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triazolyl, 1-phenyl-1,2,3-triazolyi, and the like.

With the term halogen atom we intend a fluorine, chlorine, bromine or iodine atom.
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With the term Cs-Cs cycloalkyl we intend any group such as cyclopropyl, cyclobutyl, cyclopentyt or cyclohexyl.

With the term C2-Cs alkenyl or C-Cs alkynyl group we intend any unsaturated straight or branched group such as, for
instance, vinyl, allyi, 1-propenyl, isopropenyl, 1-, 2- or 3-butenyl, pentenyl, hexenyl, ethyny, 1- or 2-propynyl, butynyl,
pentynyl, hexynyl, and the like.

With the term heterocycle, heterocyclyl or heterocyclic group we also intend an optionally benzocondensed 4 fo 7
membered heterocycle, hence encompassing aromatic heterocyclic groups also known as heteroaryl groups, either
saturated or partially unsaturated, with from 1 to 3 heteroatoms selected among N, O and S.

Examples of these 4 or 7 membered heterocyclic groups are, for instance, 1,3-dioxolane, pyran, pyrrolidine,
pyrroline, imidazoline, imidazolidine, pyrazolidine, pyrazoline, piperidine, piperazine, morpholing, tetrahydrofuran,
hexamethyleneiming, 1,4-hexahydrodiazepine, azetidine, and the like.

According to the present invention, A ring in formula {I) above represents a phenyl or a heterocycle such as

N

*

Iz

wherei
n Ryand m are as defined above.
When Ry represents a substituent attached to any available atom of the A ring, it is selected from: halogen, nitro, oxo
groups (=0), carboxy, cyano, alkyl, polyfluorinated alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl; aryl, heterocyclyl,
alkyl-heterocyclyl, heterocyclyl-alkyl, amino groups and derivatives thereof such as, for instance, alkylamine,
dialkylamino, arylamino, diarylamino, ureido, alkylureido or arylureido; carbonylamino groups and derivatives thereof
such as, for instance, formylamino, alkylcarbonylamino, alkenylcarbenylamino,  arylcarbonylamino,
alkoxycarbonylamino; hydroxy groups and derivatives thereof such as, for instance, alkoxy, polyfluorinated alkoxy,
aryloxy, heterocylyloxy, alkylcarbonyloxy, arylcarbonyloxy, cycloalkenyloxy or alkylideneaminoxy; carbonyl groups
and derivatives thereof such as, for instance, alkylcarbonyl, arylcarbonyl, alkoxycarbonyl, aryloxycarbonyl,
cycloalkyloxycarbonyl, aminocarbonyl, alkylaminocarbonyl, dialkylaminocarbonyt; sulfurated derivatives such as, for
instance, alkylthio, arylthio, alkylsulfonyl, arylsulfonyl, alkylsulfinyl, arylsulfinyl, arylsulfonyloxy, aminosulfonyl,
alkylaminosulfonyl or dialkylaminosulfonyl.
Needless to say, when m is neither one nor zero, the two or more substituents that Ry represents may be the same,
such as two methyl groups, or have different meanings, for example halogen atom and alkyl, on the same atom or
on two or mere different atoms of the A ring.
In their turn, whenever appropriate, each of the above substituents may be further substituted by one or more of the

aforementioned groups.
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According to the meanings provided to the groups R and Ry, any of the groups in their definitions above may be
optionally further substituted in any of their free positions by one or more groups, for instance 1 to & groups, such
substituents being as defined above for R.

The term "pharmaceutically acceptable salts” embraces salts commonly used to form alkali metal salts and to form
addition salts of free acids or free bases. The nature of the salt is not critical, provided that it is pharmaceutically
acceptable. Suitable pharmaceutically acceptable acid addition salts of the compounds of the present invention may
be prepared from an inorganic or organic acid. Examples of such inorganic acids are hydrochloric, hydrobromic,
hydroiodic, nitric, carbonic, sulfuric, and phosphoric acid. Appropriate organic acids may be selected from aliphatic,
cycloaliphatic, aromatic, arylaliphatic, heterocydlic, carboxylic and suifonic classes of organic acids, examples of
which are formic, acetic, trifluoroacetic, propionic, succinic, glycolic, gluconic, lactic, malic, tartaric, citric, ascorbic,
glucuronic, malsic, fumaric, pyruvic, aspartic, glutamic, benzoic, anthranilic, mesylic, salicylic, p-hydroxybenzoic,
phenylacetic, mandelic, embonic (pamoic), methanesulfonic, ethanesulfonic, benzenesulfonic, pantothenic,
toluenesulfonic, 2-hydroxyethanesulfonic, sulfanilic, stearic, cyclohexylaminosulfonic, algenic, hydroxybutyric,
galactaric and galacturonic acid. Suitable pharmaceutically acceptable base addition salts of the compounds of the
present invention include metallic salts made from aluminum, calcium, lithium, magnesium, potassium, sodium and
zinc or organic salts made from N,N'-dibenzylethylenediamine, chloroprocaine, choline, diethanolamine,
ethylenediamine, meglumine (N-methyl-glucamine) and procaine. All of these salts may be prepared by conventional
means from the corresponding compounds of the present invention, for instance by reacting them with the
appropriate acid or base. Preferably, the present invention provides a compound of formuta (19, (If), (%), (%), (14, (1),
() and
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and, more preferably, the above defined Rs substituent in a compound of the formula {I™), {I¥) or (1) is on the

heteroatom.
Preferably, for a compound of the formula (M) or (1), Ry is a group selected from:
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(1)

wherein

R is as defined above, or a pharmaceutically acceptable salt thereof, for use as a medicament; more preferably as

prodrug, even more preferably as anticancer produg.

Preferably, the configuration of the asymmetric carbon atom is (R), and R is selected from methyl, ethyl, cyclopentyl,

n-pentyl, t-butyl, 2-propynyl, allyl, benzyl, n-heptyl, neopentyl, n-butyl, iso-butyl, vinyl, 3-chloro-propyl, 3-flucro-propyl,

2-methoxyethyl, 2-ethoxyethyl, iso-propyl, n-propyl, phenyl, n-hexyl, sec-butyl, isopropenyl or a group of formula:
H,Cn-CH,

ka

More preferably, the present invention provides a compound of formula (') having {R) configuration and

CH,

characterized in that R is a ethyl group for use as a medicament; more preferably as prodrug, even more preferably
as anticancer produg.
Even more preferably, the present invention provides the compound of the formula:
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or a pharmaceutically acceptable salt thereof for use as a medicament, preferably

as prodrug, even more preferably as prodrug for treating cell proliferative disorders caused by andfor associated with
an altered protein kinase activity, in particutar as prodrug for treating cancer.

Such compound is coded AD24 herein below.

The invention further provides any therapeutic method of treatment using as prodrug the compound coded A024 as
defined above.

The present invention also includes pharmaceutical compositions comprising a compound coded A024 as defined
above or a pharmaceutically acceptable salt thereof in association with a pharmaceutically acceptable excipient,
which may be a carrier or a diluent, and to a method for treating cell proliferative disorders caused by and/or
associated with an altered protein kinase activity, which comprises administering fo a mammal in need thereof an
effective amount of a compound coded A24 as defined above or a pharmaceutical composition as specified herein.

In another aspect, there is provided a compound of formula (1) wherein R is a straight or branched C1-Ci2 atkyl, an
aryl or heteroaryl group, but not an ethyl group.

Specific, non limiting, examples of compounds of the invention, whenever appropriate in the form of pharmaceutically
acceptable salts, as such, for use as medicament or both, are the following:
AQ015-(2,6-Diethyl-phenylcarbamoyl}-3-[4-(4-methyi-piperazin-1-yi)-benzoytaminc]-5,6-dihydro-4H-pyrrolo[3 4-
¢clpyrazole-1-carboxylic acid methyl ester;

A02 5-(2,6-Diethyl-phenylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino}-5,6-dihydro-4H-pyrrolo[3,4-
clpyrazole-1-carboxylic acid ethyl ester;

A03 5-(2,6-Diethyl-phenylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino}-5,6-dihydro-4H-pyrrolo[3.4-
clpyrazole-1-carboxylic acid vinyl ester;

A04 5-(2,6-Diethyl-phenylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino}-5,6-dihydro-4H-pyrrolo[3,4-
clpyrazole-1-carboxylic acid propyl ester;

AQ5 5-(2,6-Diethyl-phenylcarbamoyl}-3-{4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyerolo[3.4-
clpyrazole-1-carboxylic acid isopropyl ester;

AQ6 5-(2,6-Diethyl-phenylcarbamoyl)-3-{4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrrolo[3.4-

clpyrazole-1-carboxylic acid allyl ester;
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A07 5-(2,6-Digthyl-phenylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrrolo[3,4-
c]pyrazole-1-carboxylic acid propargy! ester;

A08 5-(2,6-Diethyl-phenylcarbamoyl)-3-[4-{4-methyl-piperazin-1-yl)-benzoylamino]-5,8-dihydro-4H- pyrrolo[3,4-
clpyrazole-1-carboxylic acid butyl ester;

A09 5-(2,6-Diethyi-phenylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino)-5,6-dihydro-4H-pyrrolof3,4-
clpyrazole-1-carboxylic acid isobutyl ester;

A010  5-{2,6-Diethyl-phenylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrrolo[3.4-
¢c]pyrazole-1-carboxylic acid sec-butyl ester,

A011  5-(2,6-Diethyl-phenylcarbamoyl}-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyirolo[3.4-
clpyrazole-1-carboxylic acid tert-butyl ester;

A012  5-(26-Diethyl-phenylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrrolo[3 4-
clpyrazole-1-carboxylic acid pentyl ester,

A013  5-(2,6-Diethyl-phenylcarbamoyl)-3-[4-{4-methyl-piperazin-1-yl)-benzoylamino}-5,6-dihydro-4H-pyrrolo[3,4-
c]pyrazole-1-carboxylic acid neopentyl ester;

AD14  5-(2,6-Diethyl-phenylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrrolo[3,4-
c]pyrazole-1-carboxylic acid hexyl ester;

A015  5-(26-Diethyl-phenylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrrolof 3 ,4-
clpyrazole-1-carboxylic acid heptyl ester;

A016  5-(2,6-Diethyl-phenylcarbamoyl)-3-[4-{4-methyl-piperazin-1-yl)-benzoylamino}-5,6-dihydro-4H-pyrrolo[3,4-
c]pyrazole-1-carboxylic acid benzyl ester;

A017  5-(2,6-Diethyl-phenylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrrolo[3.4-
clpyrazole-1-carboxylic acid phenyl ester;

A018  5-(2 6-Diethyl-phenyicarbamoyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamina]-5,6-dihydro-4H-pyrrolo[3,4-
clpyrazole-1-carboxylic acid 2-methoxyethyl ester;

A019  5-(2,6-Diethyl-phenylcarbamoyi)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrrolo[3,4-
c]pyrazole-1-carboxylic acid cyclopentyl ester;

A020  5-(2,6-Diethyl-phenylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrrolo[3,4-
clpyrazole-1-carboxylic acid (1R,28,5R)-2-isopropyl-5-methyl-cyclohexyl ester;

A021  5-(2,6-Diethyl-phenytcarbamoyi)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrrolo[3.4-
clpyrazole-1-carboxylic acid 2-fluoroethyl ester;

A022  5-(2,6-Diethyl-phenylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrrolo[3.4-
clpyrazole-1-carboxylic acid 2-chloroethyl ester,

A023  5-{(R)-2-Methoxy-2-phenyl-acetyl)-3-[4-{4-methyl-piperazin- 1-yl}-benzoylamino)-5,6-dihydro-4H-pyrrolo[3,4-
c]pyrazole-1-carboxylic acid methyl ester;

A024  5-{(R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrrolo[3.4-
clpyrazole-1-carboxylic acid ethyl ester,
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A025  5-((R)-2-Msthoxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrrolo[3,4-
c]pyrazole-1-carboxylic acid vinyl ester,

A026  5-{(R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylaming]-5,6-dihydro-4H-pyrrolof3,4-
¢]pyrazole-1-carboxyiic acid propyl ester,

A027  5-{(R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrrolo[3,4-
c]pyrazole-1-carboxylic acid isopropyl ester,

A028  5-{(R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylaming]-5,6-dihydro-4H-pyrrolof3,4-
¢]pyrazole-1-carboxylic acid allyl ester;

A029  5-{(R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamine]-5,6-dihydro-4H-pyrrolo[3,4-
c]pyrazole-1-carboxylic acid propargyl ester;

AD30  5-{(R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)}-benzoylamine]-5,6-dihydro-4H-pyrrolo[3,4-
¢]pyrazole-1-carboxylic acid butyl ester;

A031  5-{(R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrrolo[3.4-
c]pyrazole-1-carboxylic acid sec-butyl ester,

AD32  5-{(R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)}-benzoylamine]-5,6-diydro-4H-pyrrolo]3,4-
clpyrazole-1-carboxylic acid isobutyl ester;

AD33  5-{(R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamine]-5,6-dihydro-4H-pyrrolo[3,4-
c]pyrazole-1-carboxylic acid tert-butyl ester;

A034  5-{(R)-2-Methoxy-2-phenyl-acelyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4 H-pyrrolo[3,4-
c]pyrazole-1-carboxylic acid pentyl ester,

A035  5-{(R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)}-benzoylamino]-5,6-dihydro-4H-pyrrolo[3,4-
¢]pyrazole-1-carboxylic acid neopentyl ester,

A036  5-{(R)-2-Methaxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl}-benzeylamino]-5,6-dihydro-4H-pyrrolof3,4-
c]pyrazole-1-carboxylic acid hexyl ester;

A037  5-{(R)-2-Methoxy-2-phenyl-acetyl)-3-[4-{4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrrolo[3,4-
clpyrazole-1-carboxylic acid heptyl ester;

A038  5-{(R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino}-5,6-dihydro-4H-pyrrolo{3,4-
cpyrazole-1-carboxylic acid benzyl ester;

A039  5-{(R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrolo[3,4-
clpyrazole-1-carboxylic acid phenyl ester;

AD40  5-{(R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pymolo[3,4-
c]pyrazole-1-carboxylic acid cyclopentyl ester,

A041  5-{(R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino}-5,6-dihydro-4H-pyrrolo[3.4-
c)pyrazole-1-carboxylic acid 2-methoxyethyl ester,

A042  5-((R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino}-5,6-dihydro-4H-pyrrolo[3,4-
clpyrazole-1-carboxylic acid (1R,2S,5R)-2-isopropyl-5-methyl-cyclohexyl ester;
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A043  5-{(R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino}-5,6-dihydro-4H-pyrrolo[3,4-
¢c]pyrazole-1-carboxylic acid 2-fluoroethyl ester;
A044  5-((R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyi-piperazin-1-yl}-benzoylamine]-5,6-dihydro-4 H-pyrrolo[3,4-
clpyrazole-1-carboxylic acid 2-chloroethyl ester;
5 BO15-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylamine]-furo(3,2-c]pyrazole-1-
carboxylic acid methyl ester;
B02 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yimethyl)-benzoylamino]-uro[3,2-¢]pyrazole-1-
carboxylic acid ethyl ester;
B03 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yimethyl)-benzoylamino]-furo[3,2-c]pyrazole-1-
10 carboxylic acid vinyl ester;
B04 5-(1-Methyl-1-phenyl-ethytcarbamoyt)-3-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylamino]-furo[3,2-c]pyrazole-1-
carboxylic acid propyl ester;
B05 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yimethyl)-benzoylamino]-furo[3,2-c]pyrazole-1-
carboxylic acid isopropy! ester;
15 BO06 5-(1-Methyl-1-phenyl-ethylcarbamoyl}-3-[4-(4-methyl-piperazin-1-yimethyl)-benzoylamino]-furof3,2-c]pyrazole-1-
carboxylic acid allyl ester;
B07 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yimethyl)-benzoylamino]-furo[3,2-c]pyrazole-1-
carboxylic acid propargyl ester;
B08 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyi-piperazin-1-ylmethyl)-benzoylamino]-furof3,2-c]pyrazole-1-
20  carmoxylic acid butyl ester;
B09 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylamino]-furo[3,2-clpyrazole-1-
carboxylic acid isobutyl ester;
8010 5-(1-Methyl-1-phenyl-ethylcarbamoyi}-3-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylaminol-furo(3,2-
clpyrazole-1-carboxylic acid sec-buty! ester,
25  BOM 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yimethyl)-benzoylamino]-furo[3,2-
c]pyrazole-1-carboxylic acid tert-butyi ester;
B012 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylamino}-furo(3,2-
clpyrazole-1-carboxylic acid pentyl ester;
B0O13 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylamino]-furo[3,2-
30  clpyrazole-1-carboxylic acid neopentyl ester,
BO14 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylamino]-furo[3,2-
c]pyrazole-1-carboxylic acid hexyl ester;
BO15 5-(1-Methyl-1-phenyil-ethylcarbamoyl)-3-|4-(4-methyi-piperazin-1-yimethyl)-benzoylamino]-furo[3,2-
clpyrazole-1-carboxylic acid heptyl ester;
35 BO16 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yimethyl)-benzoylamino]-furo[3,2-

¢lpyrazole-1i-carboxylic acid benzyl ester;
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BO17 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{4-(4-methyl- piperazin-1-yimethyl)-benzoylamino]-furo(3,2-
c]pyrazole-1-carboxylic acid phenyl ester;
B018 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-ylmethyl}-benzoylamino]-furo[3,2-
clpyrazole-1-carboxylic acid cyclopentyl ester;

5 B9 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylamino]-furo[3,2-
clpyrazole-1-carboxylic acid 2-methoxyethyl ester;
B020 5-{1-Methyl-1-phenyl-ethylcarbamoyi}-3-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylamino}-furo[3,2-

clpyrazole-1-carboxylic acid (1R,2S,5R)-2-isopropyl-5-methyl-cyclohexyl ester,
B021 5-(1-Methyl-1-phenyl-ethylcarbamoyl}-3-[4-(4-methyl- piperazin-1-ylmethyl}-benzoylamino)-furo[3,2-
10 c]pyrazole-1-carboxylic acid 2-fluoroethyl ester;
B022 5-(1-Methyi-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyt-piperazin-1-yimethyl)-benzoylamino]-furo[3,2-
clpyrazole-1-carboxylic acid 2-chloroethyl ester;
B023 5-(1-Methyl-1-phenyt-ethylcarbamoyl)-3-(4-pyrrolidin-1-yimethyl-benzoylamino)-furo[3,2-c]pyrazole-1-
carboxylic acid methyl ester;
15 Bd24 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-pyrrolidin-1-ylmethyl-benzoylamino)-furo[3,2-c]pyrazole-1-
carboxylic acid ethyl ester;
B025 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{4-pyrrolidin-1-ylimethyl-benzoytamino)-furo[3,2-c]pyrazole-1-
carboxylic acid vinyt ester;
BO26 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-pyrrolidin-1-yimethyl-benzoylamino)-furo[3,2-clpyrazole-1-
20 carboxylic acid propyl ester;
T B027 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-pyrrolidin-1-ylmethyl-benzoytamino)-furo[3,2-clpyrazole-1-
carboxylic acid isopropyl ester;
B028 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{4-pyrralidin- 1-ylmethyl-benzoylamino)-furo[3,2-¢lpyrazole-1-
carboxylic acid allyl ester,;
25 B029 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-pyrrolidin-1-ylmethyl-benzoylamino)-furo[3,2-clpyrazole-1-
carboxylic acid propargyl ester;
B030 5-(1-Methyl-1-phenyl-ethylcarbamayl)-3-(4-pyrrolidin-1-yimethyl-benzoylamino}-furo[3,2-c]pyrazole-1-
carboxylic acid butyl ester;
B031 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-pyrrolidin-1-yimethyl-benzoylamino)-furo[3,2-clpyrazole-1-
30 carboxylic acid isobutyl ester,
B032 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{(4-pyrrolidin-1-ylmethyl-benzoylamino)-iuro[3,2-cJpyrazole-1-
carboxylic acid sec-butyl ester;
B033 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-pyrralidin-1-yimethyl-benzoylamino)-furo|3,2-c]pyrazole-1-
carboxylic acid tert-butyl ester;
35 B034 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-pyrrolidin-1-yimethyl-benzoylamino)-furo(3,2-c]pyrazole-1-

carboxylic acid pentyl ester;



H3C.. NO 1..,,,NO * NH, H3C-0,--..y..NH CH N I n anot her
preferred aspect, the present invention provides a conpound of
formula (In:

( --NCH3 N-) wherein 5R is as defined above, or a
pharmaceutically acceptable salt therel¥, for use as a nedi canent;
nore preferably as Erodru)g even nore preferably as anticancer
produg. BR#ef er dt{i-yetny-reheebpihulcgtipmeyi-bit-pfolidimieyeed ey aminokiupB&AipaZeler-
is (R, c&EHﬂyhBaduoﬁle&fé‘ﬁtﬁﬁslt#d fromnethyl, ethyl, cyclopentyl, n-pentyl,

