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4,5,6,7-TETRAHYDROINDAZOLE DERIVATIVES AS ANTITUMOR AGENTS

The present invention relates to 4,5,6,7~
tetrahydroindazole derivatives, to a process for their
preparation, to pharmmaceutical compositions containing
them and to their use as antitumor agents. Several
cytotoxic drugs such as, e.g. fluorouracil (5-FU),
doxorubicin and camptothecins result to damage DNA or to
affect cellular methabolic pathways and thus cause, in
many cases, an indirect block of the cell cycle.
Therefore, by producing an irreversible damage to both
normal and tumor cells, these agents result in a
significant toxicity and side-effects.

In this respect, compounds capable of being highly
specific antitumor agents by selectively leading to tumor
cell arrest and apoptosis, with comparable efficacy but
reduced toxicity than the currently available drugs, are
desirable.

It is well known in the art that progression through the
cell cycle is governed by a series of checkpoint controls
which are regulated by a family of enzymes known as the
cyclin-dependent kinases {(cdk).

The cdks themselves are regulated at many levels such as,
for instance, binding to cyclins.

For a general reference to cyclins and cyclin-dependent
kinases see, for instance, Kevin R. Webster et al. in Exp.
Opin. Invest. Drugs, 1998, Vol. 7{6), 865-887.

Checkpoint controls are defective in tumor cells due, in
part, to disregulation of cdk activity. PFor example,
altered expression of cyclin E and cdk‘’s has been observed
in tumor cells, and deletion of the cdk inhibitor p27 XIP
gene in mice has been shown to result in a higher
incidence of cancer.
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Increasing evidence supports the idea that the cdks are
rate-limiting enzymes in cell cycle progression and, as
such, represent molecular targets for therapeutic
intervention. In particular, the direct inhibition of
cdk/cyclin  kinase activity should Dbe helpful in
restricting the unregulated proliferation of a tumor cell.

It has now been found that the compounds of the invention,
hereinafter referred to as 4,5,6,7-tetrahydroindazoles,
are endowed with cdk/cyclin kinase inhibitory activity and
are thus useful in therapy as antitumor agents whilst
lacking, in terms of both toxicity and side effects, the
aforementioned drawbacks known for currently available
antitumor drugs.

In addition, besides of being useful in the treatment of
cancer, these 4,5,6,7-tetrahydroindazoles are also useful
in the treatment of a variety of other cell proliferative
disorders such as, for instance, psoriasis, wascular
smooth cell proliferation associated with atherosclerosis
and post-surgical stenosis and restenosis, and in the
treatment of Alzheimer’s disease.

The compounds of the invention are also useful in the
treatment and/or prevention of chemotherapy-induced or
radiotherapy-induced alopecia.

Some 4,5,6,7-tetrahydroindazole derivatives, in particular
4-oxo0-4,5,6,7-tetrahydroindazoles, are known in the art.

As an example, the compounds l-phenyl-3,6,6-trimethyl-4-
oxo-4,5,6,7-tetrahydroindazole, l1-phenyl-6, 6-dimethyl-4-
oxo-4,5,6,7-tetrahydroindazole, 1-phenyl~-3-methyl-4-oxo-
4,5,6,7-tetrahydroindazole and 1-{2-pyridyl)-3,6,6-
trimethyl-4-oxo-~4,5,6,7-tetrahydroindazole, as well as
their corresponding 7-brominated derivatives, are all

reported by Strakova I. et al., as useful synthetic
intermediates [see, for a reference, Chemical Abstracts
124 (1996) :145892; 82(1975) :4173z; 80(1974) :133332h;

79(1973) :92097u] .
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Likewise, 7-amino-l-phenyl-3,6,6-trimethyl-4-oxo0-4,5,6,7-
tetrahydroindazole has also been reported as chemical
intermediate by Strakova 1. et al., in Latv. PSR Zinat.
Akad. Vestis, Kim. Ser. 1974, (1), 113-14 [see, for a
reference Chemical Abstracts 80(1974) :133334k].

To the extent of our knowledge, however, none of these
known compounds has been reported as possessing
pharmaceutical activity, for instance antitumor activity
and, even more particularly, cell cycle inhibitory
activity.

Accordingly, the present invention provides a compound
which is a 4,5,6,7-tetrahydroindazole derivative of
formula (I)

wherein:

the dotted line (x) represents a single or double bond;

n is 0 or 1;

R, is hydrogen or a group selected from straight or
branched C,-C; alkyl, aminocarbonyl, mono- or di-
alkylaminocarbonyl with from 1 to 6 carbon atoms in
the alkyl chains, aryl or arylalkyl with from 1 to 6
carbon atoms within the alkyl chain, each of which
being optionally further substituted by one or more
groups selected from halogen atoms, amino, nitro,
cyano, hydroxy, C,-C, alkyl or C -C, alkoxy groups;

R, is hydrogen or a group selected from straight or
branched C,-C, alkyl, C,-C, cycloalkyl or
cycloalkylalkyl with from 1 to 6 carbon atoms within
the alkyl chain, aryl or arylalkyl with from 1 to 6
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carbon atoms within the alkyl chain, each of which
being optionally further substituted by one or more
groups selected from halogens, cyano, straight or
branched C,-C, alkyl, straight or branched C,-C, alkoxy,
aryl, aryloxy, amino, alkylamino, dialkylamino with
from 1 to 6 carbon atoms within the alkyl chain;

R, is hydroxy or &a straight or branched C,-C, alkoxy,
amino, mono~ or di-alkylamino with from 1 to 6 carbon
atoms in the alkyl chains or, when (x) represents a
double bond, R, is an oxygen atom (=0), a sulphur atom
(=S) or an imino group (=N-R,) wherein R, is hydrogen,
hydroxy or a C,-C, alkoxy group; .

Ra and R’a are, each independently, hydrogen or straight
or branched C,~-C, alkyl;

Rb and R’b are, each independently, hydrogen, halogen,
atom or a group selected from straight or branched C,-
C, alkyl, straight or branched C,-C, alkoxy, straight or
branched C,~C, alkylthio, cyano, hydroxy, amino, mono-
or di-alkylamino with from 1 to 6 carbon atoms in the
alkyl chains, arylthio, arylsulfinyl, arylsulfonyl,
wherein each of the above aryl and alkyl moieties are
optionally further substituted by one or more groups
selected from halogen atoms, amino, nitro, hydroxy,
C,-C, alkyl or C,-C, alkoxy groups;

Rc and R’c, present when n is 1, each independently
represent hydrogen, straight or branched C,-C, alkyl or
cyano; or,

Ra and Rb together and/or Ra and Rc together form a N-
alkyl-piperydinyl ring with 1 to 6 carbon atoms in the
alkyl chain or a phenyl ring;

or a pharmaceutically acceptable salt thereof; for use as

a medicament.

The present invention further provides a compound which is
a 4,5,6,7-tetrahydroindazole derivative of the above
formula (I) in the manufacture of a medicament for
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treating cell proliferative disorders or Alzheimer’s
disease.

More in particular, the present invention provides a
compound which is a 4,5,6,7-tetrahydroindazole derivative
of the above formula (I) 4in the manufacture of a
medicament for treating tumors.

In the present description, unless otherwise specified,
with the term halogen atom we intend a fluorine, chlorine,
bromine or iodine atom; chlorine, bromine and fluorine
being preferred. )

With the term straight or branched C,-C, alkyl, alkylthio
or alkoxy we intend a group selected from, methyl, ethyl,
n-propyl, isopropyl, n-butyl, isobutyl, sec-butyl, tert-
butyl, n-pentyl, n-hexyl, methylthio, ethylthio, n-
propylthio, isopropylthio, n-butylthio, methoxy, ethoxy,
n-propoxy, isopropoxy, n-butoxy or the like.

with the term C,-C, cycloalkyl we intend a carbocyclic ring
comprised from cyclopropyl, cyclobutyl, cyclopentyl or
cyclohexyl.

The term aryl stands herewith for phenyl or for an
optionamlly benzocondensed 5 or 6 membered aromatic
heterocycle having one or more, preferably 1 or 2,
heteroatoms selected from nitrogen, oxygen and sulphur
such as, for instance, pyrrole, furan, thiophene,
imidazole, pyrazole, thiazole, oxazole, isoxazole,
pyridine, pyrazine, pyrimidine or the like.
Pharmaceutically acceptable salts of the compounds of
formula (I} are the acid addition salts with inorganic or
organic acids, e.g. nitric, hydrochloric, hydrobromic,
sulphuric, perchloric, phosphoric, acetic,
trifluoroacetic, propionic, glycolic, 1lactic, oxalic,
malonic, malic, maleic, tartaric, citriec, |Dbenzoic,
cinnamic, mandelic, methanesulphonic, isethionic and
salicylic acid, as well as the salts with inorganic or
organic Dbases, e.g. alkali or alkaline-earth metals,

especially sodium, potassium, calcium or magnesium
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hydroxides, carbonates or bicarbonates, acyclic or cyclic
amines, preferably methylamine, ethylamine, diethylamine,
triethylamine or piperidine.

aAmong the compounds of formula (I) above reported, several
4,5,6,7-tetrahydroindazoles result to be novel.

Therefore, the present invention further provides a
compound which is a 4,5,6,7-tetrahydroindazole derivative
formula (I)

wherein:

the dotted line (x) represents a single or double bond;

n is 0 or 1;

R, 1is hydrogen or a group selected from straight or
branched C,-C, alkyl, aminocarbonyl, mono- or di-
alkylaminocarbonyl with from 1 to 6 carbon atoms in
the alkyl chains, arvl or arylalkyl with from 1 to 6
carbon atoms within the alkyl chain, each of which
being optionally further substituted by one or more
groups selected from halogen atoms, amino, nitro,
cyano, hydroxy, C,-C, alkyl or C,-C, alkoxy groups;

R, 1is hydrogen or a group selected from straight or
branched C,-C, alkyl, C,-C, cycloalkyl or
cycloalkylalkyl with from 1 to 6 carbon atoms within
the alkyl chain, aryl or arylalkyl with from 1 to 6
carbon atoms within the alkyl chain, each of which
being optionally further substituted by one or more
groups selected from halogens, cyano, straight or
branched C,-C, alkyl, straight or branched C,-C, alkoxy,
aryl, aryloxy, amino, alkylamino, dialkylamino with
from 1 to 6 carbon atoms within the alkyl chain;



WO 00/69846 . . PCT/EP00/04208

10

15

20

25

30

35

R

3

Ra

Rb

Rc

-7~

is hydroxy or a straight or branched C,-C, alkoxy,
amino, mono- or di-alkylamino with from 1 te 6 carbon
atoms in the alkyl chains or, when ({(X) represents a
double bond, R, is an oxygen atom (=0), a sulphur atom
(=S} or an imino group (=N-R,) wherein R, is hydrogen,
hydroxy or a C,-C, alkoxy group;

and R’'a are, each independently, hydrogen or straight
or branched C,-C, alkyl;

and R‘b are, each independently, hydrogen, halogen,
atom or a group selected from straight or branched C, -
C, alkyl, straight or branched C,-C, alkoxy, straight or
branched C,-C, alkylthio, cyano, hydroxy, amino, mono-
or di-alkylamino with from 1 to 6 carbon atoms in the
alkyl chains, arylthio, arylsulfinyl, arylsulfonyl,
wherein each of the above aryl and alkyl moieties are
optionally further substituted by one or more groups
selected from halogen atoms, amino, nitro, hydroxy,
C,-C, alkyl or C,-C, alkoxy groups;

and R'c, present when n is 1, each independently
represent hydrogen, straight or branched C,-C, alkyl or
cyano; or,

Ra and Rb together and/or Ra and Rc together form a N-

alkyl-piperydinyl ring with 1 to 6 carbon atoms in the
alkyl chain or a phenyl ring;

or a pharmaceutically acceptable salt thereof;

with the provisos that:

a)

b)

when n is 1, R'b, Rc and R'c are hydrogen atoms, (x)
is a double bond, R, is phenyl, R,, Ra and R’a are,
each independently, hydrogen or methyl, and R, is
oxygen, then, Rb is other than hydrogen, bromine or
amino;

the compound is not 1-{2-pyridyl)-3,6,6-trimethyl-4-
oxo-4,5,6,7-tetrahydroindazocle and 7-bromo-~1-(2-
pyridyl)-3,6,6-trimethyl-4-oxo0-4,5,6,7-
tetrahydroindazole.
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The compounds of formula. (I) may have asymmetric carbon
atoms and may therefore exist either as racemic admixtures
or as individual optical isomers.

Accordingly, all the possible isomers of the compounds of
formula (I) and their admixtures and of both the
metabolites and the pharmaceutically acceptable bio-
precursors (otherwise referred to as pro-drugs) are also
within the scope of the present invention.

A class of preferred compounds of the invention are the
compounds of formula (I) wherein n is 1, R'b, Rc and R’'c
are hydrogen atoms, (x) is a double bond, R, is an oxygen
atom or an imino group and R,, Ra and R’a are, each
independently, C,-C, alkyl groups.

Another class of preferred compounds of the invention are
the compounds of formula (I) wherein wherein n is 1, R'b,
Re and R'c are hydrogen atoms, (x) is a single bond, R, is
hydroxy or a C,-C, alkoxy group and R,, Ra and R’a are,
each independently, C,~C, alkyl groups.

Examples of specific compounds of the invention either as

such or for use as a medicament, whenever appropriate in

the form of pharmaceutically acceptable salts, are the

following:

1. 7-bromo-1-(2-pyridyl)-3,6,6-trimethyl-4-oxo~-4,5,6,7-
tetrahydroindazole;

2. 1-(2-pyridyl)-3,6,6~trimethyl-4-0oxo0~4,5,6,7-
tetrahydroindazole; o

3. 7-fluoro-1~(2-pyxridyl)-3,6,6-trimethyl-4-oxo-4,5,6,7-
tetrahydroindazole;

4. 7-methoxy-1- (2-pyridyl)~3,6,6-trimethyl-4-ox0-4,5,6,7-
tetrahydroindazole;

5. 7-hydroxy-1-(2-pyridyl) -3, 6, 6~trimethyl-4-oxo-4,5,6, 7~
tetrahydroindazole; _

6. 7-(N,N~dimethylamino) -1~ (2-pyridyl) -3, 6, 6-trimethyl-4-
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oxo-4,5,6,7-tetrahydroindazole;

7. 7-phenylthio~1-(2-pyridyl)-3,6, 6-trimethyl-4-oxo-
4,5,6,7-tetrahydroindazole;

8. 7-phenylsulfonyl-1-(2-pyridyl)-3, 6, 6-trimethyl-4-oxo-
4,5,6,7-tetrahydroindazole;

9. 4- (N-hydroxy-imino)-1-{2-pyridyl)-3,6,6-trimethyl-
4,5,6,7-tetrahydroindazole;

10. 7-bromo-4- (N~-hydroxy-imino)-1-{2-pyridyl)}-3,6,6-
trimethyl-4,5,6,7~-tetrahydroindazole;

11. 7-ethoxy-4-(N-hydroxy-imino)-3,6,6-trimethyl-4,5,6,7-

tetrahydroindazole; _

12. 4-hydroxy-1-{2-pyridyl)-3,6,6-trimethyl-4,5,6,7-
tetrahydroindazole;

13. 4-methoxy-l1-{2-pyridyl)-3,6,6-trimethyl-4,5,6,7~
tetrahydroindazole;

14. 1-phenylmethyl-3,6,6-trimethyl-4-oxo-4,5,6,7-
tetrahydroindazole;

15, 1-{3-nitrophenyl)-3,6,6-trimethyl-4-ox0-4,5,6,7~-
tetrahydroindazole;

16. 1~(3-aminophenyl)-3,6,6-trimethyl-4-oxo-4,5,6,7-
tetrahydroindazole;

17. l-aminocarbonyl-3,6,6-trimethyl-4-oxo0-4,5,6,7~
tetrahydroindazole;

18. 1,3-dimethyl-1,5,6,7-tetrahydro-4H-indazol-4-one;

19. 1-{2-hydroxyethyl)-3-methyl-1,5,6,7~tetrahydro-4H-
indazol-4-one;

20. 3-methyl-l-phenyl-1,5,6,7-tetrahydro-4H-indazol-4~
one;

21. 3-methyl-1-(2-pyridinyl)-1,5,6,7-tetrahydro-4H-
indazol-4-one;

22. 1-(6-chloro-3-pyridazinyl)-3-methyl-1,5,6,7-
tetrahydro-4H~indazol-4-one;

23. 1-{3-methoxyphenyl)-3-methyl-1,5,6,7~-tetrahydro-4H-
indazol-4-one;
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24. 1-(3-chlorophenyl)-3-methyl-1,5,6,7~tetrahydro-4H-
indazol-4-one; '

25. 1-(4-isopropylphenyl)-3-methyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

26. 1-(4-iodophenyl)-3-methyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

27. 3-cyclopropyl-l-methyl-1,5,6,7-tetrahydro-4H-indazol-
4-one;

28. 3-cyclopropy1—l-(2—hydroxyethyl)- 1,5,6,7-tetrahydro-
4H-indazol-4-one; '

29. 3-cyclopropyl-l-phenyl-1,5,6,7-tetrahydro-4H-indazol-
4-one; .

30. 3-cyclopropyl-1-(2-pyridinyl)-1,5,6,7~-tetrahydro-4H-
indazol-4-one;

31. 1-(6-chloro-3-pyridazinyl)-3-cyclopropyl-1l,5,6,7-
tetrahydro-4H-indazol-4-one; '

32. 3-cyclopropyl-1l-(3-methoxyphenyl)-1,5,6,7-tetrahydro-
4H-indazol-4-one; ‘ '

33. 1-(3-chlorophenyl)-3-cyclopropyl-1,5,6,7-tetrahydro-
4H-indazol~-4-one;

34. 3-cyclopropyl-1i-({4-isopropylphenyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one; _

35. 3-cyclopropyl-l-(4-iodophenyl)-1,5,6,7-tetrahydro-4H-
indazol-4-oﬁe; _

36. 3-isopropyl-l-methyl-1,5,6,7-tetrahydro-4H-indazol-4-
one;

37. 1-(2-hydroxyethyl)-3-isopropyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

38. 3-isopropyl-l-phenyl-1,5,6,7-tetrahydro-4H-indazol-4-
one;

39. 3-isopropyl-1-(2-pyridinyl)-1,5,6,7-tetrahydro-4H~
indazol-4-one;

40. 1-(6-chloro-3-pyridazinyl)-3-isopropyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

41. 3-isopropyl-1-(3-methoxyphenyl)-1,5,6,7~tetrahydro-
4H-indazol-4-one;
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42. 1-{3-chlorophenyl)-3-isopropyl-1,5,6,7-tetrahydro-4H~-
indazol-4-one;

43. 3-isopropyl-1-{4-isopropylphenyl)-1,5,6,7-tetrahydro-
4H-indazol-4-one;

44. 1-(4-iodophenyl)-3-isopropyl-1,5,6,7-tetrahydro-4H-~
indazol~4-one;

45. 1-methyl-3-propyl-1,5,6,7-tetrahydro-4H-indazol-4-
one;

46. 1-(2-hydroxyethyl)-3-propyl-1,5,6,7-tetrahydro~4B-
indazol-4-one;

47. 1—pheny173-propyl—1,5,6,7—tetrahydroT4H-indazol—4—
one;

48. 3-propyl-1-(2-pyridinyl)-1,5,6,7~-tetrahydro-4H-
indazol-4-one;

49. 1-{6-chloro-3-pyridazinyl)-3-propyl-1,5,6,7-
tetrahydro-4H-indazol~4-one;

50. 1-~(3-methoxyphenyl)-3-propyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

51. 1-{3-chlorophenyl)-3-propyvl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

52. 1-{4-isopropylphenyl)-3-propvyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

53. 1-(4-iodophenyl}-3-propyl-1,5,6,7-tetrahydro-4H-
indazol-~4-one;

54. 3-tertbuty-lmethyl-1,5,6,7-tetrahydro-4H-indazol-4~
one;

55. 1-(2-hydroxyethyl)-3-tertbutyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

56. 1-pheny1—3-teftbutyl-l,5,6,7-tetrahydro—4H—indazol-4—
one;

57. 1-{(2-pyridinyl}-3-tertbutyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

58. 1-(6-chloro-3-pyridazinyl)-3-tertbutyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

59. 1-{3-methoxyphenyl)-3-tertbutyl-1l,5,6,7-tetrahydro-
4H-indazol-4-one;
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60. 1-(3-chlorophenyl)-3-tertbutyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

61. 1-{4-isopropylphenyl)-3-tertbutyl-1-1,5,6,7-
tetrahydro-4H-indazol-4-one;

62. 1-(4-iodophenyl)-3-tertbutyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

63. 3-isobutyl-l-methyl-1,5,6,7-tetrahydro-4H-indazol-4-
one;

64. 1-{2-hydroxyethyl)-3-isobutyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

65. 3-isobuty1-1-phenyl—1,5,6,7—tetrahyd;o-4H—indazol—4-
one;

66. 3-isobutyl-1l-(2-pyridinyl)- 1,5,6,7-tetrahydro-4H-
indazol-4-one;

67. 1-(6-chloro-3-pyridazinyl)-3-isobutyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

68. 3-isobutyl-l-{3-methoxyphenyl)- 1,5,6,7-tetrahydro-
4H-indazol-~4-one;

69. 1-{(3-chlorophenyl)-3-isobutyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

70. 3-isobutyl-1-(4-isopropylphenyl)- 1-1,5,6,7-
tetrahydro-4H-indazol-4-one;

71. 1-{(4-iodophenyl)-3-isobutyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

72. 1l-methyl-3-(2,4,4-trimethylpentyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;

73. 1-(2-hydroxyethyl)-3-(2,4,4-trimethylpentyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;

74. l-phenyl-3-(2,4,4-trimethylpentyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;

75. 3-1(2,4,4-trimethylpentyl)-1-(2-pyridinyl)-1,5,6,7~
tetrahydro-4H-indazol-4-one;

76. 1-(6-chloro-3-pyridazinyl)-3-(2,4,4-trimethylpentyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;

77. 1-(3-methoxyphenyl)-3-(2,4,4-trimethylpentyl)-
1,5,6,7-tetrahydro~-4H-indazol-~4-one;
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78. 1-(3-chlorophenyl)-3-(2,4,4-trimethylpentyl})}-1,5,6,7-
tetrahydro-4H-indazol-4-one;

79. 1-(4-isopropylphenyl)-3-(2,4,4-trimethylpentyl}-1-
1,5,6,7-tetrahydro~-4H-indazol-4-one;

80. 1-(4-iodophenyl)-3-~(2,4,4-trimethylpentyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;

81. 1,3,6-trimethyl-1,5,6,7-tetrahydro-4H-indazol-4-one;

82. 1—(2-hydroxyethyli-3,G—dimethyl-l,5,6,7-tetrahydro—
4H-indazol-4-one;

83. 3,6-dimethyl-l-phenyl-1,5,6,7-tetrahydrec-4H-indazol-
4-one;

84. 3,6-dimethyl-1-(2-pyridinyl)-1,5,6,7-tetrahydro-4H-
indazol-4-one;

85. 1-{6-chloro-3-pyridazinyl)-3,6-dimethyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

86. 1-(3-methoxyphenyl)-3,6-dimethyl-1,5,6,7-tetrahydro-
4H-indazol-4-one;

87. 1-(3-chlorophenyl)-3,6~dimethyl~1,5,6,7-tetrahydro~
4H-indazol-4~-one;

88. 1-{4-isopropylphenyl}-3,6-dimethyl-1,5,6,7~
tetrahydro-4H-indazol-4-~one;

89. 1-{4-iodophenyl)-3,6-dimethyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

90. 3-cyclopropvyl-1,6-dimethyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

91. 3-cyclopropyl-1-{2-hydroxyethyl)-6-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

92. 3-cycleopropyl-6-methyl-l-phenyl-1,5,6,7~tetrahydro-
4H-indazol-4-one;

93. 3-cyclopropyl-6-methyl-1-(2-pyridinyl)-1,5,6,7-
tetrahydro~-4H-indazol-4-one;

94. 1-{6-chloro-3-pyridazinyl)-3-cyclopropyl-6-methyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

95. 3-cyclopropyl-1-(3-methoxyphenyl)-6-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

96. 1-{3-chloxrophenyl)-3-cyclopropyl-6-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
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97. 3-cyclopropyl-1-(4-isopropylphenyl)-6-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

98. 3-cyclopropyl-1-(4-iodophenyl)-6-methyl-1,5,6,7~
tetrahydro-4H-indazol-4-one; '

99, 3-1sopropy1 -1,6-dimethyl-1,5,6, 7~ tetrahydro -4H-
indazol-4-one;

100. 1- {2-hydroxyethyl)-3-isopropyl- 6-methy1 -1,5,6,7~-
tetrahydro-4H-1ndazol -4-one;

101. 3-isopropyl-6-methyl-l-phenyl-1,5, 6 7-tetrahydro-4H-
indazol-4-one;

102. 3-isopropyl-6-methyl-1- (2-pyridihyl) -1,5,6,7-
tetrahydro-4H-indazol-4-one;

103. 1-(6-chloro-3-pyridazinyl)-3- 1sopropyl 6-methyl-
1,5,6,7-tetrahydro-4H-indazol- 4—one,“

104. 3-isopropyl-1-(3-methoxyphenyl)-6-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

105. 1-(3-chlorophenyl)-3-isopropyl- 6-methy1 1,5,6,7-
tetrahydro-4H-indazol-4-one;

106. 3—lsopropy1—1—(4—1sopropy1phenyl)—Q—methyl—l,5,6,7—
tetrahydro-4H-indazol-4-one;

107. 1-(4-iodophenyl)-3-isopropyl-6-methyl-1,5,6,7~
tetrahydro-4H-indazol~-4-one;

108. 1,6-dimethyl- 3—propyl -1,5,6,7- tetrahydro-4H-1ndazol—
4-one;

109. 1-(2-hydroxyethyl)-6-methyl- 3—propy1 -1,5,6,7-
tetrahydro-4H-indazol-4-one;

110. 6-methyl-l-phenyl-3-propyl-1,5,6,7-tetrahydro-4H-
indazol~4-one; _

111. 6-methyl-3-propyl-1~(2-pyridinyl)-1,5,6,7-tetrahydro-
4H-indazol-4-one;

112. 1-(6-chloro-3-pyridazinyl)-6-methyl-3-propyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

113. 1-{3-methoxyphenyl)-6-methyl- 3-propy1 -1,5,6,7-
tetrahydro-4H-indazol-4-one;

114. 1-(3-chlorophenyl)-6-methyl-3-propyl-1,5,6,7-
tetrahydro-4H-indazol-~-4-one;



WO 00/69846 PCT/EP00/04208

10

15

20

25

30

35

-15~

115, 1-(4—iséprbpylphenyl)-6—methy113;§ropy1—1,5,5,7-
tetrahydro-4H-indazol-4-one; !
116. 1-(4-iodophenyl)- 6-methyl-6-methyl-3-propyl-1,5,6,7-
tetrahydro-4H~indazol-4-one;
117. 3-tertbuty-1,6-dimethyl-1-1,5,6,7-tetrahydro-4H-
indazol-4-one;
118. 1-(2-hydroxyethyl)-6-methyl-3-tertbutyl-~1,5,6,7-
tetrahydro-4H-indazol-4-one;
119. 6-methyl-l-phenyl-3-tertbutyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;
120. 6-methyl-1-(2-pyridinyl)-3-tertbutyl-1,5,6,7-
tetrahydro-4H-indazol-4~one;
121. 1~-(6-chloro-3-pyridazinyl)-6-methyl-3-textbutyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;
122. 1-(3-methoxyphenyl)-6-methyl-3-tertbutyl-1,5,6,7-
tetrahydro-4H-indazol-~4-one;
123. 1-{3-chlorophenyl)-6-methyl-3-tertbutyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
124. 1-(4-isopropylphenyl)-6-methyl-3-tertbutyl-1-1,5,6,7-
tetrahydro-4H-indazol-4-one;
125. 1-(4-iodophenyl)}-6-methyl-3-tertbutyl-i,5,6,7-
tetrahydro~4H-indazol-4-one;
126. 3-isobutyl-1, 6-dimethyl-1,5,6,7-tetrahydro-4H~-
indazol-4-one;
127. 1-{(2-hydroxyethyl)-3-isobutyl-6-methyl-1,5,6,7~
tetrahydro~4H-indazol-4-one;
128. 3-isobutyl-6-methyl-l-phenyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;
129. 3-isobutyl-6-methyl-1-{2-pyridinyl)-1,5,6,7~
tetrahydro-4H-indazol-4-one;
130. 1-(6-chloxre~3-pyridazinyl)-3-iscbutyl-6-methyl-
.1,5,6,7-tetrahydro-4H-indazol-4-one;
131. 3-isobutyl-1l-(3-methoxyphenyl)-6-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
132. 1-(3-chlorophenyl)-3-iscobutyl-6-methyl-1,5,6,7~
tetrahydro-4H-indazol-4-one;
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133. 3-isobutyl-1-(4-isopropylphenyl)-6-methyl-1-1,5,6,7~
tetrahydro-4H-indazol-4-one;

134. 1-(4-iodophenyl)-3-isobutyl-6-methyl-1,5,6,7-
tetrahydro-4H-indazol~4-one;

135. 1,6-dimethyl-3-(2,4,4-trimethylpentyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;
136. 1-(2-hydroxyethyl)-6-methyl-3-(2,4,4-
trimethylpentyl)-1,5,6, 7-tetrahydro-4H-indazol-4-one;
137. 6-methyl-l-phenyl-3-(2,4,4-trimethylpentyl)-1,5,6,7-
tetrahydro~4H-indazol-4-one; '

138. 6—methy1—3-(2,4,4—trimethylpentyl)-lf(Z—pyridinyl)-
1,5,6,7-tetrahydro-4H~-indazol-4-one;

139. 1-(6-chloro-3-pyridazinyl)-6-methyl-3-(2,4,4-
trimethylpentyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;

140. 1-(3-methoxyphenyl)-6-methyl-3-~-(2,4,4-
trimethylpentyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

141. 1-(3-chlorophenyl)-6-methyl-3-(2,4,4-
trimethylpentyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

142. 1-(4-isopropylphenyl)-6-methyl-3-(2,4, 4-
trimethylpentyl)-1-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

143. l1-({4-iodophenyl)-6-methyl-3~(2,4,4~trimethylpentyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;

144. 6-isopropyl-l,3-dimethyl-1,5,6,7~tetrahydro-4H-
indazol-4-one;

