
-1- INDOZOLONE DERIVATIVES AS 11B-HSD1 INHIBITORS The
present invention is concerned with novel indazolone derivatives which
are  useful as l lb-HSDI inhibitors. The invention is concerned particularly
with compounds of formula (I)  R 2 Rs \ R4  N Ry N I \\ R'  'S  N \ 0 0  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 of OH, ON, 10 halogen, lower-alkoxy and C(O)NR8R9; R3 is
hydrogen, halogen, lower-alkyl, fluoro-lower-allcyl, lower-allcoxy, or
fluoro-lower- alkoxy; R4 is hydrogen, halogen, lower-alkyl,
fluoro-lower-alkyl, lower-alkoxy, or fluoro-lower- alkoxy; 15 RS is
hydrogen, halogen, lower-alkyl, fluoro-lower-alkyl, lower-alkoxy, or
fluoro-lower- allcoxy; R6 is hydrogen or lower-alkyl; R' is aryl, heteroaryl,
fluoro-lower-aicyl, or lower-alkyl, which lower-alkyl is optionally
substituted with 1 to 3 substituents selected from the group consisting of
OH, ON,  20 halogen, lower-alkoxy and cycloalkyl; Rs and R9,
independently from each other, are selected from the group consiting of  



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 glucocorticoid receptors and, in
some tissues, mineralocorticoid receptors;  both being nuclear
transcription factors. Glucocorticoid action on target tissues depends  not
only on circulating steroid concentrations and the cellular expression of
receptors, but  also on intracellular enzymes that critically determine to
which extent glucocorticoids gain  access to receptors in an active form.
llbeta-hydroxysteroid dehydrogenases (l lbeta 10 HSD's) catalyze the
interconversion of the principal active 11-hydroxy-glucocorticoid  (Cortisol
in men) and their inactive 11-keto metabolites (cortisone in men). The
enzyme llbeta-hydroxysteroid dehydrogenase type 1 (llbeta-HSD/) inter-
converts inactive into active glucocorticoids, thereby playing a major role
in local  modulation of cellular agonist concentration and thus activation of
corticosteroid 15 receptors in target tissues. In a recent study made by F.
Hoffmann-La Roche differences in  gene expression in lean and obese
men were analyzed using gene array technology in order  to identify
specific changes in gene expression that might be associated with insulin
resistance or altered metabolism. This study revealed that the mRNA for
1lbeta-HSDI is  approximately two-fold up regulated in adipose tissue in
obese individuals. Moreover, 20 overexpressing l lbeta-HSD1 in
adipocytes of mice led to visceral obesity and to a  syndrome-X like
phenotype (Masuzaki H. et al., Science. 2001 Dec 7;
294(5549):2166-70.).  Taken together, these data very strongly support an
important role of llbeta-HSD1 in the  induction of obesity and the
impairment of glucose homeostasis and lipid parameters.  Thus, selective
inhibition of this enzyme could lower blood glucose levels in Type 2 25
diabetic patients, normalize elevated lipid parameters and/or reduce
weight in obese  subjects. The first pharmacological indication that l
lbeta-HSD 1 inhibition in men might  have beneficial effects were obtained
by using carbenoxolone, an anti-ulcer drug which  



inhibits both 1lbeta-HSD / and the related enzyme I /beta-HSD2.
Treatment with 30 carbenoxolone led to an increase in insulin sensitivity
indicating that that inhibition of  1lbeta-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). Ilbeta-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 -3- relatively low affinity for its substrate (compared
to I lbeta-HSD2). 11 beta-HSDI in tissue  homogenates and when purified
is bidirectional, exhibiting both I lbeta-dehydrogenase  and I
lbeta-reductase reactions, with greater stability of the dehydrogenase
activity (P.M.  Stewart and Z.S. Krozowski, Vitam. Horm. 57 (1999), pp.
249-324). However, when the 5 enzyme activity is tested in intact cells,
the l lbeta-reductase activity predominates, which  regenerates active
glucocorticoids from inert 11-keto forms. Such glucocorticoid  regeneration
will increase effective intracellular glucocorticoid levels and thereby
amplifying glucocorticoid activity. It is this elevated cellular cortisol
concentration that  might lead to increased hepatic glucose production,
adipocyte differentiation and insulin  10 resistance. Inhibition of
Ilbeta-HSDI should not only reduce the typical Syndrome-X /  Diabetes
associated symptoms, but it should also be save and without major side
effect.  Studies with the unspecific inhibitor carbenoxolone highlight the
importance of  developing specific llbeta-HSDI inhibitors. The inhibition of
the llbeta-HSD2 enzyme is 15 badly tolerated and results in increased
blood pressure. In contrast inhibition of l lbeta- HSDl should be well
tolerated since llbeta-HSDI knockout mice were found be healthy  and to
resist hyperglycemia provoked by obesity or stress (Kotelevtsev Y. et al.,
Proc Natl  Acad Sci U S A. 1997 Dec 23;94(26):14924-9). Similar upon
starvation these mice had  attenuated activation of key hepatic enzymes
that are involved in gluconeogenesis. In 20 addition, these mice had
improved lipid and lipoprotein profiles suggesting that inhibition.  of HSDI
might be highly efficacious and safe. Recent reports indicate that
llbeta-HSDI  inhibitors might also be beneficial to reduce high blood
pressure (Masuzald H. et al., J Clin  Invest. 2003 July; 1 12(l):83-90; Rauz
S. et al., QJM. 2003 July;96(7):481-90) to improve  cognition (Sandeep
TC. et al., Proc Natl Acad Sci U S A. 2004 Apr, 27;101(17):6734-9) or 



25 to improve Alzheimer associated deficits. Taken together 1 lbeta-HSDI
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 I lb-HSD 1  30
inhibitors and they display selectivity against the related llbeta-HSD2
enzyme. Therefore the compounds which are specific llbeta-HSD1
inhibitors represent an approach to e.g.  lower blood glucose levels and
normalize lipid parameters in Type 2 diabetic patients by  modulating the
local concentration of the active glucocorticoid cortisol in target tissue
(liver, adipose tissue). 35 The compounds of the present invention can be
used in the prophylaxis and/or  treatment of metabolic disorders, obesity,
dyslipidemiae, hypertension and/or diabetes, -4- particularly diabetes
Type II. The compounds of this invention can further be used in the
prophylaxis and/or treatment of high ocular eye pressure, cognition,
Alzheimer and/or  neurodegeneration. Objects of the present invention are
the compounds of formula I and their 5 aforementioned salts per se and
their use as therapeutically active substances, a process for  the
manufacture of the said compounds, intermediates, pharmaceutical
compositions,  medicaments containing the said compounds, their
pharmaceutically acceptable salts, the  use of the said compounds and
salts for the prophylaxis and/or therapy of illnesses,  especially in the
treatment or prophylaxis of metabolic disorders, obesity, dyslipidemiae, 10
hypertension and/or diabetes, particularly diabetes Type II, and the use of
the said  compounds and salts for the production of medicaments for the
treatment or prophylaxis  of metabolic disorders, obesity, dyslipidemiae,
hypertension and/or diabetes, particularly  diabetes Type II. The
compounds of the present invention can further be combined with PPAR
15 (alpha, gamma, delta) agonists, DHEA (dehydroepiandrosterone),
DPPN inhibitors,  insulin and/or lipase inhibitors, particularly orlistat. -5-
Unless otherwise indicated, the following definitions are set forth to
illustrate and 



define the meaning and scope of the various terms used to describe the
invention herein.  In this specification the term "lower" is used to mean a
group consisting of one to  seven, preferably of one to four carbon
atom(s). 5 The term "halogen" refers to fluorine, chlorine, bromine and
iodine, with fluorine,  chlorine and bromine being preferred. The term
"alkyl", alone or in combination with other groups, refers to a branched or
straight-chain monovalent saturated aliphatic hydrocarbon radical of one
to twenty  carbon atoms, preferably one to sixteen carbon atoms, more
preferably one to ten carbon 10 atoms. Lower-alkyl groups as described
below also are preferred alkyl groups. The term "lower- alkyl", alone or in
combination with other groups, refers to a  branched or straight-chain
monovalent alkyl radical of one to seven carbon atoms,  preferably one to
four carbon atoms. This term is further exemplified by such radicals as
methyl, ethyl, n-propyl, isopropyl, n-butyl, s-butyl, t-butyl and the like.
Lower-alkyl 15 groups can optionally be substituted, e.g. by OH, ON,
halogen, lower-alkoxy, or  aminocarbonyl. Unsubstituted lower-alkyl
groups are preferred. The term "fluoro-lower-alkyl" refers to lower-alkyl
groups which are mono- or  multiply substituted with fluorine. Examples of
fluoro-lower-alkyl groups are e.g. CF-12,  CF2H, CF3, CF3CH2,
CF3(CH2)2, (CF3)2CH and CF2H-CF2220 The term "cycloallcyl" 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- all,oxy" refers to the group R'-O-, wherein R' is a
lower-alkyl. 25 The term "fluoro-lower-alkoxy" refers to the group R"-O-,
wherein R" is fluoro- lower-alkyl. Examples of fluoro-lower-alkoxy groups
are e.g. CFH2-O, CF2H-O, CF3-O,  CF3CH2-O, CF3(CH2)2-0,
(CF3)2CH-O, and CF2H-CF2-O. The term "amino", alone or in
combination, signifies a primary, secondary or  tertiary amino group
bonded via. the nitrogen atom, with the secondary amino group  30
carrying an allcyl or cycloalkyl substituent and the tertiary amino group
carrying two similar or different alkyl or eycloalkyl substituents or the two
nitrogen substitutents  together forming a ring, such as, for example,
-N'H2, methylamino, ethylamino,  dimethylamino, diethylamino,
methyl-ethylamino, pyrrolidin-1-yl or piperidino etc., 



-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 alkylene groups. The term "lower-alkylene" refers to a straight
chain or branched  divalent saturated aliphatic hydrocarbon group of 1 to
7, preferably 1 to 6 or 3 to 6 carbon  atoms. Straight chain alkylene or
lower-alkylene groups are preferred. The term "aryl", alone or in
combination, relates to the phenyl or naphthyl group,  10 preferably the
phenyl group, which can optionally be substituted by 1 to 5 , preferably 1
to  3, substituents independently selected from the group consisting of
lower-alkyl, lower- alkoxy, halogen, hydroxy, CN, CF3, amino,
aminocarbonyl, carboxy, NO2, dioxo-lower- alkylene (forming e.g. a
benzodioxyl group), lower-allcylsufonyI, aminosulfonyl, lower-
alkylcarbonyl, lower-alkylcarbonyloxy, lower- alkylcarbonyl-NH,
lower-alkoxycarbonyl, 15 fluoro-lower-alkyl, fluoro-lower-allcoxy, cyclo
alkyl, phenyloxy and methyl-oxadiazolyl.  Preferred substituents are
halogen, lower-alkyl, fluoro-lower-allcyl and CN. The term "heteroaryl"
refers to an aromatic 5 to 6 membered monocyclic ring or 9  to 10
membered bicyclic ring which can comprise 1, 2 or 3 atoms selected from
nitrogen,  oxygen and/or sulphur, such as furyl, pyridinyl, pyridazinyl,
oxo-pyridazinyl, pyrimidinyl, 20 2-oxo-pyridinyl, 2-oxo-pyrimidinyl
pyrazinyl, thienyl, isoxazolyl, oxazolyl, oxadiazolyl,  imidazolyl, pyrrolyl,
pyrazolyl, triazolyl, tetrazolyl, thiazolyl, isothiazolyl, 1,2,3- thiadiazolyl,
benzoinudazolyl, 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". 25 Compounds of formula (I)
can form pharmaceutically acceptable acid addition salts.  Examples of
such pharmaceutically acceptable salts are salts of compounds of formula
(I)  with physiologically compatible mineral acids, such as hydrochloric
acid, sulphuric acid,  sulphurous acid or phosphoric acid; or with organic
acids, such as methanesulphonic acid,  p-toluenesulphonic acid, acetic
acid, lactic acid, trifluoroacetic acid, citric acid, fumaric 30 acid, maleic
acid, tartaric acid, succinic acid or salicylic acid. The term
"pharmaceutically  



acceptable salts" refers to such salts. Compounds of formula (I) in which a
COOH group is  present can further form salts with bases, 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 compounds of formula I can also be
solvated, e.g. hydrated. The solvation can be effected in the course of the
manufacturing process or can take place e.g. as a  consequence of
hygroscopic properties of an initially anhydrous compound of formula I
(hydration). The term pharmaceutically acceptable salts also includes
physiologically 5 acceptable solvates. -s In detail, the present invention
relates to compounds of formula (I)  R z R3 4  R N  R=N O R7  N'S 0 R5
R6 O 0)  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- 



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 I 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 acceptable salts thereof. The
compounds of formula I can have one or more asymmetric centers aad
can be  present in the form of optically pure enantiomers, mixtures of
enantiomers such as, for  example, racemates, optically pure
diastereioisomers, mixtures of diastereoisomers, 25 diastereoisomeric
racemates or mixtures of diastereoisomeric racemates. The invention
embraces all of these forms. Preferred are the compounds of formula I. -9-
Preferred compounds of formula (I) as described above are those wherein
R' is hydrogen, lower-alkyl, aryl, or aryl-lower-alkyl; R2 is aryl,
aryl-lower-allcyl, heteroaryl, heteroaryl-lower-alkyl, cycloallcyl, cycloallcyl-
lower-alkyl, fluoro-lower-alkyl, or lower-alkyl, which lower-alkyl is optionally
5 substituted with 1 to 3 substituents selected from the group consisting of
OH, CN,  halogen, lower-alkoxy and C(O)NR8R9; R3 is hydrogen,
halogen, lower-alkyl, fluoro-lower-alkyl, lower-alkoxy, or fluoro-lower-
alkoxy; R4 is hydrogen, halogen, lower-alkyl, fluoro-lower-alkyl,
lower-alkoxy, or fluoro-lower- 10 alkoxy; R5 is hydrogen, halogen,
lower-all 1, fluoro-lower-alkyl, lower-allcoxy, or fluoro-lower- alkoxy; R6 is
hydrogen or lower-alkyl; R' is aryl, heteroaryl, fluoro-lower-allcyl, or
lower-alkyl, which lower-alkyl is optionally  15 substituted with 1 to 3
substituents selected from the group consisting of OH, CN,  halogen and
lower-allcoxy; R8 and R9, independently from each other, are selected
from the group consiting of  



hydrogen and lower-alkyl; and pharmaceutically acceptable salts thereof.
20 A preferred embodiment of the present invention relates to compounds
of formula  (I) 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-allcyl, cycloallyl-lower-allcyl,
fluoro-lower- 25 allcyl, 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)NR8R9,  wherein R8 and R9 are
as defined above. Preferably, R2 is aryl-lower-allcyl or heteroaryl-
lower-alkyl, more preferably R` is benzyl or pyridinylmethyl, wherein
benzyl can  optionally be substituted with 1 or 2 halogen. Especially
preferred are those compounds 30 wherein R2 is benzyl, 4-fluoro-benzyl,
4-chloro-benzyl, 3,4-difuoro-benzyl, or pyridin-2- ylmethyl. Other preferred
compounds are those, wherein R2 is aryl, particularly phenyl. -10- Also
preferred are the compounds of formula (I), wherein R3 is hydrogen.
Further preferred are those compounds according to formula (I), wherein
R4 is hydrogen or  halogen, particularly wherein R4 is hydrogen, fluorine,
or chlorine. Another preferred aspect of the present invention are
compounds of formula (I),  5 wherein R5 is hydrogen or halogen,
particularly wherein R5 is hydrogen. Other preferred  compounds of
formula (I) as defined above are those wherein R6 is hydrogen. In a
further preferred embodiment of the present invention, R7 is lower-alkyl or
aryl.  Particularly preferred are those compounds, wherein R7 is
lower-alkyl, phenyl or naphthyl,  wherein phenyl can optionally be
substituted with 1 to 3 substituents independently 10 selected from the
group consisting of lower-alkyl, fluoro-lower-alkyl, lower-alkoxy, fluoro-
lower-alkoxy, dioxo-lower-alkylene, halogen, cyano, phenoxy and
5-methyl-[1,3,4]- oxadiazol-2-yl. More preferably, R' is phenyl substituted
with. l to 2 substituents selected  from the group consisting of lower-alkyl,
fluoro-lower-alkyl, halogen and cyano,  particularly
3-chloro-2-methyl-phenyl, 2,3-dichloro-phenyl, 3-chloro-4-fluoro-phenyl, 3
15 trifluoromethyl-4-fluoro-phenyl, 3-cyano-phenyl, 2,5-difluoro-phenyl,
3-chloro-2-fluoro- phenyl, 5-chloro-2-fluoro-phenyl, or 2-chloro-phenyl.
Other preferred compounds of  



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-oxo-2,3-dihydro-1H-indazol-5-yl)-3-chloro-2-methyl-
benzenesulfonamide,
N-(1-Benzyl-3-oxo-2,3-dihydro-lH-indazol-5-yl)-3-chloro-4-fluoro-
benzenesulfonamide, 25
N-(1-Benzyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-trifluoromethyl-benzene
sulfonamide,
N-(1-Benzyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-2,4-dichloro-benzenesulfo
namide,  Naphthalene-2-sulfonic acid
(1-benzyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-amide, N-
(1-Benzyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-chloro-4-methyl-
benzenesulfonamide, 30
N-(1-Benzyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-4-methoxy-benzenesulfon
amide,
N-(1-Benzyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-2,4-dichloro-6-methyl-
benzenesulfonamide,
N-(1-Benzyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-2-trifluoromethyl-benzene
sulfonamide,  N-(1-Benzyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)
-2,4-difluoro-benzenesulfonamide, 35
N-(1-Benzyl-3-oxo-2,3-dihydro-JH-indazol-5-yl)-4-propyl-benzenesulfona
mide, -11- 2,3-Dihydro-benzo[1,4]dioxine-6-sulfonic acid
(1-benzyl-3-oxo-2,3-dihydro-lH-indazol- 5-yl)-amide,
N-(1-Benzyl-3-oxo-2,3-dihydro-IH-indazol-5-yl)-4-chloro-2,5-dimethyl-
benzenesulfonamide, 5
N-(l-Benzyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-4-chloro-3-trifluoromethyl-
benzenesulfonamide,
N-(1-Benzyl-3-oxo-2,3-dihydro-IH-indazol-5-yl)-4-fluoro-3-trifluoromethyl-
benzenesulfonamide,
N-('_-Benzyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-2-chloro-5-trifluoromethyl-
10 benzenesulfonamide,
N-(1-Benzyl-3-oxo-2,3-dihydro-IH-indazol-5-yl)-3-phenoxy-benzenesulfon
amide,  