A ST NI BN W A . R g

2- ethoxxabdiy;bamdh%@fd@re@pyl n- propyl, phenyl, n-hexyl, sec- butyl

SoPLORSR o AR o SR SRR RS ARt

conf|gurcabaxymnacairhdptyimacterl zed inthat Ris a ethyl group for use as
a nmedic nt; L -
ant candl® pr odgg e B ch b en B SRl R I E R S AR 00
provi desarbdﬁﬂcwmwwerof t he for mula: 14 0 or a pharnaceutically
accept ahgy sal s mgﬁﬁ%heﬁﬁéthm@am (APPSR - b@ﬁzﬁ}fléﬂ{ r@PrhrM[a B8pyrazole-1-
prodrug, even nore pre rodrug for treatln
prollpfeﬁ%ﬂ?qxl{}'éa%@%‘ﬂ'&é‘?% caused by and/or associ at ed W|th an altered

pr ot ei nplignase sq¢MbMi-1-heny- éthym@bénhoﬁ}lyi @lpyrfdirPTymebityiche dzOamind Bierb[B,B-glpyrazole-1-

cancer.
e c?rl%cﬁucamdcwpenty?esles coded A024 herein bel ow

B041 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{4-pyrrolidin-1-yimethyl-benzoylamino)-furo[3,2-c]pyrazole-1-
carboxylic acid 2-methoxyethyl ester;
15 B042 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-pyrrolidin-1-ylmethyl-benzoylamino)-furo[3,2-c]pyrazole-1-
carboxylic acid (1R,28,5R)-2-isopropyl-5-methyl-cyclohexyl ester;
B043 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-pyrrolidin-1-ylmethyl-benzoylamino)-furc[3,2-c]pyrazole-1-
carboxylic acid 2-fluoroethyl ester,
B044 5-(1-Methyl-1-phenyl-ethylcarbamoyl)}-3-(4-pyrrolidin-1-yimethyl-benzoylamino)-furo[3,2-clpyrazole-1-
20 carboxylic acid 2-chloroethyl ester,
T B045 5-(1-Methyl-1-phenyl-ethylcarbamoyl}-3-{2-[(2-methyl-2H-pyrazole-3-carbonyl)-amino]-benzoylamino}-

furo[3,2-cpyrazole-1-carboxylic acid methyl ester,
B046 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[(2-methyl-2H-pyrazole-3-carbonyl)-amino]-benzoylamino}-
furo[3,2-clpyrazole-1-carboxylic acid ethy! ester,
25 BO4T 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[(2-methyl-2H-pyrazole-3-carbonyl)-amino]-benzoylamino}-
furo[3,2-c]pyrazole-1-carboxylic acid vinyl ester;
B048 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2- [(2-methyl-2H-pyrazole-3-carbonyl}-amino]-benzoylamino}-
furo[3,2-c]pyrazole-1-carboxylic acid propyl ester;
B049 5-{1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[(2-methyl-2H-pyrazole-3-carbonyl)-amino]-benzoylamino}-
30  furo[3,2-c]pyrazole-1-carboxylic acid isopropyl ester;
B050 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[(2-methyl-2H-pyrazole-3-carbonyl)-amino]-benzoylamino} -
furo[3,2-c]pyrazole-1-carboxylic acid allyl ester,
B051 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[{2-methyl-2H-pyrazole-3-carbonyl)-amino}-benzoylamino}-
furo[3,2-¢|pyrazole-1-carboxylic acid propargyl ester;
35  B052 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[(2-methyl-2H-pyrazole-3-carbonyl)-amino}-benzoylamino}-
furo[3,2-c]pyrazole-1-carboxylic acid butyl ester;



The invention further provides any therapeutic nmethod of treatnent
usi ng as prodrug the conpound coded A024 as defined above. The
present invention also includes pharmaceutical conpositions
conprising a conmpound coded A024 as defined above or a
pharmaceutical ly acceptable salt thered in association with a
pharmaceutically acceptabl e excipient, 10which may be a carrier or a
di | uent ,B0&hd t od-EMatbyHirokbnf-ethylaaberaayl)- 6@ [@etethylBH-oirazple-B-gatopd-agingldeereiagmino}-

caused b AESAGL AL Mk RsED altered protein kinase activity,
whi ch coMOﬁ]aé % m§am syﬁ,cterl n u%’osa mamral in need thereof an

of f oct | BBt o HPe -pesrbeNta el CAB e Bz B0 Enppbarzoyimin:
phar nacqm[gges},],yrﬁ@gmmiy[@e.dgeibgpggférf| ed herein. In another aspect,

there is provided wherein Ris str ht
or brandi¥d Ci- %ﬂ"e@f' 1139 e“Y Stgylcéﬁbwoy'i%ﬂéﬂgb‘ﬂé%’ Pyrezge- 6?5"’0”3@@{”'”&(9{3”2 %m%o}-
et hyl grigeige- o]ﬂy’faﬁﬂeactafbbﬁjucal@t&rtbmmﬁterng exanpl es of conpounds of the

AR L i S R e e S
fol |l owi rigo3, Adyrazole-1-carboxylic acid pentyl ester;

5- (2, 6- ?]t hyl ﬂ?ﬁ@%ﬂ?%ﬁ&ﬂ%@@%gﬁbﬁ ﬁtzl(g n{é}ﬁg I@?fhyrs%blpgﬁé‘goh)gla{]nmb’]unz@%ﬂﬁw

| am nol -di hydro car bo 1 C aci
met hyl étgq[%,z-c]pyrazole 1-gmappxyli cacnd neopentyl ester;

5-(2, 6- fﬂo@t hyl ao(lwem @%&ﬁ@ﬂ%%aoa@o%s g‘tﬁz%hmh PazBes-adtiony) Jamlﬁé])berﬁ&}!hﬁ%ﬁ—
am no] - 5, 6-di hydr o-4 rrol 3 4- pyrazole-I|-car boxyl ic acid

et hyl egqr@srz c]m@gole -1- carboxy ic acid hex | ester;
5- (2, 6- Bost hy| -sheegi-o-pichnamycbantylf-3 £2(@-matjiay- bwﬁbl@&b@lﬁbhyﬂ%&mpq;b);ﬁzmy
| am no] gL?@?Z ggxgﬁoe Pcaﬁboxypc)écld Fl)eptolestér - c]pyrazol e-1-carboxylic acid

nyl
\5/I (>2/l,56 Bogx hy| -Sheletl-t-preiatojchpardgh-§- - @ertehy2H- pyrqlde-&zeirtwnsﬂ)-amm]-bb@mmw}a
m nol- 55@&%%@3@%&% ‘F‘E‘rbg)wca% Qe[nz?Sd éfer ci pyrazol e-1-carboxylic acid propyl

est er,;
5-(2, 6- B0&t hy| -Gorbletyyl-t-ahiendptbioaparmyit 34 met gt pﬁazgéﬁ-aaztwﬁw@mgwa)be@ww}

ani nol - fﬂ:rﬁsﬁé]ﬂ)é%l&réta%»@%raa@brfaﬁﬁesfér c] pyrazol e- 1- carboxylic acid
i sopropyl "este

5- (2, 6- B& hyl %ﬁ@ﬁtw Ealepdpipyeapampylp-3iZl@- m@zlﬁypwiiplf)éﬁaa@ﬂw BRngLpeepaTI8ly
| i'ilmpo] o[ H2-Shiyhixal- DoathbkyRetin Biodedyldsterc] pyr azol e- 1- car boxyl i ¢ aci d
ally e

r; 0) _ . .
5 (2,6 B hy ?ﬁ?m-@ﬁg%w-a-affe%mr)ber@owh@-?z{@waahH—;fﬁ-%azﬂsﬁ-aaﬁowfwe@;b?%avm@r
am noj - Suyrd3, Bejysachieoat-cadoyicratio 2-oftBoxdethylebtpry r azol e- 1- car boxylic acid
propar gyl.est erg e ol o1 .y
B (56 Ee hy b ERE epkteaanoy e 2 nety At vl st minghtengoein)
am nol - mrtﬁﬁm]mami&ai chopeacio (1823 pR)-2-isoprpsy-mediyecydchexiredi®k y| i ¢ aci d butyl
est e, PO 5-(1- Meth}il 1- phenyl ethylcarbamo )-3 {2 (2- meth¥‘| -2H- pyrazole -3-carbonyl)- amlno] benzoylamino}-

5-(2,6-Diet hyI-phen car bano yl -pi perazin-'1-y1) - benzoyl
ani noJ - @f‘lfﬁa%‘i]Mﬁéﬂ%i%ﬂD’ﬂWP‘@)? é.[o@etmd ¢¥f:pyr azol e- 1- carboxylic acid

i sobut y|BO$BSt er;s. (1 Methyl -1- phenyl ethylcarbamoyl)-3-{2-[(2-methyl-2H-pyrazole-3-carbonyl)-aminc]-benzoylamino}-
A0105- (2, ﬁ 44- (4- met hyl - pi perazi n-1-y1)-ben

zoyl am 6‘6‘132501@’36‘%(%9%@8"3 %51?061%{ 35“21 c] pyrazol e- 1-carboxylic acid
sec- but \Bo67e S 6€1-Methyl-1-phenyl- ethylcarbamoyl 3-{2-[(1-methyl-1H-pyrrole-2- carbonyl) amino)- benzoylammo}-

A01 hen 1) - 344- (4-met hyl - pi perazin-1-y1)-ben
zoyl § ﬁ%‘%g’l%”a@(ﬁ h{}@f”g aﬁ’le ?/d[ 3,4- 10cl pyrazol e-1-carboxylic

aci d t erB0&8ubyl-Matigk ephenyl- ethylcarbamoyl -(2- [(1 methyl-1H-pyrrole-2-carbonyl)-amino]-benzoylamino}-
A0125- ( R@QF 1) - 314- (4- net hyl - pi perazi n-1-yl)-ben
zoyl am ﬁunﬁag];% gé(én %Rﬁ@%ﬁ&@& rro }S[S 4- CHJF?/razoI e-1-carboxylic acid
pentyl &88%r 5-(1-Methyl- 1 -phenyl- ethylcarbamoyl )-3-{2-[(1-methyl-1H-pyrrole-2-carbonyl)-amino]-bénzoylamino}-

A0135- (gur&?gg]@;a%@ngﬂzgag@g,myl) 344- (4- et hyl - pi perazi n-1-y1) - ben

zoyl am no; P/ H pyrrol o] 3, 4- clﬁ_}/razol e-1-car boxgll ic acid
35 B070  5-(1-MethyF1-phenyl-ethylcarbamoyl)-3-{2-{(1-methyl-TH-pyrrole-2-carbonyl)-amino]-bénzoylamino}-

furo[3,2-clpyrazole-1-carboxylic acid propyl ester;



20ci pyrazol e- 1-carboxylic acid benzyl ester;

A0175- (2, 6-Di et hyl - phenyl car banoy1l) - 314- ( 4- net hyl - pi perazi n-1-y1) - ben
zoyl am no] - 5, 6-di hydro-4H-pyrrol o[ 3, 4- c]pyrazol e-1-carboxylic acid
phenyl ester;

A0185- (2, 6- Di et hyl - phenylcarbannyl) 34&L(4 met hyl - pi perazi n-1-y1)-ben

zoyl am nol- 5, 6-di hydr o- 4H- pyrrol of Hol_?/r azol e-| -carboxylic acid
2- met ho¥Q&t h§{1 hedftylehphenyl-ethylcarbamoyl)-3- {2 f(1- meth -pyriole-2-carbonyl}-amino]-bénzoylamino}-

oy | A o TazoLe- 1 ear poxy] | = ati d
Cydo)[:/)en e§-(1eMethyI -1 p¥|enyl ethylcarba%oyl) 3-{2- &1 methyl ﬁ-!pp P/ ole- 2 carbony -aming)- E)enz lamino}-
A0205- (&r@sg]?alwd‘r@l‘b@:@bda@@éllﬁamyl) 344- ( 4- met hyI p| pera2| n-1-y1)-ben

%?g %S %%3 b 18@1?@@%%/%%1 &}%i oﬂ%%ﬁy Ryage carbony amlno?g%zoylfémlng}-l d

A0215- (&r@t}z}h]@tahyd +qahetyldaciapang yddr- 344- (4- met hyI pi perazi n-1-y1l)-ben
zoyl am Rgl Fﬁ nﬁ’%t@/%hQnyﬂe"}'rylE’s}(ﬁaFnE?J| Ny e PR ARIRE Qhoiiylafift]: Bl afio 2 CT d

2-fluoro
A0225- (M@B]m’tamid 1-qathonliclacdbuybasisy 1) - 344- (4- met hyl - pi per azi n-1-y1) - ben

zoyl am pgls 55 @rm@wh&ymymaﬁw 1AL By Amet§l MYy @bdny-ahikissrkdyemgy d

2-chl or oet h

A0238- ( (3. C]W‘@F%kgﬁbeXYbﬁ@%Wb“t&@%er1) 3- K- (4- met hyl - pi perazin-1-y1)-b
entzﬁy: arﬁnmol 5Pt pneky ettty AL R Bmethyl- T @ydieE @l gnyl-arind]-bdzoyleiiaoraci d
met hyl est

35A0245f%%%dﬁraﬁﬁh@wy@aﬁﬁ%eﬁwmﬁ%eétyl) 3-[4- (4- et hyl - pi perazin-1-y1
) - benzowbam Bei-fetti- 16phehylatglicpbathbii)By(2-|( ey Hdpyrratel Jaoarbarsyty breind]-banznylbroRoH i C
acid et

A0255- (?%}[3 SSirdesk RO RER TP 1) - 314- (4- et hy!l -

c] pybaz BDE- 15¢avdigkiythbryl- aﬂrylpmbampyiiﬂ{z - mesiryl-1H-pyrrole-2-carbonyl)-amino]-benzoylamino}-

A0265 (Qﬁggﬂdvggw%rngxg&gggg/ﬁnfy@g@ y1) - 344- (4- et hyl -

yrazo este

5A0275 B0H) - 2{Neatito gghergLe@ﬁlgqﬁamo@@é@ g&&wetfyhmp(ym%qamqy) -amino)-benzoylamino}-
c] pyrazg| (5?3216 @%ﬁM@éhb@nc@aa ﬁ!aobe‘ﬁ@ll%ét@rpw ester;

éorz)sfag p%) i ﬁq@&ﬁ%hp@&ﬂylp%bagpﬁ ;‘lr{g iérpezr}ylﬂ-{pyrrole ca}{)onyl -amino}-benzoylamino}
A0298- ( GiRY3,2c)iVRtdeexsabaxymiaeindxyl et Y1) - 344- (4- net hyl -
A0ch2 358 <5 L ERLE0NG R aBLOER Ml Sl o amsrani
ci pyraz c&lr@SZLe]pyazcﬂn@uqarbmhcacd obpbisttyt  est er;
'g‘? ggl-?ag(oaﬁ% 1 Wﬁ%'hgngm}@%agg@%éf EH rpgﬂﬁ/ﬂﬂ-ﬁﬁrrdﬁ@i (E%bnyl) -amino]-benzoylamino}
15A03 254 F3-clpyraraia tagsopxyiie-apit kantil esigt et y1) 344- (4- et hyl -
z%gyggafaeizlzﬁﬁg?ﬁ:zh ﬁgg?:::fgg?% }{1) m% i (perorlfezt ca;borlyl }-amino]-benzoylamino}-
B084  5-{1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[(1-methyl-1H-pyrrole-2-carbonyl}-aminc]-benzoylamino}-
furof3,2-clpyrazole-1-carboxylic acid 2-methoxyethy! ester;
B085  5-(1-Methyl-1-phenyl-ethylcarbamoyt)-3-{2-[(1-methyl-1H-pyrrole-2-carbonyl}-amino]-benzoylamino}-
30 furo[3,2-clpyrazole-1-carboxylic acid cyclopentyl ester;
B086  5-(1-Methyl-1-phenyl-gthylcarbamoyl)-3-{2-[( 1-methyl-1H-pyrrole-2-carbonyl)-amino]-benzoylaming}-
furo[3.2-c)pyrazole-1-carboxylic acid (1R,2S,5R)-2-isopropyl-5-methyl-cyclohexyl ester;
B087  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[(1-methyl-1H-pyrrole-2-carbonyi)-amino}-benzoylamino}-
furo[3,2-c]pyrazole-1-carboxylic acid 2-fluoroethyl ester;
35 B088  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[(1-methyl-1H-pyrrole-2-carbonyl)-amino}-benzoylamino}-
furo[3,2-clpyrazole-1-carboxylic acid 2-chloroethyl ester,



cl pyrazol e-1-carboxylic acid tert-butyl ester;

A0345- ((R) - 2- Met hoxy- 2- phenyl - acet y1) - 314- ( 4- net hyl -

20c) pyr azol e- 1-carboxylic acid pentyl ester;

A0355- ( (R) - 2- Met hoxy- 2- phenyl - acet yl) - 344- ( 4- met hyl -

ci pyrazol e- 1-carboxyl i ¢ aci d neopentyl2%ster;

A0365- ((R) - 2- Met hoxy- 2- phenyl - acet y1) - 3-[ 4- (4- net hy| - ,
c] pyr az@o&s-@%@ylﬁ@kgpylie@y@@poyﬂ-é-jéyqipe' iy igfmethyi-benzoylaminio)-thienof2 3-clpyrazole-1-carboxylic
25A0375-4f pﬁgthygésl}gﬁt hoxy- 2- phenyl - acetyl) - 344- (4- net hyl -

c] pyrazaol e-1-carboxylic acid heptyl ester; . , )
A0385- ( (QQ?5-(21-Mggylﬂ@Wylgmﬂwgﬁwmg—&%%@@)m‘ij_nzglthylng@F@ﬂqu)_-thleno[2,3-c]pyrazole—1—carboxyllc
c] pyr azqkigetdyt &f:boxyl i c acid benzyl ester;

é\gg? 3;/5 35%5@ ;%%g%ﬁ%%%fhﬁ%%g%éy&%g%ﬁn_-‘Iﬁyﬁf&@&@é%ﬁamxnlo)_-thienop,3-c]pyrazole-1-carboxy]ic

A0405- ( (2B vidtdvtet hoxy- 2- phenyl - acet y1) - 344- ( 4- net hyl -

Zlo%g?f ?1‘&? é-é-:l\'ﬁe@Fl—ﬁ%ﬁ%ﬁ&ljﬁ&xg%g)ira]rg?yﬁé%&?pg@hg@Tfﬁﬁl%?@ql%%o):thieno[2,3-c]pyrazole—1-carboxytic
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22??” amc@?dﬁmlﬁneﬁyutdlpheﬁﬂremylékﬂa@wne@é—;fa{es?uinélfr-yln%thmsbé@aywnﬁm)lthi@r@zz,b@wézb|§-1aa:rbodync
-fl uoroe ester;

A0445- ( CRY ARt hoxy- 2- phenyl - acet y1) - 314- (4- net hyl - pi per azi n-1-y1)-b

enzoy| argon®{i-Meth@-1@hday@ihpeadblingyy-8-(4adipalidd; Yimethlibynzagaoiine)-tiieno@ S ojpyeazble-¢-catmixyic

2-chl oroe hgl rqst er; 5B01
5-(1- NEtaﬂél&r-pf-gﬁﬁ%ﬂyl - et hyl car banoyl) - 344- (4- net hyl - pi perazin-1-yl neth

y| ) -I5en£6§3-diMetgehaf8ihfcadhpayh-atediperid- 1-weethp drnzbitaming ethighoidd tchydzole-d tashoxylic
602 - .

5-(1- I\/letaﬁId liu-tnytehen - et hyl car banoy1) - 344@4- met hyl - pi perazin-1-yl neth
yl)- benﬁ%-@ﬁeﬁﬂﬂfp BieByl@hang)--HApeding -yinedythergldninoxpiengl2éciyazole-dcahoxylic

603 acid isobutyl ester;
5- (1- Met
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est en; B@oxfiic bcl-dbbuydsted - phenyl - et hyl car ba _
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5- ( 1- Metchrydkylit aqpHerytytestety| car banoyl) - 314- (4- et hyl - pi perazi n-1-yl neth
Y1 ) - benzay) am naRfiehyPh thern-GhRUbAR EabieRRUBRER}Hb &Yl o)RARE OB rozole-1-
5-(1- i\/étcarpoxylimaqiﬁﬂeﬁwst@t hyl car banoy1) - 344- (4- et hyl - pi perazi n-1-yl neth
ég%nz@éhﬁm NOPLBthyR 1Byl BbyicaB AR 4 ¢4- phaidRC X MleihG-b@EdyRmAb)iidno( 8. Elfyrazole-1-
5- ( 1- Metshiorvlig agidfiernstty 8¥85y | car banoy1) - 344- (4- met hyl - pi per azi n- 1-yl met h
yl ) - benzoyd am rgyEiethyl-Bhedy-cthympbadon)- B biperainryimey benzeyainito)pianpias-gyrazole-1-
ester; carboxylic acid hexyl ester;
Co15 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-piperidin-1-yimethyl-benzoylamino)-thieno[2,3-clpyrazole-1-
30  carboxylic acid heptyl ester;
C016 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-piperidin-1-yimethyl-benzoylamino)-thieno[2,3-c]pyrazole-1-
carboxylic acid benzyl ester;
co17 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-piperidin-1-ylmethyl-benzoylamino)-thienof2,3-c)pyrazole-1-
carboxylic acid phenyl ester;
35 C018 5-(1-Methyl-1-phenyi-ethylcarbamoyl)-3-(4-piperidin-1-ylmethyl-benzoylamino)-thieno[2,3-c]pyrazole-1-

carboxylic acid cyclopentyl ester;
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5- (1- Met hy1- 1- phenyl - et hyl car banoy1l) - 314- (4- met hyl - pi perazi n-1-yl neth
yl ybenzoyl a m nokfuro[ 3, 2-c] pyrazol e-1- 20carboxylic acid butyl

ester; B09 5-0 -Methyl-1-phenyl -ethyl carba
nnyl)-344-(4-nethy|-piperazin-l-ylnetH%ﬁ)-benzoylaninopfuro[3,2-c]pyr
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2560115040 vet i Methysiaiegy-ctioapreod-bidmips et 3mehheveyeRe)-tian e doraaoe
y| et hylgyrhsic eyt (sr2IBRPE-46idp-5aneth@lopivhieay edte- 1- car boxylic acid

Bon 28 ¢ E0Kiat oy s e P B B S e Ry n e e PRl

met hyl ) clrenxgioydiccdiuorofkthyiesdr3, 2- c] pyrazol e- 1- carboxylic acid pentyl

ester; R . .
’ -(J-Methyl-1-phenyl- -4 - -thienof2,3- le-1-
60135- ( £t ny! UM e e e T B R B e e AT et
hyl ) - bemaiboxyliaadidvaplare)yBeses 3 Ocl pyrazol e- 1- carboxyl i ¢ aci d neopentyl
ester; cpo3 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-morpholin-4-yl-benzoylamino)-thieno[2,3-cjpyrazole-1-
60145- (1- Met hyl -'1- phenyket hyl car banoyl) - 34444- met'hyl - pi perazin-1-yl
et HP| y 5erboxdiy padmelfiseieio] 3, 2- c] pyrazol e- 1-carboxyl i ¢ acid hexyl
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C034 5-(1-Methyl-1-phenyl-ethylcarbamoyt)-3-(4-morpholin-4-yl-benzoylamino)-thieno[2,3-clpyrazole-1-

carboxylic acid pentyl ester;
C035 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{4-morpholin-4-yl-benzoylamino)-thieno[2,3-c]pyrazole-1-
carboxylic acid neopentyl ester;

35  C036 5-(1-Methyl-1-phenyl-ethylcarbamoyl}-3-(4-morpholin-4-yl-benzoylamino)-thieno[2,3-c]pyrazole-1-

carboxylic acid hexyl ester;



B0255- ( 1- Met hyl - 1- phenyl - et hyl car banoyl) - 3- (4-pyrrolidin-1-yl methyl -b
enzoyl am no) -furo[ 3, 2-c] pyrazol e-1- carboxylic acid vinyl ester;
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gy quu% s
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c]pyrazole-1-carboxylic acid vinyl ester;