145. 1-{2-hydroxyethyl)-6-isopropyl-3-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

146. 6-isopropyl-3-methyl-l-phenyl-1,5,6,7-tetrahydro-4H-
indazol~4-one;

147. 6-isopropyl-3-methyl-1-{2-pyridinyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;

148. 1-(6-chloro-3-pyridazinyl)-6-isopropyl-3-methyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

149. 6-isopropyl-1- (3-methoxyphenyl)-3-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

150. 1-(3-chlorophenyl)-6-isopropyl-3-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
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151. 6-isopropyl-1-{4-isopropylphenyl)-3-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

152. 1-{4-iodophenyl)-6-isopropyl-3-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

153. 3-cyclopropyl-6-isopropyl-l-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

154. 3-cyclopropyl-1-(2-hydroxyethyl) - 6-isopropyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

155. 3-cyclopropyl-6-isopropyl-1-phenyl-1,5,6,7~
tetrahydro-4H-indazol-4-one;

156. 3-cyclopropyl-6-isopropyl-1-(2-pyridinyl)-1,5,6,7-
tetrahydro-4H~indazol-4-one;

157. 1-{6~chloro-3-pyridazinyl)-3-cyclopropyl-6~-isopropyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

158. 3-cyclopropyl-6-isopropyl-1-(3-methoxyphenyl) -
1,5.6,7-tetrahydro-4H-indazol-4-one;

159. 1-{3-chlorophenyl)-3-cyclopropyl-6-isopropyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

160. 3-cyclopropyl-6-isopropyl-1-{4-isopropylphenyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;

161. 3-cyclopropyl-1-(4-iodophenyl)- 6-isopropyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

162. 3,6-diisopropyl-l-methyl-1,5,6,7-tetrahydro~4H-
indazol-4-one;

163. 1-{2-hydroxyethyl)-3,6-diisopropyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

164. 3,6-diisopropyl-1l-phenyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

165. 3,6-diiscopropyl-1-{2-pyridinyl)-1,5,6,7-tetrahydro-
4H-indazol-4-one;

166. 1-(6-chloro-3-pyridazinyl)-3,6-diisopropyl-1,5.6,7-
tetrahydro-4H-indazol-4-one;

167. 3,6~diisopropyl-1i-(3-methoxyphenyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;

168. 1-({3-chlorophenyl)-3,6-diisopropyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
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169. 3,6-diisopropyl-1-{(4~isopropylphenyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;

170. 1-(4-iodophenyl)-3,6-diisopropyl-1,5,6,7-tetrahydro-
4H-indazol-4-one;

171. l-methyl-6-isopropyl-3~propyl-1,5,6,7-tetrahydro~-4H-
indazol-4-one;

172. 1-(2-hydroxyethyl)-6-isopropyl-3-propyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

173. 6-isopropyl-l-phenyl-3-propyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

174. 6-isopropyl-3-propyl-1-~ (2—pyr1d1nyl) -1,5,6,7-
tetrahydro-4H~indazol-4-~-one;

175. 1-(6-chloro-3-pyridazinyl)-6-isopropyl-3-propyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

176. 1-(3-methoxyphenyl)-6-isopropyl-3-propyl-1i,5,6,7-
tetrahydro-4H-indazol-4-one;

177. 1-(3-chlorophenyl)-6-isopropyl-3-propyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

178. 1-(4- 1sopropylphenyl) -6-isopropyl- 3—propyl -1,5,6,7-
tetrahydro-4H-indazol-4-one;

179. 1-(4-iodophenyl)-6-isopropyl-3-propyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

180. 6-isopropyl-3-tertbuty-l-methyl-1-1,5,6,7-tetrahydro-
4H-indazol-4-one;

181. 1-(2-hydroxyethyl)-6-isopropyl-3-tertbutyl-1,5,6,7-
tetrahydro-4E-indazol~-4-one;

182. 6-isopropyl-l-phenyl-3-tertbutyl-1,5,6,7- tetrahydro—
4H-indazol-4-one;

183. 6-isopropyl-1-(2-pyridinyl)-3-tertbutyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

184. 1-(6-chloro-3-pyridazinyl)-6-isopropyl-3~tertbutyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

185. 6-isopropyl-1-{(3-methoxyphenyl}-3-tertbutyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

186. 1- (3 chlorophenyl)-6-isopropyl-~3-tertbutyl-1,5,6,7-
tetrahydro-4H—1ndazol ~-4-one;
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187. G-isopropyl-l—(4-isopropylphenyl)-3-tertbuty1-l—
1,5,6,7—tetrahydro-4H-indazol—4—one;

188. 1-(4—iodophenyl)-6—isopropyl-3—tertbutyl—l,5,6,7—
tetrahydro-4H-indazol-4-one;

189. 3—isobutyl—6—isopropyl-1-methy1-1,5,6,7-tetrahydro-
4H-indazol-4-one;

190. 1—{2—hydroxyethyl)—3-isobuty1—6—isopropyl—1,5,6,7-
tetrahydro-4H-indazol-4-one;

191. 3—isobuty1-6—isopropyl-1—phenyl—l,5,6,7—tetrahydro—
4H-indazol-4-one;

192, 3-isobuty1—6—isopropyl-1-(2—pyridiny1)-1,5,6,7—
tetrahydro-4H-indazol-4-one; .

193. 1-(6—chloro—3—pyridaziny1)—3-isobutyl—6—isopropy1-
1,5,6,7-tetrahydro—4H-indazol—4-one;

194, 3-isobutyl-G—isopropyl-l—(3—methoxyphenyl)-1,5,6,7—
tetrahydro-4H-indazol-4-one;

195. 1—(3—chlorophenyl)—3-isobutyl—G-isopropyl-l,5,6,7—
tetrahydro-4H-indazol-4-one;

196. 3-isobutyl—G-isopropyl-l—(4—isopropylphenyl)— 1-
1,5,6,7-tetrahydro—4H—indazol—4-one;

197. 1—(4-iodophenyl)—3—isobutyl—G-isopropyl—l,5,6,7-
tetrahydro—4H—indazol-4-one;

198. 6-isopropy1—1-methyl—3-(2,4,4—trimethy1pentyl)-
1,5,6,7—tetrahydro—4H—indazol—4—one;

199. 1-(2-hydroxyethyl)-6—isopropyl— 3-(2,4,4-
trimethylpentyl)—1,5,6,7—tetrahydro—4H—indazol-4—one;

200. 6-isopropyl-1—phenyl—3-(2,4,4—trimethy1pentyl)-
1,5,6,7-tetrahydro-4H-indazol-4—one;

201. 6—isopropy1-3-(2,4,4-trimethy1pentyl)—1-(2—
pyridinyl)- 1,5,6,7-tetrahydro-4H—indazol-4—one;

202. 1—(6—chloro—3—pyridaziny1)-6-isopropyl—3-(2,4,4-
trimethylpentyl)-l,s,6,7—tetrahydro—&H-indazol—4—one;

203. 6—isopropy1-1—(3—methoxyphenyl)—3-(2,4,4—
trimethylpentyl)—1,5,6,7-tetrahydro—4H—indazol—4-one;

204. 1-(3-chloropheny1)-6—isopropyl—3—(2,4,4—
trimethylpentyl)-1,5,6,7—tetrahydro-4H—indazol—4-one;
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205. 6-isopropyl-1-(4-isopropylphenyl)-3-(2,4,4-
trimethylpentyl)-1-1,5, 6,7-tetrahydro-4H-indazol-4-one;

206. 1l-(4-iodophenyl)-6-isopropyl-3-(2,4,64-
trimethylpentyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;

207. 1,3,6,6-tetramethyl-1,5,6,7-tetrahydro~4H-indazol-4-~
one;

208. 1-(2-hydroxyethyl)-3,6,6-trimethyl-1,5,6,7-
tetrahydro-4H-indazoi-4-one;

209. 3,6,6-trimethyl-1-phenyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

210. 1-{6-chloro-3-pyridazinyl)-3,6,6-trimethyl-1,5,6,7~
tetrahydro-4H-indazol-4-one;

211. 1-(3~-methoxyphenyl)-3,6,6-trimethyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

212. 1-(3-chlorophenyl)-3,6,6-trimethyl-1,5,6,7~
tetrahydro-4H~-indazol~4-one;

213. 1-(4-isopropylphenyl)-3,6,6-trimethyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

214. 1-(4-iodophenyl)-3,6,6-trimethyl-1,5,6,7-tetrahydro-
4H-indazol-4-one;

215. 3-cyclopropyl-1l,6,6-trimethyl-1,5,6,7-tetrahydro-4H-
indazol~4-one;

216. 3-cyclopropyl-~l-(2-hydroxyethyl)-6, 6-dimethyl-
1,5,6,7-tetrahydro-4H~indazol-4-one; .

217. 3-cyclopropyl-6, 6-dimethyl-l-phenyl-1,5,6,7-
tetrahydro-4H-indazol~-4-one;

218. 3-cyclopropyl-6,6-dimethyl-1-(2-pyridinyl)-1,5,6,7~
tetrahydro~-4H-indazol-4-one;

219. l1-(6-chloro-3-pyridazinyl)-3-cyclopropyl-6, 6~
dimethyl-1,5,6,7-tetrahydro-4H-indazol-4-one;

220. 3-cyclopropyl-1l-(3-methoxyphenyl)-6,6-dimethyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

221. 1-(3-chlorophenyl)-3-cyclopropyl-6, 6~dimethyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

222. 3-cyclopropyl-1-(4-isopropylphenyl}-6, 6-dimethyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;
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223. 3-cyclopropyl-1-(4-iodophenyl)- 6,6-dimethyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

224. 3-isopropyl-1,6,6-trimethyl-1,5,6,7-tetrahydro-4H-
indazol-4-one; |

225. 1-~{2-hydroxyethyl)-3-isopropyl-6, 6-dimethyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

226. 3-isopropyl-6, 6-dimethyl-1-phenyl-1,5, 6, 7-tetrahydro-
4H-indazol-4-one;

227. 3-isopropyl-6,6-dimethyl-1-(2-pyridinyl)-1,5,6,7-
tetrahydro-4H-~indazol-4~one;

228. 1-{6-chloro-3-pyridazinyl)-3-isopropyl-6, 6-dimethyl-
i,5,6,7-tetrahydro-4H-indazol-4-one; '

229. 3-isopropyl-1- (3-methoxyphenyl)-6, 6-dimethyl-1,5,6,7-
tetrahydro-4H~indazol-4-one;

230. 1-(3-chlorophenyl}-3-isopropyl-6,6-dimethyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

231. 3-isopropyl-1-(4-isopropylphenyl)-6,6-dimethyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

232. 1-(4-iodophenyl)-3-isopropyl-6,6-dimethyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

233. 1,6,6-trimethyl-3~propyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

234. 1-{2-hydroxyethyl)-6,6-dimethyl-3-propyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

235. 6,6-dimethyl-l-phenyl-3-propyl-1l,5,6,7-tetrahydro-4H-
indazol-4-~-one;

236. 6,6-dimethyl-3-propyl-1-(2-pyridinyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one

237. 1-(6-chloro-3-pyridazinyl)-6, 6-dimethyl-3-propyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

238. 1-(3-methoxyphenyl)-6, 6-dimethyl-3-propyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

239. 1-(3-chlorophenyl)-6, 6-dimethyl~3-propyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

240. 1-(4-isopropvlphenyl)-6,6-dimethyl-3-propyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
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241. 1-(4-iodophenyl)-6,6-dimethyl-3-propyl-1,5,6,7~
tetrahydro-4H-indazol-4-one;

242. 1,6, 6-trimethyl-3-tertbuty-1-1,5,6, 7-tetrahydro-4H-
indazol-4-one;

243. 1-(2-hydroxyethyl) -6, 6-dimethyl-3-tertbutyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

244. 6,6-dimethyl-1-phenyl-3-tertbutyl-1,5,6,7-tetrahydro-
4H-indazol-~-4-one;

245. 6,6-dimethyl-1-(2-pyridinyl)-3-tertbutyl-1,5,6,7~
tetrahydro-4H-indazol-4-one;

246. 1-(6—chloro-3-pyridazinyl)-6,6—dimetpy1-3—tertbutyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

247. 1-(3-methoxyphenyl)-6,6-dimethyl-3-tertbutyl-1,5,6,7~
tetrahydro-4H-indazol-4-one;

248. 1-(3~chlorophenyl)-6,6-dimethyl-3-tertbutyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

249. 1-~(4-isopropylphenyl) -6, 6-dimethyl-3-tertbutyl-1-
1,5,6,7-tetrahydro-4H-indazol-4-one;

250. 1-(4-iodophenyl)-~6,6-dimethyl-3-tertbutyl-1,5,6,7~
tetrahydro-4H-indazol-4-one; :

251. 3-isobutyl-1,6,6-trimethyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

252. 1-(2-hydroxyethyl)-3-isocbutyl-6,6-dimethyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

253. 3-isobutyl-6,6-dimethyl-1-phenyl-1,5,6,7-tetrahydro-
4H-indazol-4-one;

254. 3-isobutyl-6,6-dimethyl-1- (2-pyridinyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;

255. 1-{6-chloro-3-pyridazinyl)-3-iscbutyl-6, 6-dimethyl-
1,5,6,7-tetrahydro-4H~indazol-4-one;

256. 3-isobutyl-1l-(3-methoxyphenyl)-6,6-dimethyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

257. 1-(3-chlorophenyl)-3-isobutyl-6,6-dimethyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

258. 3-isobutyl-1l-(4-isopropylphenyl)-6,6-dimethyl-1-
1,5,6,7-tetrahydro-4H-indazol-4-~one;
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259. l—(4—iodopheny1)-3—isobutyl-6,G—dimethyl-l,s,6,7—
tetrahydro-4H-indazol-4-one;

260. 1,6,6—trimethy1—3-(2,4,4—trimethylpenty1)—1,5,6,7-
tetrahydro-4H-indazol-4-one;

261. 1—(2—hydroxyethyl)-6,6—dimethy1-3—(2,4,4—
trimethylpentyl)-l,5,6,7-tetrahydro-4H-indazol—4-one;

262. 6,6-dimethy1—1-pheny1-3-(2,4,4-trimethylpenty1)-
1,5,6,7-tetrahydro-4H—indazol—4-one;

263. 6,G—dimethyl—B-(2,4,4-trimethylpentyl)-1—(2—
pyridinyl)- 1.5,6,7—tetrahydro—4H—indazol-4-one:

264. 1-(6—chloro—3—pyridazinyl)-6,6—dimetpyl—3-(2,4,4—
trimethylpentyl)—l,5,6,7-tetrahydro-4H-indazol-é—one:

265. 1—(3-methoxyphenyl)-6,6—dimethyl-3-(2,4,4-
trimethylpentyl)-1,5,6,7—tetrahydro-4H-indazol—4—one;

266. 1-(3—chloropheny1)-6,6—dimethyl—3—(2,4,4—
trimethylpentyl)-1,5,6,7-tetrahydro-4H—indazol—4-one;

267. 1—(4—isopropylphenyl)-6,6—dimethyl-3-(2,4,4—
trimethylpentyl)-l-l,5,6,7-tetrahydro-4H-indazol-4—one;

268. 1—(4-iodopheny1)-6,6-dimethy1—3—(2,4,4-
trimethylpentyl)-1,5,6,7—tetrahydro—4H-indazol~4-one;

269. 3—cyclopropy1—1—(2-hydroxyethyl)—5,6-
dihydrocyclopenta[c]pyrazol—4(lH)-one;

270. 3-(2-furyl)—l—(2-hydroxyethy1)-5,6-
dihydrocyclopenta[c]pyrazol—4(1H)-one;

271. 3—(isoxazol—5—yl)—1—(2-hydroxyethy1)—5,6—
dihydrocyclopenta[c]pyrazol—4(lH)-one;

272. 3—pheny1-1-(2—hydroxyethyl)—5,6—
dihydrocyclopenta[c}pyrazol—4(1H)—one;

273. 3-(thien-z-yl)-1—(2-hydroxyethy1)-5,6-
dihydrocyclcpenta[c]pyrazol—4(IH)—one;

274. 3—benzyl—1-(2—hydroxyethyl)-5,6—
dihydrocyclopenta[c}pyrazol—4(1H)—one;

275. 3—(2—fluoropheny1)—1—(Z—hydroxyethyl)—S,G-
dihydrocyclopenta[c]pyrazol—4(IH)—one;

276. 3-(2-thienylmethyl)-1—(2—hydroxyethy1)—5,6—
dihydrocyclopenta[c]pyrazol—4(1H)—one;
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277. 3-(2-cyclopentylethyl)-1-(2-hydroxyethyl)-5, 6-
dihydrocyclopentaclpyrazol-4(1H)-one;

278. 3-(3-methoxyphenyl)-1-(2-hydroxyethyl)-5,6-
dihydrocyclopenta[clpyrazol-4(1H) -one;

279. 3-phenoxymethyl-1-2- (hydroxyethyl)-5, 6-
dihydrocyclopenta(clpyrazol-4 (1H) -one;

280. 3-(pyrid-4-yl)-1-(2-hydroxyethyl)-5,6-
dihydrocyclopenta[c]lpyrazol-4 (1H) -one;

281. 3-(trans-2-phenyl-cycloprop-i-yl)-1-2-(hydroxyethyl) -
5, 6-dihydrocyclopenta[clpyrazol-4 (1H)-one;

282. 3-(4-dimethylaminophenyl)-1- (2-hydroxyethyl)-5, 6-
dihydrocyclopenta[c]pyrazol-4(lH)-oné;.

283. 3-(quinoxal-2-yl)-1-(2-hydroxyethyl)-5,6-
dihydrocyclopentalclpyrazol-4(1H) -one;

284. 3-(2,6-dimethoxyphenyl) -1-{2-hydroxyethyl)-5,6-
dihydrocyclopentaclpyrazol~4 (1H) -one;

285. 3-cyclopropyll-(2-cyanoethyl)-5,6-
dihydrocyclopental[clpyrazol-4 (1H) -one;

286. 3~{(2~-furyl)- 1l-(2-cyanoethyl)-5,6-
dihydrocyclopentalclpyrazol-4 (1H) -one;

287. 3-(isoxazol-5-yl)-1-(2-cyanocethyl)-5,6-
dihydrocyclopenta[c]lpyrazol-4(1H) ~one;

288. 3-phenyl-1-(2-cyanoethyl))-5,6-
dihydrocyclopentalclpyrazol-4 (1H)-one;

289. 3-(thien-2-yl)-1-(2-cyancethyl)-5,6-
dihydrocyclopenta[clpyrazol-4 (1H) -one;

290. 3-benzyl-1-(2-cyanoethyl)-5,6-
dihydrocyclopentalclpyrazol~4 (1H) ~one;

291. 3-(2-fluorophenyl)~1l-{2-cyanoethyl)-5, 6-
dihydrocyclopenta[clpyrazol-4(1H) -one;

292. 3-(2-thienylmethyl)-1-(2-cyanocethyl)-5, 6-
dihydrocyclopentac]lpyrazol-4(1H)-one;

293. 3-(2-cyclopentylethyl)~1-(2-cyancethyl)-5,6-
dihydrocyclopentalc]lpyrazol-4({1H)-one;

294. 3-{3-methoxyphenyl)-1~(2-cyanoethyl)-5,6-
dihydrocyclopentaclpyrazol-4 (1H)~one;
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295. 3-phenoxymethyl-1-{2-cyanoethyl)-5,6~
dihydrocyclopenta[clpyrazol-4 (1H)~one;

296. 3-({pyrid-4-yl)-1-{2-cyanoethyl)-5,6-
dihydrocyclopenta[c]pyrazol-4(1H)-one;

297. 3-(trans-2-phenyl-cycloprop-1-yl)-1-{(2-cyanoethyl)-
5, 6-dihydrocyclopenta[c]lpyrazol-4(1H) -one;

298. 3-({4-dimethylaminophenyl)-1-{2-cyanoethyl)-5,6-
dihydroc¢yclopentalclpyrazol-4(1H) -one;

299. 3-{quinoxal-2-yl)-1-{2-cyanocethyl)}-5,6~
dihydrocyclopenta[c)pyrazol-4 (1H)-one;

300. 3—(2.G-dimethoxyphenyl)—1—(2—cyanoetpyl)—5,6-
dihydrocyclopentalc]pyrazol-4 (1H) -one;

301. 3-cyclopropyll-7,7-dimethyl-{2,2,2-trifluorcethyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;

302. 7,7-dimethyl~3-{2-furyl)- 1-(2,2,2-trifluoroethyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;

303. 7,7-dimethyl-3-(isoxazol-5-yl)-1-(2,2,2-
trifluoroethyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;

304. 7,7-dimethyl-3-phenyl-1-(2,2,2-trifluorocethyl)-
1,5,6,7-tetrahydro~4H~-indazol-4-one;

305. 7,7-dimethyl-3-(thien-2-y1l)-1-(2,2,2-trifluorocethyl)-
1,5,6,7-tetrahydro~4H-indazol-4-one;

306. 3-benzyl-7,7-dimethyl-1-(2,2,2-trifluoroethyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;

307. 7,7-dimethyl-3-(2-fluorophenyl)-1-(2,2,2-
trifluoroethyl)-1,5,6,7-tetrahydro-4B-indazol-4-one;

308. 7,7-dimethyl-3~{2-thienylmethyl})-1~(2,2,2-
trifluoroethyl)-1,5,6, 7-tetrahydro-4H-indazol-4-one;

309. 3-(2-cyclopentylethyl)-7,7-dimethyl-1-(2,2,2-
trifluorocethyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;

310. 7,7-dimethyl-3-(3-methoxyphenyl)-1-{(2,2,2-
trifluoroethyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;

311. 7,7-dimethyl-3-phenoxymethyl-1-{(2,2,2-
trifluoroethyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;

312. 7,7-dimethyl-3- (pyrid-4-yl)-1-(2,2,2-trifluoroethyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;
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313. 7,7—dimethy1—3-(trans-2—phenyl-cyclopropil-yl)—1—
(2,2,2-trif1uoroethyl)—1,5,6,7-tetrahydro—4H—indazol-4-
one; :

314. 7,7-dimethyl-3-(4—dimethy1aminopheny1)-1-(2,2,2—
trifluoroethyl)—l,5,6,7-tetrahydro—4Heindazol-4-one;

315. 7,7-dimethy1—3—(quinoxal—z-yl)-1—(2,2,2-

| trifluoroethyl)-l,5,6,7-tetrahydro-4H—indazol-4—one;
31s6. 7,7-dimethy1-3-(2,6-dimethoxyphenyl)-1-(2,2,2-
trifluorqethyl)-l,s,6,7-tetrahydro-4H-indazol—4-one;

317. 3-cyclopropyll—5,S-dimethyl-(2,2,2-trifluoroethyl)-
1,5,6,7-tetrahydro—4H—indazol-4-one; .

318. 5,5—dimethy1—3—(2—fury1)- 1-(2,2,2—trif1uoroethyl)-
1,5,6,7—tetrahydro—4H—indazol-4-one;

319. 5,5—dimethyl—3-(isoxazol-S-yl)-l-(2,2,2—
trifluoroethyl)-l,s,6,7—tetrahydro-4H-indazol-4-one;

320. 5,5—dimethyl-3-phenyl—1-(2,2,2-trif1uoroethy1)-
1,5,6,7-tetrahydro-4H—indazol-4—one;

321. 5,5—dimethyl-3—(thien-z—yl)-1-(2,2,2-trifluoroethyl)-
1,5,6,7—tetrahydro-4H—indazol-4-one;

322. 3-benzy1-5,5-dimethyl—1-(2,2,2-trif1uoroethyl)-
1,5,6,7-tetrahydro-4H-indazol—4—one;

323. 5,5—dimethyl-3-(2—f1uorophenyl)-1-(2,2,2-
trifluoroethyl)-l,s,6,7—tetrahydro-4H-indazol—4—one;

324. 5,5—dimethyl-3-(2-thienylmethyl)-l-(2,2,2-
trifluoroethyl)—l,5,6,7-tetrahydro—4H—indazol-4-one;

325. 3-(2-cyclopenty1ethyl)—5,5-dimethyl-1—(2,2,2—
trifluoroethyl)-l,s,6,7-tetrahydro—4H-indazol—4—one;

326. 5,5—dimethyl-3-(3—methoxypheny1)—1—(2,2,2-
trifluoroethyl)-l,s,6.7—tetrahydro-4H-indazol—4—one;

327. 5,5—dimethy1-3-phenoxymethyl—l-(2,2,2—
trifluoroethyl)—l,s,6,7-tetrahydro-4H—indazol-4—one;

328. 5,5—dimethyl-3-(pYrid-4—y1)—1—(2,2,2-trifluoroethyl)-
1,5,6,7—tetrahydro-4H—indazol—4—one;

329. 5,5-dimethyl—3-(trans—2-phenyl-cycloprop—l—yl)—1-
(2,2,2—trifluoroethyl)—1,5,6,7-tetrahydro—4H-indazol-4-
one;
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330. 5,5-dimethyl-3-(4-dimethylaminophenyl)-1-(2,2,2-
trifluoroethyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;

331. 5,5-dimethyl-3-{quinoxal-2-yl)-1-(2,2,2-
trifluoroethyl)-1,5,6,7-tetrahydro-4H-indazol~4-one;

332. 5,5-dimethyl-3-(2, 6-dimethoxyphenyl)-1-(2,2,2-~
trifluoroethyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;

333 1-(3-chloropyridazin-6-yl)-3-cyclopropyll-7,7-~
dimethyl—l,s,ﬁ,7—tetfahydro—4H-indazol-4-one;

334. 1-({3-chloropyridazin-6-~yl)-7,7-dimethyl-3-(2-furyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;

335. 1-(3—chloropyridazin—6—yl)—7,7—dimetpyl—3—(isoxazol~
5-yl1)-1,5,6,7-tetrahydro-4H-indazol-4-one;

336. 1-(3-chloropyridazin-6-yl)-~-7,7-dimethyl-3-phenyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

337. 1-{3-chloropyridazin-6-yl)-7, 7-dimethyl-3-{thien-2-
y1)-1,5,6,7-tetrahydro-4H-indazol-4-one;

338. 3-benzyl-1-{3-chloropyridazin-6-yl)-7,7-dimethyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

339. 1-{3-chloropyridazin-6-yl)-7,7-dimethyl-3-(2-
fluorophenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

340. 1-(3-chloropyridazin-6-yl)-7,7-dimethyl-3-{2-
thienylmethyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

341. 1-(3-chloropyridazin-6-yl)-3-{2-cyclopentylethyl)-
7,7-dimethyl-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

342. 1-(3-chloropyridazin-6-yl)-7,7-dimethyl-3-(3-
methoxyphenyl}-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

343. 1-(3-chloropyridazin-6-yl)-7,7-dimethyl-3-
phenoxymethyl-1,5,6,7-tetrahydro-4H~indazol-4-one;

344. 1-(3-chloropyridazin-6-yl)-7,7-dimethyl-3- (pyxrid-4-
vl)-1,5,6,7-tetrahydro~-4H-indazol-4-one;

345, 1-{3-chloropyridazin-6-yl)-7,7-dimethyl-3- (trans-2-
phenyl-cycloprop-~-1-y1l)-1,5,6,7-tetrahydro-4H-indazol-4-
one;

346. 1-(3-chloropyridazin-6-yl)-7,7-dimethyl-3-(4-
dimethylaminophenyl}-1,5, 6, 7-tetrahydro-4H-indazol~

done;
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347. 1-(3-chloropyridazin-6-yl)-7,7-dimethyl~-3- {quinoxal-
2-y1l)-1,5,6,7-tetrahydro-4H-indazol-4-one;

348. 1-(3-chloropyridazin-6-yl)-7,7-dimethyl-3-(2, 6-
dimethoxyphenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

349. 1-(3-chloropyridazin-6-yl)-3-cyclopropyll-5,5-
dimethyl-1,5,6,7-tetrahydro-4H~indazol-4-one;

350. 1-(3-chloropyridazin-6-yl)-5, 5-dimethyl-3-(2-furyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;

351. 1-{(3-chloropyridazin-6-yl)-5,5-dimethyl-3-(isoxazol-
5-y1)-1,5,6,7-tetrahydro-4H-indazol~4-one;

352. 1-{3-chloropyridazin-6-yl)-5,5-dimethyl-3-phenyl-
1,5,6,7-tetrahydro-4H-indazol-4-one; .

