Compounds according to any of claims 7 to 16,
withetein R’ is lower-alkyl, phenyl or naphthyl, wherein phenyl can
optionally be substituted with 1 to 3 substituents independently selected

Hromiihhe Gegup, consisting, aHowek:aikiduflugrgsiower-alkyl, 15

lower-alkoxy, fluoro-lower-alkoaryr, dioxo-lower-a kylene, halogen, cyano,
rhenoxy: and Ssmetls 134l :0xadiazgl; M cearding.
to aqg%%%%clgims 1 to[ %7%?3%%@%§%M%grﬁ%s%§?§ %%q%?/ﬁﬁvﬁ ?oah%%
SUbS  Ca R o TRy B g OF o WP BB
lowe ERARABERR Bhd CYaRBIRE 19eCohipoants zictording tonelafiy 8oN,
wheteiindss, Behtorbc2emethyiphsmryk 2,3- dichloro-phenyl,
3-chloro-4-fluoro-phenyl, 3-trifluoromethyl-4-fluoro-phenyl, 3-

Kyarerykesn 28t oeehenyl, S:6R0102:Iueto-RReMkoxy, or fluoro-lower-
5-chﬁggi%-fluoro- phenyl, or 2-chloro-phenyl.

et

4 . 4 L] -
R*  is hydrogen, balogen, lower-alkyl, fluoro-lower-alkyl, lower-alkoxy, or finoro-lower-
alkoxy;

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

R®  ishydrogen or lower-alkyl;

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

B § .=
R*and R, independently from each other, are selected from the group consiting of
hydrogen and lower-alkvl;

and pharmaceutically acceptable salts thereof.

2. Compounds according to claim 1, wherein

‘R*  is hydrogen, lower-alicyl, aryl, or arvi-lower-allkyl;
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20. Compounds according to any of claims 1 to 15, wherein R7 is
fluoro-lower-alkyl or 25 lower-alkyl substituted with cyclopropyl. 21.
Compounds according to claim 20, wherein R' is cyclopropyl-methyl. 22.
Compounds according to any of claims 1 to 21 selected from the group
consisting of:

N-(1-Benz)7I-3-ox0-2,3-dihydro-IH-ind&zot-5-yl)-3-chloro-2-methyl -69-

henzenesulfonamide,
PN (1158@529% &%@@%M%ﬂfm AT BB CRISTD- A RaRTTL cycloakivl-
benZenesaliohdhide; Nver-Benzyt-Boxo @BLdifiyeraower-allcy! is optionally
IH-ingdazatbayl) dntritbiorametiy:5 hepzaneswionramids consisting of OF, CN,

N-(1 I I-5-yl 24d hloro-
e TR AN RS 2 lfort ncid

phthalene 2-sulfonic aC|d
ben Z()-3-0x0-2 dlhy ro-IH-in °|r§471 fraro-lower-
e%zyﬁ%nbxo ?f" ydro- tazol: -yl’fﬂé%)?ero ihr{ngfhyf 10

benz@h%’@’ulfonamlde N-(1-Ben-71- 3 -ox0-2,3-dihydro-
IH-indazol-5-yl)-4-methoxy-benzenesutionamide,
Hsﬁ-(1iabyﬂrygglo&é%,@dwmlmﬂmadpwr)ﬂ,’gyi,mmw&@méﬂﬁnoro-lower~
benzghestlfonamide, N-(1-Benzyl-3-oxo-2,3-dihydro-
IH-indazol-5-71)-2-trifluoromethp!- 15 benzenesulfonamide,

NAI-Benzyb 30 X0l Yo Tk mdazeli16wwd) -2 difeEOalkoxy, or fluoro-lower-
benzgﬂ %fufonamide N-(1-Benzyl-3-ox0-2,3-dihydro-
IH-indazol-5-yi)-4-propyl-benzenesulfonamide,

3- DI% benz I4 d| r11e -6-sulonic acid

-bef: r -IH 20 indazol-5-y.)-amide,

I-Benzyl- 3 oxo 2 3 d|h dro-IH-indazol-5-yl)-4-chloro-2,5-dimethyl
%ef‘lz@ﬁég{m ﬁuf":)@/ wower-alkyl, or 10W)€/5*)—dlk¢571 which Jower-alyl is optionally

N-(I- Wm&l@dlhybh@u&ntnd@mﬁ%%)m&h@m@wmmﬂﬁﬁr CN,

benzenessifenamide - dkoxy;

N-(I-Benzyl-3-ox0-2,3-dihydro-IH-indazol-5-yl)-4-fluoro-3-trifluoromethyl-

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

and pharmaceutically acceptabie salts thereof.

3. Compounds according to any of claims 1 to 2, wherein R’ is hydrogen or ower-

alkyl.
1 : 3. . 1.
4. Compounds according to any of claims 1 to 3, wherein R 1s hydrogen.

5. Compounds according to any of claims 1 to 4, wherein R is aryl-iower-alkyl,
hetercaryl-lower-alityl, cycloalkyl-lower-alltyl, finoro-lower-alkyl, or lower-alkyl,
which lower-alkyl is optionally substituted with 1 to 3 substituents selected from the
group consisting of OH, CN, halogen, lower-alkoxy and C(O)NR*R®, wherein R® and
R? are as defined in claim 1.

‘U’\

Compounds according to any of claims 1 to 5, wherein B is aryl-lower-alkyl or

heteroaryl-lower-alkyl.

7. Compounds according to any of claims 1 to 6, wherein R* is benzyl or

pyridinyimethyl, wherein bengyl can optionally be substituted with 1 or 2 halogen.
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benzenesulfonamide, -Benzyl-3-o0x0-2,3-dihydro- IH-indazol-5-yl
j-2-cnloro-5-trifluoromethyl- benzenesuiforamide,
N-(1-Benzyl-3-ox0-2,3-dihydro-!H-indazol-5-yl)-3-phenoxy-benzenesulfon
amide, 30
N-(1-Benzyl-3-0x0-2,3-dihydro-IH-indazpl-5-yl)-3-(5-methyl-,1,3,41oxadiaz
ol-2- yl)-benzenesulfonarnide, N-(I -Benzyl-3-oxo-2,3-dihydro- IH-indazol-
8-Yi; Szchilro:benzenasklionay orde: N 1:Benau-3-00:2,3:811y M roro-benzy,
IH-indazol-5-yj)-3-methoxy-benzenes slfonan'i,de,)

N-(L- B ATEaRG e ey RSB S S AR Birethoxi- 35
benzenesulfonamide, N-(1-Benzyl-3-oxo- .