C048 5-(1-Methyi-1-phenyl-ethylcarbamayl)-3-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylaminol-thieno[2,3-
clpyrazole-1-carboxylic acid propyl ester;
25 C049 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yimethyl)-benzoylamino]-thieno[2,3-
c]pyrazole-1-carboxylic acid isopropyl ester,
€050 5-{1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yimethyl}-benzoylamino]-thieno[2,3-
clpyrazole-1-carboxylic acid aliyl ester,
C051 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-f4-(4-methyl-piperazin- 1-ylmethyl)-benzoylamino]-thieno[2,3-
30  c]pyrazole-1-carboxylic acid propargyl ester;
C052 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylamino]-thieno[2,3-
c]pyrazole-1-carboxylic acid butyl ester;
C053 5-(1-Methyl-1-phenyl-ethylcathbamoyl)-3-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylamino]-thieno[2,3-
clpyrazole-1-carboxylic acid isobutyl ester;
35 C054 5-(1-Methyl-1-phenyl-sthylcarbamoyl)-3-[4-(4-methyl-piperazin- 1-ylmethyl)-benzoylamino]-thieno|2,3-

clpyrazole-1-carboxylic acid sec-butyl ester;
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cov1 3-[4-(Isopropylamino-methyl)-benzoylamino}-5-{1-methyl-1-phenyl-ethylcarbamoyl)-thienof2,3-
cpyrazole-1-carboxylic acid isopropyl ester;

35 G072 3-[4-(Isopropylamino-methyl)-benzoylamino]-5-( 1-methyl-1-phenyl-ethylcarbamoyl)-thienof2,3-
clpyrazole-1-carboxylic acid allyl ester;
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D028  5-(3,5-Difluoro-benzenesulfonyl)-3-[2-(2-methoxy-ethylamino)-4-(4-methyl-pipetazin-1-yl)-benzoylaminol-
4.5,6,7-tetrahydro-pyrazolo[4,3-c]pyridine-1-carboxylic acid ethyl ester,
25 D030  5-(3,5-Difluoro-benzenesutfonyl)-3-[4-(4-methyl-piperazin-1-yl)-2-(2-methoxy-ethylamino)-benzoylamino}-
4,5,6,7-tetrahydro-pyrazolo[4,3-clpyridine- 1-carboxylic acid 2-methoxy-ethyi ester;
D03t 5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(4-methyl-piperazin-1-yl)-2-(2-methoxy-ethylamino)-benzoylamino}-
4 58, 7-tefrahydro-pyrazolo[4,3-c]pyridine-1-carboxylic acid 2-ethoxy-ethyl ester,
D032  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(4-methyl-piperazin-1-yl)-2-{2-methoxy-ethylamino)-benzoylamino]-
30 4,56,7-tetrahydro-pyrazolo[4,3-c]pyridine-1-carboxylic acid 2-(2-methoxy-ethoxy)-ethyl ester;
D033  5-(3,5-Difluoro-benzenesulfonyl)-3-14-{(2-dimethylamino-ethyl)-methyl-amino}-2-{2-methoxy-ethylamino)-
benzoylamino]-4,5,6, 7-tetrahydro-pyrazolof4, 3-cipyridine-1-carboxylic acid methyl ester;
D034  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-[(2-dimethylamino-ethyl)-methyl-amina)-2-(2-methoxy-ethylamino)-
benzoylamino]-4,5,6,7-tetrahydro-pyrazolo[4,3-c]pyridine-1-carboxylic acid ethyl ester;
35 D035  5-(35-Difluoro-benzenesulfonyl)-3-[4-[(2-dimethylamino-ethyl)-methyl-amino]-2-(2-methoxy-ethylamino)-
benzoylamino]-4,5,6,7-tetrahydro-pyrazolof4,3-clpyridine-1-carboxylic acid 2-methoxy-ethyl ester;
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D050  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-pyrrolidin-1-yl-ethoxy)-2-(2-methoxy-ethylamino)-benzoylamino}-

30  45,6,7-tetrahydro-pyrazolo[4,3-c]pyridine-1-carboxylic acid 2-ethoxy-ethyl ester,
D051  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(pyrrolidin-1-yimethyl)-2-(2-methoxy-ethylamino)-benzoylamino]-
4,5,6,7-tetrahydro-pyrazolo[4,3-c]pyridine- 1-carboxylic acid methyl ester;
D052  5-{3,5-Difluoro-benzenesulfonyl)-3-[4-{pyrrolidin-1-ylmethyl)-2-{2-methoxy-ethylamino)-benzoylamino]-
4.5,6,7-tetrahydro-pyrazolo[4,3-c]pyridine-1-carboxylic acid ethyl ester;

35 D053  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(pyrrolidin-1-yimethyl)-2-(2-methoxy-ethylamino)-benzoylamino]-
4,5,6,7-tetrahydro-pyrazolo[4,3-c]pyridine-1-catboxylic acid propyl ester;
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77 D081 8-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(pyrrolidin-1-yimethyl)-2-(2-methoxy-1-methyl-ethylamino)-
benzoylamino]-4,5,6,7-tetrahydro-pyrazolo[4,3-c]pyridine-1-carboxylic acid isopropyl ester,
D082  R-5+(3,5-Difluoro-benzenesulfonyl)-3-[2-(2-methoxy-1-methyl-ethylamino)-4-(4-methyl-piperazin-1-yt)-
benzoylamino}-4,5,6,7-tetrahydro-pyrazolo(4,3-c]pyridine-1-carboxytic acid methyi ester,
25 D083  R-5-(3,5-Difluoro-benzenesulfonyl)-3-[2-(2-methoxy-1-methyl-ethylamino)-4-(4-methyl-piperazin-1-yl)-
benzoylamino}-4,5,6,7-tetrahydro-pyrazolo[4,3-c]pyridine-1-carboxylic acid ethyl ester,
D084  R-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(4-methyi-piperazin-1-yl)-2-(2-methoxy-1-methyl-ethylamino)-
benzoylaminol-4,5,6,7-tetrahydio-pyrazolo[4,3-clpyridine-1-carboxylic acid 2-methoxy-ethyl ester;
D085  R-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-{4-methyl-piperazin-1-yl)-2-(2-methoxy-1-methyl-ethylamino)-
30  benzoylamino]-4,5,8,7-tetrahydro-pyrazolo[4,3-c]pyridine-1-carboxylic acid 2-ethoxy-ethyl ester,
D086  R-5-(3,5-Diftuoro-benzenesulfonyl)-3-[4-(4-methyl-piperazin-1-yl)-2-(2-methoxy-1-methyl-ethylamino)-
benzoylamino]-4,5,6,7-tetrahydro-pyrazolo[4,3-clpyridine-1-carboxylic acid 2-(2-methoxy-ethoxy)-ethyl ester;
D087  R-5-(3,5-Difluoro-benzenesulfonyl)-3-14-[(2-dimethylamino-ethyl)- methyl-amino}-2-(2-methoxy-1-methyl-
gthylamino)-benzoylamino]-4,5,8,7-tetrahydro-pyrazolofd, 3-c]pyridine- 1-carboxylic acid methyl ester;
35 D088 R-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-[(2-dimethylamino-ethyl)-methyl-amino}-2-(2-methoxy-1-methyl-
ethylamino)-benzoylaminol-4,5,6,7-tetrahydro-pyrazolof4,3-c]pyridine-1-carboxylic acid ethyl ester;
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2- et hox W@t F?Vraé‘{%fiafb% ecid propyl ester;

5- (1355- Bodd ueqm@@mme@eeﬁyr&@w@m&mﬂz :&léthynmmateqm qaebrau; -brfinol-bardoytadindit et

Ea?ﬁdﬁgttﬁ%%apg{aﬁ%ﬁf@{bﬂvgcag' ?@%yli no - indazol e-1-carboxylic acid
5- (13, 5- B032 ubKiavditgizeherglsatilyatreyOyl) 934&{(2( -Retii-2rertyagdleetdamonykeiigd-penylemied ah

ydr o- pyr&gc@if}é]wa%@-ﬂ&%gﬁ%gﬂmsgﬂl - indazol e-1-carboxylic acid nethyl

ester;

5- (3, 5- BPY ubtMaswriberysalPohaovSe2 13 peliyl- %ttyﬁ;qlea’iﬁafb@lv%erwwbezzwle@ﬂq}ahy
dro-Hpyr %sz@g@@@paamg@%gygml@%ﬁ i ndazol e- 1-carboxylic acid ethyl

.. ester;.

5- (3, 5- BP# ustdVeduiRbenkalvrahapou FA4 (3 petiyl-2re agaieatroe v e A penzovippiedtr ah

32/d r thWrc?GTz é]pybélzoaen ADdxyRSEE AR 28 5R)2AHopropB-Metardidedrestat boxyl i ¢ aci d
et ho

S U5 SO A ST e 332 AR B o

hydr o- pyer@mE-e}py;elzcﬂm‘i tatpxylvaniz Djomathyheste;ndazol e- 1- car boxyl i ¢ aci d

2- et,hoxyet hyl r
5 (355 B SRRy pteran st “ne"%y% N IBIYBDr
ahydr o- fualddelpyeydlieatdaroxylisapid e estei- nol i ndazol e- 1- car boxyl i ¢ acid net hyl

ester;

25£0105- (3, 570 1 tor 00 Beng GRasul T oy 1) 34A- (2 df et By ant Ro- BF Opy0- 2-
(tetr ahﬁtﬂﬁlszWﬁé@*ﬁhﬁagbp’éwﬁa%?mpﬂféﬁfzoyl ani noFi ndazol e- 1- carboxylic acid
et hyl e%bﬁlr 5- f(1 Methyl-1- phenyl ethy[carbamoyl (1- meth [1H -pyrrole-2- carbonyl) -amino}-benzoylamino}
E0115- | uor o- benzen £ (2-di net hyl'am no- propy1) - 2- (
t et rthé’H“lﬁr3 %DS}RYE'FP"W SPIOHIGRE 'SOPB’QﬁE%‘iH am noFl ndazol e- 1- car boxyl i ¢ aci d

2- met h?X&MHEt By Mtk teghenyl-ethylcarbamoyl)-3 251 (1-methyl- 1(H pyrcrlole -2- caﬁ)orlzyl) amino}-benzoylamino}-

E0125 nyl) - 344- (2-di met hyl a

m no- prguﬁ% %:%:]@rrazoﬁ) f‘iﬁﬁﬂwﬁfs‘g%@?:l%?ﬁe '4-yl am no)- 3

ObenzoylBara né&ki-WatgFiatherylisthyearizory)32[( bostig- ’m-wtrdmzega;bemmmln@-serewytammo}-

E0135h(guogﬁgéylayo?erPcafﬁ@&ﬁc%gfﬁ%h%@&&o 3-[4-(2-di net hyl am no- et hoxy) - 2- (
r

tetra nzoyl am noki ndazol e- 1- car boxylic acid
B086  5-(1-Methyl-1-phenyl-ethylcarbamayl)-3-{2-[(1-methyl-1H-pyrrole-2-carbonyl)-amino]-benzoylamino}-

furof3,2-c]pyrazole-1-carboxylic acid (1R,28,5R)-2-isopropyl-5-methyl-cyclohexyl ester;



benzoyl am noFi ndazol e- 1- carboxylic acid 2-ethoxy-ethyl ester;

E0175- (3, 5-Di fl uoro- benzenesul fony1) - 344- (pyrrolidin-1-yl methyl)-2-(t
et rahydr o- pyr an- 4-yl am no) - benzoyl am nol - i ndazol e-1-carboxylic acid
nmet hyl ester;

5E0185- (3, 5- Di fl uor o- benzenesul fony1) -844- (pyrrolidin-1-yl net hyl)-2-(
t et r ahydr o- pyr an- 4-yl am no) - benzoyl a mn* indazol e-1-carboxylic acid
et hyl ed®0&r , 5(1-Methyl-1-phenyl- ethylcarbamoyl) -{2-[(1-methyl-1H-pyrrole-2-carbonyl)-amino]-benzoylamino}-

E0195- (%@R{@Wﬁg Ta%ﬂ,gc%@[gg 9@(&%@44 (pyrrolidin-1-ylnethyl)-2-(t

et rahydro am nol - indazol e-1-carboxylic acid
2- met ho)XoP2 et ﬁ-{,‘q M@y{@heny[ ethylcarbamoyl) -(4-piperidin-1-ylmethyl-benzoylamino)-thieno[2,3-clpyrazole-1-
E0205- (%aréo'x ggl Qstprenzenesul fonyl)-3-[4-(pyrrolidin-1-ylnmethyl)-2-(
tetrahydro- an- 4- P/benzo yla m n* 10i ndazol e-1-carboxylic acid
2- et ﬁoxﬁ%t h 11%113{(9 phenyl-ethy carbamoyl}-3-(4-piperidin-1-yimethyl-benzoylamino)-titeno|2,3-Cipyrazole-1-
E0215- (%arﬁoxﬁkédldwppeﬂ@nzenesul fonyl)-344-(4-met hyI p| perazin-1- yl) 2-

(2- et hgiéget h >V%/M@g,}1 e‘f”'l’"ype% ca‘ryamo%| 3’}9 Llpen& rr1] ﬁjafm& y?benzoclammo?%%no[fs é’fpyrazoIe 1-

Eogggh(()ﬁarﬁox@nﬁdlwmpmmelezenesuI fonyl)-3-[4-(4-nethyl-piperazin-1-y1)-2
L2 et *&‘agtyh%t(mét@m RO RGRABH A @ Bbericih-RIRGR Sen by GAFRANS FerRBk- -
15E(12354J€@2XBICEI!ICTHUU'@B@T benzenesul fony1) - 314- (4- et hyl - pi perazi n-1-y1) -
g ( g gtcﬁgiy?gfmﬂyﬁrﬂh%ﬁaﬂﬁﬂga%ylﬂ Y- Bipridin-h- PR RzoharRR - 3-GoyREded-
E0245 (SE@XIUPPQ’WPW%@hzenesuI f ony1) - 344- ( 2- di met hyl ani no- et hyl ) - 2- (2

- rrf:t hoxxggg% hy ﬁﬂ@tH?pl)th@M@Mér@%m@ 4-pibdiglRZ Ahahylbeay RENCY-thiefo|2ad|Wrarort hy |
ester

uor o- ber‘f%@?’f@'g 'df(ipﬁgﬁR “ZRP Y SRR EAETD- et hyl ) - 2- (2- met hoxy- et hyl a
m nakp- benz oy byi-MathyeiFphai-gttghazicdmey)43-(¢-pipdoidiny-y inethyblen byl erifry-thie et 3l pyrazole-1-
E0265- (3 .

uor o- beﬁargoﬁgsgci'd ZJ]H(ffcly)et-h%?Tt%‘- (2-di met hyl am no- et hyl ) - 2- (2- met hoxy- et hyl
a m no) 082z 64 Hdethyh Truherlykethiyioaiamoyi)es-(4-moretfinp hanzaylemiagfthibnal2 Jrelpyraany 1- eatbiylic
ester; cidethyle er;

E0275- (qu [&fs] or o- benzenesul f ony1) - 344- ( 2- di net hyl am no- et hy I? -(2
- met hox 0% hﬁ%thxbbm%kﬁfdw@ﬁ?%% mPrﬁ'wHk”osl' Eﬂn@"@'ﬁ'ﬁﬁﬁwﬂ? ¥ Cleyearde-1-carboxylic
2- ebljoX yei@frhpylestest er ;

(. et 8 QMP s A N IR B U AL T

met hyl %st’d idpiopyl ester;

E0295- ( @é?ﬁ@_l\gﬁyﬁ Ot)l%eerﬁé@%nlg I%Jalm]é@ry%)nor y%Fenzogg in th%ngj?(?té%a%?&l o bﬁ)&yﬁ

2- et ho carbox acid
est er; acid butyl ester;

E03 hvl

O 5 MBI Lo DY oA ok
2 met hoxgid igabpylestgst er ;. E0315-(3,5-Difl uor o- benzenesul fo
nyl) - 34‘&:0422 9\ 1Lm¥ylhydh@nymtﬂyreé?baneﬂ GB-(P¥hbr, ghoﬁ‘rt(ﬂbéﬁﬁﬂﬂbﬂlﬁdﬁh%%lﬂ -Spyrazole-1-carboxylic

m no) - benzo - -car oxylic acid et hoxy- et hyl
ester: acid (1 28 5R) -2- |sopropyl -B- methy! cyclohexyl ester;

E0325 ( 0k DB-H—N&U@TyIOI- e ZAYES bHmbMFBY A norBHbin- 4;2b@z@@mmkmmmc]@tda@myaafbaxyﬁc

hox 0) - benzoyl am nol - i ndazol e-1-carboxylic acid
rret I é‘?ﬁm%ﬁ@%g% (3, 5-Di fl uoro- benzenesul fony1) - 314- (2- di net hyl a

m no- et h)mey) 5-2+-Nelyintehbryheghyledriayba)ri (413 melhglpiperydinedagi nmetil|)-benzoylaminol-thieno[2,3-
| ndazol e]pyraz%@ Qé)rf)(cxyh& gmd%%rl%stg thyl ester;

C048  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylamino)-thieno[2,3-
clpyrazole-1-carboxylic acid propyl ester;

35  C049  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yimethyl)-benzoylamino)-thieno[2,3-
clpyrazole-1-carboxylic acid isopropyl ester;
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E0345- (3, 5-Di fl uor o- benzenesul f ony1) - 344- ( 2- di et hyl am no- et hoxy) - 2- (
2- met hoxy- et hyl am no) - benzoyl am nol- indazol e-1-carboxylic acid

2- met hoxy-et hyl ester; EO0355-(3,5-Difluoro-benzenesul fonyl)-344-(2-d
i met hyl am i no- et hoxy) - 2- (2- met hoxy-eth§la min o)- benzoyla mino] -

i ndazol e- 1-carbcorylic acid 2-ethoxy-ethyl ester;

5E0365- ((355- Bi(t-Meliyl- bphbwyhetteyoaisamiofi e MymeBuipinérpain- t-xrhathgli-pendoyighingg-thiegd(3,3- 2- (

2- met ho}%@r@zto@ﬁlcmxﬂ@ac&%@%&w am no] - indazol e-1-carboxylic acid

met hyl

E0375 (3083 DS(1-Wetb!-enyraitiearRAmp iyl j-npihy-pperpait biimediibenzoylpmiedHipnd2-2- ( 2
- met hox)é]p?r%i&bé'ﬁﬁ’ﬂ)d}ﬂﬁ:ac,tﬂﬁ%w&‘?éﬁ‘ no] - indazol e-1-carboxylic acid ethyl

te
E0385- ( $08 DU eSO B msitybiop i el rodovginpbbigala 2

g rret Em@m reiolawc@rmmi@)mﬁwmb 2ARbpRK-5HRINdRBAdxResdercar boxylic acid
nme (0]

£0305. ( £065 DB TGP b BENNEERTP SR sy e T PR PROARS: 2-

2- met hox)pyredolayticaboxyiio deidPeharagtyl@stemno] - i ndazol e- 1- car boxylic acid

S e KR e e e i Lo e e
| amilfo) cébqxdic aad dthyl ester pera2| n 1- y1)

benzoyl - I t .
15£041S. -(3)3%4 Eg‘%ﬁ)ﬂor iy z 1‘?%291’% '1%!2")[%'%{?”19‘” ienolas elpyregole T
) - 2- ( 2- reerbedig GUNPQREEHST - et hy am no) -

benzoy! gy nok! 9%tk afing}$ ch ity @RGP, 3-cpyrazole- -
E042S- 5@?2 S%E%%@M%'@e@@ﬁesﬁ'f 01?1@'%1 Bﬂlm%mpww N Der iy n?]pyfaj‘”j

2- (2- rretCFfB‘R‘ 16 3CGH0PRRM &E hy | ami no) - benzoyl ami noki ndazol e- 1-carboxylic

aci ds2- @ONOXB{tle(tsb‘;ydpyl@ﬁﬁoeﬂe,‘thylﬁﬁbﬂﬂ@arﬁntﬂ 8-(1emdiyf hphenyl-ethylcarbamoyl)-thieno[2,3-c]pyrazole-1-
uor o- benzg qsul X Iy]T : 344- (4- net hyl - pi perazi n-1-y1) - 2- (2- net hoxy- 1- e
t hy! - et F§PEY R 8& S Zobenzoyl ani noki ndazol e- 1- car boxyl i ¢ acid

2-(2- rret(]ﬁlﬁ<y3¢4t— [sopxopYlargiokmyethylplenzsylaming]-5-(1-methyl-1-phenyl-ethylcarbamoyl)-thieno[2,3-c]pyrazole-1-

E044S- 5Gggoxﬁlcgof%ngshﬁenzenesul fonyl) - 344- (2-di met hyl am no- et hyl ) - 2-

(2-ne | ami no) - benzoyl am noFi ndazol e- 1- car boxyl i c
aci d mstqqga Sk @ppropylam:no methyl) benzoylamino}-5-( T-methyl-1-phenyl-ethylcarbamoyi)-thieno([2,3-clpyrazole-1-

E045y- 5c£r§bx?«r~c53| hRJﬁSP? @@Wﬂmlnﬁ@wﬂaxylasw (2 di net hyl ani no- et hyl) 2

2- net hoxy- 1- ne hyl a benz dazol e- 1-
aE:I d et %leg-[[fie(}soprg{)y]ammo methyl) bengoylamlno -(1- meahyl 1 p%enyl ethylcarbamoy[) thleno[g 3 %/]pyrazole 1-

25E046 Schbdxdic aeidd-fubibetiyestaenzenesul f ony1) - 314- ( 2- di rret hyI am no et hyl) -
Ezi;:I( 5_ rzr? k@%g;&}g‘?ﬂg}%@g@g%’n%e%ﬁ]e@aga_rbarl%gyﬂ-%@-/éipen P ylfm enzoyammo enoﬂ)@/ lic
E047S- ScloﬁaﬂemcﬁrbaxyhnamMMBaﬂesul fonyl)-344-(2-di met hyl am no-et hyl ) - 2-

ac| et %OX 5[[‘]3? Em{m Erf FQQHMM%WCEPOEHM'%' (APeRR- T R RER SyahibARBR®Y! | C

E048S- 5£Ipﬂa?ﬁlemcarquﬁmdjmﬁﬂéﬁ’fﬁésul fonyl) - 314- ( 2- di net hyl ami no- propyl) -2

- (2- et kg - 311@?:5!& plﬁﬁﬂmn%%lféfﬁ}lc‘.arbamoy[]3 4- dplpendm 1—ylmethyl benzoylammo) thieno[2,3-
30benzoy| am noki ndazol e-'1- car boxyl i ¢ "aci hyl er;