353. 1-(3-chloropyridazin-6-yl)-5,5~-dimethyl-3-{thien-2-
vl)-1,5,6,7-tetrahydro~4H~indazol-4-one;

354. 3-benzyl-l-(3-chloropyridazin-6-yl)-5,5-dimethyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

355. 1-(3-chloropyridazin-6-yl)-5,5-dimethyl-3-(2-
fluorophenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

356. 1-(3-chloropyridazin-6-yl}-5,5-dimethyl-3-(2-
thienylmethyl)~1,5, 6, 7-tetrahydro-4H-indazol-4-one;

357. 1-(3-chloropyridazin~-6-yl)-3~(2~-cyclopentylethyl)-
5,5~-dimethyl-1,5, 6, 7-tetrahydro~4H-indazol-4-one;

358. 1-(3-chloropyridazin-6-yl)-5,5-dimethyl-3-(3-
methoxyphenyl)-l,5,6,7-tetrahydro-4H-indazol—4éone;

359. 1-(3-chloropyridazin~6-yl)-5,5~dimethyl-3-
phenoxymethyl-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

360. 1-(3~chloropyridazin-6-y1l)-5,5-dimethyl-3-{pyrid-4-
vl)-1,5,6,7-tetrahydro-4H-indazol-4-one;

361. 1-(3-chloropyridazin-6-yl)-5,5-dimethyl-3~(trans-2-
phenyl-cycloprop-1-yl)-~1,5,6, 7-tetrahydro-4H-indazol-4-
one;

362. 1-(3-chloropyridazin-6yl)-5,5-dimethyl-3- (4~
dimethylaminophenyl)-1,5,6, 7-tetrahydro-4H-indazol-4-
one; _

363. 1-{3-chloropyridazin-6-yl)-5,5-dimethyl~3- (gquinoxal~
2-y1)-1,5,6,7-tetrahydro~4H-indazol~4-one;
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364. 1-{3-chloropyridazin-6-yl)-5,5-dimethyl-3-(2,6-
dimethoxyphenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

365. 1-{benzothiazol-2-yl)- 7-cyano-3-cyclopropylli-6, 6~
dimethyl-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

366. 1-(benzothiazol-2-yl)-7-cyano-6,6-dimethyl-3-(2-
furyl)- 1,5,6,7-tetrahydro-4H-indazol-4-one;

367. 1- (benzothiazol-2-yl)-7-cyano-6, 6~dimethyl-3-
(isoxazol-5-yl}-1,5, 68,7-tetrahydro-4H~indazol-4-one;
368. 1-{benzothiazol-2-yl)-7-cyano-6,6-dimethyl-3-phenyl-

1,5,6,7-tetrahydro-4H~-indazol-4-one;

369. l-(benzothiazol-2-yl)-7-cyano-6, 6-dimethyl-3-(thien-
2-y1)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

370. 1-{benzothiazol-2-~yl)-3-benzyl-7-cyano-6,6-dimethyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

371. l-{benzothiazol-2-yl)-7-cyano-6,6-dimethyl-3-(2-
fluorophenyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;

372. 1~{benzothiazol-2-yl)}-7-cyano-6, 6-dimethyl-3~-(2-
thienylmethyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
373. l-{benzothiazol-~2yl)-7-cyano-3-(2-cyclopentylethyl)-

6,6-dimethyl~1,5,6, 7-tetrahydro-4H-indazol~-4-one;

374. 1-{benzothiazol~2-yl)-7-cyano-6,6-dimethyl-3-{(3-
methoxyphenyl)-1,5,6,7-tetrahydro-4H~indazol-4~-one;

375. 1-{benzothiazol-2-yl)-7-cyano-6, 6-dimethyl-3-
phenoxymethyl-i,5,6,7-tetrahydro-4H-indazol-4—one;

376. 1-{benzothiazol-2-yl)-7-cyano-6,6-dimethyl-3-(pyrid-
4-y1)-1,5,6,7-tetrahydro-4H~indazol-4-one;

377. 1-({benzothiazol-2-yl)-7~-cyano-6,6-dimethyl-3-(trans-
2-phenyl-cycloprop-1-yl)-1,5,6,7-tetrahydro-4H-indazol-~
4-one;

378. l1-{benzothiazol-2-yl)-7-cyano-6,6-dimethyl-3-(4-
dimethylaminophenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-
one;

379. 1-(benzothiazol-2-yl)-7-cyano-6, 6-dimethyl-3-
{quinoxal-2-y1}-1,5,6,7-tetrahydro~-4H-indazol-4-one;

380. 1-(benzothiazol-2-yl)-7-cyano-6,6-dimethyl-3-~{2,6-
dimethoxyphenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
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381. 1-(benzothiazol-2-yl)- S-cyano-3-cyclopropyll-6,6-
dimethyl-1,5,6,7-tetrahydro-4H-indazol-4-one;

382. 1-(benzothiazol-2-yl)- 5-cyano-6,6-dimethyl-3-(2-
furyl)- 1,5,6,7-tetrahydro-4H-indazol-4-one;

383. 1-(benzothiazol-2-yl)- 5-cyano-6,6-dimethyl-3-
(isoxazol—s—yl)-l,5,6,7-tetrahydro-4Heindazol-4—one;
384. 1-(benzothiazol-2-yl)- 5-cyano-6,6~dimethyl-3-phenyl-

1,5,6,7—tetrahydro-4H—inda201-4-one;f

385. 1-(benzothiazol-2-yl)- 5-cyano-6,6-dimethyl-3-(thien-

2-yl1)-1,5,6,7-tetrahydro-4H-indazol-4-one;

386. l1l-(benzothiazol-2-yl)-3-benzyl- 5—cy§no—6,6—dimethyl—
1,5,6,7-tetrahydro-4H-indazol-4-one;

387. 1-(benzothiazol-2-yl)- 5-cyano-6, 6-dimethyl-3-(2-
fluorophenyl)-1,5,6,7-tetrahydro~4H-indazol-4-one;

388. l-(benzothiazol-2-yl)- 5—cyano-6,6%dimethy1-3—(2-
thienylmethyl)—1,5,6,7-tetrahydro-4ﬁ—indazol-4—one;
389. 1-(benzothiazol—Zyl)—5-cyano—3—(2-cyclopentylethyl)—

6, 6-dimethyl-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

390. 1l-(benzothiazol-2-yl)~5-cyano-6,6-dimethyl-3-(3-
methoxyphenyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;

391. 1-(benzothiazol-2-yl)-5-cyano-6,6-dimethyl-3-
phenoxymethyl-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

392. 1-(benzothiazol-2~yl)}-5-cyano-6, 6~dimethyl-3-(pyrid-
4-y1)-1,5,6,7-tetrahydro-4H-indazol-4-one;

393. 1-(benzothiazol-2-yl)-5-cyano-6,6-dimethyl-3~ (trans-
2-phenyl-cycloprop-1-y1l)-1,5,6,7-tetrahydro-4H~-indazol~
4-one;

3%94. 1-(benzothiazol-2-yl)-5-cyano-6,6-dimethyl-3-(4-
dimethylaminophenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-
one; _

395. 1-(benzothiazol-2-yl)-5-cyano-6,6-dimethyl-3-~
(quinoxal-2-y1)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

396. 1-({benzothiazol-2-yl)-5~-cyano-6,6~dimethyl-3-(2,6-
dimethoxyphenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

397. 7-cyano-3-cyclopropyll-6, 6-dimethyl-1-(4-
isopropyvlphenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;



WO 00/69846 PCT/EP00/04208

10

15

20

25

30

35

-31-

398. 7—cyano—§q§;dimethyl—3-(Z—furylhg_%—(4—
isopropylphenyl)-l,5,6,7—tetrahydro-4H-indazol-4-one;

399. 7—cyano—6,6-dimethy1-1—{4—isopropy1pheny1)—3—
(isoxazol—s—yl)-l,s,6,7-tetrahydro—4H—indazol—4-one;

400, 7—cyano—6,G—dimethyl—l-(4-isopropylphenyl)—3-phenyl—
1,5,6,7—tetrahydro-4H-indazol-4—one;

401. 7-cyano-6,6—dimethyl—1-(4-isopropy1phenyl)-3-(thien—
2—y1)—1,5,6,7-tetrahydro—4H—indazol-4—one:

402. 3-benzy1—7—cyano—6,6—dimethy1-1-(4-isopropylphenyl)-
1,5,6,7-tetrahydro-4H—indazol—4—one:

403. 7—cyano—6,6—dimethyl-3—(Z-fluorophenyl)—l—(4-
isopropylphenyl)-l,s,s.7-tetrahydro-4H—indazol-4—one;

404. 7—cyano—6,6—dimethyl-1-(4-isopropy1phenyl)-3—(2-
thienylmethyl)—1,5,6,7-tetrahydro-4H-indazol—4-one;

405. 7—cyano-3-(2—cyclopentylethyl)-6,6-dimethy1—l-(4—
isopropylphenyl)—l,s,6,7—tetrahydro-4H-indazol-4one;

406. 7-cyano—6,6-dimethy1-1-(4-isopropy1pheny1)—3-(3—
methoxyphenyl)-l,s,6,7-tetrahydro-4H—indazol-4—one;

407. 7-cyano—6,6-dimethy1—l-(4-isopropylphenyl)—3-
phenoxymethyl-l,5,6,7~tetrahydro—4H-indazol-4—one;

408. 7—cyano-6,6—dimethy1—1—(4—isopropylphenyl)—3—(Pyrid-
4—yl)-1,5,6,7—tetrahydro-4H—indazol—4-one;

409. 7-cyano-6,6-dimethy1—1—(4—isopropy1phenyl)—3-(trans—
z-phenyl-cycloprop—l-yl)—1.5,6,7—tetrahydro-4H—indazol—
4-one;

410. 7-cyano-6,6—dimethy1-3-(4—dimethy1aminopheny1)-1—(4-
isopropylphenyl)-1,5,6,7—tetrahydro—4H—indazol-4-one:

411. 7—cyano—6,6-dimethy1—1—(4-isopropylphenyl)-3—
(quinoxal—z—yl)-l,s,6,7—tetrahydro-4H—indazol—4—one;

412, 7—cyano—6,6—dimethy1—3-(2,6~dimethoxyphenyl)-1—(4-
isopropylphenyl)—1,5,6,7—tetrahydro-4H-indazol—4-one;

413. 5—cyano-3-cyclopropy11—6,6-dimethy1—1-(4-
isopropylphenyl)—1,5,6,7—tetrahydro-4H—indazol-4—one;

414. 5—cyano—6,6—dimethy1—3-(2—furyl)—l-(4—
isopropylphenyl)—l,5,6,7-tetrahydro—4H—indazol-4—one;

415, 5-cyano-6,6—dimethy1—1-(4—isopropy1pheny1)—3—
(isoxazol—s-yl)—l,5,6,7—tetrahydro-4H—indazol—4-one;
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416. 5-cyano-6, 6~-dimethyl-1- (4~ 1sopropylphenyl) 3-vhenyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

417. 5-cyano~6,6-dimethyl-1-(4-isopropylphenyl)-3-(thien~
2-yl)-1,5,6,7-tetrahydro-4H-indazol-4-one;

418. 3-benzyl- 5-cyano-6, 6-dimethyl-1- (4-isopropylphenyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;

419. 5-cyano-6,6-dimethyl-3-(2~fluorophenyl)-1-(4-
isopropylphenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

420. 5-cyano-6,6-dimethyl-1-{(4-isopropylphenyl)-3- (2~
thienylmethyl)-1,5,6, 7-tetrahydro-4H~-indazol-4-one;

421. 5—cyano-3-(2-cyclopentylethy1)-6,6-dimethyl—1-(4—
isopropylphenyl)—1,5,6,7—tetrahydro—4H—indazol-4one;

422. 5-cyano-6, 6-dimethyl-1~(4-isopropylphenyl)-3-(3-
methoxyphenyl)-1,5, 6,7~-tetrahydro-4H-indazol-4~one;

423. 5-cyano-6, 6-dimethyl-1- (4-isopropylphenyl)-3-
phenoxymethyl-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

424. 5-cyano-6,6-dimethyl-1-(4-isopropylphenyl)}-3-(pyrid-
4-yl)-1,5,6,7-tetrahydro-4H-indazol~4-one;

425. 5-cyano-6, 6-dimethyl-1-(4-isopropylphenyl)-3-(trans-
2-phenyl-cycloprop-1-y1l)-1,5,6, 7-tetrahydro-4H-indazol-
4-one;

426. 5-cyano-6, 6-dimethyl-3~(4-dimethylaminophenyl)-1-(4-
isopropylphenyl)-1,5,6, 7-tetrahydro-4H-indazol-4-one;

427; 5~cyano—6,6—dimethyl-1-(4-isopropylphenyl)—3-
(quinoxal-2-yl1)-1,5,6,7-tetrahydro-4H-indazol-4-one;

428. 5-cyano-6, 6-dimethyl-3- (2, 6-dimethoxyphenyl)-1-~(4-
isopropylphenyl)-1,5,6,7-tetrahydro-4H-indazol-4-~one;

429. 3-cyclopropylli-1-(4-iodophenyl)-8-methyl-
1,5,5a,6,7,8,9, 9a-octahydro-4H-pyrazolo[4, 3-
hjisoquinolin-4-one;

430. 3-(2-furyl)-1-(4-iodophenyl)-8-methyl-
1,5,5a,6,7,8,9,9a-octahydro-4H-pyrazolo(4,3-
h]lisoquinolin-4-one;

431. 1-(4-iodophenyl)-3-(isoxazol-5-yl)-8-methyl-
l.5,5a,6,7,8,9,9a-octahydro—4H—pyrazolo[4,3-
hlisoquinolin-4-one;
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432. 1—(4-iodopheny1)—8-methyl—3-pheny1—1,5,5a,6,7,8,9,9a—
octahydro-4H—pyrazolo[4,3—h]isoquinolin~4—one;

433. 1-(4-iodopheny1)-8-methy1—3-(thien-z-yl)~
1,5,5a,6,7,8,9,9a—octahydro—4H-pyrazolo[4,3-

5 h}isoquinolin-4-one;
434. 3—benzyl-1—(4-iodopheny1)-8-methyl—l,5,5a,6,7,8,9,9a—
' octahydro-4H—pyrazolo[4,3-h1isoquinolin-4—one;

435. 3-(2-fluorophenyl)—l—(4-iodopheny1)—8—methyl-
1,5,5a,6,7,8,9,9a—octahydro-4H—pyrazolo[4,3-

10 h]isoquinolin-4-one;

436. 1—(4—iodopheny1)-8—methyl—3—(2-thienylmethyl)—
1,5,5a,6,7,8,9,9a-octahydro—4ﬂ-pyrazola[4,3—
h]}isoquinolin-4-one;

437, 3—(2-cyclopentylethy1)—1-(4-iodophenyl)-8—methy1-

15 1,5,5a,6,7,8,9,9a—octahydro-4H-pyrazolo[4,3—
h]isoquinolin-4-one;

438. 1-(4—iodophenyl)—3—(3—methoxypheny1)-8-methyl—
l,5,5a,6,7,8,9,9a—octahydro—4H—pyrazolo[4,3-
h]isoquinolin-4-one;

20 439. 1—(4—iodophenyl)—8-methyl—3—phenoxymethyl-
1,5,Sa,6,7,8,9,9a—octahydro—4H—pyrazolo[4,3—
h]lisoquinolin-4-one;

440. 1-(4-iodophenyl)—8—methy1-3—(pyrid—4-y1)—
1,S,Sa,6,7,8,9,9a—octahydro—4H—pyrazolo[4,3-

25 h]isoquinolin-4-one;

441. 1—(4—iodophenyl)—8-methyl—3—(trans—z—phenyl-
cycloprop-l-yl)—l,5,5a,6,7,8,9,9a—octahydro—4H—
pyrazolo[4,3-h]isoquinolin—4—one;

442, 3-(4—dimethylaminopheny1)-1—(4-iodopheny1)-8—methyl—

30 l,5,5a,6,7,8,9,9a—dctahydro-4H-pyrazolo{4,3—
h]isoquinolin-4-one;

443. 1—(4—iodopheny1)—8-methy1-3-(quinoxal—z—yl)-
1,5,5a,6,7,8,9,9a-octahydro-4H—pyrazolo[4,3—
hlisoquinolin-4-one;

35 444. 3—(2,6-dimethoxyphenyl)—l-(4—iodcpheny1)—8—methy1—
1,5,Sa,6,7,8,9,9a—octahydro-4H—pyrazolo[4,3—
hlisoquinolin-4-one;
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445. 3-cyclopropyl-1-(4-iodophenyl)-6-methyl-
1,4a,5,6,7,8,8a,9%9-octahydro-4H-pyrazolof3, 4~
glisoquinolin-4-one;

446. 3-{2-furyl)-1~{4~-iodophenyl)-6-methyl-
1,4a,5,6,7,8,8a, 9~octahydro-4H-pyrazolol3, 4~
glisoquinolin-4one;

447. 1-({4-iodophenyl)-3-(isoxazol-5-yl)-6-methyl-
1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolo[3, 4-
glisoquinolin-4-one;

448. 1~ (4-iodophenyl)-6-methyl- 3—pheny1 -1,4a,5,6,7,8,8a,9-

octahydro-4H-pyrazolo[3,4—gllsoqu1nollq-4-one;

449. 1-(4-iodophenyl)-6-methyl-3-(thien-2-yl)-
1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolo[3, 4-
glisoguinolin-4-one;

450. 3-benzyl-l-(4-iodophenyl)-6-methyl-1,4a,5,6,7,8,8a,9-

octahydro-4H-pyrazolo[3,4-glisoquinolin-4-one;

451. 3-(2-fluorophenyl)-1-(4-iodophenyl)-6-methyl-
l1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolo[3,4-
glisoquinolin-4-one;

452. 1-(4-iodophenyl)}-6-methyl-3-(2-thienylmethyl)-
1l,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolo[3,4-

glisoguinolin-4-one; .

453. 3-(2-cyclopentylethyl}-1-(4-iodophenyl)}-6-methyl-
1,4a,5,6,7,8,8a, 9-octahydro-4H-pyrazolo[3, 4-
glisoquinolin-4-one;

454, 1-{(4-icdophenyl)-3-(3-methoxyphenyl)-6-methyl-
1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolo[3, 4-
glisogquinolin-4-one;

455. 1-(4-iodophenyl)-6-methyl-3-phenoxymethyl-
1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolo(3, 4-
glisoquinolin-4-one;

456. 1-(4-iodophenyl)-6-methyl-3- (pyrid-4-yl)-
1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolol[3, 4~
glisogquinolin-4-one;

457. 1-(4-iodophenyl)-6-methyl-3-(trans~-2-phenyl-
cycloprop-1-yl)-1,4a,5,6,7.8,8a, 9-octahydro-4H-
pyrazolo[3,4-glisoquinolin-4-one;
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458. 3-(4-dimethylaminophenyl)}-1-(4-iodophenyl)-6-methyl-
1l,4a,5,6,7,8,8a,9%-octahydro-4H-pyrazolo{3,4-
glisoquinolin-4-one;

459. 1-(4-iodophenyl)-6-methyl-3-(quinoxal-2-yl}-
1,4a,5,6,7,8,8a,%-octahydro-4H~pyrazolo[3, 4-
glisoquinolin-4-one;

460. 3-(2, 6~dimethoxyphenyl)-1-(4-iodophenyl)-6-methyl-
1,4a,5,6,7,8,8a,9‘octahydro—4H-pyrazolo[3,4—
glisoquinolin-4-one;

461. 1-(7-chloro-quinolin-4-yl)-3-cyclopropyl-indenoc|l,2-
clpyrazol-4(1H)-one; _

462. 1-(7-chloro-quinolin-4-yl)-3-{(2-furyl)- indeno(1l,2-
clpyrazol-4{1H)-one;

463. 1-(7-chloro-quinolin-4-yl)-3-{isoxazol-5-yl)-
indeno(1, 2-clpyrazol-4{1H) -one;

464. 1-(7-chloro-quinolin-4-yl)-3-phenyl-indeno(l,2-
clpyrazol-4{1H)}-one;

465. 1-(7-chloro-quinolin-4-yl)-3-(thien-2-yl)-indenoll, 2-
clpyrazol-4{(1H) ~one;

466. 3-benzyl-1-(7-chloro-quinolin-4-yl)-indeno(l,2-
clpyrazel-4 (1H)~one;

467. 1-(7-chloro-quinolin-4-yl)-3-(2-fluorophenyl) -
indeno{l, 2-c)pyrazol-4(1H)-one;

468. l-({7-chloro-quinolin-4-yl)-3-{2-thienylmethyl)-
indeno[1, 2-c]pyrazol-4(1H)-one;

469. 1-(7-chloro-quinolin-4-yl)-3-{2-cyclopentylethyl}-
indeno[l, 2-clpyrazol-4(1H)-one;

470. 1-{7-chloro-quinolin-4-yl1)-3-(3-methoxyphenyl) -
indeno(1, 2-clpyrazol-4 (1K) -one;

471. 1-(7-chloro-quinolin-4-yl)-3-phenoxymethyl-
indeno[l,2-c)pyrazol-4{1H)-one

472. 1-(7-chloro-quinolin-4-y1)-3-(pyrid-4-yl)-indeno[l, 2-
clpyrazol-4 (1K) -one;

473. 1-{7-chloro-quinolin-4-yl)-3-(trans-2-phenyl-
cycloprop-1-yl)-indeno[l, 2-c]pyrazol-4 (1H) -one;

474. 1-{7-chloro-quinolin-4-yl)-3-{4-dimethylaminophenyl)-
indenoll,2~-c])pyrazol-4 (1H)-one;
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475. 1~ (7-chloro-guinolin-4-yl)-3-(quinoxal-2-yl)-
indenoll, 2-clpyrazol-4{(1H)-one; and

476. 1-(7-chloro-quinolin-4-yl)-3-(2, 6-dimethoxyphenyl)-
indenoll,2-c]lpyrazol-4(1H)-one.

Several other specific compounds of formula (I), object of
the present invention and herewith intended as preferred
compounds, are reported below in the working examples.

10 The compounds of formula (I) object of the present
invention and the salts thereof can be obtained, for
instance, by a process comprising:

a) when (x) is a double bond and R, is oxygen, reacting a

15 compound of formula (IXI) or a polymer supported
analogue thereof (IIa)

POLYMER

(lia)

wherein n, R,, Ra, R'a, Rb, R'b, Rc and R’c have the
above reported meanings, with a substituted hydrazine
20 of formula

R,-NHNH, (III)
wherein R, has the above reported meanings, thus

obtaining the corresponding compound of formula (Ia)

(la)

25 wherein n, R,, R,, Ra, R’a, Rb, R’b, Rc and R’c are as
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defined above; and, optionally, converting a compound
of formula (Ia) into another compound of formula (I)
or into a salt thereof by:

i) reacting the compound of formula (Ia), wherein n,
R,, R,, Ra, R’a, R'b, Rc and R’c are as defined above
and Rb is hydrogen with a suitable halogenating agent
so as to obtain a compound of formula (Ib)

(Ib)

wherein Rb is a chlorine, bromine or iodine atom and
n, R, R, Ra, R‘a, R'b, Rc and R’‘c are as defined
above;

ii) converting the compound of formula (Ib), in the

presence of a nucleophylic agent, into a compound of
formula (Ic)

(tc)

wherein Rb is fluorine, hydroxy, amino, mono- or di-
alkylamino, alkylthio, arylthio or alkoxy and n, R,,
R,, Ra, R’a, R’b, Rc and R’c are as defined above;

iii) oxidising the compound of formula (Ic) wherein Rb
is alkylthio or arylthio into a compound of formula
(1Id)
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wherein Rb is alkylsulfinyl, alkylsulfonyl,

arylsulfinyl or arylsulfonyl and n, R,, R,, Ra, R’a,
R‘b, Rc and R'c are as defined above; or

5 b) when R, is imino or amino, reacting a compound of
formula (I) wherein (x) is a double bond and R, is
oxygen with a suitable amine of formula

R,~NH, (IV)
wherein R, has the above reported meanings, thus
10

obtaining the corresponding compound of formula {(Ie)

wherein n, R,, R,, R,, Ra, R’a, Rb, R’b, Rc and R’c are
as defined above; and, optionally,

i)} reducing the corresponding compound of formula (Ie)

15 into the corresponding amine (If)
(if)
wherein n, R,, R,, R, Ra, R’a, Rb, R’b, Rc and R’c are
as defined above; or, alternatively,
ii) reacting a compound of formula (I) wherein (x) is
20 a double bond and R, is oxygen with a suitable di-
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alkylamine, in the presence of a Lewis acid, so as to
obtain the corresponding compound of formula (TI)
wherein (x) is a single bond and R, is a di-alkylamino
group with from 1 to 6 carbon atoms in the alkyl
5 chains; or
c) when (x) is a double bond and R, is a sulphur atom,
reacting a compound of formula (I) wherein (x) is a
double bond and R, is oxygen with a thiating agent,

thus cobtaining a compound of formula (Ig)
Rb R1

10
wherein n, R, R,, Ra, R’a, Rb, R’b, Rc and R’'c are as
defined above; or
d)} when (x) is a single bond and R, is hydroxy or alkoxy,
reducing a compound .of formula (I} wherein (x) is a
15 double bond and R, is oxygen into the corresponding
compound of formula (Ih)
(ih)
wherein n, R, R,, Ra, R’a, Rb, R’b, Rc and R’c are as
defined above; and, optionally,
20 i} alkylating the compound of formula (Ih) with a

suitable alkylating agent, thus obtaining the
corresponding compound of formula (I) wherein (x) is a
single bond, R, is alkoxy and n, R, R,, Ra, R’a, Rb,
R'’b, Rc and R'c are as defined above;

25 and, if desired, converting a 4,5,6,7-tetrahydroindazole
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derivative of formula (I) into another such derivative of
formula (I), and/or into a salt thereof.

It is clear to the man skilled in the art that if the
compounds of formula (I), thus encompassing also those of
formula from (Ia) to (Ih), prepared according to the above
processes a) b) c¢) or d) and optional steps thereof, are
obtained as an admixture of isomers, their separation into
the single isomexs of formula (I) according to
conventional techniques is still within the scope of the
present invention. )

Likewise, also the conversion into the free compound (I)
of a corresponding salt thereof, according to well-known
procedures in the art, is within the scope of the
invention.

The above processes from. a) to d), and optional steps
thereof, are analogy processes which can be carried out
according to well known methods in the art.

The reaction between a compound of formula (II) or (IIa)
and a substituted hydrazine of formula (III), according to
process a), can be carried out in the presence of a base
such as sodium acetate or a tertiary amine, for instance
triethylamine or di-isopropylethylamine, optionally in the
presence of a suitable solvent such as, for instance,
ethanol, acetonitrile or toluene, at a temperature ranging
from room temperature to reflux.

The 'conversion of a compound of formula (Ia) into the
corresponding halogenated derivative of formula (Ib),
according to process a.i), can be carried out in the
presence of a suitable halogenating agent, such as N-
bromo-, N-chloro-, N-iodo-succinimide or iodine.
Preferably, the said reaction is carried out in the

presence of catalytic amounts of an activating agent such

as, for instance, o,0-azoisobutyrronitrile (AIBN), and in
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the presence of a solvent such as dichloromethane,
chloroform, CCl,, toluene, or N,N-dimethylformamide, at a
temperature ranging from room temperature to reflux for a
time varying from about 30 min. to about 96 hours.

The conversion of the halogenated compound of formula {(Ib)
into a compound of formula {(Ic), according to process
a.ii), can be carried out in the presence of a proper
nucleophylic reagent such as, for instance, argentum
fluoride, methylamine, dimethylamine, sodium thiophenate,
sodium methoxyde, sodium ethoxyde, sodium hydroxyde/water,
sodium hydrogenocarbonate/water, argentuin nitrate/water,
argentum nitrate/methanol, water, methanol, ethanol.

The above reaction may occurr without any solvent or in
the presence of a suitable solvent, e.g. tetrahydrofuran,
methanol, ethanol, dichloromethane, acetone, acetonitrile,
water, N,N-dimethylformamide, at a temperature ranging
from about -10°C to reflux.

The oxidative reaction for preparing the compounds of
formula (Id), according to process a.iii), can be carried
out in the presence of conventional oxidising agents such
as, for instance, 3-chloro-perbenzoic acid or
monopersulfate derivatives (Oxone), in a suitable solvent,
for example dichloromethane, chloroform, water, or
methanol, at a temperature ranging from about -5°C to
about 40°C.

The conversion of a compound of formula (I) wherein R, is
oxygen into the corresponding imino derivative of formula
(Ie), according to proc¢ess b), can be carried ocut with a
suitable amine of formula (IV), without any solvent or in
the presence of ethanol, methanol, toluene, 1,4-dioxane,
tetrahydrofuran, dichloromethane or chloroform, at a
temperature ranging from room temperature to reflux.

The optional reduction of the corresponding imino

derivative of formula (Ie) into the amine (If), according
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to process b.i), is carried out in the presence of
conventional reducing agents such as, for instance, sodium
borohydride, sodium cyancborohydride or sodium
triacethoxyborohydride, optionally in the presence of
acetic acid, in a suitable solvent, . for instance methanol
or ethanol, at a temperature ranging from about 0°C to
reflux.

Alternatively, the conversion of a compound of formula (I)
wherein (x) is a double bond and R, is oxygen into the
corresponding di-alkylamine of formula (I), according to
process b.ii), can be carried out by reacting the proper
amine in the presence of a catalytic amount of a Lewis
acid, such as titanium(IV) isopropoxide, iron(III)
chloride, or titanium(IV) chloride, without any solvent or
in the presence of a suitable solvent such as methanol,
ethanol, chloroform or toluene, at a temperature ranging
from about 0°C to reflux.

The conversion of a compound of formula (I) wherein R, is
oxygen into a shlfurated derivative of formula (Ig),
according to process c), can be carried out by reacting
the oxo derivativé with a suitable thiation agent such as,
for instance, PSS, or 2,4-bis(4-methoxyphenyl)-1,3,2, 4~
dithiadiphosphetane-2,4-disulfide, better known as the
Lawesson reagent, in a suitable solvent, for example
chloroform, toluene, chlorobenzene, or xylene, at a
temperature ranging from room temperature to reflux.
Hydroxylated derivatives of formula {Ih), prepared
according to process d) £from the corresponding oxo
derivatives of formula (I), can be obtained by reducing
these latter in conventional manners, for instance in the
presence of reducing agents such as sodium borohydride,
lithium aluminumhydride or 1lithium borohydride, in a
suitable solvent such as methanol, ethanol, diethyl ether,

tetrahydrofuran, 1,4-dioxane, or toluene, at a temperature
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ranging from about 0°C to reflux.

The compounds of formula (Ih) can be further alkylated
according to process d.i) so as to obtain the
corresponding compounds of formula (I) wherein (x) is a
single bond and R, is an alkoxy group. The said reaction
is carried out in the presence of a conventional
alkylating agent such as, for instance, alkyl halides,
alkyl mesylates or alkyl tosylates, in the presence of a
base such as sodium hydride, sodium methoxyde or sodium
ethoxyde, in a suitable solvent such as, for instance,
'tetrahydrofuran. N,N-dimethylformamide or toluene, at a
temperature ranging from about -5°C to reflux.

The optional salification of a compound of formula {I) as
well as the conversion of a salt into the free compound
and the separation of a mixture of isomers into the single
isomers may be carried out according to conventional

methods.

The starting compounds of formula {II} or the polymer
supported analogue thereof (IIa) are known or c¢an be
prepared according to known methods. For example, the
compound of formula _(II) or {IXIa) may be prepared by
reacting a suitable c¢yclohexan-1,3-dione derivative of

formula (V) or a polymer supported analogue of it (Va)

POLYMER

wherein n, Ra, R’a, Rb, R‘b, Rc and R’c are as defined
above, with an acyl chloride of formula

R,COCL (V1)
wherein R, is as defined above, in the presence of

pvridine and in a suitable solvent such as 1,2-
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dichloroethane or éhloroform, at a temperature ranging
from about ~10°C to room temperature and, if starting from
the compound (V), subsequently reacting the resulting
intermediate of formula (VII)

(Vi)

with a Lewis acid, for instance aluminum(III) chloride, in
a suitable solvent such as 1,2-dichloroethane or
chloroform, at a temperature ranging from about -10°C to
room temperature.

Also the compounds of formula (V) and (Va) are known and,
if not commercially. availéble, may be prepared by well
known syhthetic methods.

Any of the above compounds as polymer supported forms, can
be easily prepared according to conventional techniques
known in the art.

lLikewise, the conversion of these polymer supported forms
into the free compounds is carried out according to

conventional procedures, for instance under hydrolysis.

When preparing the compounds of formula (I) according to
the process object of the present invention, optional
functional groups within both the starting materials or
the intermediates thereof, which c¢ould give rise to
unwanted side reactions, need to be properly protected
according to conventional techniques.