5,3-difRgehenidn deeBRBE 1) BB Bigariu bferhethyrcieh zErféEulfonamide,

-70- Propane-2-sulfonic acid

(D-beMayhBonxds 2 witiyd te-diti-iridhdols5- 1) Samidesin R is hydrogen.
N-(1-Benzyl-3-ox0-2,3-dihydro-1H-indazol-5-yl)-3-chlcro-2-N-dimethyl- b
enzenesyifonamigeoddf{3cQxook cpRyl-23 odifydeo: T4 indazek-ar ) halogen.
3-trifluoromethyl- 5 benzenesulfonamide,

23-Diehl Qﬂtﬁg’é@g}iﬂi@%@ﬂ'zoﬁigéiﬁgr?%ﬁl‘,@ﬂé@hﬁﬁ% @yd;rogen, fluorine, or
enzenesulfonamide, 3-Cﬁ|oro-21-fluoro-N-(3-oxo-
|-prop§E9=8ihydro-1H-indazol-5-yl)- benzenesulfonamide, 10
3-Chloro-2-methyl-#N!-(3-oxo-1-phenethyl-2,3-dihydro-1H-indazol-5-y1)-
ﬁénzé@@@%ﬁéﬁﬁ@}@,ﬂﬁng to any of claims | to 12, wherein R” 15 hydrogen or halogen.
3-Chloro-4-methyl-#N!-(3-oxo-I-phenethyl-2,3-dihydro-1H-indazol-5-yl)- b
drzenBstuifonarhide;o4dGizlara:R; SidimathyikiNi i, 3doxein R is hydrogen.
[-phenethyl-2,3-dihydro-IH-indazol-5-yl)- 15 benzenesuifonamide,
No(3-@xenphenetiykdd-dihverer drindaeol Smri-aririffue rometin-

benzenesulfonamide,

N 1-1 QKL A28 A WAy i INFRZ Qla-YA)-RHERHOFOEINNY: aticyl or aryl

17.  Compounds according to any of claims 1 to 16, wherein R’ is lower-alkyl, phenyl or
naphthyl, wherein phenyl can optionally be substituted with 1 to 3 substituents
independentiy selected from the group consisting of lower-alky], fiuoro-lower-alkyl,
lower-alkoxy, fluoro-lower-atkoxy, dioxo-lower-alkylene, halogen, cyano, phenoxy

and 5-methyl-11,3,4]-oxadiazol-2~yL.

18. Compounds according to any one of claims 1 to 17, wherein R’ is phenyl substituted
with 1 to 2 substituents selected from the group consisting of lower-alkyl, fuoro-

lower-alkyl, halogen and cyano.

19.  Compounds according to claim 18, wherein R’ is 3-chlore-2-methyl-phenyl, 2,3-
| dichioro-phenyl, 3-chloro-4-fluoro-phenyl, 3-trifluoromethyl-4-filuoro-phenyl, 3-
cyano-phenyl, 2,5-difluoro-phenyl, 3-chloro-2-fluoro-phenyl, 5-chioro-2-flucro-

phenyl, or 2-chloro-phenyl.

20. Compounds according to any of claims I to 15, wherein R’ is fluoro-lower-alkyl or

lower-alkyl substituted with cyclopropyl
21.  Compounds according to claim 20, wherein R’ is cyclopropyi-methvl.

22.  Compounds according to any of claims 1 to 21 selected from the group consisting of:

N-(1-Benzyl-3-ox0-2,3-dihydro- 1H-indazol-5-v1)-3-chloro-2~-methyl-
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benzenesulfonamide, 20
3-Chloro-N-(I-isobutyl-3-ox0-2,3-dihydro-1H-indazol-5-y1)-4-metnyl-
benzenesulfonamide,
3-Chloro-N-(1-isobut3I-3-0x0-2,3-dihydro-1H-indazo':-5-),1)-2-methyl-
benzenesuifonamide, 3-Cyano-(1-isobutyl-3-oxo-2,3-dihy(iro-indazol-5-yl)
-benzenesulfonamude, 25 - 69 -

3-Difu ethoxy-(1-isobutyl-3-oxo-2,3-dihydro-indazol-5-yl)-
benzeﬁ[gegsﬁgf%eﬁgfr%}léaé?ﬁ%yano-(1-isobutyl-3-oxo-2,3-dihydro-indazo|-5-v|)
-benzefesulhanidero-2,3-dihydro- 1H-indazol-5-v1)-3-chioro-4-fuoro-
4-Fluorige<l=isabeiiAi8-0x0-2,3-dihvdro-IH-indazol-5-yl)-3-trifluoromethyl-
benzenesyltonamide, 30

.

3-Chloro-4-fluoro-N- -ﬁé%%h%%ﬁi&%?—%@rﬁ%?ﬁ@ﬁ’ﬁﬁ&%@lﬂ&wm-
benzerfsSaMHaTRREnRIde,

2,4-DicKlGraahisdbusyb3: 0xe2-3:dinyelradngazolA-yl) S:methyl-
benzenesylfonamide, . . ’

sulforiathice

3-Ch|orQ-N-1(‘1-et yI-3-0x0-2,3-dihydro-1H-indazol-5-vl) -2-methyl- 35
benzen¥itbHansidestifonic acid (1-benz}d«3—oxo—2,3-dihydro—IH—indazoI—S-yij-amide,
3-Chloro-(I-seaigpeoplisng Nyl ex0-2:3:diydre-indazal; 5-v)-2-methyl-
benze%%ﬁy%oe}@%idae .-gel- 3-Chloro- : =
(1-cyclopropylmethyl-3-6xo-2,3-dihydro-i*idazol- 5-yl)-4-fluoro-
benzerﬁ\‘e“é%ri%ﬁém’a@sca-@“yﬁém@wIkﬁétnylh&bmﬂ&&aﬂwas@:m@g@mbmmm
5-yl) -‘Nﬂ(mﬁhﬁfﬁmﬂktﬁi@mgibﬂly@ﬁﬁ%ﬁlﬁ%ﬁ%ﬂ%ﬂﬂg’45{1@%%9-5%&1@1&

3-Chiogos| -%\éﬁi%%(rf%ﬂ@ethyl-s-oxo-z,3-dihydro-in azo
benzengsul?onaml e,

2,4-DieHIorS {128y t6propy rhidthizie 1ok 2 3etibydra-indazob sl -methy
- benZenestdfarfamigel3-Chloro-[