E049S-5 clpgazsteﬁxc?quziﬂwdd@wm?é%| fonyl) 344- ( 2-di rret hyI ani no- proopy1) - 2
- (2- et fm@ya/ @11n(e-t:mwrb DRIV LR yicara A6E-QYd-@retidotinckag de Goylania)thiensjal3i ¢

acl

eth
EOSgg %gga@leﬁic?ri’%ﬂ'f:@'%@W?gﬂesul fony1) - 3- [ 4- ( 2- di et hyl ani no- pr opyl ) -
2- ( 2- metdoax y 51+ (@ehitry-bheaf)Hytletpriethgidarbamoyl]-3-(4-piperidin-1-ylmethyl-benzoylamino)-thieno[2,3-

clpyrazole-1-carboxylic acid isobutyl ester;
C0108  5-[1-(2-Chloro-phenyl)-1-methyl-ethylcarbamoyl]-3-(4-piperidin-1-yimethyl-benzoylamino)-thieno[2,3-
clpyrazole-1-carboxyiic acid (1R 25 5R)-2-isopropyl-5-methyl-cyclohexyl ester;

35 C0109 5-[1-(2-Chloro-phenyl)- 1-methyt-ethylcarbamoyl]-3-(4-piperidin- 1-ylmethyl-benzoylamino)-thieno[2,3-
c]pyrazole-1-carboxylic acid 2-fluoroethyl ester,



benzoyl am noFi ndazol e- 1- carboxylic acid 2-nmet hoxy-et hyl ester;
35E051S-5- (3, 5-Di fl uor o- benzenesul f onyl) - 344- ( 2- di et hyl am no- propy1l)
-2-(2- et hoxy- 1- net hyl - et hyl am no) -

benzoyl am noki ndazol e- 1- carboxylic acid 2-ethoxy-ethyl ester; 42
benzenesul f ony1) - 344- ( 2- di et hyl am no-4% hoxy) - 2- (2- met hoxy- 1- net hyl -

t hyl am no)- -carboxylic acid nethyl ester;

benz eneot 20 ByP-FBatd phe@d) dimetryHaipy @roanayd-8{4ranphylin 2y rethyrednhayleyind)-thiepe (B § - e

A eI gyaekd oL ester, (2.

benzenestl Tonyl nmet hyl am no- et hoxy met hoxy- 1- met hyl -
et hyl aniGidip- 5{ic@Fbexyiend-1aneiy- emquaé)tamwﬂ-}(%mwwnéymthyl benzoylamino)-thieno[2,3-

oty RS el A B e 8 (2 ey -
benzéne&Q oﬁxﬁl?F@Trernf@pwﬂmthyl-athﬂca@awﬂ’é{‘*ﬂwaho'@ 4@2@%&?%@9@@ HRENRGH- et
hyl am nj razo@arcsmwch@d.@fo gl gt hyl ester;

E;ln;enmes § Ogi‘l %SIRV‘P p%ﬁ%é{nﬁ!ﬁ@@h%e%@@y@? thorp)ho!m 4§Imetﬂ?genzoy%mlno)m?ena¥ - et

benzenes,-}pyrﬁzaleyJ:)reo’ifhdac(jmuylrestbn di n- 1-yl met hyl ) - 2- ( 2- net hoxy- 1- net hyl -

benzeneSHiPorg i e Eplr b FaMie R i S8 Sheneremsrpmioitis §/? et
hyl di nm)pyramaﬂberhquhc ecidawbldh(! @legt hoxy- et hyI ester;
enzenes ltIOi ;11 @ ﬁﬂ& 1%1eﬂﬁ%@§?8§}ﬁﬁr}?yn§g4hwrph9% Iaxllm@tﬂ}l PN sy AmdamRepy! - p

i perazin- ic aci
- benzenébwﬁqobﬁw_@oxﬂ'&ﬂm (1R 39Rh3 sappyEmady-aucipbepy $slep. ( 2- et hoxy- 1- met hy|

- et hyl amdomq) 5[+ Q%&?@méhw 8. n@ﬂﬁ*}-@th@cal‘ﬁﬁﬁ@?&}ﬂ rﬁﬁrdﬂMlh 4@%@1 benzoylamino)- tjenof2.3-
-benzenesul fony i perazin-1-yl)-2-(2-nmethoxy- 1-net hyl

- et hy| arfPHezple- 12081 lﬂ'&%ﬁ%ﬂéor"a&(ﬁwl&“?’pet hoxy- et hyl ester;
- benzenepissf oqpytmMebidtiriddasd- hyckboi) {9ﬁh@-bérﬂey[bmmd})&(ﬁmétw-ﬁﬁehwmwirbmylhy|

Benyendiint AP oS Hipttobfe e T Oy o Moy -erivl esten

ni no- et rwis)s 3% [0-Metiy HEbyidazolaearbphyl)}emingbenasylaone)-5(Casthybi ptiehytetiyisaitamoyl)-

nmet hyl
-benzenesu ? ﬂ i320l34%rb€§(llc(ja01ngo | San no- et hyO0- 2- ( 2- met hoxy- 1- net hyl - et

hyl am n&P137- 4a[6ddejwii 16-reideeele- %@aﬁ)ypyl @gingbenzoylamino}-5-(1-methyl-1-phenyl-ethylcarbamoyl)-
- bergenauhd onioro bakolyf 4l KBy eath no- et hy | ) -2- (2- met hoxy- 1 met hy! -

et hyla m no)- - este
Al TS A NN I ey e St ST 1 SRR —"—
thyl am fﬂﬁbho[% qmémecyhamxya@acﬁbwemoxy ethyl ester:

s MR AR S éftﬁv%éﬁaen*ow"

-benzeneﬂﬁeubiﬁ)cipyla)zelésldaft(ognllmbcnmbﬂwleam no- propyl) - 2- ( 2- met hoxy- 1- net hyl -

et hyl.am MR i
conde 5 Ve M B BAR Sl BT Ehr sy e el
- (2- et Hhisegl2, Qc}mamw cagokid aai{ IREPSR) l:?éWﬁ@EM @ﬁethvbwp!mﬁmee 1- car boxyl i c

acid 2- reisgoxyr Bl 1QShi®kole-2-carbonyl -benzoylamino}-5-(1-methyl-1-phenyt-ethylcarbamo
EO71R-5 rc? é[? uo?o- e]nzoeenegsatrjlo?y)a?mg] 1 } (rret hyyl I<'J;1myno ypr opy 3

- (2- met N@ﬁ@?ﬁ Folpweazpisi- Caéﬁoﬁ‘iﬂaﬁﬁ?ﬁ@)"—emﬂésﬁeioyl am noHndazoI e- 1- carboxylic
acid 2- @Ohﬁxﬁ(ﬂﬂd?bhblmﬂ%frlféﬁzoylammo) i(S) 1-phenyl-2-pyrrolidin-1-yl-ethylcarbamoyl)-thieno[3,2-c]pyrazole-1-
5E072R— - [a uoro benzenesul fonyl) - 314- (2-di met hyl am no- et hoxy) -
2- ( 'Cic I%#" et hyl ami no) - benzoyl am noki ndazol e- 1- car boxyl i ¢
aci d rretdnyda et Pﬁj’rpholln—ﬂf yl-benzoylamine)-5-((8)-1-phenyl-2-pyrrolidin-1-yl- ethylcarbamoyi) thieno[3,2-c]pyrazole-1-
EO73R- 5- ET ?Lf{snlt' cg benzenesul f ony1l) - 344- (2- di met hyl am no- et hoxy) - 2

- (2- et ﬁég&’y'ia RY FEx hyl am no) - benzoyl am noFi ndazol e- 1- car boxyl i c
aci d et p159e §{4eMgrphalin-4-yl-benzoylamino)-5-((S)-1-phenyl-2-pyrrolidin-1-yl-ethylcarbamoyl)-thieno[3,2-clpyrazole-1-

EO74R- 5- ngcxg R{ﬁy@ﬁypetsﬁpnzenesul fonyl y314- ( 2- di net hyl am no- et hoxy) - 2-

(2- met hoxy- | am og
35 C0162 3+ 4Morpholln4yl benzoylamlno 5-((S)-1-phenyl-2-pyrrolidin-1-yl-ethylcarbamoyl)-thieno[3,2-c]pyrazole-1-

carboxylic acid butyl ester;



EO75R-5- (3, 5-Di fl uor o- benzenesul f ony1l) - 344- ( 2- di et hyl am no- et hoxy) - 2
- (2- et hoxy- 1- net hyl - et hyl am no) - benzoyl am noFi ndazol e- 1- car boxylic
aci d 2-ethoxy-ethyl ester;

EO76R-5- (3, 5-Di fl uoro- benzenesul fonyl) - 344- (pyrrolidi n-1-yl met hyl ) - 2-
(2- met hoxy- 1- met hyl - et hyl am no) - benzddfl ani noFi ndazol e- 1- car boxylic
acid nethyl ester;

15E077RC5168 3 3-5+Rirghblindrykhehmpyianeno S ()11 @ hepdl R-p@ bidin oy-ethwsbrbatiop)-thienp [312eipirgdole-1-
2- (2- et -1 - et hyl am no) - benzoyl am noFi ndazol e- 1- car boxylic
acid etf r%é'%%tgg& Bmésmﬁ

E078R- 5-C0F4 53 Mdrhoind-ybeneedarensld-(Briypheny Sauo(dinyr -eshicarbamor)- Hieneiielpy zole-1-

((agl (rjretzhgég cﬁ%cEEF'dt h#s*ﬁgﬂ%!)ﬁdﬂllﬂ-%fhyl BRI bag® NG ndazol e- 1-carboxylic

E079R- 5£Q§55B{%Mqrnhlaimd VH@ﬁ?ﬁﬂawbw%ﬁwﬂf)ﬂyléwmwm givicarpamoyl) %}'ﬁfw@t?ﬁwf?m@ -

(2- et h@aqydx%tg@;tgtm&me@{yngtb,am no) - 20benzoyl am noki ndazol e-1- car boxylic
acid 2-etho

st
20805- ( 058 DF UV BEN NG AP Y 1B o pehaR P PR R 4
met hyl - la]pﬁ&blarmmoiyhyéc)d eb@mﬂeryl am no] - i ndazol e-1-carboxylic acid
t hyl " : .
ety 283 hs EhAE SpRORRVHR BL B BbSdis
pharlﬂace]pjzrazola-ﬁ-lcgrbcayhce:pnitp@bwatesal ts, but for the conmpounds coded A02,
A024 L i
024 TS MY I pbbaSi i,
mor e pr ébwazpled-caeprdoenidsopprytasien present invention are the fol |l owi ng
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D039  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-[(2-dimethylamino-propyl)-methyl-amino]-2-(2-methoxy-ethylamino)-
30  benzoylamino-4,5,6,7-tetrahydro-pyrazolo[4,3-c]pyridine-1-carboxylic acid ethyl ester,
D043 5(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-ethoxy)-2-(2-methoxy-ethylamino)-benzoylamino)-
4.5,6,7-tetrahydro-pyrazolof4, 3-clpyridine-1-carboxylic acid methyl ester;
D044  5-(3,5-Difluoro-benzenesulionyl)-3-[4-(2-dimethylamino-ethoxy)-2-(2-methoxy-ethylamino)-benzoylamino]-
4,5,6,7-fetrahydro-pyrazolo[4,3-c]pyridine-1-carboxylic acid ethyl ester,
35 D047  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-pyrrolidin-1-ykethoxy)-2-(2-methoxy-ethylamino)-benzoylamino]-
4,5,6,7-tetrahydro-pyrazolo[4,3-clpyridine-1-carboxylic acid methyl ester;
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D079  S-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(pyrrolidin-1-ylmethyl)-2-(2-methoxy-1-methyl-ethylamino)-
benzoylamino]-4,5,6,7-tetrahydro-pyrazolof4,3-c]pyridine-1-carboxylic acid ethyl ester;
D082  R-5-(3,5-Difluoro-benzenesulfonyl)-3-[2-(2-methoxy-1-methyi-ethylamino)-4-(4-methyi-piperazin-1-yl)-
benzoylamino}-4,5,6,7-tetrahydro-pyrazolof4,3-cipyridine-1-carboxylic acid methyl ester;
35 D083  R-5-(3,5-Difluoro-benzenesulfonyl)-3-[2-(2-methoxy-1-methyl-ethylamino)-4-(4-methyl-piperazin-1-yl)-
benzoylaminol-4,5,8,7-tetrahydro-pyrazolo[4,3-cjpyridine-1-carboxylic acid ethyl ester,



carboxylic acid ethyl ester;
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benzoylamino]-indazole-1-carboxylic acid 2-methoxy-ethyl ester;

25 E05  5-+(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-ethyl)-2-{tetrahydro-pyran-4-ylamino)-
benzoylaminol-indazole-1-carboxylic acid methyl ester;
E06  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-ethyl)-2-(tetrahydro-pyran-4-ylamino)-
benzoylamino}-indazole-1-carboxylic acid ethyl ester,
E09  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-propyl}-2-(tetrahydro-pyran-4-ylamino)-
30  benzoylamino}-indazole-1-carboxylic acid methyl ester;
E010  5-(3,5-Diflucro-benzenesulfonyl)-3-[4-(2-dimethylamino-propyl)-2-(tetrahydro-pyran-4-ylamino)-
benzoylamino]-indazole-1-carboxylic acid ethyl ester;
E013  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-ethoxy)-2-(tetrahydro-pyran-4-ylamino)-
benzoylamino-indazole-1-carboxylic acid methyl ester;
35 E014  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-ethoxy)-2-(tetrahydro-pyran-4-ylamino)-
benzoylamino}-indazole-1-carboxylic acid ethyl ester;
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30A ig 4 %% é.’i Eth uoro beenr%.?/ e%ulf%lc?r 233 mSZ d||-9eth§Iam1no ethypﬂa {2- metho Fy 1prgertrglzeithr¥l_am|£1c9 )
enzoyl a @ﬂamgo]eméﬁohwarboxwwwwe&g 4- c]pyr azol e 1- carboxylic acid

butyl egbgr, s5.3, 5 Difluoro- benzenesulfonyl 4-(2- dlmet Iammo -ethyl)-2-(2- methoxy 1-methyl-ethylamino)-
A0245- ((R) - 2- I\/bt 0X }éfy}racetgr 44 (4-met hyl - Pi Perazi n-111) - be
3, 4-

nzoy| amPABpREing:ngEq erEf el e c] pyr azol e- 1- car boxyl i c acid
ethyl esbar; s-535Difluoro- benzenesulfonyl )-3-[4-(2-dimethylamino-propyl)-2-(2-methoxy-1-methyl-ethylamino)-

A02 ﬂ% t'{f} t §) 344- (4- met hyl - Pi perazi n-111) - be
nzogﬁa b Ty%%‘h% %JFB’B 'c?%/t 4- 35c] pyr azol e- 1- car boxyl i c
acid prapssl es{®iDifluoro- benzenesulfonyl -3-[4-{pyrrolidin-1-ylmethyl)-2-{2-methoxy-1-methyl-ethylamino)-
A02754( R 314- (4- met hyl - Pi perazin-111) - ben
zoyl am R%T%EM@B]D%%& 89%39%0'&%%8[%%&
E057  S$-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(pyrrolidin-1-yimethyl)-2-{2-methoxy-1-methyl-ethylamino)-
benzoylaminol-indazole-1-carboxylic acid ethyl ester;
35  E060  5-(3,5-Difluoro-benzenesulfonyl)-3-[2-((R)-2-methoxy-1-methyi-ethylamino)-4-(4-methyi-piperazin-1-yl)-
benzoylaminol-indazole-1-carboxylic acid ethyl ester;



c] pyrazol e-1-carboxylic acid isopropyl ester; 55

A0305- ((R) - 2- Met hoxy- 2- phenyl - acet y1) - 344- (4- net hyl - pi perazin-1-y1)-b
enzoyl am no] - 5, 6-di hydr o- 4H pyrrol o] 3, 4- c] pyrazol e-1-carboxylic acid
butyl ester;

A0325- ((R) - 2 Met hoxy- 2- phenyl - acet y1) -®44- (4- net hyl - pi perazin-1-y1)-b
enzoyl ani nol - 5, 6- di hydr o- 4F+P rrolo 3,4- cipyrazol e-1- carboxyllc acid
i sobut ylE0@st &5 (3,5 Dlﬂuoro benzenesulfonyl)-3-[4-(4- methy[ piperazin-1-yl)-2-(2-methoxy-1-methyl-ethylamino)-

SA0425- (R a%TnMEﬁdQﬂPéM ozm@@@aadz@rﬁ@ﬁm Lm&ﬂ)‘bthi‘ésté]‘m hyl - pi perazin-1-y1)-

ot é°¥'1%mez42 Bals b el R by ErheRe ey B o <
A0435- (@&oy&nﬁv@ﬁﬂﬁ@ﬂé-ﬁa@dﬁ)ﬁl!ﬁ?bdm[eﬂ@ 244 (4- et hyl - pi perazi n-1-y1) - 3
enzo 0 0 ar i c.aci
oot S 00 % S Y Lo OOk i AR
noy1l) - 3-b[e:éey(a#nnnjatdla;;ple-1marpmlazmc.‘retrml-egtbmret hyl ) - benzoyl am no] - furo[ 3, 2-
égﬁg?%’;_ ![ﬁles ﬁ@bﬁ %:ell_lz(ée r@%?%gﬁ' i @E@ﬂo pr?p)(l ngr?_letr‘oxy Hln&eet} lethlylamqo

et hyl ) - b@ﬁ@@ﬁhdﬁﬂﬁ@hﬂdﬁ@@@wamd@@WVﬁ@&ole | - carboxyllc aci d propyl

ester; &ghp- Rls:dBbibl: blenzenesulfon -3 [4 (2 dimethylamino-propyl)-2 |(2 methoxy1 methyl-ethylamino)-
- phenyl - et h}/l car bam) 1)-314-( hyl - pi perazi'n-I-yl methyl )-bénzoyl am
i noﬂ@ro[bg12 am@P]ﬁW@%ﬂtC@b%'Ea‘FW&ﬁﬁtﬁfe acid i sopropyl ester;

1560205&(7 I\/Etshivéblﬂuoi%tbewﬁesm i-B-@aFyRGBRY-Fnetl)242-hdthoret- rlﬁwhyr -@ypen§zi n- 1

-yl meth (o razol e-1-car boxylic acid

({R 2S, %ﬂgzoy%mi”@cﬁ@ fa%oijﬁf’ ethé‘gf&tlerl)ﬁgxyl ester; Y

60215- ( Eoivet Rysl 3 &Blm}mmwazeretdwwylguamto@mm)inaémm o4z meoy1-meliybettyaming- | - yI
met hyl ) 5 rﬁwfﬁ%gsr{ L DRAYE B 510 hPNEARS! €- 1-carboxylic acid

2-fl uor
B0245- ( £080kt ﬁ-yasrwlﬂup‘h@ﬂyéne@ﬁdmyi] %[afﬂgmﬂmwj_e)hylaniQa}df-ﬁquﬂwl-piperazin-1-yl)-benzoylamino]-

;g: 3 let wd%lgwm&ﬁg&g%kh@%t&%t L?erol[ 3, 2-c] pyrazol e-1- 20carboxylic

- phenyl Lﬁlhghpmast@fafﬁrfﬁmmpgunémaw g Bawdi n- 1
-yl rret hybz4b e B7RYA- MR phEdyERREtR)-34- Qi ity B Erh A flyl)-ber bRyl 5, 0cditgdib-gH-PFrORYA-

este
60275, - ( Szl eaopRAAEIEHy | car banoy1) - 3- (4- pyrrol i di n- 1-yl met hyl - h
enzqyl am)zmopa{ a}zawéﬂwm@gnre@zanhm)-sm (daettiplqipyrbiinet- W dkrtoyli sl agHydredi-pamolo[3 4-

25B0425- ﬁ) tl $he% 5 trhyl ca

r banoy| ) gaze ﬁ%}l?ofx%]? 31 yﬁ ‘met hyl - benzoyl am

i no) - f UABY73, 2-{(B]lVettmzyed-phery-aceid Hb {dyrhethgl-piperaaih-1-yl}-benzoylamino]-5,6-dihydro-4H-pyrrolo[3 4-

(1R, 2S, cycl ohexyl ester;

130465- ?@?\}é h%%%%ﬁpﬁcgdr@ Leeﬁg{:ar banmoy1l) - 3- ( 2- g}(z met hyl - 2 razol e-

3-carbo Kiz2oRPY-aef -PRereghi) kP By
A - B NP S - ka6 iy -

ooy 1y PRk Rl e T %Y bony ) - an o)
r n

O OT B, o SURN TPt e b PG (s B aRraps S SrhdroAn Aoelsd
80495- ( tpblbykatoxmbasydobudi dsyek, car banmoy 1) - 3- (2- [ ( 2- net hyl - 2H- pyr azol e-

3-car bogﬁ&) op m})ggl‘%e_éq%?y%p%gr!yea%tyq)@-@-(dinl\]e hyit plpérasz‘J Jﬂ%[ar%%y?ammo]]s Gcoahyg)rg-ﬁ(l-y pyrr&o[S 4-

acid is
clpyrazole-1-carboxylic acid (1R,23,5R)-2-isopropyl-56-methyl-cyclohexyl ester,

30 B02  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yimethyl)-benzoylamino]-furo[3,2-

clpyrazole-1-carboxylic acid ethyl ester,;

C02  5-{1-Methyl-1-phenyl-ethylcarbamoyl)-3-{4-piperidin-1-yimethyl-benzoylamino)-thieno[2,3-c]pyrazole-1-

carboxylic acid ethyl ester;

C024  5-(1-Methyl-1-phenyl-ethylcarbamoyf)-3-(4-morpholin-4-yi-benzoylamino)-thieno[2,3-c]pyrazole-1-carboxylic
35  acid ethyl ester;

C068  3-[4-(Isopropytamino-methyl)-benzoylamino]-5-(1-methyl-1-phenyl-ethylcarbamoyl)-thieno[2,3-c]pyrazole-1-

carboxylic acid ethyl ester;



B0645- (1- Met hy1- 1- phenyl - et hyl car banoyl) - 3-{2-[ ( 2- met hyl - 2H pyr azol e-
3-carbonyl ) - am nokbenzoyl am no) - furo[ 3, 2-c] pyrazol e- 1- car boxylic
acid (1R 2S,5R)-2-isopropyl-5-nethyl -cycl ohexyl ester;