Likewise, the conversion of these latter into the free
deprotected compounds may be carried out according to
known procedures.
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Several compounds of formula (I) have been prepared
according to well known combinatorial chemistry techniques
by following the aforementioned reported processes.

In particular, several compounds of formula (I), also
intended as preferred compounds of the invention, have
been prepared by reacting each of the diketale derivatives
of formula (V), as per the following table I, with each of
the acyl chloride derivatives of formula (VI), as per the
following table II and, finally, by reacting each of the
resulting intermediate with each of the hydrazines of
formula (III), per the enclosed table III:

Table I

"MOLSTRUCTURE

PP
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Table I cont.
7
o]
8
N '
(o]
9 @&
(o]
Table IX
MOLSTRUCTURE MOLNAME Cas
1 °>\ :CHS ACETYL CHLORIDE 75-36-5
c’ on,
2 0
NP CYCLOPROPANECARBONYL CHLORIDE 4023341
Cl
3 °>\ :CHs ISOBUTYRYL CHLORIDE 79-30-1
ca’ cH,
4 | j‘\/‘CH BUTYRYL CHLORIDE 141753
Cl 3
5 HC O PIVALOYL CH
LORIDE 3282.30-2
et1<
CH, Cl
6 )?\)c\"‘a {SOVALERYL CHLORIDE 108-12-3
Cl CH,
7 °'>_® 2FUROYL CHLORIDE 527-69-5
\
O
8 o Ik ISOXAZOLE-5-GARBONYL CHLORIDE 62348-13-4
o- .
Cl
9 °>__® BENZOYL CHLORIDE 08-88-4
Cl
10 C'»_{J THIOPHENE-2-CARBONYL CHLORIDE 5274-67-0
(o]
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Table II cont.
11 ji/@ PHENYLACETYL GHLORIDE 103-80-0
O
12 0 2¥FLUDROBENZOYL CHLORIDE 293-52-2
. Ct
F
13 @ 3FLUOROBENZOYL CHLORIDE :
o 711075
cl F
14 °>_®_F 4-FLUOROBENZOYL CHLORIDE 403-430
Ct
16 o \s ) 2-THIOPHENEACETYL CHLORIDE 39008-97-0
]
Ci
16 OY\/O 3-CYCLOPENTYLPROPIONYL CHLORIDE 104-97-2
Ci
17 N <:> /<° 4-CYANOBENZOYL CHLORIDE 6068720
Cl
18 3-CYANOBENZOYL CHLORIDE 17911141
(o]
N//
Ci
19 o \}@ 2-METHOXYBENZOYL CHLORIDE 21615-34-9
|
C 3
20 o Y@ M-ANISOYL CHLORIDE 1711-05-3
_CH,
Ci o
21| Q CH, P-ANISOYL CHLORIDE 100-07-2
O
Cl
22 0}/\ PHENOXYACETYL CHLORIDE 701-98-5
Cl o
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23 . Q 2.CHLOROBENZOYL CHLORIDE 809-65-4
Cl
Ci
24 ° Y@ 3-CHLOROBENZOVYL CHLORIDE 818-48-2
cl Cl
25 o>_©—c' 4-CHLOROBENZOYL CHLORIDE 12201-0
Cl
26 | HC o 3,5,5-TRIMETHYLHEXANOYL CHLORIDE 36727-20-4
HC CHgh, o1
27 CiH NICOTINOYL CHLORIDE HYDROCHLORIDE 20260-53-1
(o
7 N
Cl =N
28 CH ISONICOTINOYL. CHLORDE HYDROCHLORIDE 30178+
35-3
Cl
NN
== (o]
29 (o]
TRANS-2-PHENYL- L
Q\V"\\\Qo CYCLOPROPANECARBONYL CHLORIDE 939877
30 o 4-DIMETHYLAMINOBENZOYL CHLORIDE 4755-50-3
e
HC.py
1
CH,
31 |a 0‘(;|-|$ 3METHOXYPHENYLACETYL CHLORIDE 6834-42-0
o]
32| C 4METHOXYPHENYLACETYL CHLORIDE 4693-91-8
0 0/
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33 o~ 2.METHOXYBENZOYL CHLORIDE 21615-34-9
Cl
0
34| o ©H \,//\ 2-PHENOXYPROPIONYL CHLORIDE 122-35-0
Cl °
35 oi/@/c' 4-CHLOROPHENYLACETYL CHLORIDE 250268-34.0
N
36 o 7/[ \2 : 2QUINOXALOYL CHLORIDE 54745-92-5
Cl N
37 C\ .0 2,6-DIMETHOXYBENZOYL CHLORIDE 1989-53-3
e O O en,
38 O0y-¢ 2,4-DIMETHOXYBENZOYL CHLORIDE 30828-35-8
0.
CH,
He'©
39 0.5 C c! *:;H 4 TERT-BUTYLBENZOYL CHLORIDE 1710-98-1
cl CH,
40 I_O(O 41ODOBENZOYL CHLORIDE 1711-020
ci
Table III
MOLSTRUCTURE MOLNAME CAS
1 Hsc\N/NHz METHYLHYDRAZINE 50-34-4
H
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Table III cont.
2 HO\/\”, NH, 2-HYDROXYETHYLHYDRAZINE 109-84-2
3 NC\/\N/NH2 2-CYANOETHYLHYDRAZINE 353-07-1
H
4 H.N
2 \'13—@ PHENYLHYDRAZINE 100-83-0
5 N =
Hy W o 2-HYDRAZINOPYRIDINE 4930-98-7
H \_/
6 F%/\N/NHz 2,2,2-TRIFLUOROETHYLHYDRAZINE 5042-30-8
H
F
7 = s
HzN\N Ci | 3CHLOROPYRIDAZIN-G-YL HYDRAZINE |  17284.97.8
H O\ _/
8 HzNN __(,N 2-HYDRAZINOBENZOTHIAZOLE 615-21-4
H s
9 | HN
3-METHOXYPHENYLHYDRAZINE 9232-91-
,’:"—Q HYDROCHLORIDE 39232-91-2
OMe
10 | AN
3-CHLOROPHENYLHYDRAZINE -
E,‘Q HYDROCHLORIDE 2312-23-4
Cl
11 [AN
4-ISOPROPYLPHENYLHYDRAZINE g
ﬁ—@-( HYDROCHLORIDE 118427-20:5
Cl
12 7-CHLORO-4-HYDRAZINOQUINOLINE 23834-14-2
H
z"\N 72
H —
13 HzN\N | 4-10DOPHENYLHYDRAZINE 13116-27-3
H
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Pha col

The compounds of formula (I} of the invention are active
as cdk/cyclin inhibitors as they gave positive results
when tested according to the following procedure.

The compounds of formula (I) are therefore useful to
restrict the unregulated proliferation of tumor cells,
hence in therapy in the treatment of various tumors such
as, for instance, carcinomas, e.g. mammary carcinoma, lung
carcinoma, bladder carcinoma, colon carcinoma, ovary and
endometrial tumors, sarcomas, e.g. soft tissue and bone
sarcomas, and the hematological maligne?.ncies such as,
e.g., leukemias.

In addition, the compounds of formula {(I) are also useful
in the treatment of other cell proliferative disorders
such as psoriasis, vascular smooth cell proliferation
associated with atherosclerosis and post-surgical stenosis
and restenosis and in the treatment of Alzheimer’s
disease.

The inhibiting activity of putative cdk/cyclin inhibitors
and the potency of selected compounds was dJdetermined
through a method of assay based on the use of the
MultiScreen-PH 96 well plate (Millipore), in which a
phosphocellulose filter paper was placed at each well
bottom allowing binding of positive charged substrate
after a washing/filtration step.

When a radioactivity labelled phosphate moiety was
transferred by the ser/threo kinase to the filter-bound
histone, 1light emitted was measured in a scintillation
counter.

The inhibition assay of <¢dk2/Cyclin A activity was
performed according to the following protocol:

Kinase reaction: 1.5 uM histone Hl1 substrate, 25 puM ATP
(0.5 uci P*g-ATP), 100 ng Cyclin A/cdk2 complex, 10 uM

inhibitor in a final volume of 100 ul buffer (TRIS HCl 10
mM pH 7.5, MgCl, 10 mM, 7.5 mM DTT) were added to each
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well of a 96 U bottom well plate. After 10 min at 37 °C
incubation, reaction was stopped by 20 pul EDTA 120 mM.

Capture: 100 pnl were transferred from each well to
MultiScreen plate, to allow substrate binding to
phosphocellulose filter. Plates were then washed 3 times
with 150 ul/well PBS Ca"/Mg” free and filtered by
MultiScreen filtration system.

Detection: filters were allowed to dry at 37°C, then 100
pl/well scintillant were added and *P labelled histone H1
was detected by radioactivity counting in the Top-Count
instrument. )

Results: data were analysed and expressed as % inhibition
referred to total activity of enzyme (=100%).

All compounds showing inhibition > 50 % were further

analysed in order to study and define the kinetic-profile
of inhibitor through Ki calculation.

The protocol used was the same described above, except for
ATP and substrate concentrations. Either the concentration
of ATP and histone Hl substrate were varied: 4, 8,12, 24,
48 yM for ATP (containing proportionally diluted P g-ATP)

and 0.4, 0.8, 1.2, 2.4, 4.8 pM for histone were used in
absence and presence of two' different, properly chosen
inhibitor concentrations.

Experimental data were analysed by the computer program
v SigmaPlot” for Ki determination, wusing a random
bireactant system equation:

where A=ATP and B=histone H1l.

The compounds of formula (I) of the present invention,
suitable for administration to a mammal, e.g. to humans,
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can be administered by the usual routes and the dosage
level depends wupon the age, weight, conditions of the
patient and the administration route.

For example, a suitable dosage adopted for oral
administration of a compound of formula (I} may range from
about 10 to about 500 mg pro dose, from 1 to 5 times
daily.

The compounds of the invention can be administered in a
variety of dosage forms, e.g. orally, in the form of
tablets, capsules, sugar or film coated tablets, liquid
solutions or suspensions; rectally in the form of
suppositories; parenterally, e.g. intramﬁscularly, or by
intravenous and/or intrathecal and/or intraspinal

injection or infusion.

The compounds of the present invention can be administered
either as single agents or, alternatively, in combination
with known anticancer treatments such as radiation therapy
or chemotherapy regimen in combination with cytostatic or

cytotoxic agents, antibiotic-type agents, alkylating

agents, antimetabolite agents, hormonal agents,
immunological agents, interferon-type agents,
cyclooxygenase inhibitors {e.g. COX-2 inhibitors),

metallomatrixprotease inhibitors, telomerase inhibitors,
tyrosine kinase inhibitors, anti-growth factor xreceptor
agents, anti~HEER agents, anti-BEGFR agents, anti-
angiogenesis agents, farnesyl transferase inhibitors, ras-
raf signal transduction pathway inhibitors, cell cycle
inhibitors, other cdks inhibitors, tubulin binding agents,
topoisomerase I inhibitors, topoisomerase II inhibitors,
and the like.

As an example, the compounds of the invention can be
administered in combination with one or more
chemotherapeutic agents such as, for instance, taxane,

taxane derivatives, éncapsulated taxanes, CPT-11,
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camptothecin derivatives, anthracycline glycosides, e.g.,

doxorubicin, idarubicin, epirubicin, etoposide, navelbine,

vinblastine, carboplatin, cisplatin, estramustine,
celecoxib, Sugen SU-5416, Sugen SU-6668, Herceptin, and
the 1like, optionally within 1liposomal formulations
thereof.

If formulated as a fixed dose, such combination products
employ the compounds of this invention within the dosage
i:'ange described above and the other pharmaceutically
active agent within the approved dosage range. '
Compounds of formula (I) may be used sequentially with
known anticancer agents when a combination formulation is
inappropriate.

The present invention also includes pharmaceutical
compositions comprising a compound of formula (I), or a
pharmaceutically acceptable salt thereof, in association
with a pharmaceutically acceptable excipient (which can be
a carrier or a diluent).

The pharmaceutical compositions containing the compounds
of the invention are usually prepared following
conventional methods and are administered in a
pharmaceutically suitable form.

For example, the solid oral forms may contain, together
with the active compound, diluents, e.g. lactose,
dextrose, saccharose, sucrose, cellulose, corn starch or
potato starch; 1lubricants, e.g. silica, talc, stearic
acid, magnesium or calcium stearate, and/or polyethylene
glycols; binding agents, e.g. starches, arabic gum,
gelatine, methylcellulose, carboxymethylcellulose or
polyvinyl pyrrolidone; ' disaggregating agents, e.g. a
starch, alginic acid, alginates or sodium starch
glycolate; effervescing mixtures; dyestuffs; sweeteners;
wetting agents such as lecithin, polysorbates,
laurylsulphates; and, in general, non-toxic and
pharmacologically inactive substances used in
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pharmaceutical formulations. Said pharmaceutical
preparations may be manufactured in known manner, for
example, by means of mixing, granulating, tabletting,
sugar-coating, or film-coating processes.

The liquid dispersions for oral administration may be e.g.
syrups, emulsions and suspensions.

The syrups may contain as carrier, for example, saccharose
or saccharose with glycerine and/or mannitol and/or
sorbitol.

The suspensions and the emulsions may contain as carrier,
for example, a natural gum, agar, sodium alginate, pectin,
methylcellulose, carboxymethylcellulose, ‘ or polyvinyl
alcohol.

The suspension or solutions for intramuscular injections
may contain, together with the active compound, a
pharmaceutically acceptable carrier, e.g. sterile water,
olive oil, ethyl oleate, glycols, e.g. propylene glycol,
and, if desired, a suitable amount of 1lidocaine
hydrochloride. The solutions for intravenous injections or
infusions may contain as carrier, for example, sterile
water or preferably they may be in the form of sterile,
aqueous, isotonic saline solutions or they may contain as
a carrier propylene glycol.

The suppositories may contain together with the active
compound a pharmaceutically acceptable carrier, e.g. cocoa
butter, polyethylene glycol, a polyoxyethylene sorbitan
fatty acid ester surfactant or lecithin.

The following examples illustrate but do not limit the

present invention.

Example 1

Preparation of 3-acetylosy-5,5-dimethyl-2-cyclohexenone
Acetyl chloride (1.1 ml, 15.65 mmol) was added to a

stirred solution of 5,5-dimethyl-cyclohexane-1,3-dione
(2.1 g, 14.23 mmol) and pyridine {(1.14 ml), in chloroform
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(50 ml). The mixture was stirred at room temperature for
about 1.5 hours, then washed with water, 0.1N HC1,
saturated agqueous sodium hydrogen carbonate and water. The
organic phase was dried over sodium sulfate and evaporated
to dryness to give 2.5 g (96%) of the title compound as a
colourless oil, which was used as such without any further
purification.

'H-NMR (CDC1,) & ppm: 5.88 (s, 1H, CH=); 2.4 (s, 2H,

CH,C=); 2.25 (s, 2H, CHCO); 2.18 (s, 3H, CHCO); 1.1 (s,
6H, gem CH,).

Example 2

reparati £ 2-acetyl~5,5-dimethyl- o -1,3-
dione.

3-Acetyloxy-5,5-dimethyl-2-cyclohexenone (2 g, 11 mmol},
prepared as described in example 1, was added to a stirred
suspension of anhydroué aluminum chloride (3 g, 22 mmol)
in chloroform (35 ﬁd). The mixture was stirred for 1.5
hours at room temperature and then pouréd into a mixture
of ice and concentrated HCl. The organic layer was
separated and the aqueous phase was extracted with
chloroform. The combined organic phases were washed with
water, dried over sodium sulfate and evaporated to dryness
to yvield 1 g (50%) of the title compound which was used as
such without any further purification.

Example 3
Preparation of -(2- -3,6,6-t thyl-4-oxo-
4,5,6,7-tetr roindazole.
A mixture of 2-acetyl-5,5-dimethyl-cyclohexane-1,3-dione

(0.5 g, 2.75 mmol), prepared as described in example 2,
and 2-hydrazino-pyridine (0.3 g, 2.75 mmol) in ethanol (15
ml) was stirred at 80°C for 4 hours. After evaporation of

the solvent, the residue was chromatographed on silica gel
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{cyclohexane:ethyl acetate=10:20). The title compound was
obtained as a colourless solid (0.5 g, 73%): m.p. 122-
123°cC.

'H-NMR {DMSO-d°) & ppm: 8.51-7.4 (m, 4H, 2-Py); 3.25 (s,
2H, CH,); 2.4 (s, 3H, CH,); 2.27 (s, 2H, CH)); 1.1 (s, 6H,
gem CH,).

By working in an analogous way and by using the proper
hydrazine derivative and the proper cyclohexane 1,3-dione,
the following compounds can be prepared:
l1-phenylmethyl-3, 6, 6-trimethyl-4-ox0-4,5,6,7-
tetrahydroindazole ’

'H-NMR (DMSO-4°) § ppm: 7.4-7.15 (m, 5H, Ph); 5.22 (s, 2H,
CHPh); 2.64 (s, 2H, CH,); 2.27 (s, 3H, CH); 2.21 (s, 2H,
CH)); 1 (s, 6H, gem CH,); and
1-{(3-nitrophenyl)-3,6,6-trimethyl-4-oxo-4,5%,6,7-
tetrahydroindazole

m.p. 133-134°C

'H-NMR (DMSO-d‘} 8 ppm: 8.58-7.82 (m, 4H, Ar); 2.98 (s, 2H,
CH,); 2.4 (s, 3H, CH,); 2.32 (s, 2H, CH); 1.05 (s, 6H, gem
CH,);

1,3-dimethyl-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

1- (2-hydroxyethyl)-3-methyl-1,5, 6,7-tetrahydro-4H-indazol-
4-one;
3-methyl-l-phenyl-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
3-methyl-1-(2-pyridinyl)-1,5,6,7-tetrahydro-4H-indazol-4-~
one;
1-(6-chloro-3-pyridazinyl)-3-methyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

1- (3-methoxyphenyl)-3-methyl-1,5,6, 7-tetrahydro-4H-
indazol-4-one;
1-(3-chlorophenyl)-3-methyl-1,5,6,7-tetrahydro-4H-indazol-
4-one;
1-{4-~isopropylphenyl}-3-methyl-1,5, 6, 7-tetrahydro-4H-
indazol-4-one;
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1~ {4-iodophenyl)-3-methyl-1,5,6,7-tetrahydro~4H-indazol-4-
one;
3-cyclopropyl-l-methyl-1,5, 6, 7-tetrahydro-4H-indazol-4-
one; _

3-cyclopropyl-1-(2-hydroxyethyl)- 1,5,6,7-tetrahydro-4H-
indazol-4-one;
3—éyclopropyl-l-phenyl—l,5,6,7-tetrahydro-4H—indazol-4-
one;

3-cyclopropyl-1-~(2-pyridinyl)-1,5,6,7-tetrahydro~4H-
indazol-4-one;
1-(6~-chloro-3-pyridazinyl)-3-cyclopropyl-1,5,6,7-
tetrahydro—4H-indazol-4—one;' -
3-cyclopropyl-1-(3-methoxyphenyl)-1,5,6,7-tetrahydro-4H-
indazol-4-one;
1-{3-chlorophenyl)-3-cyclopropyl-1,5, 6, 7-tetrahydro~4H-
indazol-4-~one;

3-cyclopropyl-1- (4-isopropylphenyl)-1,5,6,7-tetrahydro-4H-
indazol-4-one; -
3-cyclopropyl-1-(4-iodophenyl)-1,5,6,7-tetrahydro-4H-
indazol-4-one;

3-isopropyl-l-methyl-1,5, 6,7-tetrahydro-4H-indazol-4-one;
1- (2-hydroxyethyl)-3-isopropyl-1,5. 6, 7-tetrahydro-4H-
indazol-4-one;
3-isopropyl-l-phenyl-1,5, 6, 7-tetrahydro-4H-indazol~4-one;
3-isopropyl-1-(2-pyridinyl)~1,5, 6, 7-tetrahydro-4H-indazol-
4-one;
1-(6-chloro-3-pyridazinyl)-3-isopropyl-1,5,6,7-tetrahydro-
4H-indazol-4-one;

3-isopropyl-1- (3-methoxyphenyl)-1,5, 6, 7-tetrahydro~4H-~
indazol-4-one;

1- (3-chlorophenyl) -3-isopropyl-1,5, 6, 7-tetrahydro-4H-~
indazol-4-one;
3-isopropyl-1-(4-isopropylphenyl)-1,5,6,7-tetrahydro-4H-
indazol-4-one;
1-(4-iodophenyl)-3-isopropyl-1,5,6,7-tetrahydro-4H-
indazol-4-one; '
l-methyl-3-propyl-1,5,6,7-tetrahydro~-4H-indazol-4-one;
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1-{2~-hydroxyethyl)-3-propyl-1,5, 6, 7-tetrahydro-4H-indazol-
4-one;
i1-phenyl-3-propyl-1,5,6,7-tetrahydro-4H-indazol~4-one;
3-propyl-1-(2-pyridinyl}-1,5, 6, 7-tetrahydro-4H-indazol~4-
one;

1- (6-chloro-3-pyridazinyl)-3-propyl-1,5, 6, 7-tetrahydro-4H-
iﬂdazol—4—one;
1-{3-methoxyphenyl)-3-propyl-1,5, 6, 7-tetrahydro-4H-
indazol-~4-one;
1-{3-chlorophenyl)-3-propyl-1,5, 6, 7-tetrahydro-4H-indazol~
4-one;
1—(4—isopropy1phenyl)-3—propyl—1,5,6,7—te£rahydro-4H—
indazol-~4-one;

1- (4-iodophenyl)-~3-propyl-1,5,6,7-tetrahydro-4H-indazol-4-
one;
3-tertbuty-lmethyl-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
1-(2-hydroxyethyl)-3-tertbutyl-1,5,6,7-tetrahydro-4H-
indazol-4-one; )
l-phenyl-3-tertbutyl-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
1- (2-pyridinyl)-3-tertbutyl-1,5,6,7-tetrahydro~4H-indazol-
4-one;
1-(6-chloro-3-pyridazinyl)-3-tertbutyl-1,5,6,7-tetrahydro-
4H-indazol-4-one;

1- (3-methoxyphenyl)~3-tertbutyl-1,5, 6, 7-tetrahydro-4H-
indazol-4-one;

1- (3-chlorophenyl)-3-tertbutyl-1,5, 6, 7-tetrahydro-4H-
indazol-4-one;

1- (4-isopropylphenyl)-3-tertbutyl-1-1,5,6,7-tetrahydro-4H-
indazol-4-one;
1-(4-iodophenyl)-3-tertbutyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;
3-isobutyl~1l-methyl-1,5,6,7-tetrahydro-4H-indazol-4-one;
1~ {2-hydroxyethyl)-3-isobutyl-1,5, 6, 7-tetrahydro-4H-
indazol-4-one;

3-isobutyl-1-phenyl-1,5, 6,7-tetrahydro-4H-indazol-4-one;
3-isobutyl-1-{(2-pyridinyl)- 1,5,6,7-tetrahydro-4H-indazol-
4-one;
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l1-(6-chloro-3-pyridazinyl)-3-isobutyl-1,5,6,7-tetrahydro-
4H-indazol-4-one; .
3-isobutyl-1-(3-methoxyphenyl)- 1,5,6,7-tetrahydro-4H-
indazol-4-one;
-({3~-chlorophenyl) -3-isobutyl-1,5,6,7- tetrahydro -4H-~

indazol-4-one;

3—1sobuty1—1-(4—isopropylphenyl)- 1-1,5,6,7-tetrahydro-4H-
indazol-4-one; -
1-(4-iodophenyl)})-3-iscbutyl-1,5, 6, 7-tetrahydro-4H-indazol-
4-one;
l-methyl-3-(2,4,4-trimethylpentyl)-1,5,6,7-tetrahydro-4H-
indazol-4-one; ‘
1-(2~-hydroxyethyl)-3-(2,4,4-trimethylpentyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-phenyl-3-(2,4,4~trimethylpentyl)-1,5,6,7- tetrahydro-4H—
indazol-4-one;
3-(2,4,4-trimethylpentyl)~1-(2~pyridinyl)-1,5,6,7~
tetrahydro-4H-indazol-4-one;
1-(6-chloro~3-pyridazinyl)-3-(2,4,4-trimethylpentyl) -
1,5,6,7-tetrahydro~4H-indazol-4-one;

1- (3-methoxyphenyl)-3-(2,4,4-trimethylpentyl)-1,5,6,7~
tetrahydro-4H-indazol-4-one;
i1-(3-chlorophenyl)-3-(2,4,4~trimethylpentyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-(4-isopropylphenyl)-3-(2,4,4-trimethylpentyl)-1-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-(4-iodophenyl)-3-(2,4,4-trimethylpentyl)-1,5,6,7-
tetrahydro-4H-indazol-4~one;
1,3,6-trimethyl-1,5,6,7-tetrahydro-4H-indazol-4-one;
1-(2-hydroxyethyl)-3, 6~-dimethyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;
3,6-dimethyl-1-phenyl-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
3,6-dimethyl-1-(2-pyridinyl)-1,5, 6, 7-tetrahydro-4H-
indazol-4-one;
1-(6-chloro-3-pyridazinyl)-3,6-dimethyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
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1~ (3-methoxyphenyl)-3, 6-dimethyl-1,5, 6, 7-tetrahydro-4H-
indazol-4-one;
1-{3-chlorophenyl) -3, 6-dimethyl-1,5, 6, 7-tetrahydro-4H-
indazol-4-one;

1~ {4-isopropylphenyl) -3, 6-dimethyl-1,5, 6, 7-tetrahydro-4H-
indazol-4-one;
1~(4—iodopheny1)-3,6—dimethy1-1,5,6,7—tetrahydro—4H-
indazol-4-one; '
3-cyclopropyl-1, 6-dimethyl-1,5, 6, 7-tetrahydro-4H-indazol-
4-pone;

3-cyclopropyl-1- (2-hydroxyethyl) -6-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
3-cyclopropyl-6-methyl-~1-phenyl-1,5,6,7-tetrahydro-~4H-
indazol~4-one;
3-cyclopropyl-6-methyl-1-{2-pyridinyl)-1,5,6,7-tetrahydro-
4H-indazol-4-one;
1-{6-chloxo-3-pyridazinyl)-3-cyclopropyl-6-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

3-cyclopropyl-1- (3-methoxyphenyl}-6-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-{3-chlorophenyl)-3-cyclopropyl-6-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
3-cyclopropyl-1-{4-isopropylphenyl)-6-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
3-cyclopropyl-1-{4-iodophenyl}-6-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

3-isopropyl-1, 6-dimethyl-1,5,6,7-tetrahydro-4H-indazol-4-~
one;

1-(2-hydroxyethyl})-3-isopropyl-6-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
3-isopropyl-6-methyl-l1-phenyl-1,5, 6, 7-tetrahydro-4H-
indazol-4-one;
3-isopropyl-6-methyl-1-(2-pyridinyl)-1,5, 6, 7-tetrahydro-
4B-indazol-4-one;

1- (6-chloro-3-pyridazinyl)}-3-isopropyl-6-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
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3-isopropyl-1-(3-methoxyphenyl)-6-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-(3-chlorophenyl)-3-isopropyl-6-methyl-1,5,6,7-
tetrahydro~4H-indazol-4-one;
3-isopropyl-1-(4-isopropylphenyl)-6-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-(4—iodopheny1)-3-isopropy1-6-methy1-1,5,6,7—tetrahydro-
4H-indazol-4-one;

1, 6-dimethyl-3-propyl-1,5,6,7-tetrahydro-4H-indazol-4-one;
1-(2-hydroxyethyl) ~6-methyl-3-propyl-1,5, 6, 7-tetrahydro-
4H-indazol-4-one; _
6—methyl-l-phenyl—3-propyl—1,5,6,7-tetrahyéro—4H-indazol—
4-one;
6-methyl-3-propyl-1-(2-pyridinyl)-1,5, 6, 7-tetrahydro~4H-

"indazol-4-one;

1-(6-chloro-3-pyridazinyl)-6-methyl-3-propyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

1- (3-methoxyphenyl) -6-methyl-3-propyl-1,5,6,7-tetrahydro-
4H-indazol-4-one; .
1-(3-chlorophenyl) -6-methyl-3-propyl-1,5, 6, 7-tetrahydro-
4H-indazol-4-one;
1-(4-isopropylphenyl)-6-methyl-3-propyl-1,5,6, 7~
tetrahydro-4H-indazol-4-one; '

1-(4-iodophenyl)~- 6-methyl-6-methyl-3-propyl-1,5,6,7~
tetrahydro-4H-indazol-4-one;

3-tertbuty-1, 6-dimethyl-1-1,5,6,7-tetrahydro-4H-indazol-4-
one;

1-(2-hydroxyethyl)-6-methyl-3-tertbutyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
6-methyl-1l-phenyl-3-tertbutyl-1,5, 6, 7-tetrahydro-4H-~
indazol-4-one;
6-methyl-1-(2-pyridinyl)-3-tertbutyl-1,5, 6, 7-tetrahydro-
4H-indazol-4-one;
1-(6-chloro-3-pyridazinyl)-6-methyl-3-tertbutyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

1- (3-methoxyphenyl)-6-methyl-3-tertbutyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
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1-{3-chlorophenyl)-6-methyl-3-tertbutyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-(4-isopropylphenyl)-6-methyl-3-tertbutyl-1-1,5,6,7-
tetrahydro-4H~indazol-4-one;
1-{4-iodophenyl)-6-methyl-3-tertbutyl-1,5,6,7-tetrahydro-
4H~-indazol-4-one;
3-isobutyl-l,6—dimethyl—1,5.6,7-tetrahydro-4H—indazol-4—
one;
1-(2-hydroxyethyl)-3-isobutyl~6-methyl-1,5, 6, 7-tetrahydro-
4H-indazol-4-one;
3-isobutyl-6-methyl-l-phenyl-1,5,6,7-tetrahydro-4H-
indazol-4-~one; '
3-isobutyl-6-methyl-1-{2-pyridinyl)-1,5,6, 7-tetrahydro-4H-
indazol-4-~one;

1-(6-chloro-3-pyridazinyl) -3-isobutyl-6-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
3-isobutyl-1-(3-methoxyphenyl)-6-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-(3-chlorophenyl)-3-isobutyl-6-methyl-1,5,6,7-tetrahydro-
4H-indazol-4-one;
3-isobutyl-1-(4-isopropyvlphenyl)-6-methyl-1-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-{4-iodophenyl)-3-isobutyl-6-methyl-1,5, 6, 7-tetrahydro-
4H-indazol-4-one;
1,6-dimethyl-3-(2,4,4~-trimethylpentyl)-1,5, 6, 7-tetrahydro-
4H-indazol-4-one;