1-(2-methoxy-ethyl)-3-0x0-2, 3-dihydro-indazol-5-ylj-2-methyl- 10
benzeﬁeéblfoe%rh #dg?cﬂ-’l—’ﬁ} grﬁéyérg' T incenol 52,4 difiabro-

1-(2-miARERfsElIBidk0-2,3-dih7dro-inaazol-5-yll-3-trifluorometnyl-
N-(1-Benzyl-3-0x0-2,5-dihydre-1H -indazol-5-y1) -4-propyl-benzenesulfonamide,

2,3-Dihydro-benzo|1,4] dioxine—é—suifdnic acid ( 1~benzylm3-oxo~2,3—dﬂ1ydm- 1H-
indazol-5-yi)-amide,

N-(1-Benzyl-3-ox0-2,3-dihydro- 1E-indazol-5-v1) -4-chloro-2,5-dimethyl-
benzenesulfonamide, '
N-{1-Benzyl-3-0x0-2,3-dihvdro- lH-indazol—S—yl}-4~chloro-3~triﬁuoromethyﬁ—
benzenesnifonamide,

N-(1-Benzyl-3-ox0-2,3-dihydro- lH-indazol—5—yl}~4~ﬁuoro~3-triﬂuorometh§rl-
benzenesulfonamide,

N-(1-Benzyl-3-0x0-2,3-dihydro- lH-inciazol—&yI}-2~cbloro—5—triﬂuorometh}d~
benzenesnifonamide,

N-(1-Benzyl-3-ox0-2,3-dihydro- 1H-indazol-5-y1)-3-phenoxy-benzenesulfonamide,
N-( l*BenZy’l—E‘*-0X0~2,3—dih}fdm-leindaZGI—S—yD—3~(5~metb;f1— [1,3,4]oxadiazol-2-
vi)-benzenesulfonamide,

N-(1-Benzyi-3-0x0-2,3-dihydro- 1 H-indazol- 5-yl)-3-chloro-benzenesnifonarmide,
N-(1-Benzyl-3-0xe-2,3-dihydro- 1H-indezol-5-y1)-3-m ethoxy-benzenesulfonamide,
N-(1-Benzyl-3-ox0-2,3-dihydro- 14 -indazol-5-y1)-3-diflucromethoxy-
benzenesulfonamide,

N-(1-Benzyl-3-0x0-2,3-dihydro- 1 H-indazol- 5-y1)-3,5-bis-trifluoromethyl-
benzenesulfonamide,
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benzenesulfonamide, 3-Chloro-4-fluoro- |
1-(2-methoxy-ethyl)-3-o0x0-2,3-dihydro-indazol-5-yl] -
benzenesulfonamide, 15
2,4-Dichloro-[1-(2-meth.oxy-ethyl)-3-0x0-2,3-dihydro-indazol-5-yfl-6-methy
|- benzenesulfonamide, 3-Chloro-2-met d-N- [

3-0x0-1-(2,2,2-trifluoro-ethyl)-2,3-dihydro-1H-indazol-5- yl]

-ben ﬁ%gwﬁm&ﬁﬁ g’cﬁ 9“9&11 1 3-0x0-2,3-dihydro~1H- mdazol 5-yl)-amide,
[3-0x0-1-(2,2,2-trifluoro- eth h dr m?azol -5- yCL£|!l 7 4

triflucyB M EBe S ERCS ORER e AN oo - -cbloro-2-N-dimetby

(3-0Xoekrpyridini@rylniéthyl-2,3- d|hydro -IH-indazol-5-yl)-3-
trifluaometiyl- 9%?9?5%”9%@9%{26@9%8@'9%@ G meiykNa3-g%0-

I- pyrldln -2-ylmethyl-2,3 d|hydro IH-in dazol-5- yl)'-b enzenesulfonamide,
25 3-BRIGTOCHHTREHYE %1(3 -oxo-Il-pyridin-2-ylmethyl-2,3-d hydro-IH-
ndazalSs ke nZérésoutfonamide)-2;HadroN- TH-{2ddapdB-v1 ) -

oay-Zmethyl-prapyl) 3 -oxo-2,3 -dihydro- IH-in dazol- 5-yl1, -
3- trlfluorometh}t/f benzer;?sulfonamlde N-(1-Benzyl-6-cl
o

loro-38x0F % iz OB At R bR ol 57
benzénesui&mkfnmlm;de,

N-(1-Berg6-shioso2-0%0-3 3y diorlaarlazob iy ateidor 5.5

trifiuoromethyl- -benzenesulfonamide,
N-(1-BEANBEERRAES ox0-2,3-di. hydro-IH-indazoi-5-yl)-3-chloro-2-meths
yi- bebzdnesulfonahidei185(3-oxo-1 ~-phenethyl-2,3-dihydro-1H-1ndazol-5-v1}-

N-(1-Benzyl-6:ehl0r0:3:0%0-2,3-dihydro-if-I-indazol-5-yl)-2,3-dicHoro-
berzenesulfonamide,

ir-(1- B S ChloTtrs Bio 2 Sy dr heErE e sty S eyatidndpsol- 5-71)-
benzéneguifondinideide,

N-(-Benatfrahioesiane-23alipudeortHingagob 5y A-aofmeey -

benzenesulfonamide,
N-(1- é’@ﬂ%ﬁ‘é%’?ﬁl’é%xo 2,3-dihydro-1H-indazol-5-yl)-4-chloro-3-
N-(1-Isabutyl-3-0x0-2,3~dihydro-1H-indazol-5-y1)-3-trifluoromethyl-

benzenesuifonamide,
3-Chioro-N-(1-isobutyl-3-0x0-2,3~dihydro-1H-indazol-5-y1)-4-methyl-
benzenesulfonamide,
3-Chlore-N-(1-isobutyl-3-0x0-2,3-dinydre-1H-indazol-3-v1;-2-methvl-
benzenesuifonamide,