3580685- (| - Met hyl -1

- phenyl - et hyl car banoy1) - 312-[ (1- et hyl 821 H- pyrr ol e- 2- car bony1) - ani no] -
benzoyl am no)- furo[3, 2-c] pyrazol e-1-carboxylic acid ethyl ester; 56
BO705- ( DONet Ayas-Diluphdenyeneatidnyi-dlatdreatuhpipiazn- 18- (Erahyist ppn- 4YpHipRT ¢ ol e-2

- ?gr b?”ééﬁg&%n@]‘l‘%@ﬂ@tﬁb@d@%r%ﬂ)[l 3hcigirahed1- kB &R &tek- car boxylic acid
BO715- ( D0t A HlupmemInewlony} URIAEENEY BT HA e WBiPRgTY TSRyt 2

- Ca(rj bonykk; me*fﬂaﬁy@rbpp@e@mk BIHiRO) cabbyicQbidet’dn &slepy r azol e- 1- car boxylic
acl 1 SO

50005 ¢ Dokr By 1Sa DRV P e R R ERRE YL
nzoyl ambaRgytaminbjenss]72st@rdbPyriaz e Belpkidine beadboxid did et@d:esd:br et hyl ester;

CI)45(1 thI hyls ben
Coylant IO « Ko DR pF b DR poARERY § Broty eE‘FiP'?
COB5- ( 1-béflzd))hly11he H-5ptTeetphydroiprgdoicidSolayridine-1-carboxylic acid ethyl ester;

noyl) -3 ' -Pirana azole-1
' { Oz:ar 'ggf(' F:ﬁ-?{eﬂ;i I%: grg'bgnz%legﬁﬁc}npy\’sl & Pﬁ%@lydl RRNARESRA-FraR2 GhRN)

Ccop48- (DEWGWQJ infagslgd Oxélﬁﬁfyqfl%ﬂreﬂafnoyl) 3- (4-nor phol i n-4-yl - benzoyl a
m no) - t rEt)rfbnoﬁ% @Dﬁjbr’@%ér@%@%ﬁ‘ﬁh%fﬁ@{(@%&tﬂo@y ﬁﬁét By 1B ho @-ﬁtrﬁdthyl -piperazin-1-yl)-
CO265- ( yl-1-p car ba noy1) - 3- (4- nor phol

i n-4-yl D%W?WP]?AW?WB)LC@H‘?"@'HB%@WeétF yrazol e 1-carboxyl ic acid pro
pyI est @043 §-5-(3,5-Difluoro-benzenesutfonyl)-3-[4-(4-methyl-piperazin-1-yl)-2-(2-methoxy-1-methyl-ethylamino)-

4- hol 4-yl -b
Iam no) é'ﬁ?ygﬁlﬂ'f’%]]a%zo@q&rﬁéywcé @g&%‘é%ﬁl&mﬁ@%ﬁ rls)ggrgplyln es%/er sneoy
CDA4G5- ( Eoaet Mo Qhptbeaybresiin) 2 Beamosiy bk medc -pétyeninazziim g y |
met hyl) 1 DenZob AL RR = ERGGR Yidetiresied PYT @zol e- 1-carboxylic acid ethyl

ester,
C0485- ( E0¥%kt Ry138Dihlemrhgizerseuigny aldtibmeiytyineszi-dyi- g metheryi-nsihpeindamning-1- y

| et hyl s DensralidEoRAkhBiAe Mlide- (Bmekbksbidk))2hRleSerlanccar boxyl i ¢ aci d
propyl ester

C0495- ( 080t AyAa-Rilugrdsipenesiion)-H2{4mahepehyianiy: 4{‘*@%&%&7@%? Peegpyannety
| metoyl )mb@@z&mﬁ@m&u&ieﬂ&ll‘ébt@mo[ 2,3- c]pyrazol e-1-carboxylic acid
I
DB a4 IR e aesees Fy B My OmRRURS L Bl Chspere 2. herdpetel e
yl car banmstiignt hi eno[ 2, 3-c] pyrazol e-1- carboxylic acid ethyl est er;

2500703%2@@5&%&)5 h gaﬂgms%m&eu Si0%h AN ARbed (A LER gmapaéa ]&@&m@'ma

et hyl car pyrazo - carboxylic acid propy
ester; process compnsmg

CO7L3-[ 45 r@é amamofé&emwwcymmﬁwfb@m mg] -5- (1-met hyl - 1- phenyl -
hylcarba 3-c]’pyrazol e-1- carboxylic acid isopropyl
ester;

C090541- (2-Chl oro-phenyl) - 1- net hyl - et hy|,capbanoyd- 3- (4- pi peridin-I -yl
met hyl - benzoyl am no) - t hi erlo[ 2,3 N

R1 m \N Rz

N’ ()
.
wherein A, Ry, Rz and m are as defined abaove,
with any suitable agent for inserting the desired ~C{O)OR group wherein R is as defined above on one of the
30  pyrazole nitrogen atoms, such as a chloroformate derivative, followed by optional removal of the protecting group, if
present;
b) if necessary converting the resultant compound of formula (1):



30c] pyrazol e-1-carboxylic acid ethyl ester;

C092541- ( 2- Chl or o- pheny1l) - 1- net hyl - et hyl car banoy1] - 3- (4-pi peridin-1|-y
| met hyl - benzoyl am no) -t hi eno[ 2, 3- c] pyrazol e-1-cartoxylic acid propyl
ester;

CD93541- (2-Chl or o- pheny1) - 1- et hyl - eth??carbannyll 3-(4-piperidin-1-y
| met hyl - benzoyl am no) -t hi eno[ 2, 3- clpyrazole 1- carboxylic acid

i sopropyl ester; 3500112
541- (2-Fl uoro-phenyl)-l- mef%l : jarba T’?%F%I j -3-(4-norpholin-4-yl met
hyl - benzoyl am no) -t hi eno[ 2 i flolNe- arboxylic acid ethyl
ester; 57 C0114 N ()]

541- ( 2- Fl uor o- phenyl) - 1- net hyl - et hyl carb R-3- (4- nor phol i n- 4-yl net
hyl - benzoyl am no) - t hi eno[ 2, 3- c] pyrazol epl-carboxylic acid propyl
ester; CO115

541- ( 2- Mherein 6-ToReRyany meeapddied akavh plogeatisa pmepaund gfmulathr phol i n- 4- yI met

ny1 - Denagikagicnelad HRERA fistireRhBY kiddPkeohs car boxyl e act d i sopr opyl
ester

3- { 2- [ ( Fenortingyi negaseann R ssanee isomesael HUmyA §1a) 2rd frops 6@???@9‘?"3@?99@519 B-yel-knoun
thyl 51- pMBdél et hyl car banoyl) - thieno[ 2, 3-c] pyrazol e-1-carboxylic

d h , . . .
ST - T (PO ForinaTe T Gy s st bRy o 2 ARG Rl ) OBt o
hyl - 1- phfereyﬂsntcﬂhmf;ebcomrpbtmrmfydtmula(l bs aefirefl 2408 c] pyr azol e- 1- carboxylic acid
ST e e AT T
10t hi en@F@p@le@]ﬂlbweém(ﬁ?l"@wrmemﬂmb@l)sbfiﬁw aci d i sopropyl ester; C0156
3- (4oMo rﬁﬂé}@t&ef} i %hp&%éﬁ%ﬁ@%l@(ﬂ%f p5es§rﬁ entbn H%E\ﬁmﬁ bs &Jfamﬁ tfy%ehrg'oﬂmei}rk%bvn

t hyl car bano hi eno pyrazol'e-1- carboxylic acid ester;
C0158 3 rr(eﬂ_]o p(i{jlpf@ jin the patent Ilterature cited above, wherein such compounds are described as useful
in-4-yl -;@ﬁﬁ@l@téé am no)-5-((S)- 1 phenyl 2-pyrrolidin-1-yl-ethyl carbamoy
1)-th i ol e-1- x |c aC| 0 ester; 15C0159
3- (4- IVb %tfe niotﬁé: &B%lpcﬁ W?WP‘E ?{B)laé stsc'sgc)ve gefr raaﬁ q{{%mfnwoof&? tautomeric forms a
i din-1- y;fb edt bl iciag biamogdigiedtabdveno[ 3, 2- c] pyrazol e-1- carboxylic acid
i sopropyl ester; C0178 5- (I Met hyl - |
- phenyl - et hyl ca m)ylm Of 2- [(1H—
m no) -t hifenoj oI e- 1- car o .
C0180. ( a \ 1 s N<
5- (1- Met hyl - | - phery —é‘thyl car banoyl) - 3- 1N—p>)'|lrole 3-carbonyl)-am
i no] - benzoyla m no) I_!Ihl eno[ 2, 3- 20c] pyr azol e-1-carboxylic acid propyl
estir C0181

SMet hyl - 1- phenyl - et hyl car b(a)m)yl) 3-{2- [(1H— pyrrol e- 3-carbonyl)-am
i no] beﬁh@gbp\@mom§esernams[ @qcgssescijion cande kasred 0 aechraing/tb nethads kndwi is thparbpy |

ester; As stated above. it is clear to the person killed in She %rt 4tt}1at Ze}l compouP'd i formulaer grepared accor]c_igng tg th

q)-am’ noj - benzoyl a
t hyl ester;

3

DO15- (3 -Di fluoro-benzenesul fonyl zin-1-
tetr ahy@iaqge [ﬁgﬁp%nls wgﬁaﬁ&mlxture of isomers, their separation intd the single isomers of formuila (I}, carried

benzoyl ?ﬁla&orhmﬁm &n%nﬁmél%mm@dg Gl winhae @bt & ihd pedeptiividlbine- 1- car boxyl i c
| e
Dgﬁ ("%‘y @'”ﬁ"ﬁe&@}‘o"E@WE%%QE&F?%M%J@ dgrvative of 11y i) 1< S5pqfsd ragerrding fo-wel-nown

( t et r almgtlodd Wity Sredgerd foyihtedicihg Jhe desired carbamoyl group (-COOR) on one of the pyrazole mtrogen atoms.

g g.néog![ g]fmneg;r?pg r‘ éé e(xso’ove react'?oaﬁ %Q)}’ (%EU(I?WI g]%y?oh%io%fn%tecéig) nEr'néj Icmorocar‘oona{e n a)émtatgfe

D065 (3 sBveDi fubtuos @trmemforaresixhlormme SHldroTrir2 ackitamirteh yoluemei eromigitrbsy thpreefestha
-amn

yI ari no%%ﬁ@%ﬁf‘ %t&bgp"%"b@&‘a}]&{ta P‘Id fo ra él[nFe) ;//arym from E)Loutgo mmutes toa dboHtGTg ours

ar b@yl urﬁhea)@p@cm@mpor@mpgﬁon scavengersuch as triethylamine or dllsopropylethylamlne

DO75- (3 rRmhd dobiRrit0s Qt%rr%qm?é“‘kmédf dé@bfrﬂ-%at%it@ac[&%naq In BB ihEd RQ-vafiddydr way¥Bhd

hyl - am no] - 2- (t et r ahydr o- pyr an- 4-
operative conditions, which are widély known in the art for the preparation of carbamoyl derivatives.

For a reference to the preparation of the starting compounds of formufa (Il} see the published patent application cited

above.,



yl am no) - benzoyl am nol-4,5, 6, 7-t et rahydr o- pyrazol o[ 4, 3-c] pyri di ne-1-c
arboxylic acid ethyl ester;

35D0205- (3, 5- Di fl uor o- benzenesul fonyl) - 344- (2- pyrrolidin-1-yl -ethoxy)
-2- (tetrahydro- pyran-4-yl am no) -
benzoylanino]-4,5,6,7-tetrahydro-pyraz@1o[4,3-c]pyridine-l-carboxylic

acid net hél ester t 58
00215- ( P - benzenesul f ony0- 3-[4- (2-pyrrolidin-1-yl-ethoq)- 2-

(t et r ahygsiateatorithdoobbaRdsBOdmula (1) of the present invention can use as medicament, and in particular as
benzoy! fp{”gprﬁ‘,g%@rgqh%éin%’u?e'a&%é A R85 abidaa; €1 Pyri di ne-1-carboxylic
00245- (3, 5-Di fl uoro-benzenesul fonyl) - 3-f4-0pyrrolidin-1-ylmethyl)-2-(
t et rahydr o- pyran- 4-yl am ng) - benZ am g

4,5,6, 7-tetrahydro- pyr azoftB 4 p
ester; N (14)

5D0255- (3, 5-Di f | uor o- benzenesul fonyO-'?j?,44- (pyrrolidin-1-yl nethy0-2-(te
t rahydr o- Pyr an- 4- yl am noybenzoyl am nol-

LehstSéIig 7'V\Ih§’5iﬁ ﬁ%ﬁ’é@ﬁd@%r@&%ﬁﬁ&‘ab&e%fmé’d} indilld?e' 1-carboxylic acid ethyl

00295- ( Iheelensed GEPQNEHYBHR M P riarRs 8 Kigse abiRE XY e HgHadm YRR Kngses 4.
met hyl - pihp&sas? IGR-R inyiBito RN/ thaddTaré\@biul, for instance, to restrict the unregulated proliferation of tumor
4,5, 6, 7-t et rahydr o- pyrazol o[ 4, 3-c] pyri di ne- 1- carboxylic acid ethyl
ester: cells.

00335- ( 3 theripiy fthay orpbdaaezie the Sedtrfieoiny G+iQ8 AnER; Wenatthoyd fanmenyaspetedyds welhastimniye

| - anj,noj,-2- ( 2- - ] . - ierati i i
1 obat oy AT ARy B Kok ARHn o bt iy spot o gl
i ¢ aci d afirepstiptosieand egst-surgical stenosis and restenosis.

00345- ( %h%ﬁn%ith é&ﬁmﬁm@%&&%@& bdi Y Qmpoubdb-id derrnti B BEolon a3BnDPor Sdsbptader BFhe
hyl - am no] - 2- ( 2- met hoxy- et hyl am no) -

benzoy! & HHRSPASechodagy PaRvaMEIygeceRiotes) 4, 3- c] pyri di ne- 1- car boxylic

aci d et hyd as@fyle@ists of the transfer of radioactivity labelled phosphate moiety by the kinase to a biotinylated substrate.
? giﬁéagﬁﬁ@%% %ﬂ%ﬁa@ﬁﬁi&?}%ﬂaﬁ%ﬁo&ﬁp% 3 o 16 bind B sEpin Yo Bl bRl QRN LGy
benzoyl aad paalmgl,abd Ight émttetwaamyadtred ipy scatiiefoo fodint@= c] pyri di ne- 1- car boxyl i c
acid ne . : . .

15003955%@%%{%&6%%#%%‘%@m fony0-314-[ ( 2- di et hyl am no- pr opf t nmet
hyl - am dbd bufers/ompenettouspd ét thaydssayiwers)as follows. Kinase Buffer (buffer KB) was composed of 50 mM
benzoyl ﬁ-ﬁ?ﬁéélssimgf? W 7 ST AMMAPRAYOLERY 8L Brztnd duRd (duskr BBy whs Gcipbeay ¥ blifer

R0 76 KBo D 06mSinh By @ stroARyins S poR sy eRcs (roduct Syl Nepbro REAQOSL,
( 2- met hox¥r i BidsadRcd 0PischiMEY QY UBA) WAPd prepared as a 10 mg/ml suspension in PBS containing 32 mM
gstS e? 7_EJ[D%;[\, r5%1 %%rrola_uﬁlgbre%g %19 [aﬁ'd Gq’i"flrpﬁé/nrﬂldon 'Fh_IslﬁreCpgrgtll%g)i( rletler(r:eda}g Le?owrra%t"gyﬂl bead
00485- ( Jusperloi”] Wartee- dg 7 8358 1BFH1R WL pd-phabptoRialey Inr dder @i inealizeyrbactdnhiinetey.- Zo

-(2-met hgxy- et hyl a m noyhenzoyl am noF : o .
204, 516 Sy Fisoi, fes B OIS B SR Faupetet on 20 ek PG,  prccspiatep 1
est @5; enzyme in buffer EB containing 100 microM unlabeled ATP. After preincubation, and immediately before assay, this

00515- ( éregnp%lfoh/}é% RFDRNTSR ?B%P%r{t}i@r{%ﬁiﬂuééf’o'aﬁ AR Oboh SheRach oV SorFRite ¥daltiorPer 4625

- met hoxy- m no b.er_lzg?/ _ .
4,5, 6, 7velenas aitbyiter @-%@m—@&t RifpAosBoRRIeY erizyieriaelaried rbplow 58 ereynEding et hyl

€St er; The substrate used in the assay was a carboxy-terminally biotinylated peptide of the following sequence:
00525- (3, 5-Di fl uoro-benzenéesul f ony0-'314- (pyrrolidin-1-y )-2-(2-

met hOXyK@K%ﬁ%ﬁhﬂllﬁf&ﬁ@@ﬁ%@ptﬁnamerﬂg]ﬂmg was obtained in batches of >95% peptigggur;i?{flfrom American
4, 5,36, 7 Pegitid @dmpsty Andosu@gRleofAt UBA) ChIyMik diefofed o bR DRXSslet 61 bafer KB ehiaihg 6 nM
ester;

25005553893 P 505 Heeiaheen &edifue onirse Mumnbero A, oI000-3P00CKPRRS. - AeRE™

Biosciences Piscataway, NJ USA), 18 microM unlabeled ATP, and 30 microM biotinylated substrate peptide. This

friwi neR,1- car boxylic acid nethyl

sofution contained these components at 3X their final reaction concentrations. Compounds to be tested were



DO061S-5- (3, 5-Di fl uoro- benzenesul f ony0- 314-[ ( 2- di net hyl am no- et hyl ynet

hyl - am no] - 2- ( 2- met hoxy- 1- net hyl -

et hyl am no) - benzoyl am nol-4, 5, 6, 7-t et r ahydr o- pyrazol o[ 4, 3-c] pyri di ne-

1-carboxylic acid ethyl ester;

0064S-5- (3, 5- D| f 1 uor o- benzenesul f ony1)6844- [ ( 2- di net hyl ani no- pr opyl ) -
met hyl - am nol - gz met hoxy- 1- met hyl -

et hyl amipreegresein 28VA RS prrampaatesconcettiations Hese erepmatiens i [then divisy B3/flr dsingeuiter

- car boxylgi & a@%‘o&alﬁrﬁﬂ‘nﬁiéﬂhd 83K BE desired f naI assa concentranon in buffer KB containing 3% DMSO. This 3X

35D066S- 5- (3, 5-Di f1 uor o- benzenesul f 14-[ ( 2- di net hyl am no- propyl

) - met hyIPfeﬁf'{"ﬁ’t'ﬁib{lS re@”%di‘l PP&”H%)@WPPUW@P'HW 5-0'“ ‘0“

et hyl am N“r@ée-rbb‘amfﬁéhmﬂs wer périofned in B6 eIt U-soRaneierofiss blagok@h 4s Rodadt B65010d] Gréiner

1- b hyl ter: 5 . ,

D074, o A6 KsmuBr e A D o it ey e oL T e el e oo gl
- 2- (2- metompouye Berkingtsbiytbn"ebritejriing pprmp)iate dilution of compound, followed by 10 microl. “ATP Mix" and 10
benzoy! i 0ok oS, fslsBhHARY AS R PUEABALRY drePrlddy kS Apahg BRI

acid nethy
0075S- 5@, isulpied | ferdid onityten 2& roew Uenperipie) A jnaubgtien, pgaciians iwere rstoppey Iby @dding x\p0
) -2-(2- g &quﬁ?él)’Z:fiﬂA ’Egaﬁjr%ﬁéperﬁfoﬁ‘ylv@e@ P84 meubated a further 15 mmutes at room temperature, then, 110

benzoyl am noj - tetrahydro- pyrazol o] 4, 3- CI] pyri di ne-1-car boxylic
aci d%t m}qroLélgefeerthdrawn from each well and transferred to separate wells o 96 well opague scinfillation Counting

5?27%{ tafady séi:h& ({)ét||:'l@t6®'9@%ﬂdﬁﬂﬁ§rlll_hé Qaysbitons fiA-USRY k4cR bdnling foo YricreekvayaM) Cs2l.
e xy-1-me

benzoyl g&?ﬁ ﬁcﬁ'])“fﬁ“"%‘” atfoofné%lnﬂpérﬁ%r‘%a”b‘%%t&%ffoﬂta@” dheps At IeE-rad uspacyiption
aci d metchter @sdkert TopCount NXT, PerklnEImer LAS, Inc. Boston, MA, USA) in order to quantitate the light emitted
?g7r9n§t ﬁ 8&9 e_aLchr}aée[ I!ﬁ/(ﬁ)(r)rgqnbli\? éﬁ?&ﬁ%#ﬂ P p'?agsjp%ate?’ﬁéorpgg% %l tlnéi 'sJBétr%feypleEﬁ‘aé Ql}{‘ljna Riga'se
benZdyl agecting)] - 4, 5, 6, 7-t et rahydr o- pyrazol o[ 4, 3-c] pyri di ne- 1-car boxylic

aci d et l})y Pk & sdescrlbe above, such as those involying compound dilution, addition ofmlxestot e reaction, and
D082R-5m{i Og %] F1uoro enzenesul foon 39 prj nhox - 1- met hy? hyl a

m no) - 4_tr€r1§fehgftqqg)plet¢d| TERSHORZP [aunting ylates can be automated using robotlzed pipetting statlons (such as

10benzgmumtﬂaﬁma Blcs}ne‘énq@»dﬂarh@fsr@wﬁﬁ@aur@éfrn@zol o[ 4, 3-ci pyri di ne- 1- car boxy!
| C acCl nme

DO83R- 5-Fplgrtas qﬁi L{:S'A)J 6[?‘1(5“ Jleier e 8 kKymyringse ihibitor sichassRYRSPOriPe FRBER (ANl 19¢/tdgd
M N@P- 4-af ¢ podeltyitrol pr [BEFIRZhDitich- Y 1) - _

ggin éQZ![ ﬁ{% ﬂsegﬂtae\yeré anhlysecrl usmg?heyﬁsga?fE%}ergfz Okl pbgiage] HY¥ VIer(Md?_?ga%lga%rg%%héﬁ).
0087R- 5F¢BsirfgleRiombanadt contepiratiens eishithitbrp raytiliy- @& 4ypjcélR -edpremedchasl expressed axt hyidhibitien

t hyl - am

et hyl amoﬁ%&ed ?}e%%n@?g E%Qﬁéx g ﬁgﬁﬁagxt?t%tal %thVlt%Of gnzgm% c;/b}aggd \?rhe[l ﬂh]%tor[10m§/tted i ne-
1-car boﬁpmpqgnc@@homrlngréqs}fwmh@gqn@pn be furtherana!ysed in order to study the potency of the inhibitor through
150088 R&x) Catoufatide 1h {hH @4se, |rbh%m3rﬁ'd3@%bﬂa fléa @yﬁg)sEl%ﬂtﬂlntMs?oT @b RSBy a8 MKt héindar
- et hyl - am noJ - 2- ( 2- met hoxy- 1- met

et hyl am’%@fs'%éﬁ%’iﬁlf%uwwua o5 6, 7 tet r ahydr o- pyrazol o[ 4, 3-c] pyri di ne-
l-cartoxylic acid ethyl ester;