N- (1-Benzyl-3 -oxo-2, 3 -dihydro- l 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-oxo-2,3-dihydro-1H-indazol-5-yl)-3-methoxy-benzenesulfon
amide,  N-(1-Benzyl-3-oxo-2,3-dihydro-IH-indazol-5-yl)-3-difluoromethoxy
benzenesulfonamide,  N-
(l-Benzyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3,5-bis-trifluoromethyl-
benzenesulfonam de, 20 Propane-2-sulfonic acid.
(1-benzyI-3-oxo-2,3-dihydro-1H-indazol-5-yl)-amide,
N-(1-Benzyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-chloro-2-N-dimethyl-
benzenesulfonamide, N-(3-Oxo-I-propyl-2,3-dihydro-1H-indazol-5-yl)
-3-trifluoromethyl- benzenesulfonamide, 25
2,3-Dichloro-N-(3-oxo-l-propyl-2,3-dihydro-1H-indazol-5-yl)-benzenesulfon
amide,  3-Chloro-4-fluoro-N-(3-oxo- l-propyl-2,3-dihydro-1H-indazol-5-yl)-
benzenesulfonamide,
3-Chloro-2-methyl-N-(3-oxo-l-phenethyl-2,3-dihydro-lH-indazol-5-yl)-
benzenesulfonamide, 30
3-Chloro-4-methyl-N-(3-oxo-l-pheneth)rl-2,3-dihydro-IH-indazol-5-yl)-
benzenesulfonamide,
4-Chloro-2,5-dimethyl-N-(3-oxo-l-phenethyl-2,3-dihydro-IH-indazol-5-y1)-
benzenesulfonamide, N-(3-Oxo- l-phenethyl-2,3-dihydro-lH-indazol-5-yl)
-3-trifluoromethyl- 35 benzenesulfonamide,
N-(1-Isobutyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-trill- uoromethyl- b
enzenesulfonamide, -12-
3-Chloro-N-(1-isobutyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-4-methyl-
benzenesulonamide, 3-Chloro-N-
(1-isobutyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-2-methyl-
benzenesulfonamide, 



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-oxo-2,3-dihydro-indazol-5-y1)-benzenesulfonamide,
4-Fluoro-N-(1-isobutyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-trifluoromethyI
- benzenesulfonamide, 10
3-Chloro-4-fluoro-N-(1-isobutyl-3-oxo-2,3-dihydro-IH-indazol-5-yl)-
benzenesulfonamide,
2,4-Dichloro-(1-isobutyl-3-oxo-2,3-dihydro-indazol-5-yl)-5-methyl-benzene
sulfonamide,
3-Chloro-N-(1-ethyl-3-oxo-2,3-dihydro-lH-indazol-5-yl)-2-methyl-benzenes
ulfonamide,  3-Chloro-
(1-cyclopropylmethyl-3-oxo-2,3-dihydro-indazol-5-yl) -2-methyl 15
benzenesulfonamide,
3-Chloro-(1-cyclopropylmethyl-3-oxo-2,3-dihydro-indazol-5-yl) -4-fluoro-
benzenesulfonamide, (I -Cyclopropylmethyl-3-oxo-2,3 -dihydro-indazol- 5
-yl) -4-fluoro-3-trifluoromethyl- benzenesulfonamide, 20
3-Chloro-(1-cydopropylmethyl-3-oxo-2,3-dihydro-indazol-5-yl)-benzenesulf
onamide,  2,4-Dichloro-(I-cyclopropylmethyl-3-oxo-2,3-dihydro-indazol-
5-yl)-5-methyl- benzenesulfonamide, 3-Chloro- [
1-(2-methoxy-ethyl)-3-oxo-2,3-dihydro-indazol-5-yl] -2-methyl-
benzenesulfonamide, 25
4-Fluoro-[I-(2-methoxy-ethyl)-3-oxo-2,3-dihydro-indazol-5-yl]-3-trifluoromet
hyl- benzenesulfonamide, 3-Chloro-4-fluoro- [
1-(2-methoxy-ethyl)-3-oxo-2,3-dihydro-indazol-5-yl] -
benzenesulfonamide, 2,4-Dichloro- [1-(2-methoxy-ethyl)
-3-oxo-2,3-dihydro-indazol-5-yl]-6-methyl- 30 benzenesulfonamide,
3-Chloro-2-methyl-N- [3-oxo-
I-(2,2,2-trifluoro-ethyl)-2,3-dihydro-1H-indazol-5-yl] - benzenesulfonamide,
4-Fluoro-[3-oxo-1-(2,2,2-trifluoro-ethyl)-2,3-dihydro-indazol-5-yl]-3-trifluoro
methyl- benzenesulfonamide, 35
4-Fluoro-N-(3-oxo-l-pyridin-2-ylmethyl-2,3-dihydro-1H-indazol-5-yl)-3- 



trifluoromethyl-benzenesulfonamide,
2,4-Dichloro-6-methyl-N-(3-oxo-1-pyridin-2-ylmethyl-2,3-dihydro-1H-indaz
ol-5-yl) -13- benzenesulfonamide, 3-Chloro-2-methyl-N-(3-oxo-
l-pyridin-2-yimethyl-2,3-dihydro-1 H-indazol-5-y1)- benzenesulfonamide,
4-Fluoro-N- [
1-(2-hydroxy-2-methyl-propyl)-3-oxo-2,3-dihydro-1H-indazol-5-yl) -3- 5
trifluoromethyl-benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-chloro-4-fluoro-
b enzenesulfonamide, N-(1-Benzyl-6-chloro-3-oxo-2,3
-dihydro-1H-indazol-5-yl)-4-fluoro-3-trifluoromethyl- benzenesulfonamide,
10
N-(I-Benzyl-6-chloro-3-oxo-2,3-dihydro-IH-indazol-5-yl)-3-chloro-2-methyl-
b enzenesulfonamide,
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-2,3-dichloro-
benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-LH-indazol-5-yl)-3
-cyano-benzenesulfonamide,  15
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-chloro-
benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-y1)
-4-chloro-3-trifluoromethyl- benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-IH-indazol-5-yl)-3-difluoromethoxy
- 20 benzenesulfonaride,
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-2-trifluoromethyI-
benzenesulfonamide,
N-(I-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-trifluoromethoxy
- benzenesulfonamide, 25
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-2,5-difluoro-
benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-4H-indazol-5-yl)-2,4-dichloro-
benzenesulfonamide, 



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-lH-indazol-5-yl)-5-chloro-2-fluoro-
benzenesulfonamide, 35
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-lH-indazol-5-yl)-2-chloro-
benzenesulfonamide,
(1-Benzyl-4-chloro-3-oxo-2,3-dihydro-indazol-5-yl)-3-chloro-2-methy'1 -14-
benzenesulfonamide,
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-lH-indazoI-5-yl)-4-fluoro-3-trifluoro
methyl- benzenesulfonamide,
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-IH-indazol-5-yl)-2,3-dichloro- 5
benzenesulfonamide,
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-2,4-dichloro-
benzenesulfonamide,
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-chloro-2-fluoro-
benzenesulfonamide, 10
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-lH-indazoI-5-yl)-5-chloro-2-fluoro-
benzenesulfonamide, N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-1
H-indazol-5-yl)-3-trifluoromethoxy- benzenesulfonamide, 3-Chloro-N- [1
-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-yl] - 15
benzenesulfonamide, 3-Difluoromethoxy-N- [
1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-yl] -
benzenesulfonamide, 4-Fluoro-N- [
1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-yl]-3-trifluoromethyl-
benzenesulfonamide, 20 2,3-Dihydro-benzo[I,4]dioxine-6-sulfonic acid
[1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro- IH-indazol-5-yl] -amide, 



2,4-Dichloro-N- [ 1-(4-fluoro-benzyl)-3-oxo-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-oxo-2,3-dihydro- IH-in dazol-5-yll - benzenesulfonamide, 3-Chloro-- [
1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl] -2-methyl-
benzenesulfonamide, 30 3-Cyano- [
1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl] -benzenesulfonamide,
Naphthalene-l-sulfonic acid
[1-(4-fluoro-benzyl)-3-oxo-2,S-dihydro-4H-indazol-5-yl]- amide,
3-Chloro-4-fluoro-N- [
1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-yl] -
benzenesulfonamide, 35
3-Chloro-[1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-y1]-2-methyl
- benzenesulfonamide, 3-Chloro- [ 1-(3,4-difluoro-b
enzyl)-3-oxo-2,3-dihydro-indazol-5-yll -4-fluoro -15- benzenesulfonamide,
11
-(3,4-Difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl]-4-fluoro-3-trifluorom
ethyi- benzenesulfonamide, 3-Chloro- [
1-(3,4-difluoro-benzyl_)-3-oxo-2,3-dihydro-indazol-5-y1 ]
-benzenesulfonarnide,  5
[1-(3,4-Difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl]-3-trifluoromethoxy-
benzenesulfonamide, 2,4-Dichloro- [
1-(3,4-difl.uoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl]-5-methyl-
benzenesulfonanride,
3,4-Dichloro-[1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl]- 10
benzenesulfonamide, 4,5-Dichloro-[
1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl]-2-fluoro-
benzenesulfonamide, 2,4,5-Trichloro-[
1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl] -
benzenesulfonamide, 



15 2,3-Dichloro-[1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-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- [
1-(2,4-Difluoro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-5-yl)-4-fluoro-3-
trifluoromethyl-benzenesulfonamide,
3-Chloro-N-[1-(2,4-difluoro-benzyl)-3-oxo-2,3-dihydro-1
H-indazol-5-yl]-2-methyl- benzenesulfonamide, 25 N- [
1-(4-Chloro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-yl]
-4-fluoro-3-trifluoromethyl- benzenesulfonamide, 3-Chloro-N- [
l-(4-chloro-benzyl)-3-oxo-2,3-dihydro-1H-thdazol-5-yl] -2-methyl-
benzenesulfonamide, 2,3-Dichloro-N- [
1-(4-chloro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-5-yl] - 30
benzenesulfonamide, Naphthalene-l-sulfonic acid
[1-(4-chloro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-5-yl]- amide,
3-Chiozo-N-[
1-(2-chloro-4-fluoro-benzyl)-3-oxo-2,3-dihydro-lH-indazol-5-yl] -2- methyl-b
enzenesulfonamide, 35 Naphthalene-l-sulfonic acid
[1-(2-chloro-4-fluoro-benzyl)-3-oxo-2,3-dihydro-lH- indazol-5 -yl] -amide,
2,3-Dichloro-N- [ I-(2-chloro-4-fluoro-benzyl)-3-oxo-2,3-dihydro-
lH-indazol-5-y1]  -16- benzenesulfonamide, N-[
1-(2-Chloro-4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-y1]-4-fluoro-3
- trifluoromethyl-b enzenesulfonamide, N-[
1-(2-Chloro-4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-ylJ -3- 5
difluoromethoxy-benzenesulfonamide, N- [
1-(2-Chloro-4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-yl] -3-
trifluoromethoxy-benzenesulfonamide,  



3-Chloro-N- [ 1-(2-cyano-ethyl)
-3-oxo-2,3-dihydro-1H-indazol-5-yl]-2-methyl- benzenesulfonamide, 10
N-[l-(2-Cyano-ethyl)-3-oxo-2,3-dihydro-1H-indazol-5-yIJ-4-fluoro-3-trifluoro
methyl- benzenesulfonam de, 2,4-Dichloro-N- [ l-(2-cyano-ethyl)
-3-oxo-2,3-dihydro-1H-indazol-5-yl] -6-methyl- benzenesulfonamide,
3-Chloro-N- [
l-(2-cyano-ethyl)-3-oxo-2,3-dihydro-1H-indazol-3-yP,-4-fluoro- 15
benzenesulfonamide,
N-[6-Chloro-1-(2-chloro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-yl]
-4-fluoro-3- trifluoromethyl-benzenesulfonamide, 5-Chloro-N-[6-chloro- l-
(2-chloro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-yi]-2-
fluoro-benzenesulfonamide, 20
2,3-Dichloro-N-[6-chloro-1-(2-chloro-benzyl)-3-oxo-2,3-dihydro-1H-indazol
-5-yl]- benzenesulfonamide, 3-Chloro-N-(6-chioro-3-oxo-
l-pyridin-2-ylmethyl-2,3-dthydro- lH-indazol-5-yl)-2-
methyl-benzenesulfonamide, N- (6- Chloro-3 -oxo-
I-p)7ridin-2-ylmethyl-2,3-dihydro-1 H-indazol-5-y1) -4-fluoro-3- 25
trifluoromethyl-benzenesulfonamide, 2-
[5-(3-Chloro-2-methyl-benzenesulfonylamino)-3-oxo-2,3-dihydro-indazol-1
-yl] - methyl-acetamide,
2,4-Dichloro-[l-(3,4-difluoro-benzyl)-2-methyl-3-oxo-2,3-dihydro-indazol-5-
yl] -6- methyl-benzenesulfonamide, and 30
3-Chloro-[l-(3,4-difluoro-benzyl)-2-methyl-3-oxo-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 35
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-chloro-2-methyl
- benzenesulfonamide, -17-
N-(I-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-2,5-difluoro- 



benzenesulfonamide, N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-
lH-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-dihydro-1H-indazol-5-yl)-2,3-dichloro- 10
benzenesulfonamide, N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-
lH-indazol-5-yl)-5-cbloro-2-fluoro- benzenesulfonamide,
N-(1-Benzyl-3-oxo-2,3-dihydro-lH-indazol-5-yl)-3-chloro-2-methyl-
benzenesulfonamide, 15
3-Cyano-[1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl)-benzenesulfo
namide,  2,3-Dichloro-N- [
I-(4-chloro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-yl]-
benzenesulfonamide, 3-Chloro-N- ( 1-(4-chloro-benzyl)-3-oxo-
2,3-dihydro- 1H-indazol-5-yl) -2-methyl- benzenesulfonamide, 20
4-Fluoro-N-[1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-y1]-3-triflu
oromethyl- benzenesulfonamide, 3-Chloro-4-fluoro-N-[
I-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-11-1-indazol-5-yl]-
benzenesulfonamide, 3-Chloro- [
1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl] -2-methyl- 25
benzenesulfonamide, N- [
1-(4-Chloro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-ylj
-4-fluoro-3-trifluoromethyl- benzenesulfonamide, and
3-Chloro-2-methyl-N- (3-oxo-
l-pyridin-2-ylmethyl-2,3-dihydro-!H-indazol-5-yl)- benzenesulfonamide, 30
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-l-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- l-phenyl-2,3-dihydro-1
H-indazol- 5 -yl) -b enzenesulfonamide,
3-Chloro-2-fluoro-N-(3-oxo-l-phenyl-2,3-dihydro- IH-indazol-5-yl)-
benzenesulfonam de,
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-cyano-benzene
sulfonamide,  5 Propane-2-sulfonic acid
(1-benzyl-6-fluoro-3-oxo-2,3-dihydro-IH-indazol-5-yl)-amide,
3-Cyano-N-(3-oxo-l-phenyl-2,3-dihydro-1H-indazol-5-yl)-benzenesulfonam
ide,  2,2,2-Trifluoro-ethanesulfonic acid
(1-benzyl-6-fluoro-3-oxo-2,3-dihydro-1H-indazol-5- yl)-amide,
Propane-2-sulfonic acid
(1-benz)l-6-chloro-3-oxo-2,3-dihydro-IH-indazol-5-yl)-amide,  10
Propane-2-sulfonic acid
[6-chloro-l-(4-chloro-benzyl)-3-oxo-2,3-dihydro-IH-indazoI-5- yl]-amide,
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-trifluoro-
methanesulfonamide, Propane-2-sulfonic acid
(1-isobutyl-3-oxo-2,3-dihydxo-lH-indazol-5-yl)-amide, 15
Propane-2-sulfonic acid [1-(3,4-difluoro-benzyl)-3-oxo-2,3
-dihydro-1H-indazol-5-yl] - amide, Propane-2-sulfonic acid
[1-(2-methoxy-ethyl)-3-oxo-2,3-dihydro-lH-indazol-5-yi]- amide, and
N-(l-Benzyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-C-cyclopropyl-methanesulf
onarnide  20 and pharmaceutically acceptable salts thereof. Another
example of a particularly preferred compound of formula (I) is:
N-(1-Benzyl-3-oxo-2,3-dihydro-lH-indazol-5-yl)-C-cyclopropyl-methanesulf
onamide  and pharmaceutically acceptable salts thereof. It will be
appreciated that the compounds of the present invention maybe 25
derivatised at functional groups to provide derivatives which are capable
of conversion  back to the parent compound in vivo. Physiologically
acceptable and metabolically labile  



compounds, which are capable of producing the parent 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 (II) -19- 2 Rs  R\ R4  N R' N NCH  R5 R6 (II)  with
a compound of formula (III) O\ O  CIS-'R7 (III)  wherein R1 to R7 are as
defined above. 5 Such a process can be carried out under conditions
known to the person skilled in  the art, e.g. in the presence of a base such
as trietylamine or (4-dimetylamirio)-pyridine  (DMAP) in a solvent such
THF, ethanol, methylene chloride DMF or DMSO, or in  pyridine as a
solvent, with or without the addition of a base such as trietylarrune or
DMAP, at room temperature or at elevated temperatures. IO The invention
further relates to compounds of formula (I) as described above, when
prepared by a process as defined above. -20- General description of the
processes: The preparation of compounds of formula I of the present
invention maybe carried  out in sequential or convergent synthetic routes.
Syntheses of the invention are shown in  the following schemes. The skills
required for carrying out the reaction and purification of 5 the resulting
products are known to those persons skilled in the art. The substituents
and  indices used in the following description of the processes have the
significance given above  unless indicated to the contrary. 