3-Cyano-( l-isobutyl-3-0x0-2,3-dihydro-indazol-5-y1}-benzenesulfonamide,
3-Difluoromethoxy-{1-isobutyl-3~oxo-2,3-dihydro-indazol-5-yl)-
benzaneéulfonamide,
4-Cyano-(1-isobutyl-3-oxo-2,3-dihydro-indazol-5-vl)-benzenestlfonamide,
4-Fluore-N-{ 1-isobutyl-3-0x0-2,2-dihydro- L H-indazol-5-v1) - 3-triflucromethyi-
benzenesuifonamide,
3-Chlore-4-fluoro-N-{1-isobutyl-3-0x0-2,3-dihydro-1H-1ndazol-5-y1)-
benzenesuifonamide, ’
2,4-Dichloro-{1-isobutyl-3-0x0-2,3-dihydro-indazel-5-v1)-5-methyl-
benzenesulfonamide,
3-Chloro-N-(1-ethyl-3-ox0-2,3~dihydro-1H-indazol-5-v1)-2~methyl-
benzenesulfonamide,
3-Chloro-(1-cyclopropyimethyl-3-cxo-2,3-dihvdro-indazol-5-y1)-2-methyl-

bhenzenesulfonamide,
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5 trifluoromethyl-benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H
indazol-5-y1)-3-difiuoromethoxy- benzenesulfonamide, N-
(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-yi) -2-trifluoromethy'!-
benzenesulfonamide, 10
N-(l-Benzyl-6-ch|oro-3-oxo-2,3-dihydré-?L]Hiindazol-5-y1)-3-trif|uorometho

y- ben iifonarni et 3- 0x0-2. 3-dihrvdrondazal-5-v1)-4-fuoro-
(B o Spsipsis oxor i dhudiosindanglss il o
benzEAER FSHE Rideide:
N-(1¢{B€nyzyborobitnne3rdxo-23-ditndlrgdrb-indazol 55yl -Lud-dichiemr-otbmethyl -
benzenesulfonamide; N-(1-Benzyl-6-chloro-3 -oxo-2,3-dihydro-1H-indazol-

5-yl) - 3-chloro-2-fluoro- benzenesulfonamide, N

-(I-BEAHARE Lhiord ABXR PR dre it 2R SRy Bar i giomethyl-
benZenesh¥ariamidei2)

N-(1f@ﬂ%&kﬁa@'&f%@egpagy%&@@@:&f&ﬂﬂg%g!;éfglﬁséafﬁt%t%ﬂﬂ%@%ﬁ-

- benzenesulfonamidg
N-(l%%ﬁ%%ﬂé%%%é@oxo-z,3-dihydro-4H-indazoI-5-y1) -2-chloro-
beaze&ddsuforanide; t-Beraidd-chlara3-axe-2:3-gibyaiosintiazetethyl-

5-y1);3-chlaraZ-methyl- 25 benzenesulfonamide,
N-(1-Benzyl-6-fluoro-3-0xo0-2,3-dihvdro-1H-indazol-5-)rl)-4-fluoro-3-

triflu éf&?@fﬁ?i—ké%’f@ﬁ@ﬁﬁfﬁaﬁ)@é ox0-2,3-dibydro-indazol-5-yl]-3-triflucromethyl-
N-(liBenzybadfiuozo:3gxo-2,3-dihydro-IH-indazol-5-yl)-2,3-dichloro-
Ml e i et v
benZeHEEHSHAPHREI e
N-(1-Beddylfofid o 3-axahd S3~difhytro-ttdntlazth hiyd rieoron2-fiuaranyl-
benzgnesulfonamide, N- (i -B enzyl-6-fluoro- 3-oxo0-2,3 -
dihydro-1H-indazol- 5-y|)T - 5 -chloro-2-fluor o- 35 benzenesuifonamide, i
3-Chloro-Z-methyi-N-{3-ox0-1-(2,2,2-trifluoro-ethyl)-2,3-dihydro-1H-indazol-3-
'vil-benzenesulfonamide,
4Fluoro-[3-ox0-1-(2,2,2-trifluoro-ethyl)-2,3~dihydro-indazol-5-yl]-3-
trifluoromethyl-benzenesulfonamide,
4-Fluoro-N-(3-0x%0-1-pyridin-2-yimethyi-2,3-dihydro- 1H-indazol-5-y1)-3-
trifluoromethyi-benzenesuifonamide,
24-Dichioro-6-methyl-N-{3-ox0- 1-pyridin-2-yimethyl-2,3-dihydro-1H-indazol-5-
yl)-benzenesulfonamide, :
3-Chloro-2-methyl-N-(3-o0x0-1-pyridin-2-yimethy!-2,3-dihydro- 1H-indazol-5-v1)-
benzenesulfonamide,
4-Fluoro-N-{1-(2-hydroxy-2-methyl-propyl)-3-oxo-2,3-dihydro- 1 H-indazol-5-vl]-
3-trifluoromethyi-benzenesulfonamide,
N-{1-Benzyl-6-chloro-3-0x0-2,3-dihydro-1H-indazol-5-y1}-3-chloro-4-fluoro-
benzenesulfonamids,
N-{1-Benzyl-6-chloro-3-0%0-2,3~dihydro- 1H-indazol-5-v1)-4-fluore-3-
rrifizoromethyl-benzenesiifonamide,
N-(1-Benzyl-6-chiore-3-0x0-2,3-dihydro- 1H-indazol-5-y1}-3-chloro-2-methyl-
benzenasulfonamide,
N-(1-Benzyl-6-chloro-3-ox0-2,3-dibydro-1H-indazol-5-v1)-2,3-dichloro-
benzenesulfonarmide,

N-{1-Benzyi-6-chloro-3-0x0-2,53-dihydro-1H-indazol- 5-v1}-3-cvano-
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N-
(i-Benzyl-6-fluoro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-trifluoromethoxy-
benzenesulfonamide, -73- 3-Chloro-N-{
1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-5-yi] - benzenesulfoa
amide, 3-Difluoromethoxy-N-[
|-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-IH/#dazol-5-yl]-

ben%%n_g %If&mgmlde 5
4-FIUOrO-N- 1 (Lrﬁr%ro benzyl)-3-0xo-2,3-dihydro-1H-indazol-5-yl)-3-

trifludroMEtRE - terbere SuRBREMIdE R YEr3-Blyarsdsbizd | ;@ floro-
dloxﬂt@i@:&bﬂﬂ@m@mide[ 1-(4-fluoro-benzyl)-3-oxo-2,3- dihydro-IH-indazol-

5-y1l, hIor N- f |-(4-fluo o nrn-lu_;
ndazélfjlf‘g%c%gzg1 ?h%l%eni’én%# ona\mld)A C%Z%ck?l( rf g%&%?ugro N-[
1- (4%&@5%%%@%-@%%32531@1%@@4H indazo1-5- yI] -b
enzengsuifensmitlehit-Criosgo2 S difttetasN-indazol-5-v1)-3-difluoromethoxy-

1- (43c %e?&%@ﬁz.r% gxo -2 3 -dihydro-1H-indazol-5-

-benzenesulfonami e

3 c%&é-ﬂ[@wlﬂétﬁié%émm@@@@mﬂﬂéireuﬂivﬂm%ér‘ﬂlya]@ﬂwmﬁthw

beanesmdiehﬁmuﬁ&% -Cyano-| 1-

(-uora henpy &-o10:2 2 deiodndarel Bl s enzsnesUIanamdemos.