0092R-5- (3, 5-Di fl uoy o- ben enesul fonyl)-314-[ (2-di net hyl am no- propyl) -
met hyl - am no] - 2- ( 2- t-ho»;) 1- net hyl -

et hyl ammg) Vp t et rahydr o- pyrazol o[ 4, 3-c] pyri di ne-1-ca
rboxylic acid est er;

0093R-5- (3, 5-Di fl uoro-benzenesul fony1l)-344-[(2-di met hyl am no- propy1l) -
met hyl - am no] - 2- ( 2- met hoxy- 1- et hyl -

20et3Ay| aferay)is he paselips wipciyoy is e sbservexir@ﬁor\ aeWelt v ipipe selaskyd the shsermeeofinhigiors.

e-1-car QR?&WSEh@mﬁigliopcoﬁ%feﬁlbéilones'[ er; 00101
R-5-(3 | uor o- benzenesul fonyl y314-(2-pyrrolidin W: et hoxgr) (n
- et hoxﬂ%bﬁnalys&oﬁ,r@peﬂm ph,qsphorv!atlon following stimulation with IGF 1in_MCF-7 human breast cahcer

benzoyl agkno] -4, 5,6, 7- tetrahydro pyrazol o[ 4, 3-c] pyri di ne- 1-car boxylic

MCF-7 cells (ATCC# HTB-22) were seeded in 12-well tissue culture plates at 2x1015 cellsfwell in E-MEM medium
35  (MEM+ Eare's BSS+ 2 mM glutamine + 0.1 mM non-essential amino acids) + 10% FCS, and incubated overnight at




E025- (3, 5-Di f | uor o- benzenesul f onyl) - 3- [ 4- (4- net hyl - pi perazi n- 1-y1) - 2-
(tetrahydro-pyran-4-ylam no)- benzoyl am nol -i ndazol e- 1- car boxylic
acid 2-nmet hoxy-ethyl ester;

EO055- (3, 5-Di fl uoro- benzenesulfonyl) 314- (2-di met hyl am no-ethyl )-2-(te
t rahydr o- pyr an-4-yl am no) - benzoylantd@klndazole 1- carboxylic acid

met hyl ester; . _

35E065- (8 CoaDPP3. (R9PedeiBiunpmidisCalls wirg thgnstomvad by ser@einadr VRN H18766S wihRNEM H0.1%
t teL r ?hy @teﬂ -aRd ﬁ@métn@/dveﬁ'gﬁmher tHReREdnangI W tRetadih@esheddndompstons & catbhd for
et hyl ester

E095- ( 3, 15‘°‘D@‘f%7d70?'15’ Weteriea Hwiaied winy'2yM sssambinant yman i GiA (ouirgen: Frrshag YSpfor
etr ﬁhydr10~rrmml’eaat-3¢°3/ | agis mer)e-thebaﬂﬁtecy Wmm’Bmdnd thyekaizio @) dierclawdd @allylydischutie i(MHPER
met

I
£0108- ( JRlPR Pgish E2155ie0 SrRseth BB 5% 7ea2 fonkith YS! p SDTA - et
etr ahydnrmtbﬁyccemlztslgntaa&tdrlctm)MUdbé%z@y+ atmm@tﬁe mdammoedalt&tga‘ﬁtﬂtﬁwIprOduceéP%%O *

et hyl 1
EE0175- ?B?/E@])DCF \I sgtreso wi reecrl]ezareecrt] %ysclefl]tr fu ra]tlo gﬂa 80%)(9 for 5rmr|n61 es, gnd 0 mlcrolg."tane ?{ clea) red gsate
C G 1 aby disimgiean o0 NTAGRGHRINIBAGEAC T A T1h sl loasnn i MOBRYMHEGTgd e

met hyl @rﬁrts%ﬁed onto Hybond -ECL nitroceliulose ﬂlters Amersham Blosclences, tht!e Chaffont, Buckmghamshlre UK)
E0185-(3,5 I'o- benzenesul f o

B (o edab; penzeneault oyl S (our el et il ot

et hyl esk@iincubated for 1 hour in blocking buffer {TBS + 5% BSA + (.15% Tween 20), and probed for 2 hours in the same

et hox SRR SRS PPk aR Th A AR I t@%?%e@ttft‘d"ct Rt o
ester; Techno[ogy Beverly, MA, USA) for the detection of phosphorylated IGF-1R, or 1/1000 dilution of rabbit IGF-Ir3(H-60)

£0255- ( Sngodd{rbd Q4O SN REREEH) BOGK TR, CanAE R CAYIOMD et 16t
By e R s P e B o

- met hoxy am no car box I'I ¢ acl
est dp: chaln In elther case f Iters were then washed for 30 mmutes wnth several changes of TBS + 0.15% Tween 20, and

E0285- ( Shemyatel fot YRIUP I RBENRHE BERHEhQIMMLI508¢ ufoR vCHoRBrhdi! RBkidAee ﬁhjgdétéé—)ant@atfmt

2- met hoxpet hyl am no) - benzoyl am no] - 1 ndazol e-1-car boxylic_acid net
ester: IgG (Amersham, product #NA934}, then were washed again and developed using' the ECL chemilumines nce

15E02 953§s%m5(Arﬁlr§hlarﬁ)CHc§brdi}@ RZBdnerBdildre Rasdnimeddiiont 21 tliserBthdnyibeostditedre e @PYsd) wete

-(2- rret tgma Mlch 1] [IOU? Mﬂggyl am no] - indazol e-1-carboxylic acid
et hyl

E03@5- (Ertﬁ»ttmcfohu@bed-sbem aidif Ben dripg hilai thiroblagis.y | met hyl ) - 2- ( 2

coter: EDRPRRLI R pRSRE B ERR liree b BRARRRET ol St Iy A TR BESs

i n- 1-y| hSHORY Wys dsed 2o asstsh sriyroetdhpleasyi lmqjtjttblmgrigb»mmtmieﬁ@lgnal transduction in cells, and

20i ndaz I
£0405. ( %e@:ﬁv’[&} %@ﬁw éétEZPgﬁggtlljn%quﬂHDgijlﬁ obtamed fr_c:m_Pr[F)éttoﬁell (Hetc%letbﬁrg.t (?]errlnany) were

| ami no) mm@me%@hgprt Ui acketrﬁosmlﬂ_e)m C02 in complete Fibroblast Growth Medmmy PromoCe
benzgy| Fgi Rek] ﬂt@ztﬁér@sebdéﬂatﬁ l3eaaydll itissua Gilidre Gilatay | gcleeﬁta@d flat-bottomed b]ack plates, Matrix

_E 24?? ml lﬁ@}?{ywﬁlnﬁg‘? pﬁ?p t@t ﬁﬁ]esu%g3?§ ijstuoo cel[slwel in serum- th e% mef] un? con alnlng . ‘tl“/Z B/o%e

benzoy! agfum abunim (EsAP b idculsated Hendy fidys Stried os (vEre raedtdotoy 4 @bdnrdth edsinagl doses of
ester;

250445 MY ep Bgtep £ 3 SRt APy piheL R PISTT RS SaiPn GRetthy Mg ™
2- ( 2- metEbBX§ibd-BRb HHA)-etthyM BRGHREBE- Rdmemﬁugdosjum Aok, fiteneoy).eCells weie isr yikadgn
aci

E0 4§g StPFé/E gf‘%‘g %F@S‘P%qu ef%rz2g rr]nemsutle t roorriSem%erature %ashed X2 wth PBS, and permeabilized with
m no- et IPRER.3%-T(ifen ﬁ@t@ﬁ@g@Slmtwthllsgw@,thghﬁeﬁt@ted with PBSH% non-fat dry mik (Bio-Rad

Laboratories, Hercules, CA, USA) for 1 hour, and then probed for 1 hour at 37°C with anti-phospho-S6 (Ser 235/236}
antibody {Cell Signaling Technology, Beverly, MA, USA, cat. #2211) at 1/200 dilution in PBS/1% milk/0.3% Tween
20. Wells were then washed twice with PBS, and incubated for 1 hour at 37°C with PBS/1% milk/0.3% Tween 20 + 1
35  microg/mL DAPI (4,6-diamidino-2-phenylindole) + 1/500 Goat anti-rabbit Cy5™-conjugated secondary antibody
(Amersham Biosciences, Litfle Chalfont, Buckinghamshire, UK). Wells were then washed X2 with PBS, and 40

microL PBS are left in each well for immunofluorescence analysis. Fluorescence images in the DAPI and Cy5™



benzoyl am nof i ndazol e- 1-carboxylic acid ethyl ester;

E048S-5-(3,5-Di fl

uor o- benzenesul f onyl) - 344- ( 2- di net hyl am no- propyl) - 2- ( 2- net hoxy- 1- net
hyl - et hyl am no) - 30benzoyl am nol - i ndazgl e-1-carboxylic acid nethyl
ester;

EO056S-5- (3, 5-Di fl uoro- benzenesul f ony1) - 344 rrolidin-tylnethyl k

2- met hoyanie TR PTREHY R HPh & redq;@ﬁ&a&yﬁdé}mg@o(%?{qmﬂﬁyécag %F%HWI @'0“"03

aci d metPiylurg® SUSAN; ithe Cellomics Cytotoxicity Algorithm was used to quant|fy cytoplasmic fluorescence associated

EO57S- 5- benzene Ifon rraolidin-1-ylnmethyl)-2-
(2 e Sy DPaOh S5 L s BTaty - Wb st ol R o TR ARy pleately
acid et hydres%taela mean population value. Unless otherwise stated, reagents were obtained from Sigma-Aldrich, St.
35E0Q05 %U’% Rt Ela I uor o- benzenesul fony1) - 342- ((R) - 2- net hoxy- 1- et hyl -

hyl afm no ? net hyl - pi perazi n-111) -

benzoy! dnfibitier| asfamnefl Agrotad-adtivityar boxyl ic acid ethyl ester; 61

POBIR S ndetedklol Iauocro@nye{%ﬁ ﬁnes(y ewom%&ew 0 MRSY uBl PERA] T b,

2- (2- et hoxy- 1- met am no) - benzo noHndazol e- 1-
acid 2- Q@Iblﬁ@épﬁ@wy@{ﬂﬁ@j(%p) t@ﬁqﬁwE 8 M pH 0, MgCl 10 mM, 1 mM DTT, 02 mg.’mL SA3 M

E064R' Softivanadatef Lvé#@%@h‘e@%@&ﬁ\&@lu&ffaow Q)bot%ﬂﬂme([ Prafdl AR BY hﬁhﬂfb@ﬁ’rr@&rﬂ"‘héhrerﬁure
t hoxy- 1 nmet h ol -ind carboxylic

aC| metgepefiog g@aétpx was stop%ad and blotlr?ylateéj peptlde ptured Qy adding 10(6)i 7Fof Ibead suspension.
5E065R- Sirftifsalion D00 Il 61 @6C1 5 Maemanes tol dacnwell dnd 3t dand 2 helir Pertrd vpdicativiyaraoyiéd-iRthe
2(2” gefa?ﬁ@%iﬂgfgngttgu%t et hyl am no) - benzoyl am noki ndazol e- 1- car boxylic
EO068R- 54¢58 d8erinétiow anhibdmewrzetagisiLat tibaignl yon Guati¢re +apingeftomy .M tado pv. dispedmanial
fauzn ge';rg(aﬁtywére %I&ﬂgby tﬁ'etc.}aﬁ%l@e%rggqgm GrQﬁngoqjﬁkrﬁﬁgmﬂﬁeTohgbgar?l&er%gétlc%@famﬂxyl ic
E0O6IR- SYEQOmetﬁOP balor I 1 e ePR9NisaPeRy 1) - 344- ( 2- di et hyl ami no- pr opy1) - 2
- (2- et hpery x btiEBIgBNAm QtHRYAhBRS: BAdentration, y is the response; y starts at bottom and goes to top with a
10benzoy]| an noFlndazoIe 1-carboxylic acid ethyl "ester
E076R- 5588088t | uor o- benzenesul f ony1) - 314- (pyrrolidi n-1-yl net hyl ) - 2-
( 2- met haxyledatioret hyl - et hyl am no) - benzoyl am nol i i ndazol e- 1- car boxylic
acid me er,: . . . . .
207 7R, 5 EC SR i RS AP S04 B RS o P MG AT 852 T8
2- m20 hoxt DFTesntaiyihg 2T hiy k@pnan Oitenelzen AT/ (cantam adtio picelzabated BTE ABHOX Reackon was
acid et
15E080 5@!25[%0 @ﬁlﬁﬁqTﬁgﬁd} ee %ugsérra]tg Sca t ed o fyosgrfgerebéan%l\{l%screen 9? Hell plate.s fror5| Mi lep?rﬁ?
- met hy| Afsrggenaiyd washingy thy mwaﬁn@@wf%ﬁmm@]read ioh & &p gvuater Cerdp! tﬁtquﬁrpbforaagﬁhd‘\TP and

et hyl egkBlecoded®bilodowat REastiiest preferred conpounds are |isted bel ow
A02454( R) - 2- Met haoxy- 2- pheny| - acet y1) - 344- §4 met hyihsg)ﬁ)eram ndyl) - benz
e fhistogs

oyl am ngfnegn@tamewtﬁlqgstgwewpqs@[e(g[egsu;fd adqup s Frasuasta [Ferkighiiter cgfiegnyjations.

et hgk esh @0-point concentration matrix was designed around the respective ATP and substrate Km values, and the

) benzo b ) Bieear i, PR Pk s E bbb Kt asesive o BER Bohe preack o

acid pr empiyilor a8 ttatre;different ATP and substrate concentrations allows the selection of a single endpoint time (10 min}

A02754( ﬁ)th % egpéﬁgwhegea&ﬂﬁ@tke @85 r%ﬁi%lo;f}’gxpen entmat hyl - pi per azi n- 1- y1) . be

nzoyl am no rro yrazol e- 1- carboxylic acid
i sopr op¥netigserameter eshmates Kinetic parameters were estimated by simultaneous nonlinear least-square regression

A03Qg- ( grﬁn}g;'%ﬁ 1?@%@9@%{%&90%%& t@fﬁ?ﬂ%m %e&h%n:sfnﬂ 14T bR WdmoRteRigth 8 tel potef L) -

benzoyl 4H py
Yy Vine Ao B Eq1]

e Kae Kb+o -Ka-B+a-Kb-A+A-B+a-—I%-I-(Kb+g)
I

where A=[ATP], B=[Substrate], [=[inhibitor], Vm= maximum velocity, Ka, Kb, Ki the dissociation constants of ATP,
substrate and inhibitor respectively. and the cooperativity factor between substrate and ATP binding and substrate
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benzoylamino]-5,6-dihydro-4H-pyrrolof3,4-c]pyrazole-1-carboxylic acid

isopropyl ester
5-((R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)- AQ42 16
benzoylamino]-5,6-dihydro-4H-pyrrolo[3,4-c]pyrazole-1-carboxylic acid

(1R,28,5R)-2-isopropyl-5-methyl-cyclohexyl ester




As fornerly indicated, the process for preparing the conpounds of
formula (1) represents a further object of the invention. The
conpounds of formula (1) and the pharnmaceutically acceptable salt
t hereof can be thus prepared according to a process conprising: 25a)
reacting an optionally protected bi -cy@q i ¢ conpound of fornula (11):
wherein A, _Rl, R? and mare as defined above with any suitable
agent flor inserting the @®&8puéd - C(0) OR group \wisntiSsationrr i s Fesdmeted)i fed
above an one of the 30pyrazole nitrogen atons, suchodss a
chl or of| HAEXSDepPeEeEsonY ol | owed by optional |Pe¥val of 53 he
pr ot ectlﬂgmgg@w}.g if)-2pemeent; b) if necessary ¢ §PRqupd ng|the

resul t g f formula (0: 63 0 wherein A, R 131, R2 and m
are as gé?q?}%[gg‘yl%wg'*mmy'd" anot her conpound of |fornula (|) wherein

one or |mewsn-of)-bkdimiddR2 or mis different by knovvn reacti ons;
separ att {‘"51.* HEEesSary tha n?f aitqed isnrers formHa—1la)l—and-(lb)
as def i|ad> BRGPDeRESY éﬂy%amt(@ -GRPHOX FBERY 5 et hoggﬁ conveltPhg a

c onpounathgémifodd-Ghrhethyi(pipprazisi-diekizogathinab@emlieiint o a4 phar maceuti cal |y
accept g - onverting the salt thereof |[into the free conpouynd
of for m%rgox??%&da{%@]c?gtfrrned above. For_a reference to any $pecific
conpound of fornmula (1) @fmpauhe i nvention, opti Qrhdehtifigatianer §{ hBosfroousa) off a
pharmadeutical ly acceptable salt, see the foll ow nfedexpeli ment al
sect i on 3-(4Bisriderivimathyebepzoylmaokittiiowidslnrazelhe | Poemtul a (| § of present
i nventi %f&arﬂ&bf{h@dcﬁi% m@chﬁjq)tpﬁgnweeqw@gmig@ans of wel | Cnreid et hod

descrihed in‘the patent literature cited above| wherein such
conpoundsT-¥ety- Heserstyiserarsy s épiogridnryetiedi at e$C02t i s t p3he not ed

t hat alé wz&mms)qma@md}ﬁy@&eﬁ@Jrﬂswlleacﬁbinm.eeé aboye defined|can be in

any one—of its tautoner| not only in the alform
depi cted above: HR2 ,Na H 15(II) The above processes are anal ogy
processmgeomhthet@staﬁdam@ﬁnd@axsme(ﬂdp&sﬁss AooErdiemgrkdbe oénehttmntaatk@@m in the

t. As th
That 11 P abie ARG B opigpdelh & o ) e it ey e i e
process conslser@ikms aivimisgwiach isainexpeadten| xduperier tothat bidierpeor art artdhenae, asaqpdiculEtiy on

t t h
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i nvent i @fgred Apn@dnase ﬁfiﬁjV'Wo step (a) of the pr ocess t he fused-pyrazole
deri vat 'THeecoﬂ ouhdR bR p’?ese(n‘( lh\)entloﬁfcarng@é\oﬁ'ﬁgtere@%ﬁ@rragblﬁbga géﬁts‘%ﬁbllerngﬁmm combination

et hOdS an agen for introduci ng desirted carbano group
(- COOR) WW"%@“@F"C?W@WFS&% P%faﬁ’ﬁt't”r%@mféﬁwefam@egaﬁn @ﬁ%ﬂﬂ?ﬁ]ﬁ@" Wihyfadostatic
above r ea@rothgmesyar@mutypefugérlm awasmb lsyehts, ehtlnera@dm@rag@ms%m@haﬁ@eﬂ@ﬁﬁﬁnmogml
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f ti
or ecenc oA kiriheldsE MAR R e RN ERl A ERAheiEe RS s hil
di i sopr snpdugtion pathay inibitors cellreyalerithibiigrrootieer | ctks lnfsbltoﬂs eaullnbndlngheent;mnois@mtrasel

per son st oS RAEH hiifloN Re@CCoNpl fshed in a variety of ways
and operative conditions, which are widely known in the art for the

pr epar af forHlaie ag & Ptsdheass sUc spmblation gradicts mapioy Aercampspngp eidhis ieyeativewithin the dosage

prepar atangwe&hbea B@o\nsaﬁ'@ihé btig pHE ARG Sctid agErQ%vﬁHiH iR dpprbvbd §8RYe tRR.

ubl i sh ate tion cited a
P Eom;fc))und form |) may be used sequentially wHﬁmown anticancer agents when a combination formulation is

Q)

inappropriate.

The compounds of formula (1) of the present invention, suitable for administration to a mammal, e.g., to humans, can
20 be administered by the usual routes and the dosage level depends upon the age, weight, and conditions of the

patient and administration route.