In general, compounds of type I are readily accessible by sulfonylation of
appropriately  substituted 5-amino-1,2-dihydro-indazol-3-one of formula IIa
(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 I below - e.g. pyridine at elevated  temperatures or
THE under reflux 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
literature or available in  15 analogy to known procedures to those
persons skilled in the art Scheme 1: R2 AS q_9 R2 R3 NaH, R6-X R2 R3 \
R4 C~ ,R7 N O 0 DMF O O  R7-N RI-N R7-N  NHz Pyridine, 60 / NIS\R7 I,
NIS, R7 O R5 or 0 R5 H O R5 R6  K200a, THF, ref lux Ua R6 = H la
Optionally, compounds of formula la with R6 = H obtained in this way can
be further  substituted at the sulfonamide nitrogen by treatment with a
base such as sodium hydride,  20 cesium carbonate, potassium carbonate
or the like in a solvent such as DMF or THP or similar followed by
alkylation of the resulting anion with an alkyl halide such as methyl  iodide,
ethyl bromide, benzyl bromide or the like in order to introduce the desired
R6  substituent. Optionally, R6 can be introduced via alkylation of
compound of formula Ila  by procedures known to those persons skilled in
the art. 25 Appropriately substituted 5-amino-1,2-dihydro-indazol-3-ones
of formula IIa are either  known in the literature or can be made in analogy
to literature procedures from known  starting materials according to
scheme 2- e.g. by condensation of the appropriately  functionalized
2-fluorobenzoic acid of formula III with hydrazine hydrate in ethanol and
cyclisation under acidic conditions, followed by alkylation with R2-X to
afford compounds 30 of formula Na (R6 = H), an optional alkylation with
Rl-X (under thermal or basic  conditions in analogy to procedures
described in Heterocycles 1997,45,129-36 or J. Med. -21- Chem. 1991,
34, 1492-1503) to afford compounds of formula IV, and hydrogenation of
the  



nitro group. (Schindler et al., Arch. Pharm. Pharm, Med. Chem., 1998,
331,13-21).  Alternatively, appropriately substituted 5-amino-
l,2-dihydro-indazol-3-ones of formula II  are prepared according to the
general Scheme 3 via a one-operation condensation of the 5 appropriately
functionalized 2-fluorobenzoic acid of formula III with an appropriately
substituted hydrazine RINHNH2 of formula V in the presence of a coupling
agent in  DMF, followed by an optional alkylation with RI-X (under thermal
or basic conditions in  analogy to procedures described in Heterocycles
1997, 45, 129-36 or I. Med. Chem. 1991,  34, 1492-1503) and a reduction
of the nitro group. 5-A.-nino-1,2-dihydro-indazol-3-ones 10 of formula II
with R2 = aryl, heteroaryl can also be prepared in analogy to Menon et al.,
Combin. Chem. and High-Throughput Screen.2003, 6,471-480. The
appropriately  substituted starting materials of formula III are either
commercially available or are known  in the literature or were prepared in
analogy to literature procedures from known starting  materials. The
corresponding substituted hydrazines of formula V are either commercially
15 available or are known in the literature or synthesised in analogy to
literature procedures  (such as J. Org. Chem. 1984, 49, 336-42; J. Am.
Chem. Soc. 1986, 108, 7981-4 or Bioorg.  Med. Chem.
2004,12,1357-1366). Scheme 2: R3 R3 R3 F R4 1 hydttx ziH R4
eNaOHCO R N Pd/C, McOH R? R3 R4 \ EtOHN I 2 s RiHO NOCHCI
R1NH  O R5 H2O 0 R5 H2O O R5 2  III NaH, R1-X; DMF IVa Al = H Or
R1-X, DMF, 11 DEC IV  20 Scheme 3: R2  R3 V R3  F R4 H iJ-NH R N
AS R4 Pd/C, McOH R4  HC I 2 R1-N ~I \\'~ or R1-N NO2 EDCI, DMF h
NO2 SnCl2 H0I/H20 NHz  



O R5 RT, 24h O R5 0 R5 III NaH, R1-X, DMF or IVa R1 = H II  R1-X,
DMF, 110C I IV -22- As described above, the compounds of formula (I) 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 metabolic disorders, obesity,
dyslipidemiae, hypertension 5 and/or diabetes, particularly diabetes type
II. The compounds of this invention can further  be used in the prophylaxis
and/or treatment of high ocular eye pressure, cognition,  Alzheimer and/or
neurodegeneration. The invention therefore also relates to pharmaceutical
compositions comprising a  compound as defined above and a
pharmaceutically acceptable carrier and/or adjuvant.  10 Further, the
invention relates to compounds as defined above for use as therapeutic
active substances, particularly as therapeutic active substances for the
treatment and/or  prevention of diseases which are caused by disorders
associated with the enzyme ilbeta- hydroxysteroid dehydrogenase 1
(11bHSD1), particlularly as therapeutic active substances  for the
treatment and/or prevention of metabolic disorders, obesity,
dyslipidemiae, 15 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 I lbeta-hydroxysteroid  dehydrogenase 1, particularly for the
treatment and/or prophylaxis of metabolic disorders,  obesity,
dyslipidemiae, hypertension and/or diabetes, particularly diabetes type II,
which 20 method comprises administering an effective amount of a
compound as defined above.  In another embodiment, the present
invention relates to the use of compounds as  defined above for the
therapeutic and/or prophylactic treatment of diseases which are  caused
by disorders associated with the enzyme llbeta-hydroxysteroid
dehydrogenase 1,  particularly for therapeutic and/or prophylactic
treatment of metabolic disorders, obesity, 25 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 llbeta-hydroxysteroid
dehydrogenase 1,  particularly for the treatment and prophylaxis of
metabolic disorders, obesity, 30 dyslipidemiae, hypertension and/or
diabetes, particularly type II diabetes.  Prevention and/or treatment of type
II diabetes is the preferred indication. -23- Assay Procedures  Transient
expression and partial Purification: The cDNA encoding the human
llbeta-HSD1 protein was cloned into the expression  vector pcDNA3
(Stratagene). This construct (for details see Alex Odermatt et al.; J Biel  5
Chem.,1999, Vol. 274, Issue 40, 28762-28770) was used to transiently
express the protein in HEK293 cells (ATCC number: CRL-1573, described
in Graham, F.L., Smiley, J., Russell,  W.C., Nairn, R.; (1977)) using
lipofectam ne. 48h after transfection cells were washed  twice with
ice-cold PBS (Phsophate buffered Saline). To 1 volume of cell suspension
in  PBS 2 volumes of ice-cold lysis buffer (50mM Tris; pH7.5; 1mM EDTA;
100mM NaCI) 10 were added. The cells were lysed by
Potter-homogenization (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 collected by  a high speed centrifugation (60 min x 110'000g). The
resulting pellet was resuspended in  storage buffer (20mM Tris pH 7.5; 1
mM EDTA; 10% Glycerol) and the centrifugation was 15 repeated. The
resulting pellet containing the microsomal fraction was again taken up into
storage buffer and aliquots were kept frozen in liquid Nitrogen until use.
Generation of stable cell lines expressing llbeta-HSD1: The same
construct used for transient expression of human Ilbeta-HSD1 was also
used to  establish cell lines stably expressing the protein. Briefly,
(HEK293) cells were transfected  20 with llbeta-HSD1 construct using the
lipofectamine reagent (Gibco BRL) according to the manufacturer's
instruction.. Two days after transfection, geneticin selection (0.8  mg/ml)
was initiated and several stable clones were isolated. One clone was
further used  for pharmacological characterization. Microsome Assay 25
Microsomes isolated from HEK293 cells transiently expressing human
llbeta-HSDI (for  details see above) were incubated in assay buffer (100
mM NaCl; ImM EDTA; 1mM  



EGTA; 1mM 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 Cortisol produced in this assay was
determined using a commercially available, ELISA-based
Cortisol-detection kit  (Distributed by Assay Design, Inc.). Inhibitors were
characterized by there IC50 values,  e.g. the concentration at which the
production of cortisol was 50% reduced. -24- Cellular Assay To measure
the effect of inhibitors in intact cells HEK293 cells stably expressing
human  llbeta-HSD1 (see above) were cultivated in 96 well plates in
DMEM. First inhibitors and  60 min later Cortisone was added to the cells.
After 60 min of incubation at 37C in a 5% 5 C02 atmosphere part of the
medium was removed and the conversion from Cortisone to  Cortisol was
measured using a commercially available ELISA kit (Distributed by Assay
Design, Inc.). Results obtained in the microsome assay using
representative compounds of the  invention as the test compounds are
shown in the following table: Compound h 11-beta-HSD 1  IC50 (nM)
Example 2 0.007  Example 35 0.101 10 Compounds as described above
have IC50 values below 1000 nM; preferred  compounds have IC50
values below 100 nM. More preferred compounds have IC50 values
below 10 nM. These results have been obtained by using the foregoing
test. -25- The compounds of formula I and their pharmaceutically
acceptable salts and esters can be used as medicaments (e.g. in the form
of pharmaceutical preparations). The  pharmaceutical preparations can be
administered internally, such as orally (e.g. in the  form of tablets, coated
tablets, dragees, hard and soft gelatin capsules, solutions, emulsions 5 or
suspensions), nasally (e.g. in the form of nasal sprays) or rectally (e.g. in
the form of  



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 I and their
pharmaceutically acceptable salts and esters  can be processed ,fin+h
pharmaceutically inert, merganr...,r Organic adjuvants for the ~j 10
production of tablets, coated tablets, dragees and hard gelatin capsules,
Lactose, corn  starch or derivatives thereof, talc, stearic acid or its salts
etc. can be used, for example, as  such adjuvants for tablets, dragees and
hard gelatin capsules. Suitable adjuvants for soft gelatin capsules, are, for
example, vegetable oils, waxes,  fats, semi-solid substances and liquid
polyols, etc. 15 Suitable adjuvants for the production of solutions and
syrups are, for example,  water, polyols, saccharose, invert sugar,
glucose, etc. Suitable adjuvants for injection solutions are, for example,
water, alcohols, polyols,  glycerol, vegetable oils, etc. Suitable adjuvants
for suppositories are, for example, natural or hardened oils,  20 waxes,
fats, semi-solid or liquid polyols, etc. Moreover, the pharmaceutical
preparations can contain preservatives, solubilizers,  viscosity-increasing
substances, stabilizers, wetting agents, emulsifiers, sweeteners,
colorants, 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 I and their  pharmaceutically acceptable salts
can be used for the prophylaxis and treatment of  arthritis, cardiovascular
diseases, diabetes, renal failure and particularly eating disorders  and
obesity. The dosage can vary in wide limits and will, of course, be fitted to
the  individual requirements in each particular case. In general, in the case
of oral 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. 



The invention is illustrated hereinafter by examples, which have no limiting
character. -27- Examples  Example 1:
N-(1-Benzyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-chloro-2-methy1-
benzenesulfonamide 5 Step A] i-Benz7l-5-nitro-1,2-dihydro-indazol-3-one
To a solution of 2-fluoro-5-nitrobenzoic acid (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 g) was added. The reaction mixture
was stirred. at ambient  temperature for 22 hours and the reaction was
poured onto aqueous 1N HQ solution and 10 extracted with EtOAc. The
organic layer was washed with brine, dried over sodium sulfate,  filtered
and evaporated in vacua- Purification via ISCO combiflash
chromatography  afforded pure desired
1-benzyl-5-nitro-1,2-dihydro-indazol-3-one (0.26 g) as a yellow  solid. MS
(ESI-):268.3 ([M-H]-). Step B] 5-Amino-l-benzyl-1,2-di.'nydro-indazol-3-one
15 To a solution of 1-benzyl-5-nitro-1,2-dihydro-indazo'-3-one (0.44 g) in
MeOH (50 mL)  was added Pd/C(10%) catalyst (0.1 g) and the reaction
mixture was stirred for four hours  at ambient temperature under a
hydrogen atmosphere using a balloon. After this time the  reaction mixture
was filtered through Celite(c)which was washed with more EtOAc. The
combined organic solution was evaporated in vacua for afford the desired
5-amino-l 20 benzyl-1,2-dihydro-indazol-3-one (0.39 g) which was taken
into the next reaction without  further purification. MS (EST`): 240.1
([M+H]' ). Step C]
N-(1-Benzyl-3-oxo-2,3-dihydro-iH-indazol-5-yl)-3-chloro-2-metnyi-
benzenesulfonamide To a solution of
5-amino-l-benzy1-1,2-dihydro-indazol-3-one (0.04 g) in pyridine (1 mL)  25
was added 3-chloro-2-methylbenzenesulfonylchoride (0.038 g) in one go.
The solution  was stirred at 60C for 24 hours. The pyridine was then.
removed in vacuo and the residue  was dissolved in EtOAc/water and
separated. The aqueous phase was extracted a further  



two times with EtOAc and the combined organic 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/nHeptane/l %AcOH) to afford the
desired  N-(1-benzyl-3-oxo-2,3-gihydro-iH-indazol-S-yl)-3-ctiloro-2-methyl-
benzenesulfonamide (0.015 g) as a pale yellow powder. MS (EST'): 428.4
([M+H]T). -28- Example 2: N-(1-Benzyl-3-oxo-2,3-dih)rdro-lH-indazol-5-yl)
-3-chloro-4-fluoro-benzenesulfonaznide  This material was obtained in
analogy to example 1 using 5-amino- I-benzyi_-1,2-dihydro- indazol-3-one
and 3-chloro-4-fluoro-benzenesulfonyl chloride as an orange solid. MS 5
(ESl-): 430.3 ([M-H]-).  Example 3:
N-(1-Benzyl-3-oxo-2,3-dihydro-1H-indazol-5-y1)-3-trifluoromethyl-benzene
sulfonamide  This material was obtained in analogy to example 1 using
5-amino- l-benzyl-l,2-dihydro- .indazol-3-one and
3-(trifluoromethyl)benzenesulfonyl chloride as a light yellow solid. MS  10
(ESI): 448.1 ([M+Hj+). Example 4:
N-(I-Benzyl-3-oxo-2,3-dihydro-lH-indazol-5-yl)-2,4-dichloro-benzenesulfon
amide  This material was obtained in analogy to example 1 using
5-amino-1 -benzyl-1,2-dihydro- indazol-3-one and
2,4-dichlorobenzenesulfonyl chloride as a light yellow solid. MS (ESI :  15
446.1 ([M-H'-). Example 5: Naphthalene-2-sulfonic acid
(1-benzyl-3-oxo-2,3-dihydro-IH-indazol-5-y1)-amide This material was
obtained in analogy to example I using 5-amino-l-benzyl-l,2-dihydro-
indazol-3-one and 1-naphthaienebenzenesulfon.yl chloride as alight
yellow solid. 20 MS (ESI-): 428.4 ([M-H;').  Example 6:
N-(1-Benzyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-chloro-4-methyl-
benzenesulfonamide This material was obtained in analogy to example 1
using 5-amino-l-benzyl-l,2-dihydro- 



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-oxo-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-3-on.e and
4-methoxybenzenesulfony! chloride as a light yeIlow solid. Example 8:
N-(1-Benzyl-3-oxo-2,3-dihydro-lH-indazol-5-yl)-2,4-dichloro-6-methyl- 5
benzenesulfonamide This material was obtained in analogy to example 1
using 5-amino- l-benzyl-1,2-dihydro- indazol-3-one and
2,4-dichloro-6-methylbenzenesulfonyl chloride as a brown. solid. MS
'^CT-\. ACn1 'r 4H,-'. ~Z~I J. i ,/.  Example 9: 10
N-(1-Benzyl-3-oxo-2,3-dihydro-lH-indazol-5-yl)-2-trifluorometiiyl-benzenes
ulfonamide  This material was obtained in analogy to example 1 using
5-amino -l-benzyl-l,2-dihydro- indazol-3-one and
2-trifluoromethylbenzenesulfonyl chloride as a white solid. MS (EST)":
446.1 ((M-H]-). Example 10: 15
N-(I-Benzyl-3-oxo-2,3-dihydro-IH-indazol-5-yl)-2,4-difluoro-benzenesulfon
amide  This material was obtained in analogy to example 1 using
5-amino-l-benzyl-l,2-dihydro- indazol-3-one and
2,4-difluorobenzenesulfonyl chloride as a brown. solid. MS (ESI-): 4141
Example 11: 20
N-(1-Benzyl-3-oxo-2,3-dilzydro-IH-indazol-5-yl)-4-propyl-benzenesulfonam
ide This material was obtained in analogy to example 1 using
5-amino-l-henzyl-l,2-d hydra- 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-oxo-2,3-dihydro-lH-indazol- 25 5-yl)-amide This material was
obtained in analogy to example 1 using 5-amino-l-benzyl-1,2-dihydro- 



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-
(l-Benzyl-3-oxo-2,3-dihydro-lH-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 indazol-3-one (0.040 g) and
4-chloro-2,5-dim ethylsulfonylchloride as an off-white solid.  MS (ESIf):
442.1 ([M+H]). Example 14: N-
(1-Benzyl-3-oxo-2,3-dihydro-H-indazol-5-yl)-4-chloro-3-trifluoromethyl-
benzenesulfonamide 10 This material was obtained in analogy to example
1 using 5-amino- l-benzyl-l,2-dihydro- indazol-3-one and
3-trifiuoromethyl-4-chlorobenzenesulfonyichioride as a white solid.  MS
(ESI}): 482.3 ([M+H]'`). Example 15: N-
(1-Benzyl-3-oxo-2,3-dih)rdro-iH-indazol-5-yl)-4-fluoro-3-trifluoromethyii- 15
benzenesulfonamide This material was obtained in analogy to example 1
using 5-amino-1-benzyl-1,2-<3 hydro- indazol-3-one and
4-fluoro-3-trifluoromethyl'benzenesulfonylchloride as a light brown  solid.
MS (ESF): 464.4 ([M-H] ). Example 16: 20
N-(1-Benzyl-3-oxo-2,3-dihydro-lH-indazol-5-yl)-2-chloro-5-trifluoromethyl-
benzenesulfonamide This material was obtained in analogy to example l
using 5-amino-i-benzvl-1,2-dihydro- indazoll-3-one and
2-cioro-5-trifluoromethyl-benzenesulfonyl chloride as a light brown  solid.
MS (EST): 4803{M-H]-). 25 Example 17: N-
(1-Benzyl-3-oxo-2,3-dihydro-lH-indazol-5-yl)-3-phenoxy-benzenesulfonami
de This material was obtained in analogy to example 1 using
5-amino-l-ben71-1,2- dihydro- indazol-3-one and
3-penoxy-benzenesulfonyi chloride as a light brown solid. MS (ESi :  