1-(2-hydroxyethyl)-6-methyl-3-(2,4, 4-trimethylpentyl)~
1,5,6,7-tetrahydro-4H-indazol-4-one;
6-methyl-1-phenyl-3-(2,4,4~trimethylpentyl)-1,5,6,7~
tetrahydro-4H-indazol-4-one;
6-methyl-3-(2,4,4~-trimethylpentyl)-1-(2-pyridinyl)-
1,5,6,7-tetrghydro-4H-indazol-4-one;
1-(6-chloro-3-pyridazinyl)-6~methyl-3~(2,4,4~
trimethylpentyl}-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

1- (3-methoxyphenyl)-6-methyl-3-(2,4,4-trimethylpentyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;
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1- (3-chlorophenyl)-6-methyl-3-(2,4,4-trimethylpentyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;
1-(4-isopropylphenyl) ~-6-methyl-3-(2,4,4-trimethylpentyl) -
1-1,5,6,7-tetrahydro-4H~-indazol-4-one;
1-(4-iodophenyl)-6-methyl-3-(2,4,4-trimethylpentyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;
6-isopropyl-1,3-dimethyl-1,5, 6, 7-tetrahydro-4H-indazol-4-
one;

1-(2-hydroxyethyl)-6-isopropyl-3-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
6-isopropyl-3-methyl-1-phenyl-1,5,6,7-tetrahydro-4H-
indazol-4-one; '
6-isopropyl-3-methyl-1-(2-pyridinyl)-1,5,6,7-tetrahydro-
4H-indazol-4-one; '
1-{6-chloro-3-pyridazinyl)-6-isopropyl-3-methyl-1,5,6,7~-
tetrahydro-4H-indazol-4-one;
6-isopropyl-1-(3-methoxyphenyl)-3-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

1-(3-chlorophenyl) -6-isopropyl-3-methyl-1,5,6,7-
tetrahydro-4E-indazol-4-one;
6-isopropyl-1-(4-isopropylphenyl)-3-methyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

1-(4-iodophenyl) -6-isopropyl-3-methyl-1,5, 6, 7-tetrahydro-
4H-indazol-4-one;
3-cyclopropyl-6-isopropyl-l-methyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

3-cyclopropyl-1-{2-hydroxyethyl)~ 6-isopropyl-1l,5,6,7-
tetrahydro-4H-indazol-4-one;
3-cyclopropyl-6-isopropyl-l-phenyl-1,5,6,7-tetrahydro-4H-
indazol-4-one; '
3-cyclopropyl-6-isopropyl-1-(2-pyridinyl}-1,5,6,7-
tetrahydro-4H-indazol-4-one;

1- (6-chloro-3-pyridazinyl)-3-cyclopropyl-6-isopropyl-
1,5,6,7-tetrahydro-4H~-indazol-4-one;
3-cyclopropyl-6-isopropyl-1- (3-methoxyphenyl)- 1,5,6,7-
tetrahydro-4H-indazol-4-one;
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1-{3-chlorophenyl)-3-cyclopropyl-6-isopropyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
3-cyclopropyl-6-isopropyl-1-{4-isopropylphenyl)-1,5,6,7-
tetrahydro~-4H-indazol-4-one;

3-cyclopropyl-1- (4-iodophenyl) - 6-isopropyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
3,é—diisopropyl—l—methyl-l,5,6,7-tetrahydro—4H-indazol-4—
one;

1-{2~-hydroxyethyl})-3, 6-diisopropyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;
3,6-diisopropyl-1-phenyl-1,5,6,7-tetrahydro-4B-indazol-4-
one;
3,6-diisopropyl-1-{(2-pyridinyl)-1,5,6,7-tetrahydro-4H-
indazol-4-one;
1-({6-chloro-3-pyridazinyl)-3,6-diisopropyl-1,5,6,7-
tetrahydro-4H-indazol~4~one;

3, 6-diisopropyl-~1-(3-methoxyphenyl)-1,5,6, 7-tetrahydro-4H-
indazol-4-one;

1- (3-chlorophenyl) -3, 6-diisopropyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;
3,6-diisopropyl~1-(4-isopropylphenyl)}-1,5,6,7-tetrahydro-
4H-indazol-4-one;

1-{4-iodophenyl)-3, 6-diisopropyl-1,5, 6, 7-tetrahydro—-4H-
indazol-4-one;
1-methyl-6-isopropyl-3-propyl-1,5, 6, 7-tetrahydro~4H-
indazol-4-one;
1-{2-hydroxyethyl)-6~isopropyl-3-propyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
6-isopropyl-1-phenyl-3-propyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;
6-isopropyl-3-propyl-1-{2-pyridinyl)-1,5,6, 7-tetrahydro-
4H-indazol-4-one;

1~ (6-chloro-3-pyridazinyl)-6-isopropyl-3-propyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

1~ (3-methoxyphenyl) -6-isopropyl-3-propyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
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1-(3-chlorophenyl)-6-isopropyl-3-propyl-1,5,6,7-
tetrahydro-4H~indazol-4-one; :
1-{4-isopropylphenyl)-6-isopropyl-3-propyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-{4-iodophenyl)-6-isopropyl-3-propyl-1l,5,6,7-tetrahydro-
4H-indazol-4-one;
6-isopropyl-3-tertbuty-l—methyl-l-l,5,6,7-tetrahydro-4H—
indazol-4-one;
1-({2-hydroxyethyl)-6-isopropyl-3-tertbutyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
6—isopropy1—1—phenyl—3-tertbutyl-1,5,6,7-tgtrahydro—4H-
indazol-4-one;
6-isopropyl-1-(2-pyridinyl)-3~-tertbutyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-(6-chloro-3-pyridazinyl)-6-isopropyl-3-tertbutyl-
1,5,6,7-tetrahydro-4KE-indazol-4-one;
6-isopropyl-1l-(3-methoxyphenyl)-3-tertbutyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-{3-chlorophenyl}-6-isopropyl-3- tertbutyl -1,5,6,7-
tetrahydro~4H-indazol-4-one; _
6-isopropyl-1-(4-isopropylphenyl)-3-tertbutyl-1-1,5,6,7-
tetrahydro-4H~indazol-4-one;

1- (4~iodophenyl)-6-isopropyl-3-tertbutyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
3~-isobutyl-6-isopropyl-l-methyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

1~ (2-hydroxyethyl)-3-isobutyl-6- 1sopropyl -1,5,6,7-
tetrahydro-4H-indazol-4-one;
3-isobutyl-6-isopropyl-l-phenyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;
3-isobutyl-6-isopropyl-1-{2-pyridinyl)-1,5,6,7~tetrahydro-
4H-indazol-4-one;
1-(6-chloro-3-pyridazinyl)-3-isobutyl-6-isopropyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

3-isobutyl-6-isopropyl-1- (3-methoxyphenyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;
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1~ (3-chlorophenyl)-3-isobutyl-6-isopropyl-1,5,6,7~
tetrahydro-4H-indazol-4-one;
3-iscbutyl-6-isopropyl-1-{4-isopropylphenyl)~- 1-1,5,6,7-
tetrahydro-4H-indazol-4-one;

5 1-{4-iodophenyl)-3-isobutyl-6-isopropyl-1,5,6,7-
tetrahydro~-4H-indazol-4-one;
6-isopropyl-l1-methyl-3-(2,4,4-trimethylpentyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;

1- (2-hydroxyethyl}-6-isopropyl- 3-(2,4, 4-tximethylpentyl)-

10 1,5,6,7-tetrahydro-4H-indazol-4-one;
6—isopropyl—l—phenyl-3-(2,4,4—trimethylpenpy1)—1,5,6,7—
tetrahydro-4H-indazol-4-one;
6-isopropyl-3-(2,4, 4-trimethylpentyl)-1-(2-pyridinyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;

15 1-{6-chloro-3-pyridazinyl)-6-isopropyl-3-(2,4,4-
trimethylpentyl)-1,5,6,7-tetrahvdro-4H~-indazol-4~one;
6-isopropyl-1-{3-methoxyphenyl)-3-(2,4,4-trimethylpentyl)-
1,5,6,7-tetrahydro~4H-indazol-4-one;
1-{3-chlorophenyl) -6-isopropyl-3-{2,4,4-trimethylpentyl) -

20 1,5,6,7-tetrahydro-4H-indazol-4-one;
6-isopropyl-1-{4-isopropylphenyl)~-3-(2,4,4-
trimethylpentyl)-1-1,5,6,7-tetrahydro-4H-indazol-4-one;
1-(4-iodophenyl)-6-isopropyl-3-(2,4, 4-trimethylpentyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;

25 1,3,6,6-tetramethyl-1,5,6,7-tetrahydro-4H-indazol-4-one;
1-(2-hydroxyethyl}-3,6,6-trimethyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;
3,6,6-trimethyl-1-phenyl-1,5,6,7-tetrahydro~-4H-indazol-4-
one;

30 1-(6-chloro-3-pyridazinyl)-3,6,6-trimethyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-{3-methoxyphenvl)-3,6,6-trimethyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;
1-{3-chlorophenyl)-3, 6, 6-trimethyl-~1,5,6,7-tetrahydro-4H-

35 indazol-4-one;
1-(4-isopropylphenyl)-3,6,6-trimethyl-1,5,6,7-tetrahydro-
4H-indazol-4-one;



10

15

20

25

30

35

WO 00/69846 . PCT/EP00/04208
-68-

1-(4-iodophenyl)-3,6,6-trimethyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;
3-cyclopropyl-1l, 6, 6-trimethyl-1,5, 6, 7-tetrahydro-4H-
indazol-4-one;
3-cyclopropyl-1-(2-hydroxyethyl) -6, 6-dimethyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
3—éyclopropy1-6,6-dimethy1-1—phenyl—1,5,6,7-tetrahydro-4H—
indazol-4-one; '

3-cyclopropyl-6, 6-dimethyl-1-(2-pyridinyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-(6—chloro-3-pyridazinyl)-3—cyclopropyl—6!6—dimethyl—
1,5,6,7-tetrahydro-4H-indazol-4-one;

3-cyclopropyl-1- (3-methoxyphenyl)-6, 6-dimethyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-(3-chlorophenyl)~3-cyclopropyl-6, 6~-dimethyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
3-cyclopropyl-1-{4-isopropylphenyl) ~6, 6-dimethyl-1,5,6,7-
tetrahydro-4H~-indazol-4-one;
3~cyclopropyl-1-(4-iodophenyl)- 6,6-dimethyl-1l,5,6,7-
tetrahydro-4H-indazol-4-one;
3-isopropyl-1,6,6~-trimethyl-1,5,6,7-tetrahydro-4H~-indazol-
4-one;

1- (2~-hydroxyethyl)-3-isopropyl-6, 6~dimethyl-1,5,6, 7~
tetrahydro-4H-indazol-4-one;

3-isopropyl-6, 6-dimethyl-l1-phenyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

3-isopropyl-6, 6-dimethyl-1-(2-pyridinyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-(6-chloro-3-pyridazinyl)-3-isopropyl-6, 6-dimethyl-~
1,5,6,7-tetrahydro-4H-indazol-4-one;
3-isopropyl-1-(3-methoxyphenyl) -6, 6~-dimethyl-1,5,6,7~
tetrahydro-4H-indazol-4-one;

1-(3-chlorophenyl) -3-isopropyl-6, 6-dimethyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
3-isopropyl-1-(4-isopropylphenyl) -6, 6-dimethyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;



10

15

20

25

30

35

WO 00/69846 PCT/EP00/04208
' -69-

1-(4-iodophenyl) -3-isopropyl-6, 6-dimethyl1-1,5,6,7-
tetrahydro-4H-indazol-4-one;

1,6, 6-trimethyl-3-propyl-1,5,6,7-tetrahydro-4H-indazol-4-
one;

1-(2-hydroxyethyl) -6, 6-dimethyl-3-propyl-1,5,6,7~
tetrahydro~4H-indazol-4-one;
6,G—dimethyl-l—phenyl-3-propyl-l,5,5,7—tetrahydro-4H~
indazol-4-one;
6,6-dimethyl-3-propyl-1-{2-pyridinyl)-~-1,5, 6, 7-tetrahydro-~
4H-indazol-4~one
1—(6—chloro-3—pyridazinyl)-6,6-dimethyl-3—propyl—l,5,6,7—
tetrahydro-4H-indazol-4-one;

1- {3-methoxyphenyl) -6, 6~dimethyl-3-propyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-(3—chloropheny1)—6,6—dimethyl—3-propyl-1,5;6,7—
tetrahyvdro-4H-indazol~4-~one;

1- (4-isopropylphenyl) -6, 6~dimethyl-3-propyl-1,5,6,7-
tetrahydro-4H-indazol-~4-one;

1-(4-iodophenyl}-6, 6-dimethyl-3-propyl-1,5,6,7-tetrahydro-
4H-indazol-4-one;

1,6,6-trimethyl-3-tertbuty-1-1,5,6, 7-tetrahydro-4H-
indazol-4-one;
1-{2-hydroxyethyl) -6, 6-dimethyl-3-tertbutyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
6,6-dimethyl-1-phenyl-3-tertbutyl-1,5,6,7-tetrahydro-4H-
indazol-4-one;

6, 6-dimethyl-1-(2-pyridinyl)-3-tertbutyl-~1,5,6,7~
tetrahydro-4H-indazol-4-one;
1-(6-chloro-3-pyridazinyl) -6, 6~dimethyl-3-tertbutyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

1~ (3-methoxyphenyl)}-6, 6-dimethyl-3-tertbutyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

1~ {3-chlorophenyl) -6, 6—-dimethyl-3-tertbutyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

1- (4-isopropylphenyl) -6, 6-dimethyl-3-tertbutyl-1-1,5,6,7-
tetrahydro-4H-indazol-4-one;
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1-(4-iodophenyl) -6, 6-dimethyl-3~tertbutyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
3-isobutyl-1,6,6-trimethyl-1,5,6,7-tetrahydro-4H-indazol-
4-one;

1-{2-hydroxyethyl)-3-isobutyl-6, 6-dimethyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;

3-isobutyl-6, 6~-dimethyl-1-phenyl-1,5,6,7-tetrahydro-4H-
indazol-4-one; '
3-isobutyl-6, 6-dimethyl-1-(2-pyridinyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1—(6-chloro-3-pyridazinyl)-3—isobutyl-6,G-Qimethyl—
1,5,6,7-tetrahydro-4H-indazol-4-one;

3-isobutyl-1- (3-methoxyphenyl) -6, 6-dimethyl-1,5,6,7-
tetrahydro~-4H-indazol-4-one;

1- (3-chlorophenyl)-3-isobutyl-6, 6-dimethyl-1,5,6,7-
tetrahydro-4H-indazol-4~one;
3-isobutyl-1-(4-isopropylphenyl)-6, 6-dimethyl-1-1,5,6,7~
tetrahydro-4H-indazol-4-one;

1-(4~-iodophenyl) -3-isobutyl-6, 6-dimethyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1,6,6-trimethyl-3-(2,4,4-trimethylpentyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-(2-hydroxyethyl) -6, 6-dimethyl-3~(2,4,4-trimethylpentyl) -
1,5,6,7-tetrahydro-4H~indazol-4-one;

6, 6-dimethyl-1-phenyl-3-(2,4,4-trimethylpentyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;

6, 6-dimethyl-3~-(2,4,4-trimethylpentyl)-1-(2-pyridinyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;

- (6-chloro-3-pyridazinyl)-6, 6-dimethyl-3-(2,4, 4~
trimethylpentyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

1- (3-methoxyphenyl) -6, 6-dimethyl-3~(2,4,4-
trimethylpentyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
1-({3-chlorophenyl)}-6, 6-dimethyl-3-(2,4,4-trimethylpentyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;
1-(4-isopropylphenyl) -6, 6-dimethyl-3-(2,4, 4~
trimethylpentyl)-1-1,5,6,7-tetrahydro-4H-indazol-4-one;
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1-(4-iodophenyl) -6, 6-dimethyl-3-(2, 4, 4-trimethylpentyl} -
1,5,6,7-tetrahydro~4H~-indazol-4-one;
3-cyclopropyl-1- (2-hydroxyethyl)-5, 6-
dihydrocyclopenta[clpyrazol-4 (1H) ~one;
3-{2-furyl)-1-(2-hydroxyethyl)-5, 6~
dihydrocyclopenta[c¢]lpyrazol-4 (1H) ~one;
3-(isoxazol-5-yl)-1-(2-hydroxyethyl) -5, 6-
dihydrocyclopenta[c)pyrazol-4 {1H) -one;
3-phenyl-1- (2-hydroxyethyl)-5, 6-
dihydrocyclopenta[clpyrazol-4(1H)-one;
3-{thien-2-yl})-1-(2-hydroxyethyl) -5, 6-
dihydrocyclopentalclpyrazol-4 (1H) -one;
3-benzyl-1-~(2-hydroxyethyl)-5, 6-
dihydrocyclopenta[clpyrazol-4 {1H) -one;
3~-({2-fluorophenyl)-1- (2~-hydroxyethyl}-5, 6~
dihydrocyclopentalclpyrazol-4 (1H)-one;
3-(2-thienylmethyl)-1-{2-hydroxyethyl)-5, 6~
dihydrocyclopenta [c]pyrazol-4 (1K) -one;
3-(2-cyclopentylethyl)-1-(2-hydroxyethyl)-5, 6~
dihydrocyclopenta{clpyrazol-4{1H) -one;
3-(3-methoxyphenyl) -1-{2-hydroxyethyl) -5, 6-
dihydrocyclopentalc]lpyrazol-4(1H) -one;
3-phenoxymethyl-1-2- (hydroxyethyl) -5, 6-
dihydrocyclopenta[c]pyrazol-4 (1H) -one;
3-{pyrid-4-yl)-1-(2-hydroxyethyl)-5, 6-
dihydrocyclopenta{c]pyrazol-4(1H)-one;
3-(trans-2-phenyl-cycloprop-1-yl}-1-2- (hydroxyethyl)-5,6-
dihydrocyclopenta{clpyrazol-4(1H)-one;

3~ {4~dimethylaminophenyl)-1- (2-hydroxyethyl) -5, 6-
dihydrocyclopentalclpyrazocl-4{1H)-one;
3-(guinoxal-2-yl)-1-{2-hydroxyethyl)~5, 6-
dihydrocyclopenta[clpyrazol-4 (1H)-one;

3-({2, 6-dimethoxyphenyl)-1-({2-hydroxyethyl)-5,6-
dihydrocyclopentaclpyrazol-4 {1H) -one;
3-~cyclopropyll- (2-~cyanocethyl) -5, 6~
dihydrocyclopenta[clpyrazol-4 {1H) ~one;
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3-(2-furyl)- 1-(2~-cyanocethyl)-5,6-
dihydrocyclopental[clpyrazol-4(1H)-one;
3-(isoxazol-5-yl)-1-(2-cyanoethyl) -5, 6~
dihydrocyclopenta[c]pyrazol-4(1H)-one;
3-phenyl-1-(2-cyanoethyl))-5, 6-
dihydrocyclopentaiclpyrazol-4(1H)-one;
3-(thien-2-yl)-1-{2-cyanoethyl)-5, 6~
dihydrocyclopenta[clpyrazol-4 (1H) -one;
3-benzyl-1-(2~cyanoethyl) -5, 6-dihydrocyclopenta(c]lpyrazol-
4 (1H) -one;

3-(2~-fluorophenyl)-1-(2-cyanocethyl)-5, 6~
dihydrocyclopentalclpyrazol-4(1H) -one;
3-(2-thienylmethyl)-1-(2-cyanoethyl) -5, 6-
dihydrocyclopentalc]pyrazol-4(1H) -one;
3-(2~-cyclopentylethyl)-1-{2-cyanoethyl) -5, 6-
dihydrocyclopenta{clpyrazol-4(1H) -one;

3- (3-methoxyphenyl) -1-(2-cyanoethyl) -5, 6-
dihydrocyclopentalclpyrazol-4(1H)-one;
3-phenoxymethyl-1-{2-cyanoethyl)-5, 6-
dihydrocyclopenta[clpyrazol-4{1H) -one;
3-(pyrid-4-yl)-1-(2-cyanoethyl)-5, 6-
dihydrocyclopentalclpyrazol-4(1H)-one;
3-(trans-2-phenyl-cycloprop-1-yl}-1-(2-cyanoethyl)-5, 6-
dihydrocyclopenta[clpyrazol-4 (1H)-one;
3-(4-dimethylaminophenyl) -1-(2-cyanoethyl) -5, 6-
dihydrocyclopenta[clpyrazol-4(1H)-one;
3-{quinoxal-2-yl}-1- (2-cyancethyl)-5, 6-
dihydrocyclopenta[c]pyrazol-4(1H)-one;

3-(2, 6-dimethoxyphenyl)-1-(2-cyanoethyl)-5,6-
dihydrocyclopentalc)pyrazol-4 {1H) -one;
3-cyclopropyll-7,7-dimethyl-(2,2,2-trifluoroethyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;
7,7-dimethyl-3~(2~-furyl)- 1-(2,2,2-trifluoroethyl)-
1,5,6,7-tetrahydro-4H~indazol-4-one;
7,7-dimethyl-3- (isoxazol-5-yl)-1-(2,2,2-trifluoroethyl) -
1,5,6,7~tetrahydro-4H~-indazol-4-~-one;
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7,7-dimethyl-3-phenyl-1-(2, 2, 2-trifluorocethyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;
7,7-dimethyl-3-(thien-2-yl)-1~{(2,2,2~trifluorcethyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;
3-benzyl-7,7-dimethyl-1-(2,2,2-trifluoroethyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;
7,7—dimethyl—3—(2—f1uorophenyl)-1—(2,2,2—trifluoroethy1)-
1,5,6,7-tetrahydro-4H-indazol-4-one;
7,7-dimethyl-3-{2-thienylmethyl)-1-{2,2,2-trifluoroethyl)~
1,5,6,7~-tetrahydro-4H-indazol-4-one;
3-(2-cyclopentylethyl)-7,7-dimethyl-1-(2,2, 2~
trifluoroethyl)-1,5,6,7-tetrahydro-4H—indaéol-4-one;
7,7-dimethyl-3~ (3-methoxyphenyl)-1-(2,2,2-trifluoroethyl)~
1,5,6,7-tetrahydro-4H~indazol-4-one;
7.,7-~dimethyl-3~-phenoxymethyl-1-(2,2,2-trifluoroethyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;

7,7~dimethyl-3- (pyrid-4-y1)-1-(2,2,2-trifluoroethyl)}-
1,5,6,7-tetrahydro-4H-indazol-4-one;

7,7~dimethyl-3- (trans-2-phenyl-cycloprop-1-yl)-1-{2,2,2-
trifiluoroethyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
7,7~-dimethyl-3- (4-dimethylaminophenyl)-1-(2,2,2~
trifluoroethyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
7,7-dimethyl-3- (quinoxal~2-yl)-1-(2,2,2-trifluoroethyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;

7,7-dimethyl-3-(2, 6-dimethoxyphenyl)-1-(2,2,2-
trifluoroethyl})-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
3-cyclopropyll-5,5-dimethyl-{2,2,2-trifluoroethyl}-
1,5,6,7-tetrahydro-4H-indazol-4-one;
5,5-dimethyl-3-(2~furyl)- 1-{2,2,2-trifluoroethyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;
5,5-dimethyl-3-{isoxazol-5-y1)-1-{2,2,2-trifluoroethyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;
5,5-dimethyl-3-phenyl-1-{2,2,2-trifluoroethyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;
5,5-dimethyl-3-(thien-2-yl)-1-(2,2,2~trifluoroethyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;
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3-benzyl-5,5-dimethyl-1-(2,2,2~-trifluoroethyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;

5,5-dimethyl -3~ (2-£fluorophenyl)-1-(2,2,2~-trifluoroethyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;
5,5-dimethyl-3-(2-thienylmethyl)~1-(2,2,2-trifluorocethyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;
3-(2-cyclopentylethyl) -5, 5-dimethyl-1-(2,2,2-
trifluoroethyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
5,5-dimethyl-3-(3-methoxyphenyl)-1-(2,2,2-trifluoroethyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;
5,5~dimethyl-3-phenoxymethyl-1-(2,2,2-trifluorcethyl) -
1,5, 6,7-tetrahydro-4H-indazol-4-one; '
5,5-dimethyl-3- (pyrid-4-y1)-1-(2,2,2-trifluoroethyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;

5,5-dimethyl-3~ (trans-2-phenyl-cycloprop-l-yl})-1-(2,2,2-
trifluoroethyl)-1,5, 6,7-tetrahydro-4H-indazol-4-one;
5,5-dimethyl-3- (4-dimethylaminophenyl)-1-(2,2,2-
trifluoroethyl)-1,5, 6,7-tetrahydro-4H-indazol-4-one;
5,5~-dimethyl-3-(quinoxal-2-yl)-1-(2,2,2-trifluorocethyl) -
1,5,6,7-tetrahydro-4H~-indazol~-4-one; ]
5,5~dimethyl-3- (2, 6-dimethoxyphenyl)-1-(2,2,2-
trifluorocethyl)}-1,5,6,7-tetrahydro-4H-indazol-4-one;
1-(3—chloropyridazin—6-yl)—3-cyclopropyll-7,7-dimethyl—
1,5,6,7-tetrahydro-4H-indazol-4-one;
1-{(3-chloropyridazin-6-yl)-7,7-dimethyl-3-(2-furyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-6-yl)-7,7-dimethyl-3- (isoxazol-5-yl)-
1,5,6,7-tetrahydro-4H-indazol~-4-one;
1-(3-chloropyridazin-6-yl)-7,7-dimethyl-3-phenyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-6-yl)-7,7-dimethyl~-3-(thien-2-yl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;
3-benzyl-1-(3-chloropyridazin-6-yl)-7,7-dimethyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-6-yl)-7,7-dimethyl-3- (2~
fluorophenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
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1-{3~chloxopyridazin-6-yl)-7,7-dimethyl-3-(2~
thienylmethyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
1-{3~-chloropyridazin-6-yl)-3-{2-cyclopentylethyl}-7,7~
dimethyl-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

5 1-(3-chloropyridazin-6-yl)-7,7-dimethyl-3-(3-
methoxyphenyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
1-{3-chloropyridazin-6-y1) -7, 7-dimethyl-3-phenoxymethyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-6-yl)-7,7-dimethyl-3- (pyrid-4-yl)}-

i0 1,5,6,7-tetrahydro-4H-indazol-4-one;
1—(3—chloropyridazin-6—yl)—7,7—dimethy1—3—ftrans—z-phenyl—
cycloprop-1-y1}-1,5,6, 7-tetrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-6-yl) -7, 7-dimethyl-3-({4-
dimethylaminophenyl)-1,5, 6, 7-tetrahydro~-4H-indazol-4one;

15 1-{3-chloropyridazin-6-yl)-7,7-dimethyl-3-{quinoxal-2-yl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;
1-{3-chloropyridazin-6-yl)-7, 7-dimethyl-3-(2,6-
dimethoxyphenyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
1-{3~chloropyridazin-6-yl)-3-cyclopropyll-5,5-dimethyl-

20 1,5,6,7-tetrahydro-4H-indazol-4-one;
1-(3~-chloropyridazin~6-yl)-5,5-dimethyl-3-{2-furyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-6-yl)-5,5-dimethyl-3- (isoxazol-5-yl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;

25 1-({3~chloropyridazin-6-yl)-5,5-dimethyl-3-phenyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-6-yl)}-5,5-dimethyl-3-{thien-2-yl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;
3-benzyl-1-(3-chloropyridazin-6-yl}-5,5-dimethyl-1,5,6,7-

30 tetrahydro-4H-indazol-4-one;
1~ (3-chloropyridazin-6-yl}-5,5-dimethyl-3~(2-
fluorophenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-6-yl)-5,5-dimethyl-3-(2-
thienylmethyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

35 1-{3-chloropyridazin-6-y1)}-3-(2-cyclopentylethyl)-5,5-
dimethyl-1,5, 6, 7-tetrahydrs-4H-indazol-4-one;
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1-(3-chloropyridazin-6-yl)}=5,5-dimethyl~3-(3- - T
methoxyphenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

1- (3~chloropyridazin-6-yl}-5,5-dimethyl- 3-phenoxymethyl- S
1,5,6,7-tetrahydro-4H-indazol-4-one;
1-{3-chloropyridazin-6-yl)-5,5- dlmethyl 3- (pyrzd-4—y1)—
1,5,6,7-tetrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-6-yl)-5,5-dimethyl-3-(trans-2-phenyl-
cycloprop-1-yl)-1,5, 6, 7-tetrahydro-4H-indazol~4-one; :
1-(3-chloropyridazin-6yl)-5,5-dimethyl-3~ (4~ -
dimethylaminophenyl)-1,5, 6, 7-tetrahydro-4H-indazol- -4-one;

1- (3-chloropyridazin-6-yl)-5,5-dimethyl-3~ (qulnoxal -2-yl)-
1,5,6,7-tetrahydro- -4H-indazol-4-one;
1-(3-chloropyridazin-6-yl)}-5,5~dimethyl-3-(2,6- o
dimethoxyphenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one; o
1- {benzothiazol-2-yl)- 7-¢yano-3-cyclopropyll-6, 6=
dimethyl-1,5,6,7-tetrahydro-4H-indazol-4-one; : -
1- {(benzothiazol-2-yl)~-7-cyano-6, 6- dlmethyl 3 (2- furyl)-:
1,5,6,7-tetrahydro-4H-indazol-4-~one; - _
1-(benzothiazol-2-yl)-7~cyano-6, 6- -dimethyl-3-{isoxazol- 5-
yl)-1,5,6,7- tetrahydro-4H-1ndazol -4-one;
1-(benzothiazol-2-yl)~7-cyano-6, 6- dlmethyl 3-phenyl—
1,5,6,7-tetrahydro-4H-indazol-4-one; —
1-(benzothiazol-2-yl)-7-cyanc-6, 6-dimethyl-3-(thien-2-yl)-
1,5,6,7-tetrahydro-4H-indazol-4-one; -

1- (benzothiazol-2-yl)-3-benzyl-7-cyano-6, 6- dlmethyl-
1,5,6,7~tetrahydro-4H-indazol-4-one;

1- (benzothiazol-2-yl)-7-cyano-6, 6-dimethyl-3- (2- -
fluorophenyl)-1,5,6,7-tetrahydro-4H-indazol-4-one; -
1—(benzothiazol-z-yl)-7-cyano-6,6-dimethyi-34(2-
thienylmethyl)-1,5,6,7-tetrahydro-4HE-indazol-4-one;

1- (benzothiazol-2yl)-7-cyano-3- (2-cyclopentylethyl) -6, 6-
dimethyl-1,5,6,7-tetrahydro-4H-indazol-4-one; T
1- (benzothiazol-2-yl)-7-cyano-6, 6-dimethyl-3- (3=
methoxyphenyl)-l,s,6,7—tet:ahydra-4H-indazol-é-one;

1- (benzothiazol-2-yl)-7-cyano-6, 6-dimethyl-3-
phenoxymethyl—l,s,6,7-tetrahydro-4H-indazdi—4-one;
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1-(benzothiazol-2-yl}-7-cyano-6, 6-dimethyl-3- (pyrid-4-yl)-
1,5,6,7-tetrahydro-4H-indazol-4~one;

1- (benzothiazol-2-yl}-7-cyano-6, 6-dimethyl-3- (trans-2-
phenyl-cycloprop-1-yl}-1,5, 6, 7-tetrahydro-4H-indazol-4-
one;

1- (benzothiazol-2-yl)-7-cyano-6, 6-dimethyl-3-{(4-
diﬁethylaminophenyl)-1,5,6,7-tetrahydro-4H—indazol—4—one;
1-{benzothiazol-2-yl}-7~cyano-6, 6-dimethyl-3- (gquinoxal-2-~
yl)-1,5,6,7-tetrahydro-4H-indazol~4-one;

1- (benzothiazol-2-yl)-7-cyano-6, 6~dimethyl-3-(2, 6-
dimethoxyphenyl)—1,5,6,7-tetrahydro-4H-ind§zol-4—one;

1- {benzothiazol-2-yl)- 5-cyano-3-cyclopropyll-6, 6-
dimethyl-1,5,6,7-tetrahydro-4H-indazol-4-one;

1- {benzothiazol-2-yl)- 5-cyano-6,6-dimethyl-3-(2-furyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;
1-(benzothiazol-2-yl)- 5-cyano-6, 6-dimethyl-3- (isoxazol-5-
v1l}-1,5,6,7-tetrahydro-4H-indazol-4-one;

1- (benzothiazol-2-yl)- 5-cyano-6, 6-dimethyl-3-phenyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;
1-{benzothiazol~2-yl}- 5-cyano-6,6-dimethyl-3-(thien-2-
yl)}-1,5,6,7-tetrahydro-4H-indazol-4-one;

1- (benzothiazol-2~yl)-3-benzyl- 5-cyano-6,6-dimethyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

1- (benzothiazol-2-yl)- 5-cyano-6,6-dimethyl-3-(2-
fluorophenyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;

1- {benzothiazol-2-yl}- 5-cyano-6, 6-dimethyl-3-(2-
thienylmethyl})-1,5,6,7-tetrahydro-4H-indazol-4-one;
1-{benzothiazol-2yl)~5-cyano-3~{2-cyclopentylethyl}-6, 6~
dimethyl-1,5,6,7-tetrahydro-4H~indazol-4-one;

1- (benzothiazol-2-yl}-5-cyano-6, 6-dimethyl-3-(3-
methoxyphenyl}-1,5,6,7-tetrahydro-4H-indazol-4-one;
1-{benzothiazol-2-yl)-5-cyano-6, 6-dimethyl-3-
phenoxymethyl-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

1- (benzothiazol-2-yl)-5-cyano-6, 6—-dimethyl-3- (pyrid-4-yl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;
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1- (benzothiazol-2-yl)-5-cyano-6, 6-dimethyl-3-(trans-2-~
phenyl—gycloprop—l—yl)—1,5,6,7—tetrahydro-4H—indazol-4¥

one;

1- (benzothiazol-2-yl)-5-cyano-6, 6-dimethyl-3-(4-
dimethylaminophenyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
1-{benzothiazol-2-yl)-5-cyano-6, 6-dimethyl-3-(qgquinoxal-2-
y1)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
1-(benzothiazol-2-yl)-5-cyanc-6, 6-dimethyl-3-(2, 6-
dimethoxyphenyl}-1,5,6,7~-tetrahydro-4H-indazol-4-one;
7-cyano-3-cyclopropyll-6, 6-dimethyl-1-(4-isopropylphenyl) ~
1,5,6,7-tetrahydro-4H-indazol-4-one; .