For example, a suitable dosage adopted for oral administration of a compound of formula (1) may range from about

10 to about 500 mg per dose, from 1 to 5 times daily. The compounds of the invention can be administered in &



PHARVACOLOGY As stated above, the conmpounds of formula (1) of the
present invention can use as nedicanment, and in particular as
prodrugs for releasing the active parent drug, according to formula
(A : HO'R2rJ ,N(IA 5wherein A, RI, R2 and mare as defined above
defined, in vivo. The rel eased conpounds of fornula (1A are active
as protein kinase inhibitors, nore particularly Aurora kinases

i nhi bi t oefstyef ddsege-idRls, iexghpriallyt io the fam deblats.ecapshies; efgenae filmsuedted tabletspliquid solutions or
i nstanc e o] f

In thera %uspgngloﬁs %tctérg% BE tf?) SgLEJB %sﬁhﬁ%te&ﬁf ﬁ"lfr uls@gpfgruéﬂdﬂﬁﬁ rrnérrﬁ\%hdﬁ and{]or
as thos@frﬁfbecﬁﬁﬁﬁ?/%ymif&?mﬁ*fﬂléfdm(?a@fu%@lI as in the 10treat ment of ot her

cel I prohi hRtat hifiof 2RO iledes pﬁauiﬁé&emr e&@bén@@ &)mpﬁé%%tﬂoaﬁoumqsﬁu@%b br a
prol i feratl on associ ated with atheroscl erosis and post -SUI’%I cal

st endsi Phameseicly @%@P'@Sa't*ﬁ@“ ineRiopRten Wi aéE%’WFPLt“?F”%ﬁ%FP'@W‘ee"H £nb WRiGh e be @
sel ect edasoRaiRas 1 s determ ned through a nethod of assay based on

th ft PA t | A

nssay  cAMUIEAREeEk RenEe ARARCT 4 O BRI RN 013 G ranU P G pirge AL aeo! =
noi ety higfinbchebole, m_ath;eemmrmfaeiuré)bfoa metjcbiadne tr Sastirgta diteese chisdhby andlsudsticiatgd with a
5371 2ol A B i AU LSy D) s s v
| i gHO ermysrageiefednes- 1Retas°uuroeedkiriaae8aacm rnrafelrabutwﬁbra dyoegvtatsd  Auorphkinspe pebivity. Such

assay f%edh%nt%lsﬁr&d@ﬁ&ﬁbr%fobéﬁbs‘is\énd Thehuhfigles/ component s used in the

assay were as Kinase Bufter (bufter KB? was conposed of 50
mvi HEPEShe tieatefidigpres 3 preferablyseicied frgm %W@MCM'SW Cape -pellgprollfgﬁgxsa reisorders, viral
Buf fer (dudfiche rethbphthid@ SiclGgRissd 2ad n&idﬁtﬁlerénnop%@legﬁnof:@d’ét @lbted Aeculr Gegmbralibn,

BSA (bovine serumal b ntillation eas

unber - RERBOBG7S o F RS 66 droei: SLoot e PRg10n 0 PRAT Jgspor such e
pr efar edesasosi fAGwiNgDngibplasty P engenyO braft MesEBBisdas tsich s ogh J2ur bR TAssel58) Brgan
e e BRGSO i o A PR
| GF- 1R WRRICH Rsigaltrg isiopligdtet wich asmemnnd@stattccbypbnplnwapaommrﬂérah'stllin@disease pulmonary
Ki neti Csﬁtgosl pa‘%l%u%‘f@atéd% gwoni: B%cﬁl@&!m"a@g st%‘sad?wp%%m?ﬁduﬁéa%ysﬂ?déﬁ@&e and metabolic

i ncubat concentration o nM 25enzyrre In

buf f er Eﬁo@c&‘ﬁﬁ ‘ﬁ’i'%lehﬁlfeﬂtﬁf 'Wﬁ'&?fé@ﬁ Rrfctyibiaredmplipeted, sugtyas eesiffr ei ncubat i on,

and Jpmegitet Sext obﬁé E}Es@nt@ﬁ&ﬂdhns tﬁeh!s@ ofRcEmpRMASPHY NI @?hal‘r@t?euﬁﬁllyﬂ‘a‘cd’éﬁt% salt
prepar at i on 60 nM by

dj rreconcetratlono
addi t i orfeesP" V\%efﬂe%?vﬁﬁ%@e 'BEI‘”“ é Meicamefh il apitymet &Y - ephosphor yi at ed
enzyme iAgcofdidf e theeivehtion, e @wediGincee B Z¥lE0Rd b the g?ableccﬁumg sf@hreinona &duan‘mus cell

ol 1| ot R-CE R RSB eRaEbCeVORR POk g T 0F Bty gl Eiumon or e

obt ai nedentral ot mp}srabhem%%spmptnnedeonpu isértinomiy Geratoserenoime.a psteoSioRe prerodema

erred to bel ow,
Somz3 wightfosyut R RInEs, fls obo) Cém{fﬁ“@s%"@f%eaﬁf%am
phosphatl\f@tep\abé‘neéraatedﬂéaﬁewebmmtg frcmuﬁ@@rpuwmmo lreasbeeB@O BTy faiehp | calorectal

Aer shamg,Bk:056tRNGREr, Rakdh ab¥odhdorhbialdaibr, gabfic Bn6er, Avbritet RS LR darérbRe, uveal
and 30 m croM bi oti nyl at ed substrate peptide. This solution contai ned

these cOBStATRATWIEMyePmas PRREGMYPSRIGR, ?Vé@étsﬁfﬁﬂﬁ‘ad@ﬁ??bﬁcf"a% ang AedullBgsiomfunds

to be t and ptedved @rolifbriive BiSiRRY ie Celdclrd k80 e @hﬁ@oﬁdistlr@m%éh@ﬁ prast@e hyperplqsia, familial
ratl ons wer.e

trat T ) .
i T S N A S e G AR e e
concent ratrosalrosis) plhmdnﬁrgeﬂbrdéﬁ adioiti4, glomnmrge;iﬁ%s ENEPGHt-sfdidabsteBdsispnpsimadd on i s
referr eqhe &éﬂ?ngz-ilc%\mca &g‘&'&%"é&gtgmlﬁ@ F %)ﬁrﬁi% Ut 49 nanentlﬂ Q%Slﬁu{ll ?%@d e{ﬁnfbllowmg

Reacti ons om i Croti ter
as Pr oduwtvemsimmmsa@eeeaﬁmmlste@d Bia ouit@renharkin@mseHosmst er Austrl a) in a

final ?rcé,(énﬂﬂe %0k @Eal?t{gmssrgayrgoﬁéup et e?wﬁqﬁer%cﬂ\@%ﬁmp‘ﬁﬁﬂd dilf¥afs Se. ga%ﬁge ddidtrose

m croL o] oun sol ut'i cont al ni ng appr opri ate dilution
saccharose sucrose, cellulose, corn starch or potato starch; lubricants, e.g., silica, talc, stearic acid, magnesium or

calcium stearate, andior polyethylene glycols; binding agents, e.g., starches, arabic gum, gelatine methylcellulose,
carboxymethylcellulose or polyvinyl pyrrolidone; disintegrating agents, e.g., starch, alginic acid, alginates or sodium



30where vb is the baseline velocity, v is the observed reaction
velocity, vo is the velocity in the absence of inhibitors, and [I] is
the inhibitor concentration. Western bl ot analysis of receptor
phosphorvl ation following stinulation with ICE-1 in MCF-7 hunman

breast cancer cells MCF-7 cells (ATCC# HTB-22) were seeded in
12-wel |l tissue culture plates at 2x1075 cells/well in E-MEM nmedi um
35( MEM+ sEad@y@I%sﬁmegzimmi)gwrm dyestolés; sweBtedersyivietticgnagesis éwrhi asl lecfin, rolysorbates,
aci ds) , ()

At vgaufy(gufﬁrg&s an@&lg ﬁ%ﬁ%@hg\ge@lg}g?@fg%éh m&@re‘?sﬁ%tarr]ul::és/ EuféQZm p?w%e/ééuncal
FCS wi t Horpuladipns Iheéﬁ m%ngsm'calaﬁ%ﬁratwa@mq fWQUfW@ﬂ ﬁlukgcmn mam%t- fengr\ﬁ'% bv means of

i ncubat ingihg, JERLIAR wgﬁj tdu GhoWir iR-c6HA%) prRsksgoncent r at i ons  of
conmpaqund forg‘% o%r g %% wer e r%;'epF] stipulated with 10 nM

r econbi Jaﬁ'tq“'ﬁﬁl?Pﬁrﬁ'O'lséﬁfo@' a(‘W“H'?)ia{'C}"B“@lé‘?‘? eQ:éWP@b":EH'S'O@A”d UBESNDr 10

M nut es Agtan Skfple hekyrps wey @ntbifes a\safen setchiurdsélorBEstharsael wkhyghedlind andBOtknnitol and
m crovaeIrb f:el | lysis buffer (MPER 5 Manmalian Protein Extraction
Reagent Pbduct #78501, Pierce, Rockford, IL, USA] + 10 mM EDTA+

Pr ot eas e" hé pLspdosidne endcibe kiniadidns &y gmtamﬁésdmmplms pf adiast na#ﬁ%ﬁmﬂ]ag& sodium alginate,
phospha [ h products iiP2850 +
#P5726] ;p@&@erri {HQ emllots%’Eartfov\thﬂée’lule@ '@’c"’@?ﬂ 1r:| fugation at 10, 000xg for
5 milQut de sua}enlslomorsamt@nﬁgﬁntrarn@cmIn1g¢t|@§mucomylsdmethqw6ttaﬁ astiveveanmsoungia on
NuPAGE ﬁérﬁac@Mﬁ%pﬂﬁléga%rlgg |s§éﬂl@w§brsdh@oﬁl %thgslb%% 8Ibd3?é'etgr PR Ehe c&l Bnd if

MOPS runni g@ hen transferred onto nitrocell ul ose
filters 9 ?%ﬁ%’iﬁalP‘@éin'd@F?@éﬁydr@i'Q”?? e Chal font, Bucki nghanshire, UK)
10 usi nghé\éomtuonm&&%ub |njeétb|%fbbﬂm.'§ionéﬁb rﬁﬁ\dastaaobméraétearew@tsnor drieiErGoM tRS may be
CA, USA). Filt earin tranls erre HﬁOtEIn were[| :fltedfor 1
nour 1 n IR Rt ok e S8 o e kBB oS e ob e

for 13 hdhe ss:ppomtofﬁda enays@nitein, togéthee withdigretive compaund, & pREthceuticalty dcceptlilé capibrospho

| G-- 1R ; Si |
Technol o8 SRR e B AU B o BB EAS b Ao i, B OCE 1 1O
| G- 1R, Egampleg 1000 dil ution of rabbit | G--1rR(H 60) antibody (product
ffsc- 9038, o0 @carg:éé%reﬁke%e%%hlrﬂlﬂ}a%%m notllrna‘ﬁy w%ﬁﬂlptﬁ@m@iﬂd% Whfine itdSidn rfaQBeen

detecting tota er case lters were then
washed fFexrcibsdwilkigRinesio feelie melodsapd e"@%??@@ét vioe qmacsciatecinat waripupmedifiatisgs may
and Qoncmbﬁ\g@d,]tﬁogtrdegamh@wm thennmgml ng buffer containing 1/5000 dilution
of har sm peroxi dase conjugated anti-rabbit 19gG (Amersham

pr oduct ), then were washed agai n and devel oped using the ECL

chem | usi(heBilendenzenssiien)-§-Aienatyspferaac-¢-¢)-Hichghydre pyanidtyfamnd e bylamino)-

reconmme I ts used were from

Si gnma- Alr‘1 g?%itzcer%a@g? qu_zﬁﬁ(ﬁ%%yk@w %&O@%@gaﬁ 715%?@ i nduced 36

ri bosomal protein phosphorylation in primry hurran fibrobl asts.
Phosphoryl ation of S6 ribosomal protein in respose to growth factor
stinulation of normal human dgrmal fibrobl astsf( ) was used to
assess conpound potency in i nPLbl NN j d signal
transduction in cells, angrs ds EG- and PDGF sti mul us.
NHDF cel I s obt ai ned from Pr om)Oe ( delfberg, Gernany), were

mai ntained at 37Cin a humdifi nmos ph# th 5% CO2 in conplete
Fi br obl ast G- ow h Medi um ( Prono N). 25 ﬁw‘assay, NHDF wer e seeded
in 384-well tissue culture plates (8F€ar- | at-bott oned bl ack

pl ates; Matrix Technol ogies Inc., ® n, NH, USA) at a density of
5000 cells/well in serumfree nmediu &i ning 0. 1% bovi ne serum

al bum n (BSA) and incubated for 5 d . Starved cells were treated
for 25 hour with desired doses of cohpounds and then stinul ated for a

further

10' rv £ PR s SR Bt B ol M ARER DR e

Ger many piper@ést Hé- 2x£\tetméydtq'pénan f-Vixreiep)-banzamgio 1@3/2;24 mlmammmﬁm@w cqols to
-40 °G, under argon, was added [ithium bis(trimethylsilylJamide 1.0 M in THF (2.35 mL, 2.35 mmol). The mixture was

stirred for & min. then ethyl chloroformate (0.225 mL, 2.35 mmol) was added. The reaction was stirred at —40 °C for 1




yrn AB v- [Eq.1] aKaKb+aKaB+aKbA- Fi | B+a- Kal6(Kb+-B) Xi wher e
AQATPI, 13.[Substrate], I=[inhibitor], Vm maxi mumvelocity, Ka, Kb,
Ki the dissociation constants of ATP, substrate and inhibitor
respectively, and the cooperativity factor between substrate and ATP
bi nding and substrate 35and inhibitor BEnding respectively. 68 The
conpounds of the invention were further tested, in vitro to assess

t he ant i b peoWvasieuresti water el bxiettedovith ghytazbthte. Thé drgumeshasd mas Whdh&dowite @htbr, brine and

i f
P eeded: oy PLAD sARRRale G (bR S AR OGS Bk M il b Bl i
(G bco) SUpPIEatshteseidd 32, 88¥ho FCS (Eur oC one, Italy) 2 nM L-gl utanine
and 1% pﬂmm?dJaMHzﬁb(pﬁ@mﬁm% ﬂo@gﬁm'!-i n@ma aivrs@ﬂz ay), P75, Jfb/f’sgg%}-lﬁﬂ% (m

96% t
cup oot b /a7 Bl Snfaerian o b kot Mﬁﬁi%&ﬁ%‘@w A g,

T:] O(ranaghm msnsm?le 731, W’msrﬂwg? uutqysm &4 18 ANtk J?duoﬁqﬁa §§1W Nﬁ 448 |J”§i?d
cells de aﬁﬁ%ﬁﬁ %135@% %%('ﬁél*%gg?g @H{“ﬁ%o 05% (W v) TrypS| n,

0, 02% (VIERMMPIEITA (G bco) . Sarrples were diluted with 9.5 i _ of |soton

(Coulter Sl zer el l, cou

Coul t er QS%Q%M%%S[\% Ié)’%eraélgn I)§ t&rtawgroegmz{y%m&gengﬂaq@% of
CTR 2 (Wé@@écpamoxﬂlcamwr(esgmmm - Blank). 1050 val ues were

cal cul ated by LSWData Anal ysis using M crosoft Excel si gnoi dal curve
fitting. As stated above, thenpconpounds of for 1) of the
invention resulted to be veryluseful ',315 - preferably as
prodrugs, even nore prefepabby as pPrody or the treatnent of

di seases due to the mal functi onifm\of Jrotiein ki nases (PKs), such
tunors. 15Bi oavail ability Exanpl he fON\gwi ng table 1 reporting

t he experinental data of sonme reprasentati @ npounds of the

i nvention being tested. The conmpoun8s©of foxnm@ a (1), fornulated in
0.5% Met hocel (r), were administered grally to mice (10 to 100 ng/ Kg)
i n pharmacoki netic studies and the & sT8i on of the conpounds of
formula (1) into the correspondi ng parent active conpound (lA) as
defi ned above (i.e. without the -CCOR group, wherein Ris as defined

above) waat@@mmnm% @@bvawrtrm&%begyn éi'?rhpgﬂvﬁeﬂ@@d”éa]ﬁw&to %ﬂ§ 4and 30 nin,

Lo R i S s T A et Sk reepr bR

Z\t/g agleJﬂrGaIHzAH}CB 2ld181=011 HxARET2 He AR RB8Yd, Jad 158k, m odr MQ%I-PQB@F’@H@)Q@M' v
ety Ehal i L SN AT tZ@ZH?%@n%%m&%%Ea@w@%iww (Testieh 53

Fos (no(m @hl). 3.40 (m, 4H), 2.76 (m, 4H), 2.47 (s, 3H), 2.00 (m, 2H), 1.45-1.36 (m, 5H).

N[5-((R)-2- I\/Ethoxy 2- phenyl -acetyl )-1, 4,5, 6-tetrahydro-pyrrol o[ 3, 4-
ci pyrazol -3111-4-(4-met hyl - pi perazi n-1-y1) - benzam de Parent Conpound
1 5- (( REXSMBEBhoxy- 2- phenyl - acet y1) - 314- (4- net hyl - pi per azi n- 1-y1) -
benzoy| a(vmrﬂdorgxb&zéﬁbéam@%[ﬂkt)%efheiyﬂ[n?emﬁ:eﬁdﬂa%ﬁﬁo?}-&'-n‘?e%wﬂpfp‘é%{ié?ﬁﬁby lic

aci g et st o

5- (?‘h) 65&?@”%5?7@%%%3'1%@@%?&%44- (4- et hyl - pi perazi n-1-y1) -
benzoyl (ﬁua)lobS - di hydro-4H pyrrol o[ 3, 4-c] pyrazol e-1-carboxylic acid
i sopropyl ester A027 27

5- ((R) - 2- Met hoxy- 2- phenyl - y1) - 344- ( 4- et hy,{/-p' perazin-110-
benzoyl am no] - 5, 6- di hydr o- 4H— yr r,\pl OEB 4 N@e- 1-carboxylic acid
(1R 2S, 5R) - 2-i sopropyl-5- ster” A042




16 69 Conpound lIdentification or Code Fos (nobuse)

N-[5-(3,5-Di fl uoro-benzenesul fonyl)

-1H i ndazol - 3-y11- 2- ((R) - 2- et hoxy-

1- net hyl - et hyl am no) - 4- (4- net hyl - pi perazi n-1-yl)-benzam de Parent
Conpound 53 73

5-(3,5-D fluoro-benzenesul fonyl)-3-[2-((R)-2-nmet hoxy- 1- net hyl -

et hyl amiGperpting in@@d anglegduyWayof thebdeauribed-inExgm)le b én it porapmind wkd ohidaedo| e- 1-

car boxyly Wmao%} Biphm s8Iy 508904 O, SR I b, dRNS 'k, 9212 92 17, 5 SPEE

F

30?4( Pi ﬁé'rhsal"ha@gw e iHA 20 (e dr7 8 Hza i) BB {ch #390R Hae B[ 22783m.2Hp {1 ol He -6.30 (dd,
g ?ir 't\)/gigzizing%z:@oﬁlélz ﬂfﬁtd"IB ke, 2 BRRD Yib); 4833 J-)TU@Fﬂr .ﬁ% rﬁﬁf{ 02#)1% 39330
boosdul Ay L ot &%pﬁwmﬁ Ry e L L

33 I\/brmmPL,Eﬂ he tested conpounds resulted to possess also a very

remar ka ant | roI the a e, the
conpoungéf%ﬁ' LP(S’rbﬁﬁF'? lﬂfﬁm)yl5 %)? @L%m?q LP&%’W@%B@Q% %88@@'@%'83%% with a
bi ol ogi (bedzoyﬁanmb]nridezoledcmarbuxgiiea@tbtralestar whol e, which i s unexpectedly
superi ore that of the prior art and, hence, are particularly
5advant ge us, in therapy, against proI iferative disorders associ ated
wi t H0an al tered kinase acti vi ty, in particular altered Aurora-2

ki nase activity. The conpounds of the present inyention can be

adm ni stered either as singlepagents or, alLterpatinv€ly, in

combi nation with known anticafcerN r ¢ht ny such/as radiation

t herapy or chenot herapy r,e@‘axenN' n Jconprtarfon with cytostatic or
cytotoxic agents, antibiotic-typge @ s, lal kyl ati ng agents,

anti netabolite agents, hornonal ont s, 'i"ﬁmlaol ogi cal 10agents,
interferon-type agents, cycl ooxygenase inhi&bit®rs (e.g. COX-2

i nhibitors), matrixnetall oprotease.f7i bitors, telonerase inhibitors,
tyrosi ne kinase inhibitors, anti -g‘?act or receptor agents,
rans

anti - HER agents, anti - EGFR agents, dﬁgiogenesis agents (e.g.
angi ogenesi s inhibitors), farnesyl ferase inhibitors, ras-raf
signal transduction pathway inhibitors, cell cycle inhibitors, other
cdks i nitpdith@in sn anblibdaud Wa&lofbﬂafkﬁtsdﬁ@dagﬂélﬁ;ﬁeJ OO tHPHME *SBbthinddnhi bi tors,

om0t <oTsRToblut N e PR SRt B LR IE 8 2500 d

i nventi omm HA 12+9.04H, umeage by, ﬂf)s'f'(BB {dbé=8.0Didd, tHy 7278 ¢hn, RR)e7.@rt(InetH), 6.30 (dd,

phan c n h t v
COrrngn ?@r J%gﬁﬂz WG%%@ J-g%! l-tlijzéie 45?@0%?’% ?@ 3%8?@9@ §2N0%M), 331330
anti can&feﬁH)a@@r{ms“HMéﬁ SaBHbéﬁb(i w07 O Sfot-Hhid 4646 2i38)- i nappropri at e.

The companissof fornul a (I) of the present |nvent| on, suitable for

admnlsfratlo to a mamual % humans,
5-(3,5- Dlﬂuoro -benzenesulfonyl)-3-[2-( 2 -methoxy- ethylaml 0)-4-(4- methyl plperazm -1-yl)-benzoylamino]-indazole-1-

carboxylic acid ethyl ester (E080)

[N~
8 ry
S5=0
O
20 F

Operating in an analogous way of that described in Example 1, the title compound was obtained.