470.3 [M-H] ). -3I- Example 1S:
N-(l-Benzyl-3-oxo-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-l-benzyl-1,2-dihydro- 5 indazol-3-one and 3-
(5-methyl-1,3,4-oxadiazol-2-yl)benzenesulfonyl chloride as alight  brown
solid. MS (ESI"): 460.4[M-Hi'). Example 19:
N-(l-Benzyl-3-oxo-2,3-dihydro-lH-indazol-5-yl)-3-chloro-benzenesulfonami
de  This material was obtained in analogy to example 1 using
5-amino-l-benzyl-1,2-dihydro 10 indazol-3-one and
3-chloro-benzenesulfonyl chloride as a light brown solid. MS (ESI'):  412.1i
M-H]'). Example 20:
N-(1-Benzyl-3-oxo-2,3-dihydro-lH-indazol-5-vl)-3-methoxy-benzenesulfona
mide  This material was obtained in analogy to example 1 using
5-amino-l-benzyl-l,2-dibydro 15 indazol-3-one and
3-methoxy,-benzenesulfonyl chloride as alight brown solid. MS (ESi ):
408.0[M-H]-). Example 21:
N-(1-Benzyl-3-oxo-2,3-dihvdro-lH-indazol-5-vl)-3-difluoromethoxy-
benzenesulfonamide 20 This material was obtained in analogy to example
I using 5-amino-l-benzyl-1,2-dihydro- indazol-3-one and
3-(difluoromethoxy)-benzenesulfonyl chloride as a colorless solid. MS
(ESI-): 444.1 [M-H[-). Example 22:
N-(1-Benzyl-3-oxo-2,3-dihydro-lH-indazol-5-yl)-3,5-bis-trifluoromethyl- 25
benzenesulfonamide This compound was obtained in analogy to example
I using 5-amino-l-benzyl-l,2- dihydro-indazol-3-one and
3,5-bistrifluoromethy'ibenzenesulfonyi chloride (step C) as a  white solid.
MS (EST-): 514.3 [M-H-). Example 23: 



-32- Propane-2-sulfonic acid
(1-benzyl-3-oxo-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-IH-indazol-5-y)-3-chloro-2-N-dimethyl-
benzenesulfonarnide To a solution of Nail (0.005 g of a 60% dispersion in
mineral oil) in DMF (2 mL) at 0C  was added
N-(l-benzvl-3-oxo-2,3-dihvdro-lH-indazol-5-yl)-3-chloro-2-rnethy! l0
benzenesulfonamide in DMF (1 mL) dropwise. After 15 minutes Mel
(0.017 g) was added  and the reaction mixture was allowed to warm to
ambient temperature. The reaction was  quenched with water and diluted
with EtOAc. The phases were separated and the aqueous  phase was
extracted with more EtOAc. The combined organic phases were washed
with  brine, dried over sodium sulfate, filtered and reduced in vacua. Flash
column 15 chromatography over.silica (EtOAc/nheptane) afforded the
desired N-(1-benzyl-3-oxo-
2,3-dihvdro-lH-indazoi-5-vl)-3-chloro-2-N-dimethyl-benzenesulfonamide as
an off- white solid (13 mg). MS (ESL'): 442.4[M H] ). Example 25:
N-(3-Oxo-l-propyl-2,3-dihydro-IH-inda.zol- 5-yl)-3-trifluoromethyii- 20
benzenesulfonamide Step A] 1-Allyl-5-nitro-1,2-dihydro-indazol-3-one
5-Nitro-1,2-dihydro-indazol-3-one (prepared according to Org. Synth.
1949, 29, 54 or  Chem Ber. 1942, 75, 1104) (9.36 g) was suspended in 40
ml water and 57.5 ml 1N ICOH.  Allyl bromide (6.32 g) was added in one
portion. The mixture was stirred at 75-80C for 25 1.5 hours. Then NaOH
(15%, 5 mL) and allvl bromide (1 g) was added. The reaction  mixture was
stirred for a further 30 min. The mixture was neutralized with 3N HCi at
<10C 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-i,2-dihyaro-indazol-3-one (7.63 g)  30 as a yellow solid. 



Step B] 5-Amino-l-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 desired 5-amino-i-
propyl-1,2-dihydro-indazol-3-one (1.2 g) as a crude oil. This material was
used in the next  5 reaction without any further purification. Step Cl
N-(3-Oxo-1-propyl-2,3-dihydro-1H-indazol-5-yl)-3-trifluoromethyl-
benzenesulfonamide This material was obtained in analogy to example 1
using 5-amino-l-prop)7l-l,2-dihydro- indazol-3-one and
2,3-dichlorobenzenesuifonyl chloride. 10 Example 26: 2,3-Dichloro-N-
(3-oxo-l-propyl-2,3-dihydro- LH-indazol-5-y?)-benzenesulfoaamide  This
material was obtained in analogy to example 25 using
5-amino-l-propyl-l,2- dihydro-indazol-3-one and
2,3-dichlorobenzenesulfonyl chloride. Example 27: 15
3-Chloro-4-fluoro-N-(3-oxo-l-propyl-2,3-dihydro-IH-indazol-5-yl)-
benzenesulfonamide This material was obtained in analogy to example 25
using 5-amino-l-propy-l,2- dihydro-indazol-3-one and
3-chloro-4-fluoro-benzenesulfonyl chloride.  Example 28: 20
3-Chloro-2-methyl-N-(3-oxo-l-phenethyl-2,3-dihydro-lH-indazol-5-yl)-
benzenesulfonamide This compound was obtained in analogy to example
1 using phenethylhydrazine (step A)  and
3-chloro-2-methylbenzenesulfonyl chloride (step C) as alight yellow solid.
MS (ESI'):  442.3 [M+H,''). 25 Example 29: 3-Chloro-4-methyl-N- (3-oxo-
l-phenethyl-2,3-dihydro-1H-indazol-5-yl)- benzenesulfonamide -34- This
compound was obtained in analogy to example 1 using
phenethylhydrazine (step A)  



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-l-pnenethyl-2,3-dihydro-lH-indazol-5-yl)-
benzenesulfonamide This compound was obtained in analogy to example
1 using phenethylhydrazine (step A) and 4-chior hylb`enzenesuifonyl
chloride (step C) as a white .solid. MS  456.4[M+H)+). 10 Example 31:
N-(3-Oxo- l-phenethyl-2,3-dihydro- lH-indazol-5-yl)-3-trifluoromethyl- b
enzenesulfonamide This compound was obtained in analogy to example 1
using phenethylhydrazine (step A)  and 3-trifluoromethylsulfonyl chloride
(step C) as a red solid. MS (ESI+): 4621 [M+H)+).  15 Example 32:
N-(1-Isobutyl-3-oxo-2,3-dihydro- lH-indazol-5-yl)-3-trifluoromethyl-
benzenesulfonamide Step A) 1-Isobutyi-5-nitro-l.2-dihydro-indazol-3-one
To a solution of 2-fluoro-5-nitrobenzoic acid (1.5 g) in DMF (50 mL) was
added 20 EDCI.HC1(1.71 g) followed by N-ethyldiisopropylamine (5.51
mi.,). After 10 minutes  isobutylhvdrazine.p-toluenesulfonicacid salt (2.32
g) was added. The reaction mixture was  stirred at ambient temperature
for 22 hours and the reaction was poured onto aqueous IN  HCl solution
and extracted with EtOAc. The organic layer was washed with brine, dried
over sodium sulfate, filtered and evaporated in vacuo. Purification via
ISCO combifiash 25 chromatography afforded pure desired
1-isobutyl-5-nitro-l,2-dihydro-indazol-3-one (0.9  g) as a yellow solid. MS
(ESI-):234.1 ([M-H)-). Step B) 5-Amino-l-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
MeOH (50 niL)  was added Pd/C(10%) catalyst (0.3 g) and the reaction
mixture was stirred forl hour at  30 40C under a hydrogen atmosphere
using a balloon. After this time the reaction mixture was filtered through
Celite(r)which was washed with more EtC)Ac. The combined organic -35- 



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-oxo-2,3-dihvdro-lH-indazol-5-y1)-3-trifluoromethyl- 5
benzenesulfonamide To a solution of 5-amino-
I-isobutyl-1,2-dihydro-indazol-3-one (0.04 g) in pyridine (1  mL) was added
3-trifluoromethylbenzenesulfonylchoride (0.041 g) in one go. The solution
was stirred at 60C for 24 hours. The pyridine was then removed in vacuo
and the residue  was dissolved in EtOAc/water and separated. The
aqueous phase was extracted a further 10 two times with EtOAc and the
combined organic phases were washed with brine and dried  over sodium
sulfate. The drying agent was removed by filtration and the volatiles were
removed in vacuo to afford a crude residue. The crude material was
purified via flash  column chromatography eluting with
EtOAc/nHeptane/l%AcOH) to afford the desired
N-(1-isobut)l-3-oxo-2,3-dihydro-IH-indazol-S-yl)-3-trifluoromethyl 15
benzenesulfonamide (0.015 g) as a pale yellow powder. MS (ESI-):
414.4[M+H]+)  Example 33: 3-Chloro-N- (I-isobutyl-3-oxo-2,3-dihydro-I
H-indazol-5-yl)-4-methyl- benzenesulfonamide This compound was
obtained in analog > to example 32 using 5-amino-1-isobutyl-i,2 20
dihydro-indazol-3-one and 3-chloro-4-methylbenzenesulfonyl chloride
(step C) as a white  solid. MS (E51 ): 394.1 [M+H]+). Example 34:
3-Chloro-N-(I-isobutyI-3-oxo-2,3-dihydro-IH-indazol-5-yl)-2-methyl-
benzenesulfonamide 25 This compound was obtained in analogy to
example 32 using 5-amino- l-isobutyl-l,2- dihydro-indazol-3-one and
3-chloro-2-methylbenzenesulfonyl chloride (step C) as a white  solid. MS
(ESit): 394.1 [M+H' *). Example 35:
3-Cyano-'\'I-isobutyl-3-oxo-2,3-dihydro-indazol-5-y1)-be_rizenesulfonamid
e -36- This compound was obtained in analogy to example 32 using
5-amino-l-isobutyl-i,2- 



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-oxo-2,3-dihydro--indazol-5-yl)-benzenesul
fonamide  This compound was obtained in analogy to example 32 using
5-amino-I-isobutyl-l,2- dihydro-indazol-3-one and
3-difluoromethoxy-benzenesulfonyl chloride (step C) as an  of` white solid.
MS (ESI+): 412.4[M-H]'). Example 37: 10
4-Cyano-(1-isobutyl-3-oxo-2,3-dihydro-indazol-5-yl)-benzenesulfonamide
This compound was obtained in analogy to example 32 using
5-amino-l-isobutyl-1.2- dihydro-indazol-3-one and
4-cyano-benzenesulfonyl chloride (step C) as an off-white  solid. MS
(ESI+): 371.1 [M+H]+). Example 38: 15
4-Fluoro-N-(1-isobutyl-3-oxo-2,3-dihydro-lH-indazol-5-yl)-3-trifluoromethyl-
benzenesulfonamide This compound was obtained in analogy to example
32 using 5-amino-l-isobuty1-1,2- dihydro-indazol-3-one and
4-fiuoro-3-trifluoromethyl'benzenesulfonv'_ chloride (step C)  as an ou
white solid. MS (ESI+): 432.4 [M+H]+). 20 Example 39:
3-Chloro-4-fluoro-N-(I-isobutyl-3-oxo-2,3-dihydro-lH-indazol-5-yl)- b
enzenesulfonamide This compound was obtained in analogy to example
32 using 5-amino-l-isobutyl-1,2- dihydro-indazol-3-one and
3-chloro-4-fluorobenzenesulfonyl chloride (step C) as an off  25 white
solid. MS (ESI+): 398.1 [M+H]+). Example 40:
2,4-Dichloro-(1-isobutyl-3-oxo-2,3-dihydro-indazol-3-yl)-
5-methyl-benzenesulfonamide -37- This compound was obtained in
analogy to example 32 us ng 5-am no-l-isobut5l-1,2-
dihydro-in.dazol-3-one and2,4-dimefhyl-5-methylbenzenesulfonyi chloride
(step C) as an  orange solid. MS (ESI+): 428.3 [M-+-H]"). Example 41: 



5
3-Chloro-N-(l-ethyl-3-oxo-2,3-dihydro-lH-indazoi-5-yl)-2-methyl-benzenesu
lfonamide  This compound was obtained in analogy to example lusing
ethylhydrazine.oxalate salt  (step A) and 3-choro-2-methylbenzenesulfonyl
chloride (step C) as light yellow solid. MS  r+\.. (p ...'-" I. 3G6-' [ivi'ri j.
Example 42: 10
3-Chloro-(1-cyclopropylmethyl-3-oxo-2,3-dihydro-indazol-5-yl)-2-methyl-
benzenesulfonamide Thus compound was obtained in analogy to example
32 using cydopropylmethyl- hydrazine (step A) (prepared as described in
J. Am. Chem. Soc. 1986, 108, 7981-4) and 3- chloro-2-methylb
enzenesulonyl chloride (step C) as a light red solid. MS (ESIt): 392.0  lo"
[M+H]+). Example 43: 3-Chloro-(1-cyclopropylmethyl-3-oxo-2,
3-dihydro-indazol-5-y1)-4-fluoro- benzenesulfonanaide This compound
was obtained in analogy to example 32 using cyclopropimethyl 20
hydrazine (step A) (prepared as described in J. Ain. Chem.. Soc. 1986,
108, 7981-4) and 3- chioro-4-fluorob enzenesulfonyl chloride (step C) as a
pink solid. MS (ESi+): 3963  [MH]) Example 44:
(1-Cyclopropyhnethyl-3-oxo-2,3-dihydro-indazol-5-yl)-4-fluoro-3-trifluorom
ethyl- 25 benzenesulfonamide This compound was obtained in analogy to
example 32 using cvclopropylmethyl- hydrazine (step A) (prepared as
described in J. Am. Chem. Soc. 1986, 108, 7981-4) and 4-
fluoro-3-fri-luoromethylbenzenesulfonyl chloride (step C) as a light red
solid. MS (ESi+):  430.4 [M+H]'). 30 Example 45: -38- 3-Chloro-
(1-cycloprop)r]methyl-3-csxo-2,3-dihydro-indazol-5-yl)-benzenesulfonamid
e  This compound was obtained in analogy to example 32 using
cydopropylmethy!- hydrazine (step A) (prepared as described in J. Ain.
Chent. Soc. 1986, 108, 7981-4) and 3- 



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 (step A) (prepared as described in
J. Ain. Chem.. Soc. 1986, 108, 7981-4) and 2,4- 10
dichloro-5-methylbenzenesulfonyl chloride (step C) as an orange solid.
MS (ESI+): 426.1  [M+H]+). Example 47: 3-Chloro-[
1-(2-methoxy-ethyl)-3-oxo-2 ,3-dihydro-indazol-5-yll-2-methyl-
benzenesulfonamide 15 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+):
396.3 [M+H+)  Example 48: 4-Fluoro-[
1-(2-methoxy-ethyl)-3-oxo-2,3-dihydro-indazol-5-yl)-3-trifluoromethyl- 20
benzenesulfonamide This compound was obtained in analogy to example
32 using (2-methoair-ethyl)- hydrazine (step A) (prepared as described in
J. Org. Chem. 1984, 49, 336-42) and 4-fluoro-
3-trifluoromethylbenzenesuifonlrl chloride (step C) as a white solid. MS
(ESI+): 434.3  IM+HI";. 25 Example 49: 3-Chloro-4-fluoro- ['-
(2-methory-ethyl) -3-oxo-2,3-dihydro-indazol-5-yI). - benzenesulfonamide
This compound was obtained in analogy to example 32 using
(2-metnoxy-ethyl)- hydrazine (step A) (prepared as described in J. Org.
Chem. 1984, 49, 336-42) and 3-chloro -39- 4-fluorobenzenesulfonyl
chloride (step C) as an off-white solid. MS (ESI+): 400.3  [M+H]+).
Example 50: 2,4-Diehloro-[
1-(2-methoxy-ethyl)-3-oxo-2,3-dihydro-indazol-5-ylj-6-methyl- 



5 benzenesulfonamide This compound was obtained in analogy to
example 32 using (2-methoxy-ethyl)- hydrazine (step A) (prepared as
described in J. Org. Chem. 1984, 49, 336-42) and 2,4- dic..faro-6-u et
ylbenzenesulfonyl chloride (step C) as a white Solid. MS (ESi+): 430.3
[M+H]T 10 Example 51:
3-Chloro-2-methyl-N-[3-oxo-1-(2,2,2-trifluoro-ethyl)-2,3-dihydro-
jj3-indazol-5-yl]- benzenesulfonamide This compound was obtained in
analogy 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
(ESI+): 420.3 [M+H]+). Example 52:
4-Fluoro-[3-oxo-1-(2,2,2-trifluoro-ethyl)-2,3-dihydro-indazol-5-yli
-3-trifluoromethyl- benzenesulfonamide This compound was obtained in
analogy to example 32 using (2,2,2-trifluoro-ethyl) 20 hydrazine (step A)
and 4-fluoro-3-trifluorometliylbenzenesulfonyl chloride (step C) as a
brown solid. MS (ESI+): 458.4 [M+H]+). Example 53:
4-Fluoro-N-(3-oxo-l-pyridin-2-ylm ethyl-2,3-dihydro- lH-indazol-5-yl)-3-
trifluoromethyl-benzenesulfonamide 25 This compound was obtained in
analogy to example 32 using pyridin-2-yunethyl- hydrazine (step A)
(prepared in analogy to examples described in;. Org. Chem. 1984, 49,
336-42) and 4-fluoro-3-trifluorometnylbenzenesulfonyl chloride (step C) as
off-white  solid. MS (ESI-): 467.4 [M+H]+). Example 54: -40-
2,4-Dichloro-6-methyl-N- (3-oxo-
l-pyridin-2-ylmethyl-2,3-dihydro-1H-indazol-5-yl)- benzenesulfonamide
This compound was obtained in analog to example 32 using
pyridin-2-ylmethyl- hydrazine (step A) (prepared in analogy to examples
described in J. Org. Chem. 1984, 49,  5 336-42') and
2,4-dichloro-6-methylbenzenesulfonyl chloride (step C) as off-white solid.  