Nap thalene-- onlc acid

1- (4ifﬁﬁ¥3ﬁé‘f’é@rf£&"r}@4éﬁo 2,3-dihydro-1H-indazol-5- 20 yl]-amide,

g CMD(QAeﬂu@ﬁ%bé:ﬁlbfé ?}ﬁ@f@@%&tﬁtﬁxp}%@r@&7ﬂ@}lﬂjftﬂﬂﬁ@it&y']'
enze Chloro-

[1- (??D @ch{%%é%g?gg% 833 -0X0-2,3- dld%;dro indazol-5-yl]-2- methyl-

beniér{és%ﬁf&ﬁérﬁr&élozs -3-0%0-2,3 vdro-1H-indazol-5-y1}-2,4-dichloro~

3-Chiera =63 %difitare;benzyl)-3-oxo-2,3-dihydro-indazol-5-yl]-4-fluoro-

benz sgéf%gn%@@i 3 4XQZ{|§J% %?”71@ mc?azol 5-v1)-3-chloro-2-fluoro-

2,3- h ro-indazol uoro-3-
enzenesulfonaml de,

N-(1-Benzyl-6-chloro-3-cxo-2,3-dihydro-1H-indazol- 5-y1)-3-trifluoromethyl-
benzenesulionamide,
N-(1-Benzyl-6-chloro-3-o0x0-2,3-dihydro-1H-indazol-5-y1)-5-chloro-2-fluoro-
benzenesulfonamicde, '
N-(1-Benzyi-6-chioro-3-ox0-2,3-dihvdro-1H-indazol-5-y1)-2-chioro-
benzenesuifonamide,
(1-Benzyl-4-chioro-3-0xo0-2,3-dihydre-indazol-5-v1)-3-chloro-2-methyl-
benzenesttifonamide,
N-{1-Benzyl-6-flucre-3-ox0-2,3-dihydro-1H-indazo!-5-y1)-4-fluoro-3-.
trifiuorormethyl-benzenesulionamide,
N-(1-Benzyl-6-fluorc-3-oxo-2,3-dihydro-1H-indazol-5-1)-2,3-dichloro-
benzenesuilionamide,
N-{1-Benzyl-6-fluore-3-o0x0-2,3-dibydro-1H-indazol-5-y1)-2,4-dichloro-
benzenesulfonamide, |
N-{1-Berazyl-6-fluore-3-oxo-2,3~dihydro-1H-indazol-3-y1}-3-chloro-2-fluoro-
benzenesulfonamide,

N-{I-Benazyl-6-flnore-3-0x0-2,3~dihydro- LH-indazol-5-y1}-5-chloro-2-flucro-
benzenesulfonamide,

N-(1-Bemzyl-6-fluore-3-ox0-2,3-dinydro- 1H-indazol-5-y1)- 3-trifluoromethoxy-

berzenestiionamide,
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trifluoromethyl-benzenesulfonamide,
3-Chloro-[1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl]- 30
benzenesulfcnamide, [
1-(3,4-Difluoro-benzy1)-3-oxo-2,3-dihydro-indazol-5-yl]-3-trifluoromethoxy-
benzenesulfonamide, 2,4-Dichloro-
[1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydréandazoi-5-yl] -5-methyl-

benz ulfo idg, 35 o o .
3,4-Dgigﬁﬁ%%?[@3@&%@&8fS:Bs%?%:%:%%Pa?z?s@&fﬁéﬁa%ﬁaa%%%.wﬂ-
benzetEsnRBiamRiaid,5-Dichloro- [ i -(3,4-difluoro-b
enzyB-Bioxerdnd-aiydior ndoalsaylls Zsfarn st -enzenesulfonamide; s .1
2,4,55Trlzg:hlor§f L?}adx(g 4-difluoro-benzyl)-3-oxo-2,3-dihydro-indz.zol-5-y1] -
benzenesuffonami e,df’3-Dicnioro-[

1-(3, 4-dinowrdbehAgnizoroe@dinydresiddaddty8rgh 155 indazol- 5-yi]- 3-
benzenRsulionamiBe - 2:4ri6INarn {de,

i-(3,4;diflyoro-benzvl)-3-0x0-2, 3-dihydro-indazol-5-yi]-6-methyi-
benzé%e}glgwgﬁ%e(%i% ’oéjictﬁoiié%gﬁ._— —su&omu act 1»&—%nozo—Denzyl}~3~oxo—2,3—
1-(2, 4ibserobengdenr8 oxb-218idhydro-1H-indazol-5-y1]-4-
f|UFr%@%{&@csuﬁélmﬁr[%d@l@z@—bng}ﬁSaoxol—z}B—céihyrjfo~1Iﬁ~i_n%az@1—5§f1}—6-
N-[1-(2 [il uorn-benzvl)-3-0xo-2,3-dihydro-IH-indazol-5-yl]-4-fluoro-3-
g RSB Amicl,
3-ChivferNrpt %2 -Adiflaorobehz¢hlsord-23bitlydro-1, Brdidazol 15ty @0l - 5-
methylihenzenesatfanamide, N-[
1-(4-%:_ 0-benzyl)-3-0x0- 13-(31:']h(3]/fgr0-1H-ind z0l-5-yP-4-flyoro-3- 15 ;
ti quorg{r]%Ieotﬁoyf:ﬁe ﬁ%g%%rs?u[ﬁ) h]{f 4|— el_}oro—benzy —g-«oxg~2,3-cfx%ycgo-lé-mdazolw:w
3-Chibreugasa-dfiaronistzyl)-3-0x0-2,3-dihydro-1H-indazol-5-ylj
-2-metlpicbenzenasalionamige12s3RichlorgsNalo-indazol- 5-y1]-2-methyl-
1'(4'%Q£%LQ'Q&@§¥|€§& x0-2,3-dihydro-IH-indazol-5-yl] -
benzenesulfonariide, 20 Naphthalene-1-sulfonic acid
[1-(4-thiBrachéni ) Buerneotzig dihidrectia-dndiay dto-indazol -5-71 -
benzenesulfonamide,
Naphthalene -1-suifonic acid {l~{4—ﬂuoro—benzy1}—3~oxo-2,3—dihydro—1H~»iﬁc‘ia.zol~5»
vi]-amide,
3-Chloro-4-flnoro-N-[1- (4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-yli-
benzenssulfonamide,
3-Chloro~{1-(3 4-difluoro-benzyl}-3-ox0~-2,3-dihydro-indazol-5-y1j-2-methyl-
benzenesulionamide,
3-Chlaro-{1 -(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-y1]-4-fluorc-
benzenesulfonamide,
[1~(3,4-Difluore-benzyl)-3-ox0-2,3-dihvdro-indazol-5-v1)-4-fluoro-3-
iriflnoromethyl-benzenestifonamide,
3-Chioro-[1 -(3,4-difleoro-benzyl}-3-oxo-2,3-dihydro-indazol-5-y1-
benzenesulfonamide,
[1-(3,4-Difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-y1]-3 -triffuoromethoxy-
benzenesulfonamide,
2,4-Dichloro-{1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydre-indazol-5-y1l-5-methyl-
benzenesulfonamide,
3,4-Dichlor o-[1~(3,4-difluoro-benzyl)-3-0x0-2,3-dihydro-indazal-5-v1) -
benzenesulfonarnide,