7-cyano-6, 6-dimethyl-3-(2-furyl)- 1-(4-isopropylphenyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;

7-cyano-6, 6-dimethyl-1-(4-isopropylphenyl)-3-(isoxazol-5~
vl)-1,5,6,7-tetrahydro-4H-indazol-4-one;

7-cyano-6, 6-dimethyl-1-(4-isopropylphenyl) -3-phenyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

7—cyano-6 6-dimethyl-1-(4- 1sopropy1phenyl) -3-({thien-2-yl)-
1,5,6,7-tetrahydro-4H-indazol-4-one; ' :
3-benzyl-7-cyano-6, 6-dimethyl-1- (4-isopropylphenyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;

7-cyano-6, 6-dimethyl-3- (2-fluorophenyl) -1-(4-
isoﬁropylphenyl)—l,s,6,7—tetrahydro—4H—indazol—4-one;
7-cyano-6, 6-dimethyl-1-(4-isopropylphenyl)-3-(2-
thienylmethyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
7-cyano-3- (2-cyclopentylethyl) -6, 6-dimethyl-1-{4-
isopropylphenyl)-1,5,6,7-tetrahydro-4H-indazol-4one;
7-cyano-6, 6-dimethyl-1- (4-isopropylphenyl)-3-(3-
methoxyphenyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
7-cyano-6, 6-dimethyl-1-(4-isopropylphenyl)-3-
phenoxymethyl-1,5,6, 7-tetrahydro-4H-indazol-4-one;

7-cyano-6, 6-dimethyl-1-(4-isopropylphenyl)-3-(pyrid-4-yl)-

1,5,6,7-tetrahydro-4H~indazol-4-one;
7-cyano-6, 6-dimethyl-1-(4-isopropylphenyl)-3-(trans-2-

rhenyl-cycloprop-1-yl)
one;

-1,5,6,7-tetrahydro-4H-indazol-4-
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7-cyano-6, 6-dimethyl-3~{4-dimethylaminophenyl}-1- (4~
isopropylphenyl}-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
7-cyano-6, 6-dimethyl-1-{4-isopropylphenyl}-3-{(quinoxal-2-
vl)-1,5,6,7-tetrahydro-4H-indazol-4-one;

7-cyano-6, 6-dimethyl-3- {2, 6-dimethoxyphenyl)-1-(4-
isopropylphenyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
5-cyano-3-cyclopropyll-6, 6-dimethyl-~1-(4-isopropylphenyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;

5-~cyano-6, 6-dimethyl-3-(2-furyl)-1- (4-isopropylphenyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;

5-cyano-6, 6~dimethyl-1-{4-isopropylphenyl)~3-~({isoxazol-5-
yl)-1,5,6,7-tetrahydro-4H-indazol-4-one; .

5-cyano-6, 6-dimethyl-1-(4-isopropylphenyl)-3-phenyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

5-cyano-6, 6-dimethyl-1-(4-isopropylphenyl)-3- (thien-2-yl)-
1,5,6,7-tetrahydro~4H-indazol-4-one;

3-benzyl- 5-cyano-6,6-dimethyl-1-(4-isopropylphenyl})-
1,5,6,7-tetrahydro-4H-indazcl-4-one;

5-cyano-6, 6-dimethyl-3-(2~fluorophenyl) -1- (4~
isopropylphenyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
S-cyano-6, 6~dimethyl-1- (4-isopropylphenyl)-3-{(2-
thienylmethyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
5-cyano-3- (2-cyclopentylethyl) -6, 6-dimethyl-1- (4-
isopropylphenyl)-1,5,6,7-tetrahydro-4H-indazol-4one;
5-cyano-6, 6-dimethyl-1- (4-isopropylphenyl)-3-(3-
methoxyphenyl)-1,5, 6, 7-tetrahydro-4H-indazol~4-one;
5-cyano-6, 6-dimethyl~1-(4-isopropylphenyl)-3-~
phenoxymethyl-1,5, 6, 7-tetrahydro~4B-indazol-4-one;
5-cyano-6, 6-dimethyl-1-{4-isopropylphenyl}-3-(pyrid-4-yl}-
1,5,6,7-tetrahydro-4H-indazol-4-one;

5~cyano-6, 6-dimethyl-1-{4-isopropylphenyl)-3-{trans~-2-
phenyl-cycloprop-1-yl)-1,5, 6, 7-tetrahydro-4H-indazol-4-
one;

5~cyano-6, 6-dimethyl-3-{4-dimethylaminophenyl)~1-{4-
isopropylphenyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
5-cyano-6, 6-dimethyl-1-(4-isopropylphenyl)-3- (quinoxal-2-
vl)-1,5,6,7-tetrahydro-4B-indazol-4-one;
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5-cyano-6, 6-dimethyl-3-(2, 6~dimethoxyphenyl)-1-(4-
isopropylphenyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
3-cyclopropyll-l-(4-iodophenyl)-8-methyl-
1,5,5a,6,7,8,9,%a~octahydro-4H-pyrazolo{4, 3—h]1soqn1nolln—
4-one;
3-(2-furyl)-1-(4-iodophenyl)-8-methyl-1,5,5a,6,7,8,92,%a-
ocEahydro-4H—py:azolo[4,3-h]isoquinolin-4—one;
1-(4-iodophenyl) -3~ (isoxazol-5-yl)-8-methyl-
1,5,5a,6,7,8,9,%9a-octahydro-4H-pyrazolo{4, 3-hlisoquinolin-~
4-one; '
1—(4-iodopheny1)-8-methy1—3—phenyl-l.5,5a,§,7,8,9,9a—
octahydro-4H-pyrazolo[4,3-h]lisoquinolin-4-one;

1- (4-iodophenyl)-8-methyl-3- (thien-2-yl)-
1,5,5%a,6,7,8,9,9%a-octahydro-4H-pyrazolo(4, 3-hllsoqu1nolln—
4-one;
3-benzyl-1-(4~iodophenyl)-8-methyl-1,5,5a,6,7,8,9,9%9a-
octahydro-4H-pyvrazolo(4,3-h]lisoquinolin-4-one;

3~ (2-fluorophenyl)-1- (4-iodophenyl)-8-methyl-
1,5,5a,6,7,8,9,9%9a-octahydro-4H-pyrazolo(4, 3-hlisoquinolin-
4-one;

1-(4-iodophenyl)-8-methyl-3-(2-thienylmethyl) -
1,5,5a,6,7,8,9,9a~octahydro-4H-pyrazolo4, 3-hlisoquinolin-
4-one; '
3-(2-cyclopentylethyl) -1~ (4-iodophenyl) -8-methyl-
1,5,5%a,6,7,8,9,%a-octahydro~4H-pyrazolo(4,3-hlisoquinolin-
4-one;

1- (4-iodophenyl)-3- (3-methoxyphenyl)-8-methyl-~
1,5,5a,6,7,8,9,9a-octahydro-4H-pyrazolo{4,3-hlisoquinolin-
4-one;

1-(4-iodophenyl)-8-methyl-3-phenoxymethyl-
1,5,5a,6,7,8,9,%9a-octahydro-4H-pyrazolo(4,3-h]lisoquinolin-
4-one;

1-(4-iodophenyl)-8-methyl-3- (pyrid-4-yl)-
1,5,5a,6,7,8,9,9a-octahydro-4H-pyrazolo([4,3-h]isoquinolin-
4-one;
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1- (4-iodophenyl)-8-methyl-3-(trans-2-phenyl-cycloprop-1-
v1)-1,5,5a,6,7,8,9,9a-octahydro-4H-pyrazolof4, 3-
hlisoquinolin-4-one;
3-{4-dimethylaminophenyl)-1-{4-iodophenyl)-8-methyl-
1,5,5a,6,7,8,9,9a-octahydro-4H-pyrazolol4,3-h]lisoguinolin~
4-one;

1- (4-iodophenyl) -8-methyl-3- {quinoxal-2-y1}-
1,5,5a,6,7,8,9,9a-octahydro-4H-pyrazolo[4, 3-h] isoquinolin-
4-one;

3-(2, 6-dimethoxyphenyl) -1- {4-iodophenyl}-8-methyl-
1,5,5a,6,7,8;9,9a-octahydro-4H-pyrazolo[4,§—h]isoquinolin—
4-one;
3-cyclopropyl-1-(4-iodophenyl)-6-methyl-1,4a,5,6,7,8,8a,9~
octahydro-4H-pyrazolo{3, 4-gliscoquinolin-4-one;
3-(2~furyl)-1-(4-iodophenyl)~-6-methyl-1,4a,5,6,7,8,8a, 5-
octahydro-4H-pyrazolo[3,4-glisoquinolin-4one;
1-{4-iodophenyl)-3-(isoxazol-5-yl)~-6-methyl-
1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazoloi3,4-glisoquinolin-
4-one;

1-(4-iodophenyl) -6-methyl-3-phenyl-1,4a,5,6,7,8,8a,9-
octahydro-4H-pyrazolo[3, 4~g]isoquinolin-4-one;

1- (4-iodophenyl)-6-methyl-3- (thien-2-yl}-
1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolo(3,4-g]isoquinolin-
4-one;

3-benzyl-1-(4-iodophenyl) -6-methyl-1,4a,5,6,7,8,8a,9-
octahydro-4H-pyrazolo{3, 4-glisoquinolin-4-one;
3-(2-fluorophenyl)-1- (4-iodophenyl) -6-methyl-
1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolo[3, 4-glisoquinolin-
4-one;

1-(4-iodophenyl)-6~-methyl-3- (2-thienylmethyl) -
1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolo[3,4-g]isoquinolin-
4-one;

3-{2-cyclopentylethyl)-1-{4-iodophenyl)-6-methyl-
1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolo[3,4~glisoquinolin-
4-one;
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1-(4-iodophenyl)-3- (3-methoxyphenyl) -6-methyl-
1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolo[3,4-glisoquinolin-
4-one;

1- (4-iodophenyl) -6-methyl-3-phenoxymethyl -
1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolo[3,4-glisoquinolin-
4-one;

1- (4-iodophenyl) -6-methyl-3- (pyrid-4-yl)-
1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolo|[3,4-glisoquinolin-
4-one;

1- (4-iodophenyl) -6-methyl-3-(trans-2-phenyl-cycloprop-1-
yl)-1,4a,5,6,7,8,8a,9—octahydro-4H-pyrazolq[3,4-
glisoquinolin-4-one;
3-(4-dimethylaminophenyl) -1- (4-iodophenyl) -6-methyl-
1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolo{3,4-glisoquinolin-
4-one;

1-(4~-iodophenyl) -6-methyl-3-(quinoxal-2-yl)-
i,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolo{3, 4-glisoquinolin~
4-one; '

3-(2, 6-dimethoxyphenyl)-1-(4-iodophenyl) -6-methyl -~
1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolo[3,4-glisoquinolin-
4-one;
1-({7-chloro-quinolin-4-yl)-3-cyclepropyl-indeno(l, 2~
clpyrazol-4(1H)-one;
1-{7-chloro-quinolin-4-yl)-3-{2-furyl)- indenoll,2-
clpyrazol-4(1H) -one;
1-(7-chloro-quinolin-4-yl)-3-(isoxazol-5~yl)-indeno[1,2-
clpyrazol-4 (1H)-one;
1-(7-chloro-quinolin-4-yl)-3-phenyl-indeno(l,2-c]lpyrazol-
4 {1H) -one;
1-(7-chloro~-quinolin-4-yl) -3~ (thien-2-yl)-indenoll, 2-
clpyrazol-4 (1H) ~one;
3-benzyl-1-(7-chloro-quinolin-4-yl)-indenol[l, 2-c]pyrazol-
4 (1H) -one;
1-(7-chloro-quinolin-4-yl})-3-(2-fluorophenyl)-indeno{l, 2~
clpvrazol-4{1H)-one;
1-(7-chloro-quinolin-4-yl)-3-(2-thienylmethyl)-indeno(1, 2-
clpyrazol-4(1H) -one;
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1-(7-chloro-quinolin-4-yl)-3-(2-cyclopentylethyl) -
indeno(1l,2-c]pyrazol-4{1H) -one;
1-{7-chloro-quinolin-4-yl)-3-{3-methoxyphenyl)-indeno[l,2-
clpyrazol-4{1B)-one;

5 1-(7-chloro-quinolin-4-yl)-3-phenoxymethyl-indeno[l,2-
clpyrazol~-4(1H) -one
1- (7-chloro-quinolin-4-yl)-3- (pyrid-4-yl) -indeno[1, 2-
clpyrazol-4{1H)-one;
1-(7-chloro-quinolin-4-yl)-3- {trans-2-phenyl-cycloprop-1-

10 yl)-indeno{l,2-clpyrazol-4(1H)-one;
1—(7—chloro-quinolin-4-yl)-3-(4—dimethylam@nophenyl)—
indeno{l, 2-clpyrazol-4{1H}-one;
1-{7-chloro-quinolin-4-yl)-3~{quinoxal-2-yl)-indeno[1l, 2~
clpyrazol-4{1H)-one

15 and
1-(7-chloro-gquinolin-4-yl)-3-(2, 6~dimethoxyphenyl) ~
indeno[l,2-clpyrazol-4(1H)-one.
3-cyclopropyl-1-{2-hydroxyethyl) -5, 6-
dihydrocyclopentalclpyrazol-4{1H)-one;

20 3~-(2-furyl)-1l-(2-hydroxyethyl)-5,6-
dihydrocyclopentalc]lpyrazol-4 (1H) -one;
3-(isoxazol-5-yl)-1-(2-hydroxyethyl)-5,6-
dihydrocyclopentaiclpyrazol-4(1H)-one;
3-phenyl-1-(2-hydroxyethyl)-5, 6~

25 dihydrocyclopentalc]pyrazol-4 (1H)-one;
3-{thien-2-yl}-1-(2-hydroxyethyl})-5,6-
dihydrocyclopentalclpyrazol-4(1H)-one;
3-benzyl-1-(2-hydroxyethyl)-5,6-
dihydrocyclopental{clpyrazol-4{(1H)-one;

30 3-{2-~fluorophenyl}-1-{(2-hydroxyethyl)-5, 6-
dihydrocyclopentalclpyrazol-4{1H)-one;
3-(2-thienylmethyl)-1-{2-hydroxyethyl)-5, 6~
dihydrocyclopenta[c]lpyrazol-4 (1H)-one;
3-{2-cyclopentylethyl) -1~ {2-hydroxyethyl) -5, 6-

35 dihydrocyclopentalc]lpyrazol-4{1H)-one;

3- (3-methoxyphenyl)-1-{2-hydroxyethyl) -5, 6-
dihydrocyclopenta[clpyrazol-4 (1H)-one;
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3-phenoxymethyl-1-2- (hydroxyethyl) -5, 6-
dihydrocyclopentalclpyrazol-4 (1H)-one;
3-({pyrid-4-yl)-1-(2-hydroxyethyl)-5, 6~
dihydrocyclopentalc]lpyrazol-4 (1H) -one;
3-(trans-2-phenyl-cycloprop-1l-yl)-1-2- (hydroxyethyl)-5, 6~
dihydrocyclopentalc]pyrazol-4(1H) -one;

3- (4-dimethylaminophenyl) -1~ (2-hydroxyethyl) -5, 6-
dihydrocyclopenta[clpyrazol-4 (1H) -one;
3-{quinoxal-2-yl)-1-(2-hydroxyethyl)-5, 6~
dihydrocyclopenta[c]lpyrazol-4 (1H) -one;

3-(2, 6~dimethoxyphenyl)-1- (2-hydroxyethyl) -5, 6-
dihydrocyclopenta(c]pyrazol-4 (1H)-one; ‘
3-cyclopropyll-(2-cyanocethyl) -5, 6-
dihydrocyclopentalclpyrazol-4 (1H) -one;
3-{2-furyl)- 1-(2-cyanoethyl)-5,6-
dihydrocyclopentalclpyrazol-4(1H) -one;
3-({isoxazol-5-yl)-1-(2-cyancethyl)-5, 6~
dihydrocyclopentalc]lpyrazol-4 (1H)-one;
3-phenyl-1-(2-cyanoethyl))-5, 6-
dihydrocyclopentalclpyrazol-4 (1H) -one;
3-(thien-2-yl)-1-(2-cyanoethyl)-5, 6~
dihydrocyclopental[c]lpyrazol-4(1H)-one;
3-benzyl-1-(2-cyanocethyl) -5, 6-dihydrocyclopentalclpyrazol-
4 (1H) -one; |
3-(2-fluorophenyl)-1-(2-cyanoethyl}~5,6~
dihydrocyclopenta{c]lpyrazol-4(1H)-one;
3-(2-thienylmethyl)-1-({2-cyanoethyl)-5, 6~
dihydrocyclopenta[clpyrazol-4 (1H)-one;
3-(2~cyclopentylethyl)-1-(2-cyanoethyl)-5,6-
dihydrocyclopentalc]lpyrazol-4 (1K) -one;

3- (3-methoxyphenyl)~1-{2-cyanoethyl)-5, 6-
dihydrocyclopentalclpyrazol-4(1H) -one;
3-phenoxymethyl-1-(2-cyanoethyl) -5, 6-
dihydrocyclopenta[clpyrazol-4(1H)~one;
3-(pyrid-4-yl)-1-(2-cyanoethyl)-~5,6-
dihydrocyclopental[clpyrazol-4 (1H)-one;
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3-{trans-2-phenyl-cycloprop-1-vl)-1-{2-cyanoethyl)-5, 6-
dihydrocyclopentalclpyrazol-4(1H) -one;
3- (4-dimethylaminophenyl)~1- (2-cyanoethyl) -5, 6-
dihydrocyclopentafc]pyrazol-4 (1H) -one;

5 3-(quinoxal-2-yl)-1-(2-cyanoethyl)}-5,6-
dihydrocyclopenta(clpyrazol-4 (1H)-one;
3- (2, 6-dimethoxyphenyl)-1-{2-cyanoethyl) -5, 6-
dihydrocyclopenta[clpyrazol-4 (1H) -one;
3-cyclopropyll-7,7-dimethyl- (2,2, 2-trifluoroethyl) -

10 1,5,6,7-tetrahydro-4H-indazol-4-one;
7,7-dimethyl-3-(2-furyl)- 1-(2,2,2-trifluoroethyl) -

1,5, 6, 7-tetrahydro-4E-indazol-4-one; '
7,7-dimethyl-3- (isoxazol-5-y1)-1-(2,2,2-trifluorcethyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;

15 7,7-dimethyl-3-phenyl-1-(2,2,2-trifluoroethyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;
7,7-dimethyl-3- (thien-2-yl)-1-1{2,2,2~trifluoroethyl} -~
1,5,6,7-tetrahydro-4H-indazol-4-one;
3-benzyl-7,7-dimethyl-1-(2,2,2-trifluoroethyl)-1,5,6,7-

20 tetrahydro-4H-indazol-4-one;
7,7-dimethyl-3-(2-fluorophenyl)-1-{2,2,2-trifluoroethyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;
7,7-dimethyl-3-(z-thienylmethyl)—l—(z,2,2—trifiuoroethyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one; '

25 3-{2-cyclopentylethyl)-7,7-dimethyl-1-(2,2,2-
trifluoroethyl}-1,5,6,7-tetrahydro-4H-indazol-4-one;
7,7-dimethyl-3-{3-methoxyphenyl)}-1-(2,2,2-trifluoroethyl)~
1,5,6,7-tetrahydro-4H-indazol-4-one;
7,7-dimethyl-3-phenoxymethyl-1-{2,2,2-trifluorocethyl) -

3¢ 1,5,6,7-tetrahydro-4H-indazol-4-one;
7,7-dimethyl-3-(pyrid-4-yl)-1-(2,2,2-trifluoroethyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;

7, 7-dimethyl-3- (trans-2-phenyl-cycloprop-1-yl)-1-(2,2,2-
trifluoroethyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;

35 7,7-dimethyl-3-(4-dimethylaminophenyl}-1-(2,2,2-
trifluoroethyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
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7,7-dimethyl-3-{quinoxal-2-yl)-1-(2, 2, 2-trifluoroethyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;

7,7-dimethyl-3-(2, 6-dimethoxyphenyl}-1-(2,2, 2-
trifluoroethyl)-1,5,6,7-tetrahydro-4H-indazol~-4~-one;
3-cyclopropyll-5,5-dimethyl-(2,2,2-trifluoroethyl) -
1,5,6,7-tetrahydro-4H~-indazol-4-one;

5,5-dimethyl-3~ (2-furyl)~ 1-(2,2,2-trifluoroethyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;
5,5-dimethyl-3-(isoxazol-5-yl)-1-(2,2,2-trifluorcethyl} -
1,5,6,7-tetrahydro-4H-indazol-4-one;
5,5-dimethyl-3-phenyl-1-(2,2,2-trifluoroethyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one; .
5,5-dimethyl-3-(thien-2-yl)-1-(2,2,2-trifluoroethyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;
3-benzyl-5,5-dimethyl-1-{2,2,2-trifluorcethyl)-1,5,6,7-
tetrahydro-4H-indazol-4-one;

5,5-dimethyl-3- (2-£fluorophenyl)-1-{2,2,2-trifluorcethyl) -
1,5,6,7-tetrahydro~-4H-indazol-4-one;

5,5~-dimethyl-3- (2~thienylmethyl)-1-(2,2,2-trifluorocethyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;
3-(2-cyclopentylethyl)-5,5-dimethyl-1-{2,2,2-
trifluoroethyl)-1,5, 6,7-tetrahydro-4H-indazol-4-one;
5,5-dimethy1-3-(3-methoxypheny1)—1—(2,2,2—trifluo:oethyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one; |
5,5-dimethyl-3-phenoxymethyl-1-(2,2,2-trifluoroethyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;

5,5-dimethyl-3- (pyrid-4-yl)-1-(2,2,2~-trifluoroethyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;

5,5~dimethyl-3- (trans~-2-phenyl-cycloprop-1-y1l)-1-(2, 2,2~
trifluoroethyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
5,5-dimethyl-3-{4-dimethylaminophenyl)-1-(2,2,2-
trifluoroethyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
5,5-dimethyl-3- (quinoxal-2-vy1)-1-(2,2,2-trifluorocethyl) -
1,5,6,7-tetrahydro-4H~indazol-4-one;
5,5-dimethyl-3- (2, 6-dimethoxyphenyl)-1-(2,2,2-
trifluoroethyl)-1,5,6,7-tetrahydro-4H~-indazol-4-one;
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1-(3-chloropyridazin-6-yl)-3-cyclopropyll-7, 7-dimethyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;
1-{3-chloropyridazin-6-yl) -7, 7-dimethyl-3-(2-furyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-6-yl)-7,7-dimethyl-3-~ (isoxazol-5-yl}-
1,5,6,7-tetrahydro-4H-indazol-4-one;
1—(3—chloropyridazin-6-y1)-7,7—dimethyl—3-pheny1-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-6-yl)-7,7-dimethyl-3-{thien-2-yl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;
3-benzyl-1-{3-chloropyridazin-6-yl)-7,7-dimethyl-1,5,6,7-
tetrahydro-4H-indazol-4-one; .
1-(3-chloropyridazin-6-yl)-7,7-dimethyl-3-(2-
fluorophenyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
1-{3-chloropyridazin-~-6-yl}-7,7-dimethyl-3-(2-
thienylmethyl)~1,5,6,7-tetrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-~6-yl) -3-(2-cyclopentylethyl)-7,7~
dimethyl-1, 5,6, 7-tetrahydro-4H-indazol-4-one;
1-{3-chloropyridazin-6-yl)-7,7-dimethyl-3-(3-
methoxyphenyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
1-{3-chloropyridazin-6-yl)}-7,7-dimethyl-3-phenoxymethyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-6-yl) -7, 7-dimethyl-3- (pyrid-4-yl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;
1-{3-chloropyridazin-6-yl)-7,7-dimethyl-3- (trans-2-phenyl-
cycloprop-1-y1)-1,5,86,7-tetrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-6-yl)-7,7-dimethyl-3-{4-
dimethylaminophenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4one;
1-{3-chloropyridazin-6~yl)-7,7-dimethyl-3-{quinoxal-2-yl})-
1,5,6,7-tetrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-6-yl)-7,7-dimethyl-3-({2, 6~
dimethoxyphenyl)-1,5, 6, 7-tettrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-6-yl)-3-cyclopropyll-5,5-dimethyl-
1,5,6,7~tetrahydro-4BE-indazol~4-one;
1-(3-chloropyridazin-6-yl)-5,5-dimethyl-3~(2-furyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;
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1- (3-chloropyridazin-6-yl)-5, 5-dimethyl-3- (isoxazol-5-yl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-6-y1)-5,5-dimethyl-3-phenyl-1,5,6,7-
tetrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-6-yl)-5,5-dimethyl-3-(thien-2-yl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;
3-benzyl-1-(3-chloropyridazin-6-yl)-5,5-dimethyl-1,5,6,7~
tetrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-6-yl)-5,5-dimethyl-3-(2-
fluorophenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-6-yl)-5,5-dimethyl-3-(2-
thienylmethyl)—l,s,6,7—tetrahydro-4H—indaz61—4—one;

1~ (3-chloropyridazin-6-yl}-3-(2-cyclopentylethyl)-5,5-
dimethyl-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-6-yl)-5,5-dimethyl-3-(3-
methoxyphenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-6-yl)-5,5-dimethyl-3-phenoxymethyl-
1,5,6,7-tetrahydro-4H~-indazol-4-one;
1-(3-chloropyridazin-6-yl)-5,5-dimethyl-3- (pyrid-4-yl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;
1-({3-chloropyridazin-6-yl)-5,5-dimethyl-3-{trans-2-phenyl-~
cycloprop-1-yl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

1—{3—chloropyridazin—6yl)-5,5—dimethy173-(4—

dimethylaminophenyl)—l,5,6;7—tetrahydrol4H—indazol-4-one{
1-({3-chloropyridazin-6-y1)-5,5-dimethyl-3- (quinoxal-2-yl) -~
1,5,6,7-tetrahydro-4H-indazol-4-one;
1-(3-chloropyridazin-6-yl)-5,5-dimethyl-3~(2,6-
dimethoxyphenyl)-1,5,6, 7-tetrahydro-4H-indazol-4-one;
1-(benzothiazol-2-yl)- 7-cyano-3-cyclopropyll-6,6-
dimethyl-1,5,6,7-tetrahydro-4H-indazol-4-one;