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
(ESI'): 429.4 [M+Ii]T). Example 56: 15
4-Fluoro-N-[l-(2-hydroxy-2-methyl-propyl)-3-oxo-2,3-dihydro-1H-indazol-5-
yl]-3- trifluoromethyl-benzenesulfonamide This compound was obtained in
analogy to example 32 using pyridin-2-vlmethyi- hydrazine (step A)
(prepared as described in Bioorg. Med. Chem. 2004, 12, 1357-1366) and
4-fluoro-3-trifluoromethylbenzenesulfonyl chloride (step C) as off-white
solid. MS (,ESI'):  20 448.3 [MOH]+). Example 57:
N-(1-Benzyi-6-chloro-3-oxo-2,3-dihydro-lH-indazol- 5-yl)-3-chloro-4-fluoro-
benzenesulfonamide This compound was obtained in analogy to example
32 using 4-chloro-2-fluoro-5-nitro- 25 benzoic acid,
benzylhydrazine.2HC1(step A) and 3-chloro-4-fluorobenzenesuifonyl
chloride (step C) as a light brown solid. MS (ESI-): 464.1 [M-H]-). Example
58:
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-4-flixoro-3-trifluor
omethy.  benzenesulfonamide -41- This compound was obtained in
analogy to example 32 using 4-chloro-2-fluoro-3-nitro- benzoic acid,
benzylhydrazine 2HCI (step A) and 4-fluoro-3-
trifluoromethylbenzenesulfonyl chloride (step C) as a light brown solid. MS
(ESi ): 498.0  (M-H] "). 5 Example 59:
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-
lH-indazol-5-yl)-3-chloro-2-methyl- 



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-dihydro-lH-indazol-5-yl)-2,3-dichloro-
benzenesulfonamide This compound was obtained in analogy to example
32 using 4-chloro-2-fluoro-5-nitro- 15 benzoic acid, benzylhydrazine.2HCI
(step A) and 2,3-dichloro-benzenesulfonyl chloride  (step C) as a light
brown solid. MS (ESI"): 480.1 (M-H]-). Example 61:
N-(i-Benzyl-6-chloro-3-oxo-2,3-dihydro-lH-indazol-5-vl)-3-cyano-benzenes
ulfonaxnide  This compound was obtained in analogy to example 32 using
4-chloro-2-fluoro- 5- nitro  20 benzoic acid, benzylhydrazine.2HC1(step A)
and 3-cyano-benzenesulfonyl chloride (step  C) as a light brown solid. MS
(ESI"): 437.0 IM-HI-). Example 62:
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-1
H-indazol-5-yl)-3-chloro-benzenesulfonamide  This compound was
obtained in analogy to example 32 using 4-chloro-2-fluoro-5-ni-tro- 25
benzoic acid, benzy11:-tydrazine.2HC1(step A) and
3-chloro-benzenesulfony": chloride (step  C) as a white solid. MS (ESI"):
446.1 [M-H]-). Example 63: N-
(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-4-chloro-3-trif.uoro
methyl- benzenesulfonamide -42- This compound was obtained in
analogy to example 32 using 4- chloro-2 -fluoro- 5 -nitro- benzoic acid,
benzylhydrazine.2HCI (step A) and 4-chioro-3-
trifluoromethylbenzenesulfonyl chloride (step C) as a white solid. MS
(EST-): 514.3 [M-H]-).  5 Example 64:
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-lH-indazoi-5-yl)-3-difluoromethoxy
- benzenesulfonamide 



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- lH-indazol-5-yl)-2-trifluoromethyl-
benzenesulfonamide 15 This compound was obtained in analogy to
example 32 using 4-chloro- 2- fluoro- 5- nitro- benzoic acid,
benzylhydrazine.2HC1(step A) and 2-trifluoromethylbenzenesulfonyl
chloride (step C) as a white solid. MS (ESI-): 480.0 1M-H)'). Example 66:
N-
(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-lH-indazol-5-yl)-3-trifluoromethoxy-
20 benzenesulfonamide This compound was obtained in analogy to
example 32 using 4-chloro-2-fluoro-5-nitro- benzoic acid,
benzylhydrazine.2HCl (step A) and 3-trifluoromethoxybenzenesulfonyl
chloride (step C) as a white solid. MS (ESI-): 496.4 [M-H]'). Example 67:
25 N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-lH-indazol-5-yl)-2,5-difluoro-
benzenesulfonamide This compound was obtained in analogy to example
32 using 4-c'hloro-2-fluoro-5-nitro- benzoic acid,
benzylhydrazine.2HC1(step A) and 2,5-difluorobenzenesulfonyi chloride
(step C) as a light red solid. MS (EST -): 447.9 'M-H-). 30 Example 68:
-43- N-(1-Benzyl-6-chloro-3-oxo-2,3-dihvdro-1H-indazol-5-yl)-2,4-dichloro-
benzenesulfonamide This compound was obtained in analogy to example
32 using 4-chloro-2-fluoro-5-nitro- benzoic acid, benzylhydrazine.2HC1
(step A) and 2,4-dichlorobenzenesulfonyl chloride  5 (step C) as a light
brown solid. MS (ESI+): 482.4 (M+Hj+). Example 69:
N-(l-Benzyl-6-chloro-3-oxo-2,3-dihydro-lH-indazol-5-yl)-3-chloro-2-fluoro- 



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-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-lH-indazol-5-yl)-3-trifluoromethyl-
benzenesulfonamide 15 This compound was obtained in analogy to
example 32 using 4-chloro-2-fluoro-5-nitro- benzoic acid,
benzylhydrazine.2HCI (step A) and 3-trifluoromethylbenzenesulfonyl
chloride (step C) as a light red solid. MS (ESi ): 480.0 [M-H] ").  Example
71:
N-(I-Benzvl-6-chloro-3-oxo-2,3-dihvdro-lH-indazol-5-yl)-5-chloro-2-fluoro-
20 benzenesulfonamide This compound was obtained in analogy to
example 32 using 4-chloro-2-fluoro-5-nitro- benzoic acid,
benzylhydrazine.2HC1(step A) and 3-chloro-6-fluorobenzenesulfonyl
chloride (step C) as a brown solid. MS 'EST-): 464.1 [M-H)'). Example 72:
25
N-(I-Benzvl-6-chloro-3-oxo-2,3-dihvdro-IH-indazol-5-y1)-2-chloro-beazene
sufonamide  This compound was obtained in analogy to example 32 using
4-chloro-2-fluoro-5-nitro- benzoic acid, ben-7inydrazine.2HC1(step A) and
2-chlorobenzenesulfonyl chloride (step  C) as a light brown solid. MS
(EST-): 446.1 IM-Hi'). Exam-le 73: -44-
(1-Benzyl-4-chloro-3-oxo-2,3-dihydro-indazol-5-yl)-3-chloro-2-methyl-
benzenesulfonamide This compound was obtained in analogy to example
32 using 2-chloro-6-fluoro-3-nitro- benzoic acid,
benzylhydrazine.2HC1(step A) and 3-chloro-4-fiuorobenzenesuifonyl 5
chloride (step C) as a light brown solid. MS (ESI'): 460.1 [M-Hl, ).
Example 74:
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihy(iro-1H-indazol-5-yl)-4-fluoro-3-trifluoro
methyl- 



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)rdro-IH-indazol-5-y1)-2,3-dichloro-
benzenesulfonamide 15 This compound was obtained in analogy to
example 32 using 2,4-difiuoro-5-nitro-benzoic  acid,
benzylhydrazine.2HC1(step A) and 2,3-dichlorobenzenesulfonyl chloride
(step C) as  a light brown solid. MS (ESI-): 464.1 [M-H] -),  Example 76:
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihvdro-lH-indazol-5-y1)-2,4-dichloro- 20
benzenesulfonamide This compound was obtained in analogy to example
32 using 2,4-difluoro-5-nitro-benzoic  acid, benzylhydrazine.2HCl (step A)
and 2,4-dichorobenzenesulfonyl chloride (step C) as  a light brown solid.
MS (ESI-): 464.1 [M-Hj j. Example 77: 25
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-lH-indazol-5-y1)-3-chloro-2-fluoro-
benzenesulfonamide This compound was obtained in analogy to example
32 using 2,4-difluoro-5-nitro-benzoic  acid, benzylhydrazine.2HCl (step A)
and 3-chloro-2-fluorobenzenesulfonyl chloride (step  C) as alight brown
solid. MS (ESI-;: 447.9 [M-H[-). -45- Example 78:
N-(l-Benzyl-6-fluoro-3-oxo-2,3-dihvdro-1H-indazol-5-y1)-5-chloro-2-fluoro-
benzenesulfonamide This compound was obtained in analogy to example
32 using 2,4-difluoro-5-nitro-benzoic  5 acid, benzylhydrazine.2HCl (step
A) and 3-chloro-6-fiuorobenzenesulfonyl chloride (step  C) as a light
brown solid. MS (ESI-): 447.9 [M-Hi "). Example 79:  



N-(l-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 solid. MS (ESI+): 482.4 [M+H]T).
Example 80: 3-Chloro-N- [
l-(4-fluoro-benzvl)-3-oxo-2,3-dihydro-lH-indazol-5-yl]- 15
benzenesulfonamide Step A]
1-(4-Fluoro-ben,7l)-5-nitro-1,2-dihydro-indazol-3-one
5-Nitro-l,2-dihydro-indazol-3-one (prepared according to Org. Synth. 1949,
29, 54 or  Chem Ber. 1942, 75, 1104) (0.7 g) was suspended in 1 N NaOH
(42 mL) and stirred for. 10  minutes at 75C. 4-Fluorobenzylbromide (0.48
mL) was then added dropvdse over 2 20 hours, The reaction was stirred
overnight and was quenched with 2 N HC'_ (aq.) solution  while cooling in
an ice bath. The precipitate was collected by filtration and the crude solid
was either purified by flash column chromatography or by trituration with
ether to give  pure l-(4-fluoro-benzyl)-5-nitro-l,2-dihydro-indazol-3-one. MS
(EST): 286.1 [M-H] ).  Step B] 5-Amino- 1 - (4-fluoro-benzyl) - 1,2-
dihydro-indazol-3 -one 25 To a solution of
1-(4-fluoro-benzvl)-5-nitro-l,2-dihydro-indazol-3-one (0.81 g) in MeOH
(100 mt) was added Pd/C(10%) catalyst (0.1 g) and the reaction mixture
was stirred for  three hours at 40C under a hydrogen atmosphere using a
balloon. After this time the  reaction mixture was filtered through
Celite(r)which was washed with more EtOAc. The  combined organic
solution was evaporated in vacuo for afford the desired 5-amino-l-(4 30
fluoro-benzyl)-1,2-dihydro-indazol-3-one (0.617 g) which was taken into
the next  reaction withoutfurther purification. MS (ESh`): 258.3 ([M+H]').
-46- Step C)
3-Chloro-N-[i-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-5-yi)-
benzenesulfona -fide To a solution of
5-amino-l-(4-fluoro-benzyl)-1,2-dihydro-indazol-3-one (0.100 g) in  pyridine
(1 mL) was added 3-chlorobenzenesulfonylchoride (0.082 g) in one go.
The 5 solution was stirred at 60C for 24 hours. The pyridine was then
removed in vacuo and the  residue was dissolved in EtOAc/water and
separated. The aqueous phase was extracted a  



further two times with EtOAc and the combined organic 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-oxo-2,3-dihydro-lH-indazol-5-yl] -
benzenesulfonamide (0.087 g) as a brown solid. MS (ESI+): 432.4
[M+Hj"). Example 81: 3-Difluoromethoxy-N- [
l-(4-fluoro-benzyl)-3-oxo-2,3-dihydro- IH-indazol-5-yl]- 15
benzenesu>fonarnide This compound was obtained in analogy to example
80 using 5-amino-l-(4-fluoro- benzyl)-l,2-dihydro-indazol-3-one and
3-difluoromethoxybenzenesulfonyl chloride (step  C) as alight brown solid.
MS (ESP-): 464.4 [M+H]+). Example 82: 20
4-Fluoro-N-[1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-ylj-3-trifiuo
romethyl- benzenesulfonamide This compound was obtained in analogy to
example 80 using 5-amino-l-(4-fluoro- benzyl)-1,2-dihydro-indazol-3-one
and 4-fluoro-3-trifluoromethylbenzenesulfony'_  chloride (step C) as a light
brown solid. MS (EST)I: 482.3 I _M-1111-). 25 Example 83:
2,3-Dihydro-benzo[1,4)dioxine-6-sulfonic acid
[I-(4-fluoro-benzyl)-3-oxo-2,3-dihydro- 1H-indazol-5-yl] -amide This
compound was obtained in analogy to example 80 using
5-amino-1-(4-fluoro  benzyl)-l,2-dihydro-indazol-3-one and
3-dihydro-l,4-be,zodioxine-6-suifonyl chloride  30 (step C) as alight brown
solid. MS (ESI-): 456.5 [M-H]-). Example 84: -47- 2,4-Dichloro-N- [ 1-
(4-fluoro-benzyl)-3-oxo-2,3-dihydro- lH-indazol-5-yl]-6-methyl- b
enzenesulfonamide This compound was obtained in analogy to example
80 using 5-amino-l-(4-fluoro- benzyl)-1,2-dihydro-indazol-3-one and
2,4-dichloro-6-methylbenzenesulfonyi chloride  5 (step C) as a light brown
solid. MS (ESI+): 480.4 [M+H]+). 



Example 85: 5-Chloro-2,4-difluoro-N-[
I-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-lH-indazol-5-yl]- benzenesulfonamide
This compound was obtained in analogy to example 80 using
5-amino-l-(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]`). Example 86: 4-Chloro-2,5-difluero-N-[
1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-lH-indazol-3-y1]-
benzenesulfonamide 15 This compound was obtained in analogy to
example 80 using 5-amino-l-(4-fluoro- benzyl)-1,2-dihydro-indazol-3-one
and 4-chloro-2,5-difluorobenzenesulfonyl chloride  (step C) as an off-white
solid. MS (ESI+): 468.4 [M+Hj+). Example 87: 3-Chloro--[
1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-y1]-2-methvl- 20
benzenesulfonamide This compound was obtained in analogy to example
80 using 5-amino-l-(4-fluoro- benzyi)-1,2-dihydro-indazol-3-one and
3-chloro-2-methylbenzenesuifonyl chloride (step  C) as an off-white solid.
MS (ESI+): 446.0 [M+H Example 88: 25
3-Cyano-[1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl]-beazenesulfo
namide  This compound was obtained in analogy to example 80 using
5-amino-l-(4-fluoro- benzy1)-1,2-dihydro-indazo1-3-one and
3-cyanobenzenesulfonyl chloride (step C) as light  brown solid. MS (ESI+):
423.1 [M+H]';. Example 89: - 48  Naphthalene-1-sulfonic acid
[1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-yl]- amide This
compound was obtained in analogy to example 80 using
5-amino-l-(4-fluoro- benzyl)-1,2-dihydro-indazol-3-one and
1-naphthalenesulfonyl chloride (step C) as light  5 brown solid. MS (ESI+):
448.3 [M+H]+). Example 90: 



3-Chloro-4-fluoro-N-
[1-(4-fluoro-benzyl)-3-oxo-2,3-dih.ydro-1H-indazol-5-yl]-
benzenesulfonarnide This compound was obtained in analogy to example
80 using 5-amino-l-(4-fluoro 10 benzyl)-1,2-dihydro-indazol-3-one and
3-chloro-4-fluorobenzenesulfony1 chloride (step  C) as light brown foam.
MS (ESI+): 449.9 [M+HI.+) Example 91: 3
Chloro-[l-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl]-2-methyl-
benzenesulfonaxnide 15 This compound was obtained in analogy to
example 80 using 3,4-difluorobenzylbromide  (step A) and
3-ehloro-2-methylbenzenesulfonyl chloride (step C) as a white solid. MS
(ESI+): 464.3 [M+H]+). Example 92: 3-Chloro-[
1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yli-4-fluoro- 20
benzenesulfonamide This compound was obtained in analogy to example
80 using 3,4-difluorobenzylbromide  (step A) and
3-chloro-4-fluorobenzenesulfonyl chloride (step C) as a white solid. MS
(ESF): 468.4 IM-H]'). Example 93: 25
[l-(3,4-DMuoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl]-4-fluoro-3-trifluoro
methyl- benzenesulfonamide This compound was obtained in analogy to
example 80 using 3,4-difluorobenzylbromide  (step A) and
4-fluoro-3-trifluoromethvl'oenzenesulfonyh chloride (step C) as a white
solid.  MS (ESI+): 502.1 [M+H]t). -49- Example 94: 3-Chloro-[
l-(3,4-difluoro-benzyl) -3-oxo-2,3-dihydro-indazol-5-yl]
-benzenesulfonamide  This compound was obtained in analogy to
example 80 using 3,4-difiuorobenzylbromide  (step A) and
3-chlorobenzenesulfonyl chloride (step C) as an organge solid. MS (ESi+):
5 450.3 [MH]+).  Example 95: 1 X3,4-DZflnnro-linnycrl l-~-4xf}_'I 2_.i~S~
.1,. 7 - Tl .~ 



-"l i^i ->-. y...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-dihydro-indazol-5-yll-5-methyl-
benzenesulfonamide 15 This compound was obtained in analogy to
example 80 using 3,4-difluorobenzylbromide  (step A) and
2,4-dic7nloro-5-methylbenzenesulfonyi chloride (step C) as a white solid.
MS  (ESI+): 498.4 [M+H]+). Example 97: 3,4-Dichloro-[
l-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl]- 20
benzenesulfonamide This compound was obtained in analogy to example
80 using 3,4-difluorobenzyl"bronude  (step A) and
3,4-ciichloro-benzenesulfonyl chloride (step C) as a white solid. MS
(ESI+):  484.4 [M=H]+). Example 98: 25
4,5-Dichloro-[1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yP-2-fluo
ro- benzenesulfonamide This compound was obtained in analogy to
example 80 using 3,4-difluorobenzylbrom de  (step A) and
3,4-di.chloro-6-fluorobenzenesulfonyl chloride (step C) as a white solid.
MS  (ESI+): 502.1 [M+H]+). -50- Example 99: 2,4,5-Trichloro-
[1-(3,4-difluoro-benzyl) -3-oxo-2,3-dihydro-indazol-5-yl]-
benzenesulfonamide This compound was obtained in analogy to example
80 using 3,4-dif uorobenzylbromide  5 (step A) and
3,4,6-tichloro-benzenesulfony chloride (step C) as a white solid, MS
(ESI+):  520.3 [M+H]+). Example 100: 



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-difluoro-benzyl)-3-oxo-2,3-dihydro-indazoi-5-yl]-6-methyl- 15
benzenesulfonamide This compound was obtained in analogy to example
80 using 3,4-difluorobenzylbromide  (step A) and
2,4-dichloro-6-methylbenzenesulfonyl chloride (step C) as a white solid.
MS  (ESI+): 500.3 [M+H]+). Example 102: 20
3-Chloro-N-[1-(2,4-difluoro-benzyl)-3-oxo-2,3-dihydro-lH-indazol-5-yl;
-4-fluoro- benzenesulfonamide This compound was obtained in analogy to
exaanple 80 using 2,4-difluorobenzylbromide  (step A) and
3-chloro-4-fiuorobenzenesulfonyl chloride (step C) as a pink solid. MS
(ESI+): 468.4 [M+Hj+). 25 Example 103: N- [ 1-
(2,4-Difluoro-benzyl)-3-oxo-2,3-dihydr&- IH-indazol-5-yl] -4-fluoro-3-
trifluoromethyl-benzenesulfonamide -51- This compound was obtained in
analogy to example 80 using 2,4-difluorobenzylbromide  (step A) and
4-fluoro-3-trifluoromethylbenzenesulfonyl chloride (step C) as a white
solid.  MS (ESIr): 502.1 [M+H]+). Example 104: 5
3-Chloro-N-[1-(2,4-difluoro-benzyI)-3-oxo-2,3-dihydro-I
H-indazol-5-yll-2-methyi- benzenesulfonamide This compound was
obtained in analogy to example 80 using 2,4-difluorobenzylbromide  (step
A) and 3-chioro-2-methylbenzenesui.fonyl chloride (step C) as a white
solid. MS  (ESIr):464.3 [M+H]). 10 Example 105: 