4,5-Dichlor 0-{1-(3,4-difluoro-benzyl)-3-0x0-2,3-dihydro-indazol-5-711-2-fluoro-
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5-y11-amide,
3-Chloro-N-[1-(2-chloro-4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-yl]
-2- methyl-b enzenesulfonarnide, Naphthalene-I-sulfonicacid
[1-(2-chloro-4-fluoro-benzvl)-3-oxo-2,3-dibydro-1H- 25 indazol-5-yl]-amide,
2,3-Dichloro-N-[ .
1-(2-ch|oro-4-f|uoro-benzvl)-3-oxo-2,3-’diﬁ§/dro-IH-indazol-5- yl] -b

enzepgsuionaande,: M= [ 1- (2-Chloro-4-fluoro-benzvl)
-3-0%0-2,3-dihydro-iH-indazol- 5-yl; -4-flyoro-3- trifluoromethyl-b
enzé%’]’%%ﬂ s ﬁﬁg—é?l—sg,éné?éuor%-menzﬁ}~3~oxo~2,3— i ydro—Yndwol—Suyl]-
N-[1¥erChisrdidrfiundebenzvl)-3-oxo-2,3-dihydro-IH-indazo-5-y1]-3-

diflueremethexy benzenssulfonamidey, N~ 1)}{0—2,3»&1}1}7& o-indazol-5-y1]-
1-(2-Ch|oro-4-ﬂuoro-,;enzyl)-:%-oxo-z, -dihydro-IH-indazoi-5-yl] -3-
trifiugfgﬁgﬁ’?%- esu fonamide, 3-Chloro-N-[
1-(2-exfanidthghB-Gxé-2i8«dirkbidrosit-dazdl;3 5dyitidRsniedayd- 35! -6-methyi-
Ee(gzgaﬁgﬂ h fggﬁ"u’_[sd'h dro-1H-indazol- 5-y1] -4-fluoro-3

-(2- o-ethyl)-3:0x0:2,3-dihydro-1H-indazol- 5-y1] -4-fluoro-3- i
triﬂuo%%rﬁ?&fﬁyﬁfafé“ %e%é%zﬂﬁ%% ?862’][37%“-05%5@“6?1‘ rr pdazol-5-y1]-4-
cyandvetitybergamgslf, @rdiydiro- IH-indazol-5-yl] -6-methyl-

benzgngsuifenamiden 3s&iion0:Nb Lo(2-gyanosethyl)3:0%0:2:3-diydro-
IH-ind oI-S;% fllﬁoro- benzenesulfonamide, 5

-4-
N-[6-CHISFS: ]9(‘3‘% ST $630E2, 3-dihydro-IH-indazol-5-yli-4-fluoro
-3- trifiGbiomethyl-henzenbsutfohamide 3-5:Chgraliy §:6-aHibkadazol-5-y1)-2-
-1-(2;htororRe AeM B X0rR43-dihydro- IH-indazol- 5-yll -2-
fluorg- enesulfonamide,, , . , o
25 DehTo N EORPL i by ety osismeador s
- 10 Wifberpmaasidfemamidol ®@htdde-N-(6-chloro-3-oxo- |

-pyridireB-ymethyld.3-dibydrasiindazol-o-y i 2-med vl .01 5-41) -2-methyl-
enzegesulforg}aﬁlde,. - (6-ChIoro-3-oxo-l-pyr|d|n-2-y|methy|-2,3-d|ﬁydro-

IH-ind&8Z5T5 Y 154 ¥ibt0-3-

2,3-Dichloro-N-{ 1-(4-~chloro-benzyl)-3-0x0-2,3-dihydro-1H-indazol-5-y1]-
benzenesulfonamide, '

Naphthalene-1-sulfonic acid [1-(4-chloro-benzyl)-3-0x0-2,3-dihydro-1H-indazol-
5-yl]-amide, |
3-Chloro-N-[1-(2-chloro-4-fluoro-benzyl)-3-o0x0-2,3-dihydro- 1H-indazol- S-yl}-2-
methyl-benzenesuilfonamide,

Naphthalene-1-suilfonic acid [I-(2-chioro-4-fluoro-benzyl)-3-oxo-2,3-dihvdro-1H-
indazol-5-yl]-amide,

2,3-Dichlore-N-[ 1-{2-chloro-4-fluoro-b enzyl}-3-0x0-2,3-dihydro-1H-indazol-5-
vli-benzenesulfomamide,

N-[1-(2-Chloro-4-fluoro-benzyl)- 3-0xc-2,3-dihydro-1H-indazol-5-y1}-4-fluoro-3-
triftuoromethyl-benzenesulfonamide,

N-[1-(2-Chioro-4-filuoro-benzyl)- 3-ox0-2,3~dihydro-1H-indazol-5-71] -3
difluoromethoxy-benzenesulfonamide,
N-[1-{2-Chloro~4-fuoro-benzyl)-3-ox0-2.3-dihydro-1H-indazol-5-71]-3-
triflnoromethoxy-benzenesulfonamide,
3-Chloro-N-[1-(2-cyano-ethyl)-3-ox0-2,3-dihydro-1H-indazol-5-y1]-2-methyl-
benzenesulfonamide,