1- (benzothiazol-2-yl)-7-cyano-6, 6-dimethyl-3-(2-furyl)-
1,5,6,7-tetrahydro-4H-indazol-4~one;

1- (benzothiazol-2-yl)-7-cyano-6, 6-dimethyl-3-(isoxazol-5-
vl)-1,5,6,7-tetrahydro-4H~-indazol-4-one;
1-(benzothiazol-2-yl)~7-cyano~6, 6~dimethyl-3-phenyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;
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1-{(benzothiazol-2-yl}-7~cyano-6, 6-dimethyl-3-{thien-2-y1l)-
1,5,6,7-tetrahydro-4H-indazol-4~-one;

1- (benzothiazol-2-yl)~-3-benzyl-7-cyano-6, 6-dimethyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

1- (benzothiazol-2-yl}-7-cyano-6, 6-dimethyl-3-(2-
fluorophenyl)-1,5,6,7-tetrahydro-4H-indazol~4-one;

1- (benzothiazol-2-yl)-7-cyano-6, 6-dimethyl-3- (2~
thienylmethyl)-1,5,6,7-tetrahydro-4H-indazol~4-one;

1- (benzothiazol-2yl)-7-cyano-3-(2-cyclopentylethyl)-6, 6~
dimethyl-1,5, 6,7-tetrahydro-4H-indazol-4-one;

1- (benzothiazol-2-yl)-7-cyano-6, 6-dimethyl-3-(3-
methoxyphenyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
1-({benzothiazol-2-yl)-7-cyano-6, 6-dimethyl-3-
phenoxymethyl-1,5,6, 7-tetrahydro-4H-indazol-4-one;
1-{benzothiazol-2-yl)}-7-cyano-6, 6-dimethyl-3- (pyrid-4-yl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;

1- (benzothiazol-2-yl)-7-cyano-6, 6-dimethyl-3-(trans-2-
phenyl-cycloprop-1-yl)-1,5,6, 7-tetrahydro-4H-indazol-4-
one;

1-{benzothiazol-2-yl)-7-cyano-6,6-dimethyl-3-(4-
dimethylaminophenyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
1-(benzothiazol-2-yl)-7-cyano-6, 6-dimethyl-3- (quinoxal-2-
y1)-1,5,6,7-tetrahydro-4H-indazol-4-one;

1- (benzothiazol-2-yl)-7-cyano-6, 6-dimethyl-3-(2, 6-
dimethoxyphenyl)-1,5, 6, 7-tetrahydro-4H~indazol-4-one;
1-(benzothiazol-2-yl)~ 5-cyano-3-cyclopropyll-6,6-
dimethyl-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
1-{benzothiazol-2-yl)- 5-cyano-6,6-dimethyl-3-(2-furyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;

1- (benzothiazol-2-yl)- 5-cyano-6, 6-dimethyl-3- (isoxazol-5-
yl)-1,5,6,7-tetrahydro-4H~-indazol-4-one;

1- {benzothiazol-2-yl)- 5-cyano-6, 6-dimethyl-3-phenyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

1- (benzothiazol-2-yl)- 5-cyano-6,6-dimethyl-3-{thien-2-
yl)-1,5,6,7-tetrahydro-4H-indazol~4-one;

1- (benzothiazol-2-yl)~3~benzyl- 5-cyano-6, 6-dimethyl-
1,5,6,7—tetrahydro—4H—indazol-4—one:
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1- (benzothiazol-2-yl)~ 5-c¢yano-6, 6~dimethyl-3-(2-
fluorophenyl)-1,5, 6, 7-tetrahydro-4H~-indazol-4-one;

1- (benzothiazol-2-yl) - 5-cyano-6, 6-dimethyl-3- (2-
thienylmethyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;

1- (benzothiazol-2yl)-~-5~cyano-3-(2-cyclopentylethyl) -6, 6-
dimethyl-1,5, 6, 7-tetrahydro~4H-indazol-4-one;

1- (benzothiazol-2~yl)-5-cyano-6, 6-dimethyl-3-(3-
methoxyphenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
1-{(benzothiazol-2-yl)-5-cyano-6,6-dimethyl-3-
phenoxymethyl-1,5, 6, 7-tetrahydro-4H~-indazol-4-one;
1—(benzothiazol-2-yl)-5-cyano-6.6-dimethy1734(pyrid-4-yl)-
1,5,6,7-tetrahydro-4H-indazol-~4-one;

1- (benzothiazol-2-yl)-5-cyano~-6, 6-dimethyl-3- (trans-2-
phenyl-cycloprop-1-yl1l)-1,5, 6, 7-tetrahydro-4H-indazol~4-
one;

1- (benzothiazol-2-yl)-5-cyano-6, 6-dimethyl-3-(4-
dimethylaminophenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
1- (benzothiazol-2-yl)~5-cyano-6, 6-dimethyl-3- (quinoxal-2-
v1l)-1,5,6,7-tetrahydro-4H-indazol-4-one;

1- (benzothiazol-2-yl)-5-cyano-6, 6-dimethyl-3-(2, 6-
dimethoxyphenyl)-1,5,6,7~-tetrahydro-4H-indazol~4-one;
7-cyano-3-cyclopropyll-6, 6-dimethyl-1- (4-isopropylphenyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one; '
7-cyano-6.6—dimethy1-3-(2-furyl)—'1—(4—isopfopylphenyl)—
1,5,6,7-tetrahydro-4H-indazol-4-one;

7-cyano-6, 6-dimethyl-1-(4-isopropylphenyl)-3-({isoxazol-5-
yvl)-1,5,6,7-tetrahydro-4H-indazol-4~one;

7-cyano-6, 6-dimethyl-1- (4-isopropylphenyl)~3-phenyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

7-cyano-6, 6-dimethyl-~1-(4-isopropylphenyl)-3-(thien-2-yl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;
3-benzyl-7-cyano-6,6-dimethyl-1-(4-isopropylphenyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;

7-cyano-6, 6-dimethyl-3- (2-fluorophenyl)-1-(4-
isopropylphenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
7-cyano-6, 6-dimethyl-1-(4-isopropylphenyl)-3-(2-
thienylmethyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
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7-cyano-3-{2-cyclopentylethyl) -6, 6~dimethyl-1~(4-
isopropylphenyl}~1,5,6, 7-tetrahydro-4H-indazol-4one;
7-cyano-6, 6-dimethyl-1- (4-isopropylphenyl)-3-(3-
methoxyphenyl)-1,5,6, 7-tetrahydro-4H-indazol-4-one;
7-cyano-6, 6-dimethyl-1-(4-isopropylphenyl)-3-
phenoxymethyl-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
7-cyano-6, 6-dimethyl-1- (4-isopropylphenyl)-3- (pyrid-4-yl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;

7-cyano-6, 6-dimethyl-1- (4-isopropylphenyl)-3-(trans-2-
phenyl-cycloprop-1-yl1l}-1,5,6, 7-tetrahydro-4H-indazol-4-
one; ‘

7T-cyano-6, 6-dimethyl-3- (4-dimethylaminophenyl)-1-~{4-
isopropylphenyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
7-cyano-6, 6-dimethyl-1- {4-isopropylphenyl)-3- (quinoxal-2-
yv1l)-1,5,6,7-tetrahydro-4H-indazol-4-one;

7-cyano-6, 6-dimethyl-3- (2, 6-dimethoxyphenyl)-1- (4~
isopropylphenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
5~cyano-3-cyclopropyll-6, 6-dimethyl-1-~{4-isopropylphenyl)} -
1,5,6,7-tetrahydro-4H-indazol-4-one;

5-cyano-6, 6-dimethyl-3-(2~furyl)-1- (4-isopropylphenyl) -
1,5,6,7-tetrahydro-4H-indazol-4-one;

5-cyano-6, 6-dimethyl-1-{4-isopropylphenyl) -3~ {isoxazol-5-
vi)-1,5,6,7-tetrahydro-4H-indazol-4-one;

5-cyano-6, 6-dimethyl-1-(4-isopropylphenyl)-3-phenyl-
1,5,6,7-tetrahydro-4H-indazol-4-one;

5-cyano-6, 6-dimethyl-1-{4-isopropylphenyl)-3-(thien-2-yl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;

3-benzyl~ 5-cyano-6,6-dimethyl-1-{4-isopropylphenyl)-
1,5,6,7-tetrahydro-4H-indazol-4-one;

5-cyano-6, 6-dimethyl-3- (2-fluorophenyl)-1- (4~
isopropylphenyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
5~cyano-6, 6-dimethyl-1-{4-isopropylphenyl)-3-(2-
thienylmethyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
5-cyano-3- {2-cyclopentylethyl}-6, 6-dimethyl-1-(4-
isopropylphenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4one;
5-cyano-6, 6-dimethyl-1- {4-isopropylphenyl)-3-(3-
methoxyphenyl)-1,5, 6, 7-tetrahydro-4H-indazol-4-one;
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5-cyano-6, 6-dimethyl-1- (4-isopropylphenyl) -3~
phenoxymethyl-1,5, 6, 7-tetrahydro~4B-indazol-4-one;
5-cyano—6.6-dimethyl-l-(4-isopropy1pheny1)—3-(pyrid-4—yl)-
1,5,6,7-tetrahydro~4H-indazol-4-one;

5-cyano-6, 6-dimethyl-1- (4-isopropylphenyl)-3- (trans-2-
phenyl-cycloprop-1-yl)-1,5, 6, 7-tetrahydro-4H-indazol-4-
one; '

5~-cyano-6, 6~-dimethyl-3- (4-dimethylaminophenyl)-1-(4-
isopropylphenyl)-1,5,6,7-tetrahydro-4H-indazol-4-one;
5-cyano-6, 6-dimethyl-1- (4-isopropylphenyl) -3- (quinoxal-2-
y1l)-1,5,6,7-tetrahydro-4H-indazol-4-one;

5-~cyano-6, 6-dimethyl-3-(2, 6-dimethoxyphenyl)-1-(4-
isopropylphenyl)-1,5,6, 7-tetrahydro-4H-indazol-4-one;
3-cyclopropyll-1-{4-iodophenyl)-8-methyl-

1,5,5a,6,7,8,9,% a-octahydro-4H-pyrazolo(4, 3-h]lisoquinolin-
4-one;
3-(2-furyl)-1-(4-iodophenyl)-8-methyl-1,5,5a,6,7,8,9,%a-
octahydro-4H-pyrazolo[4, 3-h]isoquinolin-4-one;
1-{4-iocdophenyl)-3- (isoxazol-5-yl)-8-methyl~
1,5,5a,6,7,8,9,9a-octahydro-4H-pyrazolo[4,3-h]isoquinolin-
4-one;

1- (4-iodophenyl) -8-methyl-3-phenyl-1,5,5a,6,7,8,9, 9a-
octahydro-4H-pyrazoloeo{4,3-hlisoguinolin-~4-one;

1- (4-iodophenyl)-8-methyl-3- (thien-2-y1)-
1,5,5a,6,7,8,9,%9a-octahydro-4H~pyrazolof4,3-hlisoquinolin-
4-one;
3~-benzyl-1-(4-iodophenyl)~-8-methyl-1,5,5a,6,7,8,9,%9a-
octahydro-4H-pyrazolo[4, 3-h]lisoquinolin-4-one;
3-(2-fluorophenyl)-1- (4-iodophenyl)-8-methyl-
1,5,5a,6,7,8,9,9a~-octahydro~-4H~pyrazolo[4,3-h]lisoquinolin-
4-one;

1- (4-iodophenyl) -8-methyl-3- (2-thienylmethyl)-
1,5,5a,6,7,8,9,9a—octahydro—4H—pyrazolo[4,3-h]isoquinolin—
4-one;

3~ {2~-cyclopentylethyl) -1~ (4-iodophenyl) -8-methyl-
1,5,5a,6,7,8, 92, %a-octahydro-4H-pyrazolo[4,3-hlisoquinolin-
4-one;
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1- (4-iodophenyl)-3-(3-methoxyphenyl)-8-methyl-
1,5,5a,6,7,8,9,9a-octahydro-4H-pyrazolo[4,3-h]lisoquinolin-
4-one;

1- (4-iodophenyl)-8-methyl-3-phenoxymethyl-
1,5,5a,6,7,8,9,9%a-octahydro-4H-pyrazolo{4,3-hlisoquinolin-
4-one;

1~ (4-iodophenyl)-8-methyl-3-{pyrid-4-yl)-
1,5,5a,6,7,8,9,9a-octahydro-4H-pyrazolo[4,3-h]isoquinolin-
4-one;
1-{4-iodophenyl)-8-methyl-3-{trans-2-phenyl-cycloprop-1-
yl)-l,S,Sa,6,7,8,9,Qa-octahydro-4H-pyrazo;o[4,3—
hlisoquinolin-4-one;

3-{4-dimethylaminophenyl)-1- {4-iodophenyl)-8~methyl-
1,5,5a,6,7,8,9,%9a-octahydro-4H-pyrazolo[4,3-hlisoquinolin-
4-one;

1-(4-iodophenyl)-8-methyl-3- (quinoxal-2-yl)-
1,5,5a,6,7,8,9,9a-octahydro-4H-pyrazolo{4, 3-h]lisoquinolin-
4-one;

3-(2, 6-dimethoxyphenyl}-1-(4-iodophenyl) -8-methyl-
1,5,5a,6,7,8,9,9a-octahydro-4H-pyrazolo[4,3-h]lisoquinolin-
4-one;
3-cyclopropyl-1-{4-iodophenyl)-6-methyl-1,4a,5,6,7,8,8a,9-
octahydro-4H-pyrazolo(3,4-glisoquinolin-4-one;
3-{2~furyl)-1-{4-iodophenyl)-6-methyl-1,4a,5,6,7,8,8a, 9~
octahydro-4H-pyrazolo[3,4-glisoquinolin-4one;
1-(4-iodophenyl)-3-{isoxazol-5-yl)-6-methyl-
1,4a,5,6,7,8,8a, 9-octahydro-4E-pyrazolo[3,4-glisoquinclin-
4-one;
1-{(4-iodophenyl)}-6-methyl-3-phenyl-1,4a,5,6,7,8,8a,9-
octahydro-4H-pyrazolo[3, 4-g]lisoquinolin-4-one;
1-(4-iodophenyl)-6-methyl~3-~({thien-2-yl}-
1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolo[3, 4-glisoquinolin-
4-one;
3-benzyl-1-{4-iodophenyl)-~6-methyl-1,4a,5,6,7,8,8a,9-
octahydro-4H-pyrazolo{3, 4-glisoquinolin-4-one;
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3-(2-fluorophenyl)-1-(4-iodophenyl)-6-methyl-
l,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolo(3, 4-glisoquinolin-
4-one;

1-(4-iodophenyl)-6-methyl-3-(2-thienylmethyl) -
1,4a,5,6,7,8,8a,9-octahydro~4H-pyrazolo[3, 4~-g]l isogquinolin-
4~-one;

3~ (2-cyclopentylethyl)-1- (4-iodophenyl) -6-methyl-
1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolo[3, 4-g] isoquinolin-
4-one;

1-(4-iodophenyl) -3~ (3-methoxyphenyl) -6-methyl-
1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolo(3,4-g]l isogquinolin-
4-one; ' '
1-(4-iodophenyl)-6-methyl-3-phenoxymethyl-
1,4a,5,6,7,8,8a,9-octahydro-4H~pyrazolo(3,4-gl]isoquinolin-
4-one;

1-(4-iodophenyl)-6-methyl-3- (pyrid-4-yl)-
1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolol[3, 4-g]isoquinolin-
4-one; . ’
1-(4-iodophenyl)-6-methyl-3~ (trans-2-phenyl-cycloprop-1-
yl)-1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolo[3, 4- '
glisoquinolin-4-one;
3-(4-dimethylaminophenyl)-1-(4-iodophenyl) -6-methyl-
1,4a,5,6,7,8,8a,9—0ctahydro-4H-py£azol§[3,4-g]isoquinolin- N
4-one; : |
1-(4-iodophenyl)~6-methyl-3-(quinoxal-2-yl)-
1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolof3,4-glisoquinolin-
4-one;

3-(2, 6-dimethoxyphenyl) -1- (4-iodophenyl)-6-methyl-
1,4a,5,6,7,8,8a,9-octahydro-4H-pyrazolo[3, 4-g]}isoquinolin-
4-one;
1-{7-chloro-quinolin-4-yl)-3-cyclopropyl-indeno[l, 2~
clpyrazol-4(1H) -one;
1-(7~chloro-quinolin-4-y1)-3-(2-furyl)- indenol1, 2-
clpyrazol-4 (1H) -one;
1-(7-chloro-quinolin-4-yl)-3-{isoxazol-5-yl)-indeno[1l, 2-
clpyrazol-4(1H) -one;
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1-(7-chloro-quinolin-4-yl)-3-phenyl-indeno[1l, 2-clpyrazol~
4 {1H) -one;
1-{7-chloro-quinolin-4-yl)-3-{thien-2-yl)-indeno{l, 2-
clpyrazol-4{1H)-one;

3-benzyl-1-(7- chloro—qulnolln— -yl)-indeno[l,2-clpyrazol-
4 (1H) -one;
1—(7—chloro—quinolin—4-yl)—3-(2-fluorophenyl)-indeno[l,z—
c)pyrazol-4{1H)-one; '
1-{7-chloro-quinolin-4-yl}-3-(2-thienylmethyl)-indeno(1,2-
clpyrazol-4(1H)-one;
1-(7-chloro-quinolin-4-yl)-3-(2-cyclopentylethyl)-
indenofl,2-c]lpyrazol-4(1H)-one;
1-{7-chloro-quinolin-4-yl)-3- (3-methoxyphenyl)-indeno(1, 2-
clpyrazol-4(1H)-one;
1-({7-chloro-quinolin-4-yl)-3-phenoxymethyl-indeno[1l,2-
clpyrazol-4 {1H)-one

1- (7-chloro-quinolin-4-yl)-3- (pyrid-4-yl)-indenol1, 2-
clpyrazol-4(1H)-one;

1- (7-chloro-quinolin-4-yl)-3- {trans-2-phenyl- cycloprop -1-
vl}-indeno{l,2-c]pyrazol-4(1H)-one;
1-(7-chloro-quinolin-4-~yl)-3-({4-dimethylaminophenyl) -
indeno[l,2-clpyrazol-4(1H)-one;
1-{7-chloro-quinolin-4-yl)-3-(quinoxal-2-yl)-indeno[1, 2~
clpyrazol-4(1H)-one

and

1-(7-chloro-quinolin-4-yl)-3-(2, 6-dimethoxyphenyl} -
indeno[l, 2-clpyrazol-4{1H)-one.

Example 4

Preparation of _7-bromo~-1i-(2-pyridyl)-3,6,6-trimethyl-4-
-4,5 7-tet o zole

A mixture of 1-(2-pyridyl)-3,6,6-trimethyl-4-oxo0-4,5,6,7-
tetrahydroindazeole (0.25 g, 0.98 mmol), prepared as
described in example 3, and N-bromosuccinimide (0.180 g,
0.98 mmol) in chloroform (6 ml) was stirred at 60°C for

about 4 hours and then washed with water. The organic
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phase was dried over sodium sulfate and evaporated to
dryness. The residue was chromatographed on silica gel
(cyclohexane:ethyl acetate=90:10). The title compound was
ocbtained as a colourless solid (0.28 g, 85%): m.p 160-
161°cC.

'H-NMR (DMSO-4’) 8 ppm: 8.59-7.42 (m, 4H, 2-Py); 6.39 (s,
1H, CH); 2.65 (d, 1H, CH-H); 2.41 (s, 3H, CH); 2.22 (4,
1H, CH-H); 1.3 (s, 3H, CHCCH); 1.09 (s, 3H, CHCCH).

Example 5

Preparat of 7-fluoro-i-(2-pyridyl)-3,6,6-trimethyl-4-
oxo-4,5,6,7-tetrahydroindazole.

A mixture of 7-bromo-l-(2-pyridyl)-3,6,6-trimethyl-4-oxo-
4,5,6,7-tetrahydroindazole (0.6 g, 1.8 mmol), prepared as
described in example 4, and silver fluoride (1 g, 1 mmol)
in acetonitrile (4.6 ml) and water (12 ml) was stirred at
80°C for about 8 hours and then poured through a bed of
silica gel. Dichloromethane (100 ml) was allowed to
percolate slowly through it. After evaporation of the
solvent, the residue was chromatographed on silica gel
{cyclohexane:ethyl acetate=80:10). The title compound was
obtained as a colourless solid (0.1 g, 22%): m.p. 115-
117°cC.

'H-NMR (DMSO-4d°) & ppm: 8.58-7.45 (m, 4H, 2-Py); 6.24 (4,
1H, CHF); 2.7 (4, 1H, CH-H); 2.42 (s, 3H, CH,); 2.22 (4,
1H, CH-H); 1.2 (s, 3H, CHCCH); 0.97 (s, 3H, CHCCH).

Example 6
Preparation of 7-me —l= (2= idyl)-3,6,6-trimethyl-4-

oxo-4,5,6,7-tetrahydroindazole.
A solution of 0.1N silver nitrate in methanol (12 ml, 1.2

mmol) was added to a solution of 7-bromo-1-(2-pyridyl)-
3,6,6-trimethyl-4-oxo0-4,5, 6, 7-tetrahydroindazole (0.2 g,

0.6 mmol), prepared as described in example 4, in acetone
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(12 ml)., After stirring for about 48 hours, 6 ml of a 0.1N
silver nitrate solution in methanol were added. The
reaction mixture was stirred for further 72 hours and then
filtered. The solvent was evaporated and the residue was
chromatographed on silica gel {cyclohexane:ethyl
acetate=90:10) to yield the title compound as a colourless
solid {0.044 g, 25%): m.p. 86-89°C.

'H-NMR (DMSO-d’) § ppm: 8.58-7.43 (m, 4H, 2-Py); 5.21 (s,
1H, CHOMe); 3.22 (s, 3H, OCH,); 2.63 (d, 1H, CH-H); 2.4
(s, 3H, CH,); 2.15 (4, 1H, CH-H); 1.18 (s, 3H, CHCCH,)):
0.92 (s, 3H, CHCCH,). '

By working in an analogous way and by using an aqueous
solution 0.1N of silver nitrate, the £following compound
can be obtained:

7-hydroxy-1-(2-pyridyl})-3,6, 6-trimethyl-4-oxo-4,5,6,7-
tetrahydroindazole

m.p. 126-128°C

'H-NMR (DMSO-d’) 8 ppm: 8.57-7.42 (m, 4H, 2-Py)}; 5.6 {4,
1H, OH); 5.1 (4, 1H, CHOH); 2.7 (4, 1H, CH-H); 2.4 (s, 3H,
CH,); 2.27 (4, 1H, CH-H); 1.05 (s, 3H, CHCCH,); 0.91 (s,
3H, CH,CCH,).

Example 7
Preparation of 7-(N,N-dimethylamipo)-l-(2-pyridyl)-3,6,6~
trimethyl-4-oxo-4,5,6, 'i;tétrahﬂroinda;ole hydrochleoride.

A mixture of 7-bromo-1-{2-pyridyl)-3,6,6-trimethyl-4-oxo-
4,5,6,7—tetrahydroihdézble {(0.25g, 0.75 mmol), prepared as
described in example 4, and 5.6 M dimethylamine in ethanol
(15 ml) in 3.5 ml of tetrahydrofurane was maintained at
room temperature. for about 12 days and then evaporated.
The residue was diluted with dichloromethane, washed with
water and brine, dried over sodium sulfate, evaporated and

chromatographed on silica gel {cyclohexane:ethyl
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acetate=90:10) to give a colourless oil (0.17 g, 0.57
mmol) which was dissolved in ether and treated with 1M HC1
(0.61 ml, 0.63 mmol) to yield the title compound as a
light yellow solid (0.12 g, 48%): m.p. 207-212°C.

Example 8

Preparation of 7-phenylthio-1- (2-pyridyl)-3,6,6~trimethyl-
4-ox0-4,5,6,7-tetrahydroindazole.

The solution of 7-bromo-1-(2-pyridyl)-3,6, 6-trimethyl-4-
oxo-4,5,6,7-tetrahydroindazole (0.6 g, 1.8 mmol), prepared
as described in example 4, and sodium thiophenate (0.3 g,
2.24 mmol) in dry N,N-dimethylformamide (10 ml) was
stirred at room temperature for about 5 hours and then
poured into brine and extracted with dichloromethane. The
combined organic layers were washed with brine, dried over
sodium sulfate end evaporated. The residue was
chromatographed on silica gel (cyclohexane:ethyl
acetate=30:10) to give 0.3 g (45% yield) of the title
compound as a colourless solid which crystallized on
standing.

‘H-NMR (DMSO-d°) & ppm: 8.33-7.4 (m, 4H, 2-Py); 7.12 (m,
5H, ph); 5.8 (s, 1H, CHSPh); 2.8 (4, 1H, CH-H); 2.4 (s,
3H, CH,); 2.1 (4, 1H, CH-H); 1.2 (s, 3H, CH,CCH,); 1.1 (s,
3H, CH,CCH,).

Example 9
Preparation of 7-phenylsulfonyl-1-(2-pyridy1)-3,6,6-
trimethyl-4-oxo-4,5,6, 7-tetrahydroindazole.

A solution of Oxone (2 g, 3.2 mmol) in 6 ml of water was

added dropwise to a solution of 7-phenylthio-1-(2-
pyridyl)-3,6,6-trimethyl-4-oxo-4,5,6,7-tetrahydroindazole
(0.24 g, 0.66 mmol), prepared as described in example 8, .
in methanol (6 ml), maintained under stirring at 0°C.

After the addition was complete, the reaction mixture was
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allowed to warm to room temperature and stirring was
continued for about 1.5 hours. Water was then added and
the mixture was extracted with dichloromethane. The
combined organic layers were washed with brine, dried over
5 sodium sulfate end evaporated. The residue was
chromatographed on silica gel {cyclohexane:ethyl
acetate=7:3), to yield the title compound as a colourless
solid (0.175 g, 61%): m.p. 165-166°C.
'H-NMR (DMSO-4d°) 8 ppm: 8.49-7.3 (m, SH, 2-Py and Ph); 6.22
10 (s, 1H, CHSOph); 3.3 (d, 1H, CH-H); 2.49 (s, 3H, CH));
2.25 (4, 1H, CH-H); 1.42 (s, 3H, CHCCH); 1.1 (s, 3H,
CH,CCH,) .

Example 10

15 Preparation of 4-(N- —immino) -1-(2-pyridyl)-3,6,6~
trimethyl-4,5,6,7-tetrahydroindazole.

A mixture of 1-(2-pyridyl)-3,6,6-trimethyl-4-oxo-4,5,6,7-
tetrahydroindazole (0.27 g, 1.06 mmol), prepared as
described in example 3, hydroxylamine hydrochloride (0.37

20 g, 5.29 mmol) and sodium acetate (0.43 g, 5.29 mmol) in
ethanol (20 ml) was heated under reflux for about 7 hours,
poured onto ice/water and then filtered. The title
compound was obtained after drying in vacuo as a
colourless solid (0.17 g, 60%): m.p. 198-199°C.

25 ‘H-NMR (DMSO-d°) § ppm: 10.7 (s, 1H, NOH); 8.41-7.3 (m, 4H,
2-Py); 3.05 (s, 2H, CH); 2.48 (s, 3H, CH); 2.38 (s, 2H,
CH,); 1.0 (s, 6H, gem CH)).

By working in an analogous way and by starting from 7-
bromo-1- (2-pyridyl})-3,6,6-trimethyl-4-oxo-4,5,6,7-

30 tetrahydroindazole, the following compound can be
obtained:
7-ethoxy-4- (N-hydroxy-imino) -1~ (2-pyridyl)-3,6,6-
trimethyl-4,5, 6, 7-tetrahydroindazole
m.p. 167-168°C
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'H-NMR (DMSO-&°) & ppm: 10.88 (s, 1H, NOH); 8.48-7.38 (m,
4H, 2-Py); 5.12 (s, 1H, CHOEt); 3.4 (m, 2H, OCHCH,)): 2.72
(d, 1H, CH-H); 2.4 (s, 3H, CH); 2.21 (d, 1H, CH-H); 1.19
(s, 3H, CHCCH); 0.88 (m, 3H, OCHCH); 0.8 (s, 3H,
CH,CCH,) .

Example 11
Pre ion of 7- -4~ (N~ - =1-(2- i =
3,.6,6-tximethyl-4,5,6,7-tetrahydroindazole.
A mixture of 7-bromo-l1l-(2-pyridyl)-3,6,6-trimethyl-4-oxo-
4,5,6,7-tetrahydro-indazole (0.3 g, 0.9 mrﬁol), prepared as
described in example 4, hydroxylamine hydrochloride (0.37
g, 4.5 mmol), and sodium acetate (0.44 g, 5.4 mmol) in
l,4-dioxane (50 ml) was heated under reflux for about 4
hours. Additional hydroxylamine hydrochloride (0.123 g,
1.6 eq) and sodium acetate (0.146 g, 2 eq) were added and
heating was continued for further 4 hours. The reaction
mixture was poured onto ice/water and extracted with
dichloromethane. The combined organic layers were washed
with brine, dried over sodium sulfate and evaporated. The
residue was chromatographed on silica gel
{cyclohexane:ethyl acetate=90:10) to give the title
compound as a colourless solid (0.14 g, 45%): m.p. 195-
196°cC. '
'H-NMR (DMSO-d°) & ppm: 11.2 (s, 1H, NOH); 8.5-7.35 (m, 4H,
2-Py); 6.38 (s, 1H, CH); 3.0 (4, 1H, CH-H); 2.4 (s, 3H,
CH,):; 2.15 (4, 1H, CH-H); 1.25 (s, 3H, CHCCH,); 1.1 (s,
3H, CH,CCH,).

Example 12
Preparation of 4-hydroxy-1-(2-pyridyl)-3,6,6-trimethyl-
4,5,6,7-tetrahydroindazole.
0.09 g (2.36 mol) of sodium borohydride were added
portionwise to the solution of 1-(2-pyridyl)-3,6,6-
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trimethyl-4-oxo-4,5,6,7-tetrahydroindazole (0.3 g, 1.18
mmol), prepared as described in example 3, in ethanol (15
ml) maintained under inert atmosphere and under magnetic
stirring at room temperature. After about 20 hours,
additional sodium borohydride (0.09 g) was added and the
reaction mixture was heated at about 50°C for about 8
hours. The solvent was evaporated and the residue was
diluted with water and extracted with dichloromethane. The
combined organic layers were dried over sodium sulfate and
evaporated to give a foam which was treated with
cyclohexane and filtered to yield the title compound as a
colourless solid (0.2 g, 66%): m.p. 125-126°C.