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 according to Org. Synth. 1949,2-9,54 or
Chem Ber. 1942,  75, 1104) and 4-chlorobenzylbromid.e to afford the
desired 1-(4-chloro-benzyl)-5-nitro- 1,2-dihydro-indazol-3-one as a brown
solid. MS (ESI"): 302.3 [M-H-). Step B]
5-Amino-l-(4-chloro-benzyl)-1,2-dihydro-indazol-3- one To
1-(4-chloro-benzyl)-5-nitro-l,2-dihydre-indazol-3-one (0.45 g) was added
HCl (37%  20 aq.) solution (5 mL) followed by SnC12.dihyd,-ate (1.9 g).
The mixture was heated to 85C  for one hour. The reaction was then
neutralized with sodium bicarbonate solution,  filtered, and the filtrate
extracted with EtOAc. The combined organic phases were washed  with
brine, dried over sodium sulfate, filtered and reduced in vacuo. Flash
column  chromatography of the residue over silica gel eluting with
methylene chloride/methanol 25 afforded the desired 5-amino-
l-(4-chloro-benzyl)-1,2-dihydro-indazol-3-one (0.31 g) as a  daric brown
solid. MS (EST-): 274.4 [M+H]r). Step C
N-[1-(4-Chloro-benzyl)-3-oxo-2,3-d hydro-1"N_ indazol-S-yl?-4-fluoro-3-
trifluoromethyi-benzenesulfonamide This compound was obtained in
analogy to step C in example 77 using 4-fluoro-3- 30
trifluorome`.hylbenzenesulfonyl chloride (step C) as a white soul MS
(ESI+): 500.3  [M+H]r). -52- Example 106: 3-Chloro-N- [ 1-
(4-chloro-benzyl)-3-oxo-2,3-dihydro-1 H-indazol-5-y1]-2-methyl-
benzenesulfonamide This compound was obtained in analogy to example
105 using 5-amino-l-(4-chloro 5 benzyl)-l,2-dihydro-indazol-3-one and
3-chloro-2-methylbenzenesulfonyl chloride (step  C) as alight brown solid.
MS (ESI+): 462.1 [M+HJ+). Example 107: 2,3-Dichloro-N-f
l-(4-chloro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-5-yl]-
benzenesulfonamide 



10 This compound was obtained in analogy to example 105 using
5-amino-l-(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-l-sulfonic acid
[1-(4-chloro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-5-ylJ- 15 amide This
compound was obtained in analogy to example 105 using
5-amino-l-(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 [M+HI+). Example 109: 20
3-Chloro-N-[1-(2-chloro-4-fluoro-benzyl)-3-oxo-2,3-dihydro-lH-indazol-5-vl]
-2- methyl-benzenesulfonamide This compound was obtained in analogy
to example 105 using 2-chloro-4- ftuorobenzylbromide (step A) and
3-chloro-2-metny"ibenzenesulfonyl chloride (step C) as  a light brown
solid. MS (ESI+): 480.4 [M+H]+). 25 Example 110: Naphthalene-l-sulfonic
acid [1-(2-chloro-4-fluoro-benzyl)-3-oxo-2,3-dihydro-1 H- indazol-5
yl]-amide -53- This compound was obtained in analogy to example 105
using 2-chloro-4- fluorobenzylbromide (step A) and 1-naphthalenesulfonyl
chloride (step C) as a light  brown solid. MS (ESIf): 482.4 Example 111: 5
2,3-Dichloro-N-[1-(2-chloro-4-fluoro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-
5-yl]- benzenesulfonamide This compound was obtained in analogy to
example 105 using 2-chloro-4- fluorobenzvlbromid.e (step A) and
2,3-dichlorobenzenesulfonyl chloride (step C) as a light  brown solid. MS
(ESI+): 500.1 (M+H]T). 10 Example 112: N- [
1-(2-Chloro-4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-yl]-4-fluoro-3-
trifluoromethyl-benzenesulfonamide 



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-yll-3-
difluoromethoxv-benzenesulfonamide  This compound was obtained in
analogy to example 105 using 2-chloro-4 20 fiuorobenzyFbromide (step A)
and 3-difluoromethoxybenzenesulfonyl chloride (step C) as  a light brown
solid. MS (ESi ): 496.3 [M-H]-).. Example 114; N- [
1-(2-Chloro-4-fluoro-benzvl)-3-oxo-2,3-dihydro-1H-indazol-5-vl]-3-
trifluoromethoxy-benzenesulfonamide  25 This compound was obtained in
analogy to example 105 using 2-chloro-4 fluorobenzylbrom-ide (step A)
and 3-trifluoromethoxybenzenesul-fonyl chloride (step C) as  an off-white
solid, MS (ESI-): 514.3 Example 115: -54- 3-Chloro-N- [
1-(2-cyano-ethyl)-3-oxo-2,3-dihydro- IH-indazol- 5-yl]-2-methyl-
benzenesulfonamide Step A]
3-(5-Nitro-3-oxo-2,3-dihydro-indazol-1-y1)-propionitrile
5-Nitro-l,2-dihydro-indazol-3-one (prepared according to Org. Synth. 1949,
29, 54 or 5 Chem Ber. 1942, 75, 1104) (0.6 g) was suspended in water (8
mL) and 2N K2CO; (aq.) (1.8  g) was added to the flask and the mixture
was heated to 50C for 10 minutes. Acrylonitrle  (0.24 mL) was then added
dropwise. The reaction was stirred overnight and was quenched  with 2 N
HCl (aq.) solution while cooling in an ice bath. The aqueous phase was
extracted  with EtOAc and the combined phases were washed with brine,
dried over sodium sulfate, 10 filtered and reduced in vacuo. Fash column
chromatography over silica gel (eluting with  EtOAc, nheptane, 3% AcOH)
afforded pure desirede 3-(5-Nitro-3-oxo-2,3-dihydro-
indazol-1-yl)-propionitriie as a white solid. MS (ESI': 233.3[M+H]+). Step
B] 3-(5-Amino-3-oxo-2,3-dihydro-indazol-l-yl)-propionitrile To a solution of
3-(5-Nitro-3-oxo-2,3-dihvdro-indazol-I-yl)-propionitrile (0.521 g) in  



15 MeOH (50 mL) was added Pd/C(10%) catalyst (0.13 g) and the
reaction mixture was  stirred for 20 hours at ambient temperature under a
hydrogen atmosphere using a balloon.  After this time the reaction mixture
was filtered through Celite(r)which was washed with  more EtOAc. The
combined organic solution was evaporated in vacuo for afford the  desired
3-(5-amino-3-oxo-2,3-dihydro-indazol-1-yl)-propionitrile (0.45 g) which was
20 taken into the next reaction without further purification. MS (ESI+:
203.4 ([M+H]+).  Step C]
3-Chloro-N-[1-(2-cyano-ethyl)-3-oxo-2,3-dihydro-1 H-indazol-5-yl]-2-
methyl-benzenesulfonamide To a solution of
3-(5-amino-3-oxo-2,3-dihydro-indazol-l-yl)-propionitrde (0.08 g) in  pyridine
(I mL) was added 3-chloro-2-methylbenzenesulfonyichoride (0.089 g) in
one go.  25 The solution was stirred at 60C for 24 hours. T ne pyridine
was then removed in vacuc and the residue was dissolved in EtOAc/water
and separated. The aqueous phase was  extracted a further two times
with EtOAc and the combined organic phases were washed  with brine
and dried over sodium sulfate. The drying agent was removed by filtration
and  the volatiles were removed in vacuo to afford a crude residue. The
crude material was 30 purified via flash column chromatography eluting
with EtOAc/nHeptane/1%AcOH) to  afford the desired
3-Chloro-N-[1-(2-cyano-ethyl)-3-oxo-2,3-dihydra-IH-indazol-5-yl]-2-
methyl-benzenesulfonarrde (0.087 g) as a light brown solid. MS (ESI+):
391.0 [M+H]+).  Example 116: -55-
N-[i-(2-Cyano-ethyl)-3-oxo-2,3-dihydro-lH-indazol-5-yl]-4-fluoro-3-
trifluoromethylbenzenesulfonamide  This compound was obtained in
analogy to example 115 using 3-(5-amino-3-oxo-2,3-
dihydro-indazol-l-yl)-propionitrile and
4-fluoro-3-trifluoromethylbenzenesulfonyl 5 chloride (step C) as a white
solid. MS (ES?'): 429.5 [M+H]+).  Example 117: 2,4-Dichloro-N-
[1-(2-cyan-ethyl)-3-oxo-2,3-dihydro-lH-indazoI-5-yl]-6-methyI-
benzenesuifonamide This compound was obtained in analogy to example
115 using 3-(5-amino-3-oxo-2,3- 10 dihydro-indazol-l-yl)-propionitrile and
2,4-dichloro-6-methylbenzenesulfonyl chloride  (step C) as a light red
solid. MS (ESI+): 425.3 [M+H]+). 



Example 118: 3-Chloro-N-Il-(2
yano-ethyl)-3-oxo-2,3-dihvdro-lH-indazol-5-yl]-4-fluoro-
benzenesulfonamide 15 This compound was obtained in analogy to
example 115 using 3-(5-amino-3-oxo-2,3- dihydro-indazol-l-yl)-propionitrile
and 3-chloro-4-fluorobenzenesulfonyl chloride (step  C) as a light red
solid. MS (ESI ): 395.3 [M+H]*). Example 119:
N-[6-Chloro-l-(2-chloro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-5-yl]
-4-fluoro-3- 20 trifluoromethyl-benzenesulfonamide Step A]
6-Chloro-l-(2-chloro-benzyl)-5-nitro-l,2-dihydro-indazol-3-one
6-Chloro-5-nitro-1,2-dihydro-indazol-3-one (prepared in analogy to Org.
Synth, 1949, 29,  54 or Chem Ber. 1942, 75, 1104 from
4-chloro-2-fluoro-5-nitro-benzoic acid over two  steps) (0.6 g) was
suspended in water (5 mL) and 2AT K2CO3 (aq.) (1 g) was added to the
25 flask and the mixture was heated to 50C for 10 minutes. 2-Ch
orobenzylbromide (0.40 g)  was then added dropwise. The reaction was
stirred overnight and was neutralised with 2 N  HCI. (aq.) while cooling in
an ice bath. The precipitate was collected by filtration and  triturated with
diethylether to afford pure desired 6-chloro-l-(2-chloro-benzyl -5-nitro-
1,2-dihydro-indazol-3-one 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 -
56  To 6-chloro-l-(2-ehloro-benzyl)-5-nitro-1,2-dihydro-indazol-3-one (0.49
g) was added  HCl (37% aq.) solution (4 mL) followed by SnC12.dihydrate
(2.6 g). The mixture was  heated to 85C for one hour. The reaction was
then neutralized with sodium bicarbonate  solution, filtered, and the filtrate
extracted with EtOAc. The combined organic phases were 5 washed with
brine, dried over sodium sulfate, filtered and reduced in vacuo. Flash
column  chromatography of the residue over silica gel eluting with
methylene chloride/methanol  afforded the desired
5-amino-6-ehloro-l-(2-chloro-benzyl)-1,2-dihydro-indazol-3-one  (0.33 g)
as a yellow solid. MS (ESI'): 308.3 [M+ H]'). Step C] N-[6-Ch
oro-l-(,2.-ehloro-bem~l)-3-oxo-2,3-d hydro-1H- nda, ol-5-y1]-4- 10
fluoro-3-trifluoromethyl-benzenesulfonamide To a solution of
5-amino-6-chloro-l-(2-ehloro-benzyl)-1,2-dihydro-indazol-3-one (0.070  



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 further two times with EtOAc and
the combined organic phases were  washed with brine and dried over
sodium sulfate. The drying agent was removed by  filtration and the
volatiles were removed in vacuo to afford a crude residue. The crude
material was purified via flash column chromatography eluting with
EtOAc/nHeptane/1%oAcOH) to afford the desired
N-[6-ehloro-l-(2-ehloro-benzyl)-3 20
oxo-2,3-dihydro-lH-indazoi-5-yll-4-fluoro-3-trifluoromethyll-benzenesulfona
mide (0.024  g) as alight brown solid. MS (ESI'): 534.3 [MH]'). Example
120: 5-Chloro-N- [ 6-ehloro- l - (2-chloro-b enzyl)-3-oxo-2,3-dihydro-
lH-indazol-5-yl] -2-fluoro- benzenesulfonarnide 25 This compound was
obtained in analogy to example 119 using 5-am no-6-chloro-l-(2-
chloro-benzyl)-1,2-dihydro-indazol-3-one and
3-ehloro-6-fluorobenzenesulfonyl chloride  (step C) as a light brown solid.
MS (ESl+): 500.3 [M+H]'). Example 121: 2,3-Diehloro-N-
[6-ehloro-l-(2-ehloro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-5-yl]- 30
benzenesulfonamide This compound was obtained in analogy to example
119 using 5-amino-6-ehloro-l-(2- chloro-benzyl)-1,2-dihydro-indazol-3-one
and 2,3-dichlorobenzenesulfonyl chloride (step  C) as alight brown solid,
MS (ESI'): 518.0 Example 122: 3-Chloro-N-
(6-chloro-3-oxo-l-pyridin-2-ylmethyl-2,3-dihydro-1 H-indazol-5-y1)-2- m
ethyl-b enzenesulfo n ami de This compound was obtained in analogy to
example 119 using 2-chloromethyl-pyridine 5 (step A) and
3-chloro-2-methylbenzen.esulfonyl chloride (step C) as an off-white solid.
MS  (ESI+): 463.1 [M+HI "). Example 123:
N-(6-Chloro-3-oxo-l-pyridin-2-ylmethyl-2,3-dihydro-lH-indazol-5-yl)-4-fluoro
-3- t rifluoromethyl-benzenesulfonamide 



l0 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-benzenesulfonylamino)-3-oxo-2,3-dihydro-indazol- l-yl]
- 15 methyl-acetamide Part A]
(5-Nitro-3-oxo-2,3-dihydro-indazol-l-yi_)-acetic acid ethyl ester This
compound was obtained in. analogy to example 1 (step A) using
hydrazino-acetic acid  ethyl ester.HC1 as an orange solid. MS (ESI-):
264.1[M-H]-). Part B] (5-Nitro-3-oxo-2,3-dihydro-indazol-i-yl)-acetic acid 20
To a solution of (5-nitro-3-oxo-2,3-dihydro-indazol-l-yl)-acetic acid ethyl
ester (0.24 g)  in THE (9 mL), was added 2 N NaOH (aq.) (1.8 mL). The
reaction mixture was stirred at  ambient temperature for 30 minutes. The
reaction mixture was acidified with 2 N HC1  (aq.) and extracated with
EtOAc. Evaporation of the organic phases afforded the desired  crude
(5-nitro-3-oxo-2,3-dihydro-indazol-l-)7l)-acetic acid (0.146 g) which was
taken into  25 the next step without further purification. Part Cl
N-Methyl-2-(5-nitro-3-oxo-2,3-dihydro-indazol-l-yl)-acetamide To a
solution of crude (5-nitro-3-oxo-2,3-dihydro-indazol-l-yl)-arctic acid (0.14
g) in  DMF, was added TBTU (0.20 g), followed by
N,N-ethyldiisopropyiamine (0.40 mL) and  after 10 minutes methylamine
(0.32 mL of a 2 M solution) was added. The reaction was 30 stirred
overnight and was quenched with 2N HCl (aq.) and extracted with EtOAc.
The -58- combined organic layers were washed with brine, dried over sod
um sulfate, filtered and  evaporated. Flash column chromatography of the
residue over silica gel afforded the  desired
N-methyl-2-(5-nitro-3-oxo-2,3-dihydro-indazol-1-yl)-acetamide (0.040 g) as
a  yellow solid. MS (ESI-): 249.1 ([M-Hl"). 5 Part D and E]
2-[5-(3-Chloro-2-methyl-benzenesulfonylamino)-3-oxo-2,3-
dihydro-indazol- l -yl] -methyl-acetamide This compound was obtained in
analogy to example 1 (step B and C) using 3-chloro-2-
methylbenzenesulfonyl chloride (step C) as an off-white solid. MS (ESI*):
409.1[M+H]-).  Example 125: 



10 2,4-Dichloro-[1-(3,4-difluoro-benzyl)-2-methyl-
3-oxo-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-l,2-dihydro-indazol-3-one
(prepared in  analogy to example 80 using 3,4-difluorobenzylbromide
(step A)) (0.2 g) in DMF was 15 added NaH (0.019 g) and the solution
was stirred for I hour. lodomethane (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 20 desired
1-(3,4-difluoro-benzyl)-2-methyl-5-nitro-l,2-dihydro-indazol-3-one (0.11 g)
as a  yellow solid. MS (ESI-): 318.1 ([M-H]-). Part B]
12,4-Dichloro-[l-(3,4-difluoro-benzyl)-2-methyl-3-oxo-2,3-dihydro-indazol-
5-yl ] -6-methyl-benzenesulfonamide This compound was obtained in
analogy to example 1 (step B and C) using 2,4-dichloro- 25
6-methylbenzenesulfonyl chloride (step C) as awhite solid. MS (ESIf):
534.2 [M+Na]t).  Example 126: 3-Chloro-,
l-(3,4-difluoro-benzyl)-2-methyl-3-oxo-2,3-dihydro-indazol-5-yl]-2-methyl- b
enzenesulfonamide This compound was obtained in analogy to example
125 using 3-chloro-2 30 rehhybbenzenesulfonyl chloride (step C) as a
white solid. MS (EST): 4785 [M-H]-).  Example 127: -59-
2,3-Dichloro-N-(6-chloro-3-oxo- I -pyridin-2-ylmethyl-2,3-dihydro-1
H-indazol-5-yl)- benzenesulfonamide This compound was obtained in
analogy to example 119 using 2-chloromethyl-pyridine  (step A) and
2,3-diehlorobenzenesulfonyl chloride (step C) as a light brown solid. MS 5
(ESI+):482.9(M+I3]+).  Example 128:
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-lH-indazol-5-yl)-2,4-difluoro-
benzenesulfonamide 