N-[1-{2-Cyano-ethyl}-3-0xo-2,3-dihydro- 1H-indazol- 5-yl]-4-fluore-3-

trifluoromethyl-benzenesuifonamide,
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trifluorometnyi-benzenesulfonamide, 15
2-[5-(3-Chloro-2-methyl-benzenesulfonylarriino)-3-oxo-2,3-dihydro-indazo
1-l-yij- metnyl-acetamide,
2,4-Dichloro-11-(3,4-difluoro-benzyl)-2-methy-3-o0xo-2,3-dihydro-indazol-5
-yl]-6- methyl-benzenesulfonamide, and73 Chloro-i 1-(3,4-difluoro-bent}
1)-2-methyl-3-0x0-2,3-dihydro-indazol-5- y|1 -2- 20

methykibnzeResulionamides ane.phasnasertically acceptable salts 1) g merhyl.
thereDofmZ?, (;lgmrpounds according to any one of claims | to 22 selected

from the gr grou conS|sf|ng Of,

N-(I- é&&yreg&r{wa -SraRG- 2B hydreetd-indidzdre-4ii-8:dord- 2inethybro-

25 béezenesuliananide,

N-(1 hloro-3-0x 3d|yro d 0l-5-yi).-2, dlforo

benzte@ ongrél ge)gﬁl?f%% : -ch(fore- -o%%1 d&ﬁﬁﬁr TRtaFoRoro-3-

5-yl)- e@méeem&@zeeﬁ%ﬁ@@mmmude 30
N-(I-BeTiypdo8CibomidoxX0- 2 3rdifydreriiingdazel-5 v 2yehlofe: indazol- 5.31) -2-

benzgngsu fonazrlmgu?f nami

N-(1-Benzy “BfTloro-3-0x%0- %3 dihydro-IH-indazol-5-yl) -3-chloro-2-fluoro-
benzefeimamidé chloro-1-(2-chloro-benzyl)-3-0xo-2,3-dihydro-1H-indazol- 5.

N-(i- Bgrmﬂz&:ﬁuﬁf@n&zﬁmZ 3-dihydro-IH-indazol-5-y )-2,3-dichloro- 35

benz lfo y

SR dro Oy yh-BLBRIBTo 23 itioRs t7g- indazol-5-y1)-
benz&mBEHFoPEHEIaET fonamide,

N-(1-B€82yh3rox®-cka- ﬂﬂpyﬁf&ﬂkkiﬁgﬁ@@yﬁﬂf) %ﬂ%olgfmﬁ?@gl’ ~5-y1)-4-flupro-3-

benZ{er uSl{JfOﬂ 4 e zenié%ﬁ l quoro benzyl)

-3-0X0 § SER o0-indazol-5- enzenesulfonamlde 2,3-Dichloro-N-

[1- (@eﬁt&?ocﬁicﬁ %Wlévsn@mmwmmrﬂagﬂpw dihydro-indazol-1-yl)-

benzenesilteramide,
2,4-Dichloro-1-(3,4- diflnoro-benzyl)-2-methyl-3-0x0-2,3-dihydre-indazol-5-v1] -6-
methyl-benzenesulforamide, and
3-Chloro-[1-(3,4-difiuoro-benzyl)-2-methyl-3-0x0-2,3-dihydro-indazol-5-yll-2-
methyl-benzenesulfornamide,

and pharmaceutically acceptabie salts thereof.

23, Compounds according to any one of claims 1 to 22 selected from the group
consisting of:
N-(1-Benzyl-6~chloro-3-ox0-2,3-dihydro-1H-indazol-5-y1)-3-chloro-2-methyi-
benzenesulfonamide,
N—(1-Benzyl»6-chlorc:>~3—oxo—2,3—dihydro-IH—indazolw5~§r1}-2,5-diﬂuoro-
benzenesulfonarmde,

N-{1-Benzyl-6-chlor o-3-ox0-2,3-dibydro-1H -indazol- 5-y1)-3-chlore-2-fluoro-
benzenesulfonamide,

N-(1-Benzyl-6-~chlor ©-3-0x0-2,3-dihydro-1H -indazol-5-v1)-2-chlore-
benzenesulfonamide,

N-{1-Benzyl-6-fluor o-3-0x0-2,3-dihydro- 1H-indazol-5-y1)-3-chloro-2-flucro-
bhenzenesulfonamide,

N-(1-Benzyl-6-fluor o-3-0x0-2,3-dihydro-1H-indazol- 5-y1)-2,3-dichloro-
benzenesulfonamide,

N-(1-Benzyl-6-fluor o-3-0x0-2,3-dihydro- 1H-indazol-5-y1)-5-chloro-2-fuoro-
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3-Chloro-N-[
i-(4-chloro-benzyl)-3-o0xo-2,3-dihydro-1H-indazol-5-yP-2-methy-
benzenesulfonamide, 10
4-Fluoro-N-[I-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-yll, -3-
trifluoromethyl-benzenesulfonamide, 3-Chloro-4-fluoro-N- [I -
(4-fluoro-benzyl)-3-oxo0-2,3-dihydro-1H-indazol-5-y1j -
benzgnesyifanamigdea3-Chloro- [ 1-(3,4-difluoro-benzyl)

-3-0xQ-2,3;dih -indazol. .-5-yl]-2-methyl- 15 benzenesulfonamide, N-[
e Sos et R R aie in de ER
trifluGroverstiliverzetresulfonamide, and 3-Chloro-2-methyl-N-(3-oxo-

|-pyrigicyandmettiyk2e3.diaydias lsindazok, yhshepzenesyifonamide,
20 a%g&harﬂﬁceutlcglly acceptable salts thereof. 24. Compounds
S TLATIL