'H-NMR (DMSO-d’) & ppm: 8.4-7.2 (m, 9H, 2-Py); 4.78 (d, 1H,
OH}); 4.6 {m, 1H, CHOH); 2.9 (d, 1H, CHE-H); 2.81 (d, 1H CH-
HY; 2.22 (s, 3H, CH)J}; 1.75 (dd, 1H, S5-CH-H); 1.42 (44,
iH, 5-CH-H); 1.07 (s, 3H, CHCCH); 1.1 (s, 3H, CHCCH).

4,5,6,7-tetrahydroindazocle.
0.11 g (2.04 mmol) of 55% sodium hydride in oil were added
to a solution of 4-hydroxy-1-{2-pyridyl)-3,6,6-trimethyl-

4,5,6,7-tetrahydroindazole (0.35 g, 1.36 mmol), prepared
as described in example 12, in dry tetrahydrofuran (5 ml)
maintained under magnetic stirring and inhert atmosphere
at 0°C. After 5 minutes, 0.13 ml (2.04 mmol) of methyl
iodide were added, the reaction mixture was allowed to
warm to room temperature and after 3.5 hours further 0.13
ml of methyl iodide were added. Stirring was continued for
about 24 hours, additional sodium hydride (0.11 g) and
methyl iodide (0.13 ml) were added and after 2.5 hours the
solvent was evaporated. The residue was chromatographed on
silica gel (cyclohexane:ethyl acetate=90:10), to yield the



WO 00/69846 PCT/EP00/04208

10

15

20

25

30

-102-

title compound as a colourless solid (0.3 g, 82%): m.p.
66-68°C. '

‘H-NMR (DMSO-d’) 8§ ppm: 8.4-7.23 (m, 4H, 2-Py); 4.35 (dd4,
1H, CHOMe); 3.3 (s, 3H, OCH,); 2.9 (24, 2H, CH); 2.2 (s,

'3H, CH,); 1.8 (d4d, 1H, 5-CH-H); 1.58 (d4d, 1H, 5-CH-H); 1.2

(s, 3H, CHCCH); 0.92 (s, 3H, CHCCH,).

Example 14

" Preparation of 1-(3-aminophenyl)-3,6,6-txrimethyl-4-oxo-

5,5,6,7—tgt:&ﬂ;oi&zolg.
Stannous chloride dihydrate (0.94 g, 4.2 mmol) was added

to a solution of 1-(3-nitrophenyl)-3,6,6-trimethyl-4-oxo-
4,5,6,7-tetrahydroindazole (0.25 g, 0.84 mmol), prepared
as described in example 3, in ethanol (5 ml). The reaction
mixture was heated at 70°C for about 1 hour, cooled to
room temperature, poured onto ice, neutralized with 5%
sodium bicarbonate and extracted with dichloromethane. The
combined organic layers were washed with brine, dried over
sodium sulfate and evaporated. The residue was
chromatographed on silica gel {cyclohexane:ethyl

acetate=60:40) to give the title compound as a colourless

"solid (0.125 g, 60%): m.p. 131-132°C.

'H-NMR (DMSO-d°) 8 ppm: 7.1-6.6 (m, 3H, Ph); 5.4 (s, 2H,
NH,); 2.8 (s, 2H, CH)); 2.35 (s, 3H, CH); 2.3 (s, 2H, CH,);
1.0 (s, 6H, gem CH,).

Example 15

Preparation of 3,6,6-trimethyl-4-oxo-4,5,6,7-tetrahvdro-
1H-indazole.

A mixture of 2-acetyl-5,5-dimethyl-cyclohexane-1,3-dione
(2 g, 11.04 mmol), prepared as described in example 2, and
hydrazine hydrate (1.66 ml, 33.13 mmol) in ethanol (25 ml)
was stirred at room temperature for about 3 hours and then
the solvent was evaporated. The residue was dissolved in

dichloromethane, washed with water and brine, dried over
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sodium sulfate and evaporated. The title compound was
obtained after chromatography on silica gel
(dichloromethane:methanol=25:5) as a colourless solid (0.8
g, 45%): m.p. 103-104°C.

'H-NMR (DMSO-d°} 8§ ppm: 12.8 {(broad, 1H, NH); 2.6 (s, 2H,
CH,); 2.25 (s, 3H, CH); 2.0 (s, 2H, CH,); 1.0 (s, 6H, gem
CH,) .

Exanmple 16
Preparation of 1- carbonyl-3,6, 6-trimethyl-4-oxo-

4,5,6,7-tetrahvdroindazole.
A solution of trichloromethyl chloroformate (0.37 ml, 3.03

mmol) in 3 ml of dichloromethane was added dropwise to a

solution of 3,6,6-trimethyl-4-ox0-4,5,6,7-tetrahydro-1H-
indazole (0.4 g, 2.25 mmol), prepared as described in
example 15, and triethylamine (0.42 ml, 3.03 mmol)
maintained under magnetic stirring and inert atmosphere at
about -15°C. The reaction mixture was allowed to warm to
room temperature and stirring was continued for about 3.5
hours. A solution of 32% amonium hydroxide {10 ml) was
then added while cooling at -15°C. The mixture was kept at
room temperature for about 12 hours and the two layers
were separated; dichloromethane was washed with water and
brine, dried over sodium sulfate and evaporated. The
residue was chromatographed on silica gel
{cyclohexane:ethyl acetate=20:30), to yield the title
compound as a colourless solid (0.170 g, 36%): m.p. 173-
175°C.

'H-NMR (DMSO-d°) & ppm: 7.82 (broad, 2H, CONH,); 3.1 (s,
2H, CH,); 2.38 (s, 3H, CH); 2.3 (s, 2H, CH); 1.0 (s, 6H,
gem CH,) .
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_

T

1. A compound which is a 4,5,6,7-tetrahydroindazole

derivative of formula (I)

wherein:

the dotted line (x) represents a single or double bond;
nis 0 or 1;

R,

R

3

is hydrogen or a group selected from straight or
branched C,~C, alkyl, aminocarbonyl, mono- or di-
alkylaminocarbonyl with from 1 to 6 carbon atoms in
the alkyl chains, aryl or arylalkyl with from 1 to 6
carbon atoms within the alkyl chain, each of which
being optionally further substituted by one or more
groups selected from halogen atoms, amino, nitro,
cyano, hydroxy, C,-C, alkyl or C,-C, alkoxy groups;

is hydrogen or a group selected from straight or
branched C,-C, alkyl, C,-C,- cycloalkyl or
cycloalkylalkyl with from 1 to 6 carbon atoms within
the alkyl chain, aryl or arylalkyl with from 1 to 6
carbon atoms within the alkyl chain, each of which
being optionally further substituted by one or more
groups selected from halogens, cyano, straight or
branched C,-C, alkyl, straight or branched C,-C, alkoxy,
aryl, aryloxy, amino, alkylamino, dialkylamino with
from 1 to 6 carbon atoms within the alkyl chain;

is hydroxy or a straight or branched C,-C; alkoxy,
amino, mono- or di-alkylamino with from 1 to 6 carbon
atoms in the alkyl chains or, when (x) represents a
double bond, R, is an oxygen atom (=0), a sulphur atom
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(=S) or an imino group (=N-R,) wherein R, is hydrogen,
hydroxy or a C,-C, alkoxy group;

Ra and R‘a are, each independently, hydrogen or straight

or branched C,~-C, alkyl:

Rb and R’b are, each independently, hydrogen, halogen,

Rc

atom or a group selected from straight or branched C, -
C, alkyl, straight or branched C,-C, alkoxy, straight or
branched C,-C, alkyl'thio, cyano, hydroxy, amino, mono-
or di-alkylamino with from 1 to 6 carbon atoms in the
alkyl chains, arylthio, arylsulfinyl, arylsulfonyl,
wherein each of the above aryl and alkyl moieties are
optionally further substituted by one or more groups
selected from halogen atoms, amino, nitro, hydroxy,
C,-C, alkyl or C,-C, alkoxy groups;

and R'c, present when n is 1, each independently
represent hydrogen, straight or branched C,-C, alkyl or
cyano; or,

Ra and Rb together and/or Ra and Rc together form a N-

alkyl-piperydinyl ring with 1 to 6 carbon atoms in the
alkyl chain or a phenyl ring;

or a pharmaceutically acceptable salt thereof; for use as
a medicament.

2. The use of a compound which is a 4,5,6,7-

tetrahydroindazole derivative of formula (I}

wherein:

the dotted line (x) represents a single or double bond;
n is 0 or 1;

R,

is hydrogen or a group selected from straight or
branched C,-C, alkyl, aminocarbonyl, mono- or di-

-

N O
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alkylaminocarbonyl with frxrom 1 to 6 carbon atoms in
the alkyl chains, aryl or arylalkyl with from 1 to 6
carbon atoms within the alkyl chain, each of which
being optionally further substituted by one or more
groups selected from halogen atoms, amino, nitro,
cyano, hydroxy, C,-C, alkyl or C,-C, alkoxy groups;

is hydrogen or a group selected from straight or
branched C,-C, alkyl, C,~-C, cycloalkyl or
cycloalkylalkyl with from 1 to 6 carbon atoms within
the alkyl chain, aryl or arylalkyl with from 1 to 6
carbon atoms within the alkyl chaiq, each of which
being opticnally further substituted by one or more
groups selected from halogens, cyano, straight or
branched C-C, alkyl, straight or branched C,-C, alkoxy,
aryl, aryloxy, amino, alkylamino, dialkylamino with
from 1 to 6 carbon atoms within the alkyl chain;

is hydroxy or a straight or branched C,-C, alkoxy,
amino, mono- or di-alkylamino with from 1 to 6 carbon
atoms in the alkyl chains or, when (x) represents a
double bond, R, is an oxygen atom (=0), a sulphur atom
(=S) or an imino group (=N-R,) wherein R, is hydrogen,
hydroxy or a C,-C, alkoxy group;

and R’a are, each independently, hydrogen or straight
or branched C,-C, alkyl;

and R‘b are, each independently, hydrogen, halogen,
atom or a group selected from straight or branched C,-
C, alkyl., straight or branched C,-C, alkoxy, straight or
branched C,-C, alkylthio, cyano, hydréxy, amino, mono-
or di-alkylamino with from 1 to 6 carbon atoms in the
alkyl chains, arylthio, arylsulfinyl, arylsulfonyl,
wherein each of the above aryl and alkyl moieties are
optionally further substituted by one or more groups
selected from halogen atoms, amino, nitro, hydroxy,
C,-C, alkyl or C,-C, alkoxy groups;

and R’‘c, present when n is 1, each independently
represent hydrogen, straight or branched C,-C, alkyl or
cyano; or,

N O
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Ra and Rb together and/or Ra and Rc together form a N-
alkyl-piperydinyl ring with 1 to 6 carbon atoms in the
alkyl chain or a phenyl ring;

or a pharmaceutically acceptable salt thereof; in the

manufacture of a medicament for treating cell

proliferative disorders or Alzheimer’s disease.

3. Use according to claim 2 in the manufacture of a
medicament for treating tumors.

4. Use according to claim 3 wherein the medicament
for treating tumors enables either cell cycle inhibition
or cdk/cyclin kinase inhibition.

5. Use according to claim 2 in the manufacture of a
medicament for treating psoriasis or vascular smooth cell
proliferation.

6. A compound as claimed in claim 1, selected from:
7-bromo-1-{2-pyridyl)-3,6, 6-trimethyl-4-ox0-4,5,6,7-
tetrahydroindazole;
1-{2-pyridyl)-3,6,6-trimethyl-4-oxo-4,5,6,7-
tetrahydroindazole;
7-fluoro-1-{2-pyridyl)-3,6, 6-trimethyl-4-oxo0-4,5,6,7-
tetrahydroindazole;
7-methoxy-1- (2~-pyridyl)-3,6,6-trimethyl-4-ox0-4,5,6,7-
tetrahydroindazole;
7-hydroxy-1-{2-pyridyl)-3, 6, 6-trimethyl-4-oxo-4,5,6,7-
tetrahydroindazole;
7-{N,N-dimethylamino)-1-(2-pyridyl)-3,6, 6-trimethyl-4-oxo-
4,5,6,7-tetrahydroindazole;
7-phenylthio-1-(2-pyridyl)-3,6,6-trimethyl-4-oxo0-4,5,6,7-
tetrahydroindazole;
7-phenylsulfonyl-1-{2-pyridyl)-3,6, 6-trimethyl-4-oxo-
4,5,6,7-tetrahydroindazole;

R
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4- (N-hydroxy-imino)~1-(2-pyridyl)-3,6, 6-trimethyl-4,5,6,7-
tetrahydroindazole;

7-bromo-4- (N—hydroxy-lmlno) -1- (2—pyr1dyl) -3,6,6-trimethyl-
4,5,6,7- tetrahydr01ndazole,

7-ethoxy-4- (N—hydroxy—lmlno) -3,6,6- trlmethyl -4,5,6,7-
tetrahydr01ndazole,

4-hydroxy-1- (2—pyr1dy1) -3,6,6- trlmethyl 4 5.,6,7-
tetrahydr01ndazole,

4—methoxy-1—(2-pyrldyl) -3,6,6- trlmethyl -4,5,6,7-
tetrahydrolndazole,

1-phenylmethyl- 3 6,6~ trlmethyl -4-oxo- 4 5 6 7-
tetrahydrolndazole,

1-(3-nitrophenyl)-3,6,6-trimethyl-4- oxo—4 5,6,7-
tetrahydr01ndazole.

1- (3—am1nopheny1) -3,6,6-trimethyl-4- -0OX0- 4 5,6,7-
tetrahydro;ndazole, and

l-aminocarbonyl-3, 6, 6~trimethyl-4-oxo-4, 5 6,7~
tetrahydroindazole; and the pharmaceutlcally acceptable
salts thereof.

7. A compound which is a 4,5,6,7-tetrahydroindazole
derivative formula (I)

wherein: _

the dotted line (x) represents a single or double bond;

n is 0 or 1; '

R, is hydrogen' or a group selected £from straight or
branched C,-C, alkyl, aminocarbonyl, mono- or di-
alkylaminocarbonyl with from 1 to 6 carbon atoms in
the alkyl chains, aryl or arylalkyl with from 1 to 6

*  C L MITS e
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carbon atedis within the alkyl :ckain, each of which
being optionally further substituted by one or more
groups selected from halogen atoms, amino, nitro,
cyano, hydroxy, C,-C, alkyl or C,-C, alkoxy groups;

is hydrogen or a group selected from straight or
branched C,-C, alkyl, C,-C, cycloalkyl or
cycloalkylalkyl with from 1 to 6 carbon atoms within
the alkyl chain, aryl or arylalkyl with from 1 to 6
carbon atoms within the alkyl chain, each of which
being optionally further substituted by one or more
groups selected from halogens, cyano, straight or
branched C,-C, alkyl, straight or branéhed C,-C, alkoxy,
aryl, aryloxy, amino, alkylamino, dialkylamino with
from 1 to 6 carbon atoms within the alkyl chain;

is hydroxy or a straight or branched C,-C, alkoxy,
amino, mono- or di-alkylamino with from 1 to 6 carbon
atoms in the alkyl chains or, when (x) represents a
double bond, R, is an oxygen atom {=0), a sulphur atom
(=S) or an imino group (=N-R,) wherein R, is hydrogen,
hydroxy or a C,-C, alkoxy group;

and R'a are, each independently, hydrogen or straight
or branched C,-C, alkyl;

and R’b are, each independently, hydrogen, halogen,
atom or a group selected from straight or branched C,~
C, alkyl, straight or branched C,-C, alkoxy, straight or
branched C,-C, alkylthio, cyano, hydroxy, aminc, mono-
or di-alkylamino with from 1 to 6 carbon atoms in the
alkyl chains, arylthio, arylsulfinyl, arylsulfonyl,
wherein each of the above aryl and alkyl moieties are
optionally further substituted by one or more groups
selected from halogen atoms, amino, nitro, hydroxy,
C,-C, alkyl or C,-C, alkoxy groups;

and R‘c, present when n is 1, each independently
represent hydrogen, straight or branched C,-C, alkyl or
cyano; or,

L
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Ra and Rb together and/or Ra and Rc together form a N-
alkyl—plperyd:.nyl ring with 1 to 6 carbon atoms in the
alkyl cha:.n or a phenyl ring;

or a pharmaceutlcally acceptable salt thereof;

with the provisos that: .

a) when n is 1, R’b, Rc and R'c are hydrogen atoms, (x)

‘ is a dcuble bond, R, is phenyl, R,, Ra and R’a ai‘e,
each indebendently, hydrogen or fnethyl, and R, is
oxygen, then, Rb is other than hydrogen, bromine or

amino;

c) the compound is not 1-(2-pyridyl}- 3 6,6-trimethyl-4-
oxo-4,5,6, 7- -tetrahydroindazole -and 7-bromo-1-(2-
pyridyl)-~3,6,6-trimethyl-4-oxo0-4,5, 6 e
tetrahydroindazole.

8. A compound of formula (I) according to claim 7
wherein n is 1, R'b, Rc and R'c are hydrogen atoms, (x) is
a double bond, R; is an oxygen atom or an imino group and
R,, Ra and R’a are, each independently, C,-C, alkyl groups.

9. A compoimd of formula (I) according to claim 7
wherein n is 1, R'b, Rc and R'c are hydrogen atoms, (x) is
a single bond, R, is hydroxy or a C,-C, alkoxy group and R,,
Ra and R’a are, each independently, C,-'C3 alkyl groups.

10. A compound of formula (I) according to claim 7,
optionally in the form of a pharmaceutically acceptable
salt, selected from.
7-fluoro-1-{2-pyridyl)-3,6,6-trimethyl- -4-oxo- -4,5,6,7~
tetrahydroindazole; ;
7-methoxy-1- (2-pyr1dy1) -3,6,6-trimethyl-4-oxo0-4,5,6,7-
tetrahydroindazole;
7-hydroxy-1-(2-pyridyl}-3,6, 6-trimethyl-4-oxo-4,5,6,7-
tetrahydroindazole;
7-(N,N-dimethylamino)-1-(2-pyridyl)-3,6, 6-trimethyl-4-oxo-
4,5,6, 7-tetrahydroindazole;

A
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7-phenylthiofi={2-pyridyl)-3,6, 6-tremethyl-4-ox0-4,5,6,7-
tetrahydroindazole;
7-phenylsulfonyl-1-(2-pyridyl)-3,6,6-trimethyl-4-oxo-
4,5,6,7-tetrahydroindazole;

4- (N-hydroxy-imino) -1~ (2-pyridyl)-3,6, 6-trimethyl-4,5,6,7~
tetrahydroindazole;

7-bromo-4- (N-hydroxy-imino)-1-{2-pyridyl)-3, 6, 6—-trimethyl-
4,5,6,7-tetrahydroindazole;

7-ethoxy-4- {N-hydroxy-imino)-3,6,6-trimethyl-4,5,6,7-
tetrahydroindazole;
4-hydroxy-1-{2-pyridyl)-3,6,6-trimethyl-4,5,6,7-
tetrahydroindazole;
4-methoxy-1-(2-pyridyl)-3,6,6-trimethyl-4,5,6,7-
tetrahydroindazole;

1-phenylmethyl-3,6, 6-trimethyl~-4-ox0-4,5,6,7-
tetrahydroindazole;
1-(3-nitrophenyl})-3,6,6-trimethyl-4-ox0-4,5,6,7-
tetrahydroindazole;

1-(3-aminophenyl)-3,6, 6-trimethyl-4-ox0-4,5,6,7-
tetrahydroindazole; and
l1-aminocarbonyl-3,6,6-trimethyl-4-oxo0-4,5,6,7-
tetrahydroindazole.

11. A process for preparing a compound of formula (I)
as defined in claim 7, which process comprises:
a) when (x) is a double bond and R, is oxygen, reacting a
compound of formula (II) or a polymer supported
analogue thereof (IIa)

b

«_~POLYMER

O
{lla)

wherein n, R,, Ra, R‘a, Rb, R‘b, Rc and R’c are as

A
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defined in claim 7, with a substituted hydrazine of
formula

R-NHNH, (III)
wherein R, is as defined in claim 7, thus obtaining
the corresponding compound of formula (Ia)

wherein n, R,, R,, Ra, R’a, Rb, R’b, Rc and R’c are as
defined in claim 7; and, optionally, converting a
compound of formula (Ia) into another compound of
formula (I) or into a salt thereof by:

i) reacting the compound of formula (Ia) wherein n,
R,, R,, Ra, R’a, R’b, Rc and R’c are as defined above
and Rb is hydrogen with a suitable halogenating agent

so as to obtain a compound of formula (Ib)

(Ib)

wherein Rb is a chlorine, bromine or iodine atom and
n, R, R, Ra, R’'a, R’b, Rc and R’c are as defined
above;

ii) converting the compound of formula (Ib), in the
presence of a nucleophylic agent, into a compound of
formula (Ic)

* < L M - *
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(Ic)

wherein Rb is fluorine, hydroxy. amino, mono- or di-
alkylamino, alkylthio, arylthio or alkoxy and n, R,,
R,, Ra, R’'a, R'b, Rc and R’'c are as defined above;

iii) oxidising the compound of formula {Ic) wherein Rb

is alkylthio or arylthio into a compound of formula
{Id)

wherein Rb is alkylsulfinyl, alkylsulfonyl,
arylsulfinyl or arylsulfonyl and n, R,, R,
R'b, Rc and R’c are as defined above; or

b) when R, is imino or amino,

formula (I) wherein (x)

10 Ra, R‘a,

reacting a compound of
is a double bond and R, is
oxygen with a suitable amine of formula
R,-NH, (IV)
wherein R, is as defined in claim 7,

15

thus cbtaining
the corresponding compound of formula ({(Ie)

NR, R,

wherein n, R,, R,, R,, Ra, R’a, Rb, R’b, Rc and R‘c are
as defined above; and, optionally,

20
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i) reducing the corresponding compound of formula (Ie)
into the corresponding amine (If)

wherein n, R,, R,, R, Ra, R’a, Rb, R’b, Rc and R’c are
as defined above; or, alternatively,

ii) reacting a compound of formula (I). wherein (x) is
a double bond and R, is oxygen with a suitable di-
alkylamine, in the presence of a Lewis acid, so as to
obtain the corresponding compound of formula (I)
wherein (x) is a single bond and R, is a di-alkylamino
group with from 1 to 6 carbon atoms in the alkyl
chains; or

when (x)} is a double bond and R, is a sulphur atom,
reacting a compound of formula (I) wherein (x) is a
double bond and R, is oxygen with a thiating agent,
thus obtaining a compound of formula (Ig)

wherein n, R,, R,, Ra, R’a, Rb, R’b, Rc and R’c are as
defined above; or

d)

when (x) is a single bond and R, is hydroxy or alkoxy,
reducing a compound of formula (I) wherein (x) is a
double bond and R, is oxygen into the corresponding
compound of formula (Ih)

_
R Mo
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wherein n, R,, R,, Ra, R’‘a, Rb, R'b, Rc and R’‘c are as
defined above; and, bptionally,
i} alkylating the compound of formula (Ih) with a
5 suitable alkylating agent, thus obtaining the
corresponding compound of formula (I} wherein {(x) is a
single bond, R, is alkoxy and n, R,, R,, Ra, R’a, Rb,
R’b, Rc and R’c are as defined above;
and, if desired, converting a 4,5,6,7-tetrahydroindazole
10 derivative of formula {(I) into another such derivative of

formula (I), and/or into a salt thereof.

12. A compound of formula {(I) according to claim 7,

optionally in the form of a pharmaceutically acceptable

15 salt, the said compound being obtainable by a process

comprising reacting a diketale derivative of formula (V)

as defined in claim 11, reported in table I herewith

included, with an acyl chloride derivative of formula (VI)

as defined in claim 11, zreported in table II herewith

20 included and, then, by reacting the resultant compound

with a hydrazine derivative of formula (III) as defined in

claim 11, reported in table III herewith included; tables
from I to III being the following:

25 Table X
FMOLSTRUCTURE

o

—_—

A A



WO 00/69846 PCT/EP00/04208
-116-
Table I cont.
2 0§C\J _0
3 /&
- 0
4
o]
5
o
6 >&
O
7
o)
8 —
N
o]
9 @&
o]
Table II
MOLSTRUCTURE MOLNAME =
1 OHGHS ACETYL CHLORIDE 75-36.5
G CH,

L
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Table II cont.
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S
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2 [ °>\ < CYCLOPROPANECARBONYL CHLORIDE 4023-84-1
Cl
3 °>\ :CHa ISOBUTYRYL CHLORIDE 78-30-1
¢ CH,
4 Q BUTYRYL CHLORIDE 141-753
crﬂ\¢/\cus
B HG O PIVALOYL CHLORIDE 3282-30-2
H,C
cH,C
6 j\j\"’s ISOVALERYL CHLORIDE 108-12-3
cl CH,
7 c'»_@ 2.FUROYL CHLORIDE 527-80-5
A
(o]
8 o I} ISOXAZOLE-5-CARBONYL CHLORIDE 62348-134
o
Cl
9 °>_® BENZOYL CHLORIDE 98-88-4
Ci
10 CI>_® THIOPHENE-2-CARBONYL CHLORIDE 5271-67-0
S
o)
11 Ji/@ PHENYLACETYL CHLORIDE 103-80-0
0
12 Q 2FLUOROBENZOYL CHLORIDE 393-52-2
Ci
F
i
13 o Y@ 3-FLUOROBENZOYL. CHLORIDE 711-07-5
cl F
14 °>_@_F 4-FLUOROBENZOYL CHLORIDE 403-430
Cl
15 o m 2THIOPHENEACETYL CHLORIDE 39098-97-0
Cl

A



WO 00/69846 PCT/EP00/04208
~118-
Table II cont.
16 OM 3-CYCLOPENTYLPROFIONYL CHLORIDE 104-97-2
Cl
17 N D ,<° 4-CYANOBENZOYL CHLORIDE 6066-72:0
Cl
18 /Qf 3-CYANOBENZOYL CHLORIDE 1711-14-1
(o]
N//
Cl
19 o @ 2 METHOXYBENZOYL CHLORIDE 21615-34.9
Ci
(o]
CH,
20 o M-ANISOYL CHLORIDE 1711053
.CH,
cl o
21 m CH, P-ANISOYL CHLORIDE 100-07-2
O
Cl
22 0% @ PHENOXYAGETYL CHLORIDE 701-99-5
Ci o
23 Q 2.CHLOROBENZOYL CHLORIDE 609-85-4
Cl
Cl
24 o Y@ 3.CHLOROBENZOYL CHLORIDE 618-48-2
Cl Cl
25 °>_®_ ol 4-CHLOROBENZOYL CHLORIDE 122-01-0
Ci
26 Hacmo 3,5,5-TRIMETHYLHEXANCYL CHLORIDE 36727-20-4
HL CHen, o
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Table II cont.
27 CH
NICOTINOYL CHLORIDOE HYDROGHLORIDE 20260-63-1
0]
7\
Cl =N
28 CH
ISONICOTINOYL CHLORIDE HYDROCHLORIDE 39178-35-3
Cl
N
= O
29 Ci
TRANS-2-PHENYL-A- 939-87-
@\q&%o CYCLOPROPANECARBONYL CHLORIDE 77
30 o 4-DIMETHYLAMINOBENZOYL CHLORIDE 4755-50-4
o
HC.,
CH,
31 |c °‘cn-|3 3METHOXYPHENYLACETYL CHLORIDE 8834-42-0
(o]
32 C'Y\@\ 4-METHOXYPHENYLACETYL CHLORIDE 4693-91-8
O 0/
33 o~ 2METHOXYBENZOYL CHLORIDE 21615-34-9
Cl
o
34 o Yfﬂs /@ 2.PHENOXYPROPIONYL CHLORIDE 122-35-0
Ci o
35 o’ﬂ,@/m 4-CHLOROPHENYLACETYL CHLORIDE 25026-34-0
36 o ?/[N\I : 2.QUINOXALOYL CHLORIDE 54745025
Cl N

A



5

WO 00/69846 PCT/EP00/04208
-120-
Table II cont.
37 C 0 2,6-DIMETHOXYBENZOYL CHLORIDE 1989-53-3
M O O on
38 04l 2,4-DIMETHOXYBENZOYL CHLORIDE 20828-35-8
O-cn,
Hsc.o
39 0,3 C> c! *:;H 4-TERT-BUTYLBENZOYL CHLORIDE 1710-98-1
3
c CH,
40 : <:> ,(o 4-ODOBENZOYL CHLORIDE 1711-02-0
Cl
Table III
MOLSTRUCTURE MOLNANE CAS
1 H3C\N,NH2 METHYLHYDRAZINE 60-34-4
H
2 HO\/\N,NHa 2-HYDROXYETHYLHYDRAZINE 100-84-2
H
3 Nc\/\N’NHZ 2-CYANOETHYLHYDRAZINE 353-07-1
H
N
4 Hy h_@ PHENYLHYDRAZINE 100-63-0
5 “zN\N N o 2.HYDRAZINOPYRIDINE 4930-08-7
H N\ 7/
6 F
F Y\ _NH, | 222TRIFLUOROETHYLHYDRAZINE 5042-30-8
N
H
F

AR
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Table IIT cont.
7 | HN —{}CI 3-CHLOROPYRIDAZIN-6-YL HYDRAZINE | 17284-97-8
N\ 7
H
8 | HN _{/N:© 2-HYDRAZINOBENZOTHIAZOLE 815-21-4
LN
9 "z"{N...-. 3METHOXYPHENYLHYDRAZINE 39232.91-2
N HYDROCHLORIDE
OMe
10 | HN _Q 3-CHLOROPHENYLHYDRAZINE 2312-23-4
N HYDROCHLORIDE
Cl
11 |HN 41SOPROPYLPHENYLHYDRAZINE 118427-29-5
ﬁ HYDROCHLORIDE
12 J
7-CHLORO-4-HYDRAZINOQUINOLINE 23834-14-2
H,
N— N\
H \—
13 HzN‘N-@" 4-JODOPHENYLHYDRAZINE 1311627-3
H

5
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13.
more pharmaceutically acceptable carriers and/or diluents

A pharmaceutical composition comprising one or

and, as an active principle, an effective amount of a

compound as defined in claim 1.

14.
manufacture of an antitumor medicament which enables
cell inhibition or
inhibition.

Use of a compound as defined in claim 7 for the

either cycle cdk/cyeclin  kinase

AR 0 )