This compound was obtained in analogy to example 32 using
2,4-difluoro-5-nitro-benzoic  10 acid, benzylhydrazine.2HCl (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-o ~-1-p
rdin-2-yl,nerhyl-2,3-dihydro-lH-indazol-5-yl)-4-fluoro-3- trifluoromethyl-b
enzenesulfonamide 15 This compound was obtained in analogy to
example 32 (step B and C) using 5-nitro-l-
phenyl-1,2-dihydro-indazol-3-one (prepared according to Combinatorial
Chemistry and  High Throughput Screening2003, 6(5), 471-480) in step B
and 2,4-difluorobenzenesulfony'i  chloride (step C, as a light brown solid.
MS (ESE+):402.3 )M +H]+). Example 130: 20
N-(6-Chloro-3-oxo-l-pyridin-2-ylmethyl-2,3-dihydro-IH-indazol-5-yl)-4-fluor
o-3- trifluoromethyl-b enzenesulfonamide This compound was obtained in
analogy to example 32 (step B and C) using 5-nitro-l-
phenyl-1,2-dihydro-indazoi-3-one (prepared according to Combinatorial
Chemistry and  High Throughput Screening 2003, 6(5), 471-480) in step B
and and 3-chloro-2 25 fluorobenzenesulfonyl chloride (step C) as a light
brown solid. MS (ESI+): 418.2]M-H]'').  Example 131:
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-lH-indazol-5-yl)-3-cyano-benzenes
ulfonamide  This compound was obtained in analogy to example 32 using
2,4-difluoro-5-nitro-benzoic  acid, benzylhydrazine.2HC1(step A) and
3-cyanobenzenesulfonyi chloride (step C) as a 30 light brown solid. MS
(ESi-; --): 423.0]M+H]+). -60- Example 132: Propane-2-sulfonic acid
(1-benzyl-6-fluoro-3-oxo-2,3-(:Iihydro-lH-indazol-5-yl)-amide  This
compound was obtained in analogy to example 32 using
2,4-difluoro-5-nitro-benzoic  acid, benzylhydrazine.2HCl (step A) and 3
propane-2-sulfonyl chloride (step C) as a light  5 brown solid. MS (ESI+):
364.11MH)+) Example 133: 3vVan^v'iV'^ 3vxC-p nyl
..,3-d'uayw.v-xi<-ia1Cl.ai.Gi-.`^i-yy)-beriZeneS wlGiaauiiuc This compound
was obtained in analogy to example 32 (step B and C) using 5-nitro-l- 



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-lH-indazol-5- yl)-amide 15 This
compound was obtained in analogy to example 32 using
2,4-difiuoro-5-nitro-benzoic  acid, benzylhydrazine.2HC1(step A)
2,2,2-Tifluoro-ethanesulfonyl chloride (step C) as a  light brown solid. NIS
(ESI+): 404.1[M-H'+). Example 135: Propane-2-sulfonic acid
(1-benzlrl-6-chloro-3-oxo-2,3-dihydro-lH-indazol-5-yl)-amide  20 This
compound was obtained in analogy to example 32 using
4-chloro-2-fluoro-5-nitro- benzoic acid, benzylhydrazine.211Cl (step A)
and 3 propane-2-sulfonyl chloride (step C) as  alight beige solid. MS (ESI
): 380.1 [MH +). Example 136: Propane-2-sulfonic acid
[6-chlor(r)-l-(4-chloro-benzyl)-3-oxo-2,3-dihydro-lH-indazol-5  25 yl)-amide
This compound was obtained in analogy to example 119 using
4-chlorobenzylbromide  and
5-amino-6-chloro-l-(2-chloro-benzyl)-1,2-dihydro-indazo 3-one (step A)
and 3  propane-2-sulfonyl chloride (step C) as alight brown solid. MS
(ESI+): 414.3 (M-rij j.  Example 137: -61-
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro- lH-indazol-5-yl)-trifluoro-
methanesulfonamide This compound was obtained in analogy to example
32 using 2,4-difuoro-5-nitro-benzoic  acid, benzylhydrazine.2HC1(step A)
and trifluoro-rnethanesulfonyl chloride (step C) as a  5 light brown solid.
MS (ESI+): 390.1 [M+H]+). Example 138: Propane-2-sulfonic acid
(1-isobutyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-amide This compound was
obtained in analogy to example 32 using 5-amino-1-isobutyl-1,2-
dihydro-indazol-3-one and 3 propane-2-suifonyl chloride (step C) as a
beige solid. MS  



10 (ESI+):312.1 [M+H]+) Example 139: Propane-2-sulfonic acid
[1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-lH-indazol-5-yl]- amide This
compound was obtained in analogy to example 80 using
3,4-difluorobenzy1bromide  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
[I-(2-methoxy-ethyl)-3-oxo-2,3-dihydro-1H-indazol-5-yl]- amide 20 This
compound was obtained in analogy to example 32 using
(2-methoxy-ethyl)- hydrazine (step A) (prepared as described in J. Org.
Chem. 1984, 49, 336-42) and 3  propane-2-sulfonyl chloride (step C) as
alight brown solid. MS (ESI+): 314.0 [M+H]+).  Example 141:
N-(1-Benzyl-3-oxo-2,3-dihydro-lH-indazol-5-yl)
-C-cyclopropyl-methanesulfonamide  25 This compound was obtained in
analogy to example 1 using 5-amino-l-benzyi-l,2- dihydro-indazoi-3-one
and cyclopropyl-methanesulfonyi chloride (step C) as a light  brown solid.
MS (BSI+): 358.4.([M+H]+). -62- Example A Film coated tablets containing
the following ingredients can be manufactured in a  conventional manner:
ingredients Per tablet  Kernel: Compound of formula (I) 20.0 mg 200.0 mg
Microcrystalline cellulose 23.5 lag 43.5 mg  Lactose hydrous 60.0 rag 70.0
mg  Povidone K30 12.5 rag 15.0 mg  Sodium starch glycolate 12.5 mg
17.0 mg  Magnesium stearate 1.5 mg 4.5 mg  



(Kernel Weight) 120.0 mg 350.0 mg  Film Coat: Hydroxypropyl methyl
cellulose 3.5 mg 7.0 mg  Polyethylene glycol 6000 0.8 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 granulate is  mixed with sodium starch
glycoiate and magesiumstearate and conapressed to yield kernels  of 120
or 350 mg respectively. The kernels are lacquered with an aqueous
solution /  suspension of the above mentioned film coat. -63- Example B
Capsules containing the following ingredients can be manufactured in a
conventional manner: Ingredients Per capsule  Compound of formula (I)
25.0 mg  Lactose 1-50.0 mg  Maize starch 20.0 mg  Talc 5.0 mg  5 The
components are sieved and mixed and filled into capsules of size 2.
Example C Injection solutions can have the following composition:
Compound of formula (I) 3.0 mg  Polyethylene Glycol 400 150.0 mg
Acetic Acid q.s. ad pH 5.0  Water for injection solutions ad 1.0 ml 10 The
active ingredient is dissolved in a mixture ofPolyethylene Glycol 400 and
water  for injection (part). The pH is adjusted to 5.0 by Acetic Acid. The
volume is adjusted to 1.0  ml by addition of the residual amount of water.
The solution is filtered, filled into vials  



using an appropriate overage and sterilized. -64- Example D Soft gelatin
capsules containing the following ingredients can be manufactured in a
conventional manner: Capsule contents Compound of formula (I) 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 capsule Gelatin 75.0 mg  Glycerol 85
% 32.0 mg  ICarion 83 8.0 mg (dry matter)  Titan dioxide 0.4 mg  Iron
oxide yellow 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
capsules of appropriate size. The filled soft gelatin  capsules are treated
according to the usual procedures. -65- Example E Sachets containing the
following ingredients can be manufactured in a conventional  manner:
Compound of formula (I) 50.0 mg  Lactose, fine powder 1015.0 mg  a
Microcristalline cellulose (A\CEL PH 102) 1400.0 mg  Sodium
carboxymetbyi cellulose 14.0 mg  



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 of formula (I) R \ Rs ~  R R1-N O\
R7  fl:%  O R RD (l)  wherein 5 Rl is hydrogen, lower-alkyl, aryl, or
aryl-lower-alkyl; R2 is aryl, aryl-lower-alkyl, heteroaryl,
heteroaryl-lower-alkyl, cycloalkyl, cycloallcyl- lower-alkyl,
fluoro-lower-alkyl, or lower-a71, which lower-alkyl is optionally  substituted
with 1 to 3 substituents selected from the group consisting of OH, CN,
halogen, lower-alkoxyand C(O)NR8R9; 10 R'" is hydrogen, halogen,
lower-alkyl, fluoro-lower-alkyl, lower- alkoxy, or fluoro-lower- alkoxy R4 is
hydrogen, halogen, lower-alIcyl, fluoro-lower-alkyl, lower-alkoxy, or
fluoro-iower- alkoxy; R' is hydrogen, halogen, lower-alkyl,
fluoro-lower-alkyl, lower-atkoxy, or fluoro-iower- 15 alkoxy; R6 is hydrogen
or lower-alkyl; 



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 claim 1, wherein R is hydrogen,
lower-alley', aryl, or aryl-lower-alkyl; -67- -2 is aryl, aryl-lower-alkyl,
heteroaryl, heteroaryl-lower-alkyl, cycloallcyl, cycloaliryl lower-alkyl,
fluoro-lower-alkyl, or lower-alkyl, which lower-alkyl- is optionally
substituted with 1 to 3 substituents selected from the group consisting of
OH, CN,  halogen, lower-alkoxy and C(O)NR8R9; 5 R3 is hydrogen,
halogen, lower-alkyl, fluoro-lower-alkyl, lower-alicoxy*, or fluoro-lower-
alkoxy; R' is hydrogen, halogen, lower-alkyl, fluoro-lower-alkyl,
lower-atkoxy, or fluoro-lower- alkoxy; RS is hydrogen, halogen,
lower-alkyl, fluoro-lower-alkyl, lower-alkoxy, or fluoro-lower- 10 alkoxy; R6
is hydrogen or lower-alkyl; R7 is aryl, heteroaryl, fluoro-lower-alkyl, or
lower-alkyl, which lower-alkyl is optionally  substituted with 1 to 3
substituents selected from the group consisting of OH, CN,  halogen and
lower-alkoxy; 15 Rg and R9, independently from each other, are selected
from the group consiting of  hydrogen and lower-alkyl; and
pharmaceutically acceptable salts thereof. 3. Compounds according to
any of claims 1 to 2, wherein R1 is hydrogen or lower- alkyl. 20 4.
Compounds according to any of claims 1 to 3, wherein R' is hydrogen. 5.
Compounds according to any of claims 1 to 4, wherein R2 is
aryl-lower-alkyl,  heteroaryl-lower-awl, cycloallcyl-lower-alkyl,
fluoro-lower-allgrl, or lower-alkyl,  



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 benzyl or  pyridinylrnethyl, wherein benzyl
can optionally be substituted with 1 or 2 halogen. -68- 8. Compounds
according to any of claims 1 to 7, wherein R2 is benzyl, 4-fluoro-benzyl,
4-chloro-benzyl, 3,4-difluoro-benzyl, or pyridin-2-ylmethyl. 9. Compounds
according to any of claims 1 to 4, wherein R` is aryl. 10. Compounds
according to any of claims 1 to 9, wherein R3 is hydrogen. 5 11.
Compounds according to any of claims 1 to 10, wherein R4 is hydrogen or
halogen.  12. Compounds according to any of claims I to i i, wherein R4 is
hydrogen, fluorine, or  chlorine. 13. Compounds according to any of
claims 1 to 12, wherein R5 is hydrogen or halogen.  14. Compounds
according to any of claims 1 to 13, wherein R5 is hydrogen. 10 15.
Compounds according to any of claims 1 to 14, wherein R6 is hydrogen.
16. Compounds according to any of claims 1 to 15, wherein R7 is
lower-alkyl or aryl.  17. Compounds according to any of claims 7 to 16,
wherein R' is lower-alkyl, phenyl or  naphthyl, wherein phenyl can
optionally be substituted with 1 to 3 substituents  independently selected
from the group consisting of lower-alkyl, fluoro-lower-alkyl, 15
lower-alkoxy, fluoro-lower-alkoaryr, dioxo-lower-a kylene, halogen, cyano,
phenoxy  and 5-methyl- [ 1,3,4] -oxadiazol-2-yl. 18. Compounds according
to any one of claims 1 to 17, wherein R7 is phenyl substituted  with 1 to 2
substituents selected from the group consisting of lower-allcyl, fluoro-
lower-alkyl, halogen and cyano. 20 19. Compounds according to claim 18,
wherein f is 3-chloro-2-methyl-phenyl, 2,3- dichloro-phenyl,
3-chloro-4-fluoro-phenyl, 3-trifluoromethyl-4-fluoro-phenyl, 3-
cyano-phenyl, 2,5-difluoro-phenyl, 3-chloro-2-fluoro-phenyl,
5-chloro-2-fluoro- phenyl, or 2-chloro-phenyl. 



20. Compounds according to any of claims 1 to 15, wherein 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)7l-3-oxo-2,3-dihydro-lH-indazol-5-yl)-3-chloro-2-methyl -69-
benzenesulfonamide,
N-(1-Benzyl-3-oxo-2,3-dihydro-1H-indazol-5-yi)-3-chloro-4-fluoro-
benzenesulfonamide, N-(1-Benzyl-3-oxo-2,3-dihydro-
lH-indazol-5-y1)-3-trifluoromethyl- 5 benzenesulfonamide,
N-(1-Benzyl-3-oxo-2,3-dihydro-IH-indazol-5-yl)-2,4-dichloro-
benzenesulfonamide, Naphthalene-2-sulfonic acid
(I-benz7l-3-oxo-2,3-dihydro-IH-indazol-5-71)-amide,
N-(1-Benzyl-3-oxo-2,3-dihydro- lH-indazoI-5-y1)-3-cblero-4-methyl_ 10
benzenesulfonamide, N-(1-Ben-71-3-oxo-2,3-dihydro-
IH-indazol-5-yl)-4-methoxy-benzenesutionamide,
N-(1-Ben7yl-3-oxo-2,3-dihydro-1H-indazol-5-yI)-2,4-dichloro-6-meth7l-
benzenesulfonamide, N-(1-Benzyl-3-oxo-2,3-dihydro-
IH-indazol-5-71)-2-trifluoromethp!- 15 benzenesulfonamide,
N4I-Benzyl-3-oxo-2,3-dihydro- lH-indazol-5-yl)-2,4-difluoro-
benzenesuifonamide, N-(1-Benzyl-3-oxo-2,3-dihydro-
IH-indazol-5-yi)-4-propyl-benzenesulfonamide,
2,3-Dihydro-benzo,l,4)dioxine-6-sulonic acid
(I-benzyl-3-oxo-2,3-dihydro-lH- 20 indazol-5-y.)-amide,
N-(I-Benzyl-3-oxo-2,3-dihydro-IH-indazol-5-yl)-4-chloro-2,5-dimethyl-
benzenesulfonamide,
N-(I-Benzyl--3-oxo-2,3-dihydro-IH-indazol-5-yl)-4-chloro-3-trifluoromethyl-
benzenesulfonamide, 25
N-(I-Benzyl-3-oxo-2,3-dihydro-lH-indazol-5-yl)-4-fluoro-3-trifluoromethyl- 



benzenesulfonamide, -Benzyl-3-oxo-2,3-dihydro- IH-indazol-5-yl
j-2-cnloro-5-trifluoromethyl- benzenesuiforamide,
N-(1-Benzyl-3-oxo-2,3-dihydro-!H-indazol-5-yl)-3-phenoxy-benzenesulfon
amide,  30
N-(1-Benzyl-3-oxo-2,3-dihydro-IH-indazol-5-yl)-3-(5-methyl-,1,3,41oxadiaz
ol-2- yl)-benzenesulfonarnide, N-(I -Benzyl-3-oxo-2,3-dihydro- IH-indazol-
5-yi; -3-chloro-benzenesuliona~mide,  N-(1-Benzyl-3-oxo-2,3-dihydro-
IH-indazol-5-yi)-3-methoxy-benzenes slfonaniide,
N-(1-Benzyl-3-oxo-2,3-dihydro-Iri-indazol-5-yI)-3-difluoromethoxj~ 35
benzenesulfonamide, N-(1-Benzyl-3-oxo-
2,3-dihydro-lH-indazol-5-y1)-3,5-bis-trifiuoromethyl- benzenesulfonamide,
-70- Propane-2-sulfonic acid
(1-benzyl-3-oxo-2,3-dihydre-1H-indazol-5-7l)-amide,
N-(1-Benzyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-chlcro-2-N-dimethyl- b
enzenesulfonamide, 1`7-(3-Oxo-1 -propyl-2,3 -dihydro-1H-indazol-5-yl)-
3-trifluoromethyl- 5 benzenesulfonamide,
2,3-Dichloro-N-(3-oxo-1-propyl-2,3-di vdro-1H-indazol-5-yl)- b
enzenesulfonamide, 3-Chloro-4-fluoro-N-(3-oxo-
l-propyl-2,3-dihydro-1H-indazol-5-yl)- benzenesulfonamide, 10
3-Chloro-2-methyl-#N!-(3-oxo-1-phenethyl-2,3-dihydro-1H-indazol-5-y1)-
benzenesulfonamide,
3-Chloro-4-methyl-#N!-(3-oxo-l-phenethyl-2,3-dihydro-1H-indazol-5-yl)- b
enzenesulfonamide, 4-Chloro-2,5-dimethyl-N- ( 3-oxo-
l-phenethyl-2,3-dihydro-IH-indazol-5-yI)- 15 benzenesuifonamide,
N-(3-Oxo- l-phenethyl-2,3-dihvdro- 1F-indazol- 5-yl)-3-trifluoromethyl-
benzenesulfonamide,
N-(1-Isobutyl-3-oxo-2,3-dihydro-IH-indazol-5-yl)-3-trifluoromethyl- 