EDE O £ . ..
accor mgI%o any one of claims 1 to 21 selected from the group consisting
of: 2,3-Dichloro-N-[1-(4-chlero-benzyl)-3-ox0-2,3~dihydro-1H-indazol-5-y1]-
2,3-DichteresN#{B:chigr0-3-0x0-1-pyridin-2-yimethyl-2,3-dihydro-1H-indazo
I-5- y)-benzenesulfgnamide,, 25 . , o .
N-(l.%gr%‘i e SN S Ry - T BT S§1}2 by -2 ety
benzerrasueRaritEda 4-Ditluoro-N- (3-oxo- i-phenyl-2,3-dihydro-
1H-indazolr Syl)1 berseneswiapamsdee-2,3- dihydro-1H-indazol-5-v1]-3-
3-Ch|oré)-2-fluo -i\lB(eB-OXO-I{RPen%I{.Zd,3-d|hydro-l -indazol-5-yl) - 30
triduonome -DEnzZenasuiionamiae,
benzenesulfonamid ,
N-(1-Bémgtaa4iliapo3oko-2430ditnditoastlinttazek-byli8ydyaridl-indazol-5-y1)-
benzgresulionamidedPropane-2-suifonic acid
(I-benzyl-6-fluoro-3-0x9-2,3-dihydro-it-indazql- %;I) amide, 35
Sy S B s o e P ooy
ide, Perzerpsrliorergttanesulfonic acid
(I-benzyl:6:4lenner3-axerd)3-<Lindare-biheds-indazabasyh samide: oro-3-
trifiuoromethyi-benzenesulfonamide, and
3-Chloro-2-methyl-N-(3-oxo-1-pyridin-2-ylmethyl-2,3-dihydro- 1#H!-indazol-5-
yl)-benzenesulfonamide.,

and pharrmaceutically acceptabie salts thereof.

24, Compounds according tec any one of claims 1 to 21 selected from the group
consisting of:
2,3-Dichloro-N-{6-chloto-3~0x0~1-pyridin-2-ylmethyl-2,3-dihvdro- 1H-indazol-5-
yl)-benzenesulfonamide,

N-(1-Benzyi-6-finoro-3 -oxo-2,3-dihydro-1H-indazol-5-v1}- 2 4-diflucro-
benzenesulfonamide,

2,4-Difluoro-N-(3-0xo~1-phenyl-2,3-dihydro- 1H-indazol-5-v1}-
benzenesulfonamide,

3-Chloro-2-fluoro-N-( 3-oxe-1-phenyl-2,3-dihydro-1H-indazol-5-v1)-
benzenesulfonamide,

N-(I-Benzyl-6-fiuoro- 3-oxo-2,3-dilydro- 1H-indazol-5-y1)-3-cyano-
benzenesulfonamide,

Propane-2-sulfonic acid (1-benzyl-6-fiucro-3-0x0-2,3-dihydro-1H-indazol-5-91}-
amride,
3-Cyano-N-(3-0x¢0-1-phenyl-2,3-dihydro- 1 H-indazol- 5-yi)-benzenesulfonamide,
2,2,2-Trifluoro-ethanesulfonic acid {1-benzyl-6-fluore-3-oxo-2,3-dihydro-1H-
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Propane-2-sulfonic acid
(1-benzyl-6-chloro-3-0xo0-2,3-dihydro-1"rl-indazol-5-yl)- amide,
Propane-2-sulfonic acid [6-chloro- I-(4-chloro-bent >|)-3-oxo-2,3-d
hydro-IH- 5 indazol-5-yl]-amide,
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-IHzindazoi-5-yl)-trifluoro-
methanesulfonamide, Propane-2-sulfonic acid
(1-isokukyhkB50%09-Z3:Aihydro-IH-indazol-5-yl)-amide, Propane-2-sulfonic
e O 2 e O A S YN0 .
[1-(2-+m88soxy-ethyl)-3-0x0-2,3-dihydro-IH-indazol-5-yll- amide, and
N-(1-Beypede32000rn 8- diby 0= 10082030 CoCyEIOPEORE, ) 5 _dinydro-1p-
methandeaszgffgp?jplde d15 and pharmaceutically acceptable salts thereof.
25. THe compér n%malcgbrding to any one of claims 1 to 21 which is:
N-(1-Beriz§Eeroxt-2:8:difiyeiro- 1B Sintiazdta-yaY-Crdyalbprapytkifiuoro-
methanesuylfepamide;and pharmaceutically acceptable salts thereof. 20
26. A, process for the. preparation of compounds according to any of ‘
I E e TSR O B oA PO Ry 978 -Renide,
1 R4 Fresnort L sutioRis Red(11)- (@it & Gompdusnchdf-fommela, () I @ €1 H -indazol-5-
~S__yR%4HIL5 wherein Rl to R7 are as defined in any of claims 1 to 25. -
L b PPN ACE O R A L 03 Y RS Y e .
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-Benzyl-3-0x0-2,3-dihydro-1H-indazol- 5-y1}~C-cyclopropyi-
methanesulfonamide

end pharmaceutically acceptable salts thereof,

26. A process for the preparation of compounds according to any of claims 1 1o 25

comprising the reaction of a compound of formula (II)

with a compound of formula (1II)

a0
N4
cr S“‘“R"’

amn

wherein R' to R” are as defined in any of claims 1 to 25.



defined in claim 26. 28. Pharmaceutical compositions comprising a
compound according to any of claims 1 to 19 and a pharmaceutically
acceptable carrier and/or adjuvant. 29. Compounds according to any of
claims 1 to 25 for use as therapeutic active substances, 30. Compounds
according to any o f claims 1 to 25 for use as therapeutic active
substances for the treatment and/or propfylaxis of diseases which are
caused by disorders associated with the enzyme lIbeta-hydroxysteroid
Lehydtegenash skoidieise.of 60MPOHNUSACSOMINg to-ame ot 6laims 449,
25 f%@ﬁeﬁrﬁp&{ﬁ}j% of medicaments for the treatment and prophylaxis
of diseases which are caused by disorders associated with the enzyme

|lIbeta:hydroaysteroid dehydrogenase 1. 32. The use of compounds
2a§:co%£%§“ﬁ§%ﬁ§%§8f&ﬁﬂ§?%%?ﬁ?ﬂ%é68?%381%?6% 2ptedhieaRienty forclaims 1

the trealfrrent zapithprephyiaxis afcaptabielic disordels;-olesibh:.

dyslipidemiae, hypertension and/or diabetes.
26, Compounds according to any of claims 1 to 25 for use as therapeutic active

substances,

30, Compounds according to any of claims 1 to 25 for use as therapeutic active
substances for the treatment an cl/or prophylaxis of diseases which are caused by

disorders associated with the emzyme 11beta-hydroxysteroid dehydrogenase 1,

The use of compounds according to any of claims 1 to 25 for the preparation of

(¥
ot

medicaments for the treatmenst and prophylaxis of diseases which are caused by

disorders assoclated with the enzyme 11beta-hydroxysteroid dehydrogenase 1.

The use of compounds according to any of claims 1 to 25 for the preparation of

(N3}
o

medicaments for the treatment and prophylaxis of metabolic disorders, obesity,

dyslipidemniae, hypertension 2nd/or diabetes.