benzenesulfonamide, 20
3-Chloro-N-(I-isobutyl-3-oxo-2,3-dihydro-1H-indazol-5-y1)-4-metnyl-
benzenesulfonamide,
3-Chloro-N-(1-isobut3l-3-oxo-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
3-Difuoromethoxy-(1-isobutyl-3-oxo-2,3-dihydro-indazol-5-yl)-
benzenesulfonamide, 4-Cyano-(1-isobutyl-3-oxo-2,3-dihydro-indazol-5-vl)
-benzenesulfonamide,
4-Fluoro-N-(1-isobutyl-3-oxo-2,3-dihvdro-lH-indazol-5-yl)-3-trifluoromethyl-
benzenesulfonamide, 30
3-Chloro-4-fluoro-N-(I-.isobutyl-3-oxo-2,3-dihydro-1H-indazol-5-yl)-
benzenesulfonamide,
2,4-Dichloro-(I-isobutyl-3-oxo-2,3-dihydro-indazol-5-yl)-5-methyl-
benzenesulfonamide,
3-Chloro-N-(1-ethyi-3-oxo-2,3-dihydro-1H-indazol-5-vl) -2-methyl- 35
benzenesulfonamide,
3-Chloro-(I-cvcioprop)ime`hyl-3-oxo-2,3-dihydro-indazol- 5-yl)-2-methyl-
benzenesulfonamide, -71- 3-Chloro-
(1-cyclopropylmethyl-3-oxo-2,3-dihydro-i*idazol- 5-yl)-4-fluoro-
benzenesuifonamide, (i-Cyclopropylmethyl-3-oxo-2,3-dihydro-indazol-
5-yl) -4-fluoro-3-trifluoromethyl- benzenesulfonamide, 5
3-Chioro-(1-cyclopropylmethyl-3-oxo-2,3-dihydro-indazol-5-yI)-
benzenesulfonamide,
2,4-Diehloro-(1-cyclopropylmethyl-3-oxo-2,3-dihydro-indazol-5-yl)-5-methy
l- benzenesulfonamide, 3-Chloro-[
1-(2-methoxy-ethyl)-3-oxo-2,3-dihydro-indazol-5-ylj-2-methyl- 10
benzenesulfonamide, 4-Fluoro-[
1-(2-methoxy-ethyl)-3-oxo-2,3-dih7dro-inaazol-5-yll-3-trifluorometnyl- 



benzenesulfonamide, 3-Chloro-4-fluoro- [
1-(2-methoxy-ethyl)-3-oxo-2,3-dihydro-indazol-5-yl] -
benzenesulfonamide, 15
2,4-Dichloro-[1-(2-meth.oxy-ethyl)-3-oxo-2,3-dihydro-indazol-5-yfl-6-methy
l- benzenesulfonamide, 3-Chloro-2-methyl-N- [
3-oxo-1-(2,2,2-trifluoro-ethyl)-2,3-dihydro-IH-indazol-5- yl]
-benzenesulfonamide, 4-Fluoro-
[3-oxo-1-(2,2,2-trifluoro-ethyl)-2,3-dihydro-indazol-5-yl]-3- 20
trifluoromethyl-benzenesulfonami.de, 4-Fluoro-N-
(3-oxo-l-pyridin-2-ylmethyl-2,3-dihydro-lH-indazol-5-yl)-3-
trifluoromethyl-benzenesulfonamide,  2,4-Dichloro-6-methyl-N-(3-oxo-
l-pyridin-2-ylmethyl-2,3-dihydro-lH-in dazol-5- yl) -b enzenesulfonamide,
25 3-Chloro-2-methyl-N-(3-oxo-l-pyridin-2-ylmethyI-2,3-d hydro-IH-
ndazol-5-yl)- benzenesulfonamide, 4-Fluoro-N- `1- (2 -hydr
oay-2-methyl-propyl) - 3 -oxo-2,3 -dihydro- IH-in dazol- 5-yI1, -
3-trifluoromethyi- benzenesulfonamide, N-(1-Benzyl-6-cl
loro-3-oxo-2,3-dihydro-i H-indazol-5-yP-3-chloro-4-fluoro- s0
benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-lH-indazol-5-yl)-4-fluoro-3-
trifiuoromethyl-benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-oxo-2,3-di.hydro-lH-indazoi-5-yl)-3-chloro-2-meth5
yi- benzenesulfonamide, 35
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-if-l-indazol-5-yl)-2,3-dicHoro-
berzenesulfonamide,
ir-(1-Benzyl-6-cbloro-3-oxo-2,3-dihydro-lH-indazol-5-yl)-3-cyano -72-
benzenesuifonamide,
N-(I-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-chloro-
benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-4-chloro-3- 



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-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-y1)-3-trifluorometho
y- benzenesulfonarnide,
N-(I-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-yl) -2,5-difluoro-
benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihvdro-1H-indazol-5-y1) -2,4-dichloro- 15
benzenesulfonamide, N-(1-Benzyl-6-chloro-3 -oxo-2,3-dihydro-1H-indazol-
5-yl) - 3-chloro-2-fluoro- benzenesulfonamide, N
-(I-Benzyl-6-chloro-3-oxo-2,3-dihydro- IH-indazol-5-yl)-3-trifluoromethyl-
benzenesulfonamide, 20
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-1H-indazol-5-y1)-5-chloro-2-fluoro
- benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-4H-indazol-5-y1) -2-chloro-
beazenesulfonamide, (1-Benzyl-4- chloro-3-oxo-2,3-dihydro-indazol-
5-y1)-3-chloro-2-methyI- 25 benzenesulfonamide,
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihvdro-1H-indazol-5-)rl)-4-fluoro-3-
trifluoro-riethyl-benzenesulfonamide,
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-IH-indazol-5-yI)-2,3-dichloro-
benzenesulfonamide, 30
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-IH-indazol-5-yl)-2,4-dichloro-
benzenesulfonamide,
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihvdro-IH-indazol-5-y1)-3-chloro-2-fluoro-
benzenesulfonamide, N- (i -B enzyl-6-fluoro- 3-oxo-2,3 -
dihydro-1H-indazol- 5-yl) - 5 -chloro-2-fluor o- 35 benzenesuifonamide, 



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-lH-indazol-5-yi] - benzenesulfoa
amide, 3-Difluoromethoxy-N-[
I-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-5-yl]-
benzenesulfonamide, 5
4-Fluoro-N-[1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-
trifluorometh-Tl-benzenesulfonamide,  2,3-Dihydro-benzo [ 1,4]
dioxine-6-sulfonic acid [ 1-(4-fluoro-benzyl)-3-oxo-2,3- dihydro-IH-indazol-
5-y1] -amide, 2,4-Dichloro- N- f l-(4-fluoro-benzyl_)-3-oxc-2,3-dihynrn-lu_;
ndazol-5_yl _6_  10 methyl-benzenesulfonamide, 5-Chloro-2,4-difluoro-N-[
1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-IH-indazo1-5- yl] -b
enzenesulfonamide, 4-Chloro-2,5-difluoro-N- [
1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-
yI]-benzenesulfonamide, 15
3-Chloro--[1-(4-fluoro-benzyl)-3-oxo-2,3-di.iydro-indazoi-5-y1]-2-methy'i-
benzenesulfonamide. 3-Cyano-[ 1-
(4-fluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl1 - benzenesulfonamide,
Naphthalene-l-sulfonic acid [
1-(4-fluoro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5- 20 yl]-amide,
3-Chloro-4-fluoro-N-[ i-(4-fluoro-benzyl)-3-oxo-2,3-dih7dro-lH-indazol-5-yl]-
benzenesulfonamide, 3-Chloro-
[1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl]-2-methyi-
benzenesulfonarnide, 25
3-Chloro-[I-(3,4-difiuoro-benzyl)-3-oxo-2,3-dihydro-indazol-5-yl]-4-fluoro-
benzenesulfonamide, [1-(3,4 Dzfl,uoro-benzyi)-3-oxo
2,3-dhydro-indazol-5-y1]-4-fluoro-3- 



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-dihydro-indazoi-5-yl] -5-methyl-
benzenesulfonamide, 35
3,4-Dichloro-[1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indazoi-5-yl]-
benzenesulfonamide, 4,5-Dichloro- [ i -(3,4-difluoro-b
enzyl)-3-oxo-2,3-aihydio=;ndnol-5-yl]-2-fiuoro -74- b enzenesulfonamide,
2,4,5-Trichloro- [ 1- (3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-indz.zol-5-y1] -
benzenesulfonamide, 2,3-Dicnioro-[
1-(3,4-difluoro-benzyi)-3-oxo-2,3-dihydro-indazot-5-yll - 5
benzenesulfonami3e, 2,4-Dic'nloro- [
i-(3,4-difluoro-benzvl)-3-oxo-2,3-dihydro-indazol-5-yi]-6-methyi-
benzenesulfonamide, 3-Chloro-N- [
1-(2,4-difluoro-benzvl)-3-oxo-2,3-dihydro-1H-indazol-5-y1]-4-
fluoro-benzenesulfonamide, 10
N-[1-(2,4-Difluorn-benzvl)-3-oxo-2,3-dihydro-lH-indazol-5-yl]-4-fluoro-3-
trifluoromethyl-benzenesulfonamide,
3-Chloro-N-[1-(2,4-difluoro-benzyl)-3-oxo-2,3-dihydro-1 H-indazol-5-yl]-2-
methyl-benzenesulfonamide, N-[
1-(4-Chloro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-yP-4-fluoro-3- 15
trifluoromethyl-benzenesulfonamide,
3-Chloro-N-[1-(4-chloro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-ylj
-2-methyl- benzenesulfonami de, 2,3-Dichloro-N- [
1-(4-chloro-benzyl)-3-oxo-2,3-dihydro-lH-indazol-5-yl] -
benzenesulfonamide, 20 Naphthalene-1-sulfonic acid
[1-(4-chloro-ben-7l)-3-oxo-2,3-dihydro-lH-indazol- 



5-y11-amide,
3-Chloro-N-[1-(2-chloro-4-fluoro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-5-yl]
-2- methyl-b enzenesulfonarnide, Naphthalene-l-sulfonicacid
[1-(2-chloro-4-fluoro-benzvl)-3-oxo-2,3-dibydro-IH- 25 indazol-5-yl]-amide,
2,3-Dichloro-N-[
1-(2-chloro-4-fluoro-benzvl)-3-oxo-2,3-dihydro-IH-indazol-5- yl] -b
enzenesulfonamide, N- [ 1- (2-Chloro-4-fluoro-benzvl)
-3-oxo-2,3-dihydro-iH-indazol- 5-yl; -4-fluoro-3- trifluoromethyl-b
enzenesulfonamide, 30
N-[1-(2-Chioro-4-fluoro-benzvl)-3-oxo-2,3-dihydro-lH-indazo-5-y1]-3-
difluoromethoxy -benzenesulfonamide, N- [
1-(2-Chloro-4-fluoro-benzyl)-3-oxo-2,3-dihydro-lH-indazoi-5-yI] -3-
trifiuoromethoxy-benzenesu fonamide, 3-Chloro-N-[
1-(2-cyano-ethyl)-3-oxo-2,3-di:Hydro-IH-indazol--5-y1]-2-methy1- 35
benzenesulfonan ide, N- [
1-(2-Cyano-ethyl)-3-oxo-2,3-dihydro-1H-indazol- 5-y1] -4-fluoro-3-
trifluoromethyi-b enzenesuifonamide, -75- 2,4-Dichloro-N- [ l-(2-
cyano-ethyl)- 3-oxo-2,3-dihydro- lH-indazol-5-yl] -6-methyl-
benzenesulfonamide, 3-Chloro-N- [ I- (2-cyano-ethyl) -3-oxo-2,3-dihydro-
lH-indazol-5-y] -4-fluoro- benzenesulfonamide, 5
N-[6-Chloro-1-(2-chloro-benzyl)-3-oxo-2,3-dihydro-IH-indazol-5-yli-4-fluoro
-3- trifiuoromethyl-benzenesulfonamide,  5-Chloro-N- [ 6-chloro
-1-(2-chloro-benzyl) -3-oxo-2,3-dihydro- IH-indazol- 5-yll -2-
fluoro-benzenesulfonamide,
2,3-Dichloro-N-[6-chloro-l-(2-chloro-benzyl)-3-oxo-2,3-dihydro-iH-indazol-5
- 1o yl'j-benzenesulfonamide, 3-Chloro-N-(6-chloro-3-oxo- l
-pyridin-2-ylmethyl-2,3-dihydro-iH-indazol-5-yl) - 2-methyl-b
enzenesulfonamide, N- (6-Chloro-3-oxo-1-pyridin-2-ylmethyl-2,3-dihydro-
lH-indazol-5-y1)-4-fluoro-3- 



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-benzyI)-2-methy-3-oxo-2,3-dihydro-indazol-5
-yl]-6- methyl-benzenesulfonamide, and 3-Chloro-i 1-(3,4-difluoro-bent}
1)-2-methyl-3-oxo-2,3-dihydro-indazol-5-yi1-2- 20
methyl-benzenesulfonamide, and pharmaceutically acceptable salts
thereof. 23. Compounds according to any one of claims I to 22 selected
from the group  consisting Of,
N-(I-Benzyl-6-chloro-3-oxo-2,3-dihydro-lH-in(iazol-5-yl)-3-chloro-2-methyl-
25 benzenesulfonamide,
N-(1-Benzyl-6-chloro-3-oxo-2,3-dihydro-lH-indazol-5-yi) -2,5-difuoro-
benzenesulfonamide, N-(I-Benzyl-6-chlore-3-oxo-2,3-din.ydro-IH-indazol-
5-yl)-3-chloro-2-fiuorc- benzenesulfonamide, 30
N-(l-Benzy4-6-chloro-3-oxo-2,3-dihydro-IH-indazol-5-yl)-2-chloro-
benzenesulfonamide,
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-IH-indazol-5-yl) -3-chloro-2-fluoro-
benzenesulfonamide,
N-(i-Benzyl-6-fluoro-3-oxo-2,3-dihydro-IH-indazol-5-y_)-2,3-dichloro- 35
benzenesulfonamide, N-(1-Benzyi
-6-fluoro-3-oxo-2,3-dihydro-lH-indazoi-5-yl)-5-chloro-2-fluoro -76-
benzenesulfonamide,
N-(1-Benzyl-3-oxo-2,3-dihydro-lH-indazol-5-yl)-3-chloro-2-methyl-
benzenesulfonamide, 3-Cyano- [ 1-(4-fluoro-benzyl)
-3-oxo-2,3-dihydro-indazol-5-y1] - 5 benzenesulfonamide, 2,3-Dichloro-N-
[ 1-(4-chloro-benzyl)-3-oxo-2,3-dihydro-LH-indazol-5-yl]-
benzenesulfonamide, 



3-Chloro-N-[
i-(4-chloro-benzyl)-3-oxo-2,3-dihydro-1H-indazol-5-yP-2-methy-
benzenesulfonamide, 10
4-Fluoro-N-[l-(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-oxo-2,3-dihydro-1H-indazol-5-y1j -
benzenesulfonamide, 3-Chloro- [ 1-(3,4-difluoro-benzyl)
-3-oxo-2,3-dihydro-indazol_-5-yl]-2-methyl- 15 benzenesulfonamide, N-[
1-(4-Chloro-benzyl) -3-oxo-2,3-dihydro- 1H-indazol-5-yl] -4-fluoro-3-
trifluoromethyl-benzenesulfonamide, and 3-Chloro-2-methyl-N-(3-oxo-
l-pyridin-2-ylmethyl-2,3-dihydro-l#H!-indazol-5- yl)-benzenesulfonamide,
20 and pharmaceutically acceptable salts thereof. 24. Compounds
according to any one of claims 1 to 21 selected from the group  consisting
of:
2,3-Dichloro-N-(6-chloro-3-oxo-1-pyridin-2-yimethyl-2,3-dihydro-1H-indazo
l-5- yl)-benzenesulfonamide, 25
N-(1-Benzyi-6-fluoro-3-oxo-2,3-dihydro-IH-indazol-5-yl)-2,4-difluoro-
benzenesulfonarnide, 2,4-Ditluoro-N- (3-oxo- i-phenyl-2,3-dihydro-
1H-indazol- 5-yl)- benzenesulfonam-ide,
3-Chloro-2-fluoro-N-(3-oxo-l-phenyl-2,3-dihydro-IH-indazol-5-yl) - 30
benzenesulfonamide,
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-1H-indazol-5-yl)-3-cyano-
benzenesulfonamide, Propane-2-suifonic acid
(I-benzyl-6-fluoro-3-oxo-2,3-dihydro-iH-indazol-5-yl)- amide, 35
3-Cyano-N-(3-oxo-l-phenyi-2,3-dihydro-1H-indazol-5-yi)-benzenesulfonam
ide,  2,2,2-Trifluoro-ethanesulfonic acid
(l-benzyl-6-fluoro-3-oxo-2,3-d.ihyd.ro-1H -77- indazol-5-yl) -amide, 



Propane-2-sulfonic acid
(1-benzyl-6-chloro-3-oxo-2,3-dihydro-1"rl-indazol-5-yl)- amide,
Propane-2-sulfonic acid [6-chloro- l-(4-chloro-bent >l)-3-oxo-2,3-d
hydro-lH- 5 indazol-5-yl]-amide,
N-(1-Benzyl-6-fluoro-3-oxo-2,3-dihydro-lH-indazoi-5-yl)-trifluoro-
methanesulfonamide, Propane-2-sulfonic acid
(1-isobutyl-3-oxo-2,3-dihydro-lH-indazol-5-yl)-amide,  Propane-2-sulfonic
acid [1-(3,4-difluoro-benzyl)-3-oxo-2,3-dihydro-lH-indazol-5- 10 yl]-anode,
Propane-2-sulfonic acid
[1-(2-methoxy-ethyl)-3-oxo-2,3-dihydro-lH-indazol-5-yll- amide, and
N-(1-Benz)l-3-oxo-2,3-dihydro- iH-indazol-5-yl)-C-cyclopropi-
methanesulfonamide 15 and pharmaceutically acceptable salts thereof.
25. The compound according to any one of claims 1 to 21 which is:
N-(1-Benzyl-3-oxo-2,3-dihydro-lH-indazol-5-yl)-C-cyclopropyl-
methanesulfonamide and pharmaceutically acceptable salts thereof. 20
26. A process for the preparation of compounds according to any of
claims Ito 25  comprising the reaction of a compound of formula (II) 2 3  R
1 R4  R=N N1 H O Rs Rs (II)  with a compound of formula (III) 0 0 CI
~S__ R7 (lll) 25 wherein Rl to R7 are as defined in any of claims 1 to 25. -
78  27. Compounds according to any of claims I to 25, when prepared by
a process as  



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 prophylaxis of diseases which are
caused by  disorders associated with the enzyme llbeta-hydroxysteroid
dehydrogenase 31. The use of compounds according to any of claims 1 to
25 for the preparation of  medicaments for the treatment and prophylaxis
of diseases which are caused by  disorders associated with the enzyme
llbeta-hydroaysteroid dehydrogenase 1. 32. The use of compounds
according to any of claims l to 25 for the preparation of  medicaments for
the treatment and prophylaxis of metabolic disorders, obesity,
dyslipidemiae, hypertension and/or diabetes. 