20be admi ni stered by the usual routes and the dosage | evel depends
upon the age, weight, and conditions of the patient and

adm ni stration route. For exanple, a suitable dosage adopted for oral
adm ni stration of a conmpound of forrmula (I) may range from about 10
to about 500 ng per dose, from1l to 5 {4mes daily. The conpounds of

the invention can be adm nistered in a 70 variety of dosage forns,
e.g., or@NUR (“a0MHEnR(pre PNSO-dtI14bs, thgidlided=1.88 tg A, &5 (d. 14942 HoalfedR4-8.20

tabl ets, (ml 18 il dSﬁwaz 7% (S Y PR, QH)SB 307 G’cPM@MQ’Hz'ﬂ éﬁ@izﬁﬂf ﬁ‘m (d, J=2.20

supp05|tor|es anuscuIaH

BT AR D 258 =S . DA B TP ot o, 1.4
i nfusi o, J=7.0ThAL3mMr esent invention also includes pharnmaceuti cal

conpQsi tg onprising a conpound of fornmula (1) or a

5pharma | y acceptable salt thereof in association with a

phar mac etj#-{lopbiymiac oeipf)dblzelamkdisgi-astiy)-1-pianychhyhayaniog)-therdR 3 cip@ sizole-ca@boxylic
diluent.aci %@h&ﬁﬁ 9$$ect is therefore the use of a conpound of formula
(1) or a phar % fcally acceptable salt thereof, as defined above,
in the manufacture of a nmedicament for treating a|disease caused by
and/ or associated with a dysregul ated prot e activity, in
particular for treating a dlségfeigauaed andﬁbr associated with a
10dysreqgul ated |1 G- 1R or Bs etivity, preferably with a
dysregul ated Aurora ki nas€ acti vijty h medi canent al so provi des
tunor angi ogenesi s and net ast asi hibf'tion. The treated disease is
preferably selected fromthe groupfconsisting of cancer, cel
proliferative disorders, viral infgctions, retinopathies including

di abetic and neonatal retinopatT
degeneration, atherosclerosis and conditions involving vascul ar
snoot h nmuscle proliferation or pgeointimal formation such as 15
restenosi s foll ow ng angi opl ast surgery, graft vessel disease,
such as can occur follow ng vessel or organ transpl antati on,

acr omegdipsratagid aviansiogodeway oSitdesaibedyn ExamEeC’ theritlg admpoulns wesbkinals ot her

hyp trq i I t
LohCas E@Mﬁﬁ“ﬁ% G oo 8 g e o @B ko o A £

d| sease {(a Pl n’d}r{mﬂbl TEEb(r’no%i) §38 iﬂaﬁlﬁdl dgn. @L:D $@H (eat 20 88@(sclhiy, 8.A7 Er. @ﬂH)alﬂtfpﬁéJr

OX|dat|qu tress or hyperOX|a i nduced tissue damage, and netabolic

di sorders GF levels or G- 1R activity are

i npl i cat["é‘“él1 %WSAESM?@S”FQ@% @Uﬂr@ﬂﬁ%é@ obj ect of the present

i nvent i grAMB.EYhe use of a conpound of fornmula (I) or a

e acBtrUaH HeREARRARRRD S b e Fehbr Bt P oA R bine

inventlemddwhamuC%ated cancer is selected fromthe group consisting
of carcinoma, squanous cell carcinoma, hematopoietic tunors of

nyel oid or |ynphoid |ineage, tawnors of y | ™prigin, tunors of
the central and peripheral ner Hte ) sem nonm,
t erat ocar ci noma, osteosar GONE, roder 2 plg nentosun1

ker at ocant homas, thyroid follicularycarfzer and Kaposi's sarcona.
Moreover, the treated cancer can® selected fromthe group

consi sting of breast cancer, |ung |cancer, colorectal cancer, prostate
cancer, ovarian cancer, endometwNalFocancer, gastric cancer, clear

cell renal cell carcinoma, uv mel anoma, mnultiple nyel ong,
rhabdonyosarc, oma, Ewi ng's sarc Kaposi' sarconma and
medul | obl astoma. The treated ce roliferative disorder is selected
fromthe group consisting of be prostate hyperplasia, famlial

30adeno - sorl SIS

aroot b Qor P R EBER yn oy B TR AP Rl R B Bl

fibrosi Qbenﬁﬁihwrﬂmde 00 g, 6 meplpin emiggodus Tl'ﬂﬁ (80 reln\diiisopeptylethylamiie ¢ B127 st @mod) ves
20  added dropwise at room temperature. The reaction was stirred for 5 minutes, and then ethyl chloroformate {130 mg,

0.115 mL, 1.2 mmol) wais also added dropwise. After stirring for 1 hour, the solvent was evaporated, the ¢rude taken



starch glycol ate; effervescing m xtures; dyestuffs; sweeteners;
wetting agents such as lecithin, polysorbates, |aurylsul phates; and,
in general, non-toxic and pharmacol ogi cally inactive substances used
i n pharnmaceutical formul ations. These pharnaceuti cal preparations may
be manufactured in known manner, for eXanple, by neans of m xing,
granul ating, tabletting, sugar-coating, or filmcoating processes.
SThe | i quwtth dbhispestishowesshdd doroaghip bvittevebier, biing erideiedonth soelym biefate.@vig fiffratisyyand ps,
e ! Ot 3 SORNS) BllRea (% o0 PR B UG BB O 2 0 S
carrier, QacChar 056 oF Sace & TR &Y & Yanni t ol and
sor bi t ol1H- -NWRe408 iipelrgino AYSCradl 1685 3um|47$1|9bm1wyz 2¢-8 88 (i 44), 338 (me K18,
of carriy g

et byt coll e LR GO AP0, PR AL P RO PESD B sl
suspén5|16}ﬁ0(@fr3§ﬁl utions for intranuscular i I’lj ections may contain,

t oget heryMtshy; Hiies @E4 baes7L£ 28D RuRGs74 Asphar maceut i cal |y acceptabl e

carrier sterlle water, olive oil, ethyl oleate, glycols, e.g.,
propyl ergégréﬁaﬁ@ol and, if desi red, a sui tabl e anount of Iidocai ne

hydr ochlsqut) ﬂﬂethdﬁhﬁpl&@l wetylpmp, (af -@dthyl-fiferagiv- G 1ezoy i ES 8-ANy8ro0K-pyriolble g4 ons
may cont AN rﬁx@caca’ ] %—(d @e water or preferably they may be in
the for Y)r? 5(5?9 cﬂf l? gtonlc sal i ne solutions or they may
contl@i n Qperaoy In@manalgdoyewedy ottksat @smhafdnn !ﬁmmpliﬂﬁfﬁhmlesmj@pm whsobiaiesl. may
contain,y Wﬁgbé‘rﬁ‘m Mﬂnéé‘né 'ﬂﬁpn‘?‘fﬁz'éé/ SCEL H%ﬂgpsﬁnﬁ!}ﬁrﬁ%@%j §§J b/ 3H), 4.36-

acceptable ¢ t ene
pol yoxyét9ﬁgm &ed. @dﬂSb‘iHﬂ éﬁﬁ fdadH, JS&EFﬂme@ﬂ ér% @dmrf?flh&‘t*drﬁttr So )l ecit h| n.

Exanpl esEM+H]+5g'§1ﬁRm§(Eg@mdr5g3%ﬁqm,gd%%gq@ intended to illustrate but not
the invention. Wile the invention has been

in any I_mt

descri bé&X;W—Léﬁ reference to specific methods and embodi nents, it will
be apgpr %cmet mstnd@apmmmmwwmmﬂaﬁw RlakiONE)-HERMyIZHIES, B EoMH OB
departi % lor:p g venth %)(AIVPLE 1

5-(3, 5- Y P65 OéH'%%Wé’@ﬂF?%W - 344- (4- et hyl - pi perazin-1-yl1)-2-(tet
r ahydr o-Qpgratiagin 4n 3nklagosweey otiiehdesyibealrn Exerhple 7, the title compound was obtained.

4,5 6, 7&%@@4&@8@’@5 20 6e 8 }aﬁrilﬁzos]ﬁs',%ﬂn!“é&fsi(rﬁ,hﬂfa&i AR5 fob Gk S L RYA%N), 5.14

ester (
N45- (3, dndHE b.8idd.aHb 6 AAddde I/ BeAYaNN. 3H) 5,98 (d7-2Hk t + 2Ky dh)o- 1H- pyr azol o[ 4, 3

-C] r| I 1-y1)-2-(tetrahydro-pyran-4- yIa
m n%? ben%%&,d%&h?# @ca!’&%ﬁé%bﬂo&ﬁﬁ@%ispsn anhydrous THE (150 niL), cool ed

to -40 EXAVRLELD argon, was added lithiumbis(trinethylsilyl)amde 1.0
Min THB ﬁ@?Z -A8thoi-2- pl@nﬁﬁzemkg méﬁ’(}ﬁplﬂé?aﬁﬁ Uy’l)ﬂ)em anrio]-§,8-@drb-om- _pl)_ﬁrolB[Bﬂl-

then eth chl or of was added.
reacti oﬁ%meéf?rpqxglﬁggt” pro&ig ?%%1 72 h, then was poured in water
and ext Opetiglinan snblogatiswydy ofﬁha@deettnﬁed inlhxempe 7Y taiite cqipasie wisabtam@ished wi t h

f ] :
s o, IR DU S0 I A L
corrpounéH)aﬁle?H)eAr 5. 95¢, @), B0, @13 (86% 1.6.98 K NYR.38280(MveD) 7,94 6m, 2Pt 13 (d, 1H)

Hz, 6.22 (dd, J1=2.07 Hz, J2=9.15
Hle) 1d J207Hz 1H),439(q J=7.07 Hz, 2H), 4.08 (bs,

2HS % R ﬂMet?diDth%n zgce@ﬂazmwemyapzp%éz@ Aok ﬁ%anﬁﬂ?}ﬁ@hy%%l@-b;gm%{%@( 12

3H) 301 QIBW%%?‘F 1%1530"5'““13@8’”3’ tonfer I8 1. 32 (t J=7.07 Hz, 3H). EXAMPLE 2
5- (3, 5- Dpérhtld@m@nQ@ﬂ@muﬂtﬁmyéhbedMarﬁﬁbmé hl}i!borr@btlh@t’fv&zd)ﬁméd- yl)-2-(tet

iyt o2t MR Padiy- SRS PREZRY 3T 28/ a0l BeRGey T ars BN RULB REl

Exanpl e 59, 5t g 13H), BB&(dd, OHpH4EricH, #a<5.0akrb, AHNEEB. (d, 2HY, NMRLAGABBHVHED) (m, B), (| p P,

D|\/|5c>d6)1H 10 99 (bs, 1H), 8.59 (d, J=1.71 Hz, 1H), 8.35 (d, J=9.02

Hz, 8728 (d, J=7.68 Hz, 1H), 8.25 (dd, J1=1.71 Hz, J2=9.02 Hz,
35 M+H] 559 HRMS (ES*) cald 559.2664, found 559.2651

EXAMPLE 12



(E040) 73 Qperating in an anal ogous way of that described in Exanple
1, the title conmpound was obtained. H NVR (400 MHz), 6 (ppm

DVSO-d5): 10.93 (bs, 1H), 8.60 (d, J=1.83 Hz, 1H), 8.35 (d, J=9.02
Hz, 1H), 8.24 (dd, J1=1.83 Hz, J2=9.02 Hz, 1H), 8.20 (d, J=7.80 Hz,
1H), 7.83 (d, J=9.02 Hz, 1H), 7.78 (m762H), 7.67 (m 1H), 6.30 (dd,
J1=2. 32 Hz, J2=9.02 Hz, 1H), 6.15 (d, J=2.32 Hz, 1H), 4.53 (g, J=7.07
Hz, 2H) 5-(B)-BWetiomy-2-drefyl-ac8yl BOl4-{4ettRHipsradn- Byl)-b8nz8lamingk 5f-difgey-4H-pyralg3.4-m

EXANPLE%]ﬁyrézgle1%:!T'goxyhé-ac‘bjpro§§rgyl elfer A&E Hz, 3H), 1.19 (d, J=6.46 Hz, 3H).
5- (3, 5- Opératinmin 60 delpaoes iy ol tabsiegerhed SEXamRer) heligameiey vas.opgitaly | - et hyl anmi
no) - 4- (mmewdw m\%@ge Bpgkr 2b)s, 3|Jgemwhﬁm $Qhn; 4@@@5@& 8H)Ls. m@qaﬁm c

acid et hyI este n.an anal ogous way of

descPi b&dsp.i 19% d1 H) MN%M%* Jé%baﬂd“\)lé@ Bt ained. 1H NI\/R (400

Miz), 6 M:pIpBaT; mgﬁbaldsiﬂ%@ﬁfoﬁrbl%?%bi) 8.60 (d, J=1.83 Hz, 1H), 8.35
(d,” J=9 43 1H), 8.24 (dd, J1=1.83 Hz, J2=9.02 Hz, 1H), 8.20 (d,
J=7.80 & : 783(d J=9.02 Hz, 1H), 7.78 (m 2H), 7.67 (m 1H),
6. 30 ( dé{(RBMdtHoRy- Bﬁlerhylzacewlﬂt[@(él@ﬁbtﬁy@)pemmi—yl)@emﬁqumpl-ﬁﬁﬂﬂlyGwPH-{zy,rrolq[B;B—,

453 3.39 2H), 3.31-3.30
, (qﬁlﬁﬁizz'eqﬁﬁ%"ﬁég)ﬁ ’g’pyﬁegﬁﬁémzi ﬁt, J= (7m07 Il:?z 3H), 1.19 g(rjn
J 610,6 Regratiggp an @W\Eygthatdescnbed in Exampe? the title compound was obtained.
5-(3, 5- By fihei@ mﬁwywmw 6%42222Qs23m13}4|@9%34ﬁ)e§§113/(h164m @@?cdélsﬂ)‘b:s”sﬂztgh

yl - pi perazin-1 Fi'ndazo

ester (E08d)50 15@8"”;&@?7?/{6 P73 %ﬁr@ﬁﬁﬁbb%”‘v@é@%ﬁ Mﬁl described in
Exanpl e pi)r theHRMs ES) REPers owass iRl ned. 74 1H NWR (400 MHz), 6

(ppm DMQ "ok b Ay RS R (d. J=1.83 Hz, 1H), 8.35 (d.
J=9. 02 R } 8.24-8.20 (m 2H), 7.85 (d, J=9.15 Hz, 1H), 7.78 (m
2H) |15 7. BQRJ-IMettoki)-2-phenyBadet(BHl4-(4dat R iliBratite -yl )b2rz8yldh o8- difty-4 H- Gyl 6[3.4-d ,

\:J)) §7Zg g%yr?z%lgﬂ Bﬂfbxﬁgac&i bt“ﬁl ezt%rgﬂé@%ﬁéa%@%n% %0%%\.&%1?%0} fﬁgtﬁg cnﬂﬂfgﬂph& 7, the

J=7.07 H cor@qund wgs EARPLE 6

344- (1 sqpy nﬁ@ zrmnsi@éehwb;)m c{lﬁ%ﬁ A, M RCAR @@(ﬂ@&@ﬂ?@-ﬂ)rﬁﬂ% 4ﬁ)t oy éfﬁa

rbam)yl) t335 (ds, H) 434 gH) 453494-m -4H) 5(?905)(1%'@3 1H}, 6.97 (d, 2H), ng 7.44 (m, 5H) (794(

20 11.13(d, 1H)

~ [M+H]*575; HRMS (ES*) cald 575.2977, found 575.2953

EXAMPLE 15
5-((R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)}-benzoylaminol-5,6-dihydro-4H-pyrrolo[3.4-
c]pyrazole-1-carboxylic acid isobutyl ester (A032)Operating in an analogous way of that described in Example 7, the

25  title compound was obtained.
H NMR (400 MHz, DMSO-D8) 8 ppm 0.97 (d, 6H), 2.03 (m, 1H), 2.22 (s, 3H), 2.42 (m, 4H), 3.29 (m, 4H), 3.35 (ds,
3H),4.13 (m, 2H), 4.54-4.95 (m, 4H), 5.09 5.13 (ds, 1H), 6.98 (d, 2H), 7.32-7.45 (m, 5H), 7.94 (m, 2H), 11.13 (d, 1H).
[M+H]* 575; HRMS (ES) cald 575.2977, found 575.2967
EXAMPLE 16

30 5-{(R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrrolo[3,4-
clpyrazole-1-carboxylic acid tert-butyl ester (A033)Operating in an analogous way of that described in Example 7, the
title compound was cbtained.
1H NMR (400 MHz, DMSO-D6) & ppm 1.56 (s, 9H), 2.22 (s, 3H), 2.42 (m, 4H), 3.31 {m, 4H), 3.34 (s, 3H), 4.13 (m,
2H), 4.56-4.95 (m, 4H), 5.10 5.12 (ds, 1H), 6.96 (d, 2H), 7.32-7.45 (m, 5H), 7.94 (m, 2H}), 11.11 (d, 1H).

35  [M+H]J*575; HRMS (ES*) cald 575.2977, found 575.2972
EXAMPLE 17



Qperating in an anal ogous way of that described in Exanple 1, the
title conpound was obtai ned. 101H NWVR (400 MHz), 6 (ppm DMSO c15):
1.02 (d, 61-1), 1.38 (t, 3H), 1.68 (s, 6H), 2.72 (m 1H), 3.78 (br.
S, 2H), 4.48 (q, 2H), 7.18 (m 1H), 7.29 (m 2H), 7.38 (m 2H), 7.51
(in, 2H), 8.08 (m 2H), 8.36 (s, 1H), & 87 (br. s, 1H, 11.66 (br. s,
1H) . [M F11+ 548; HRMS (ES+) cald 548.2326, found 548.2310. EXAMPLE
7 R)-2- Methoxy2phenyl acetyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrrolo[3,4-

éi’f’gﬁﬁlno 9%%’"’6;#a?%%%ﬂﬁ@%%@%%ﬁ@ﬁ*ﬁ%@m R Rl oo PR o
To a solBnips, 168 tite compound was obtained.

3-(4-Pipg NMFI"(A,GD thrY, bﬂ@é B&j |6'pE}ﬁé‘ifP(¥ |3ﬁ)nk QC(Pn 4145"3‘2@3 ﬁ]ﬂ%@Hﬁa 64 HYZVHMQf @gﬁmca

b |
T Stk T W 4 4 508 B e ok B 141 B & 6 o)) 1

20added [@HpB: SRMSUESY) eMB7 L. EMPRuALSI7 766 The reaction was stirred for 5
m nut es;%g@@#tégen ethyl chloroformate (130 ng, 0.115 nli, 1.2 nmol)

wai s al dropwi se. After stirring for 1 hour, the solvent was
evapor atsd(R}-2-Mbteoxg 2-piebeyl-balyie h4-(ZDethyppipstatin 1-¢j-ehdogananses Sdiyero v shreld[3,4-
t hor oug Ll fLer
{11t r o el bR by B 8 oA R BB Bt AosEndh EBwer
t o dilve thetite coinpoued veepitainathd as white sol i d. 1H NVR (400 MHz), 6

( ppm DW@% 646() MHzlaﬁ% ﬁ:é_{ Hf;?fﬂ 00 é&ggﬁz zlzgsl 3y ”244%@'294 3.29- {gsf (: 4%2 i(aé”s 36‘@%%{),
7 39 (m4 03{5)2H) 'ﬁ5$—3.9§(fﬁ 407, 54 ol 1 h{;gﬂz(m)ZH gszgms((rg SH) P4 (g2 1. éedla H
1H), gﬁgsédonwéifsqwd 58 Mt TouriBe.3188RMS (ES) cald 574. 2483, found

574 246
5-((R)- y- 2-phenyl -acetyl) - 344- (4- et hyl - pi perazi n-1-y1)-benzo

y| armisnos-(®)-Bmethdry-2l pianylinteply - -0t dperagip- wr l&mylsmrib} @&ldilrlimmyHJpprola[end

R A S e ek e
DIVBO D6)t|tleazorpmmmd2ua2®tacred 3H), 2.43 (m 4H), 3 31 (m 4H), 3.34 (ds

7 32 3 Z@NE&'@O%MDM%% 8@1@ g%ﬁb‘ﬁmﬁg% (1% 2“%% g(élg a@m
(ES) cal3d’7-83% .3313c4 (8 358 430m12H) B RANED (. 41), 509 dS 1H), 6.96 (d, 2H), 7.32-7.44

15590( R)(m%HJ!\;/Egﬂﬁhxg,{.r)% pheny). - acetyl) - 344 (4-net hyI p| perazi n-1-y1l)-ben

zoyl.am n J (\édro 4I—$ rrol g}h ci pyrazol e-1-carboxylic acid

vinyl edf&¥ 6?‘%% %0 fopnd 3%% ogous way of that described in

Exanpl e EXavrLE@Oti t] e corrpound was obtai ned. 1H NVR (400 MHz, DMSO- D6)

6 m 2 4 3. 34 4 .3 [(ds,, 3

2. 5 55 heny bongugRy e g D sstgblamy B iy an plgpois -

7. 33- 7. 4pyréate- 15&rquylﬁac915ﬂ:(2&5ﬁ -2ishpropd-En20yl-Cydlohelfipste? (M- Hy 545; HRVS
ES)-cal

( I?-Q) iﬂ?\éﬁﬁmgéﬁélo o& t%ﬁd}s&%&% f‘ﬁe ﬂtfgccimpound vé/?s éagtlalﬂedl y1) - benzo

yI am nolH BMig4en WV-dIP%SOi émerQa?Gd'p@Hn % 9&1 a‘z@ﬂéiﬁim éﬁ)\:%@@{w%&; 2% scpH), 2.44

n-pr Op?’:pm Qﬁ)t §59- is%%@)q LS 81 (H8H)! 453218 gﬁ"@ﬂi 0;9@%1%)’9&’97‘3{ 2H) Mg?a%?,quﬁr%ﬂ bﬁ&ﬁ

in Exa e corrpoun was obt ai ned
Dwsoos)(m@Hbib $9 (1, 3H), 1.88 (m 2H) 2.22 (s, 3H), 2.43 (m 4H),
3 30 (m[wﬂms? I3RI\35(ES‘§I§ald631'9759 fud@st 31 2H), 4.53-4.95 (m 4H), 5.00,
% 6.96 (d, 2H), 7.33-7.45 (m 5H), 7.94 (m 2H), 11.13
Oy E #&ﬁ-ﬁ%—fé 561; HRI\/S (ES+) cal d 561.2820, found 561.2816
EXAIVPLESZL(R 2Methoxy2 phenyl-acetyl}-3-[4-(4-methyl- plperazm -1-yl)-benzoylamino]-5,6-dihydro-4H- pyrrolo[34
5-((R) h t razin
oyl am napIEoB i UP SRR T O At e B R R U B
al ly] egieezomp(omm;obamed ating in an anal ogous way of that described in
Exanpl e
5 pgﬁq ° gawgg@or\géﬂmﬁ’s? EWA.IV_(?% @%@Qﬁfssﬁ? Wﬁéé%&%@ﬁﬁﬂh{%%)
35 513(ds, 1H (s, 2H),6.97 (d, 2H), 7.31-7.55 (m, 10H), 7.94 (m, 2 ‘1113d1
[M+H]* 608; HRMS (ES*) cald 609.2820, found 609.2823.




35[ MtH] 559; HRMS (ES) cal d 559. 2664, found 559. 2651 EXAMPLE 12 76
5- ((R) - 2- Met hoxy- 2- phenyl - acet y1) - 344- (4- met hyl - pi per azi n- 1-y1) - benzo
yl am nol-5, 6-di hydro-4H pyrrol o 3, 4- ci pyrazol e-1-carboxylic acid
propargyl ester (A029) Cperating in an anal ogous way of that
described in Exanple?, the title corr%)und was obt ai ned. 1H
NVR (400 MHz, DMSO- D6) 6ppm2 22 (s 2.44 (m 4H), 3.31 (m
4H), 3.35 (ds, 3H), 3.76 3.82 (m 2H) 54 45-5.14 (m 6H), 6.98 (d,
2H) , 70'-32-‘137 47 (m 5H), 7. 94 (m 2H), 11.17 (d, 1H) [M+H 557; HRVS
(ES+) cah d sabhpodaQithe @ulad): 557. 2504 EXAMPLE 13

54(R) - 2- Met hoxy- 2- phenyl - acet y1) - 314- ( 4- n@t hyl - pi perazi n-1-y1) - benzoy

| am no] - 5, 6- di hydr o-4H pyrrol o] 4 zol e-1-carboxylic acid
i sopropyl ester (A027) 10g nal ogous way of that
described in Exanpl e?, t g un 2was obt ai ned. 1H NMR (400
MHz, DMSO-D6) 6 ppm 1.35 (d, 6H

(s, 3H), 2(43 (m 4H), 3.31
(m 4H), 3.35 (ds, 3H), 4.53-4.96 (m

0—B.06-5.15 (m 2H), 6.97
(d, 2H), 7.32-7.45 (m 5H), 7.94 (m 2 11.13 (d, 1H) [M+H + 561;
HRVS (ES+) cald 561. 2820, found 561. 2823 EXAMPLE 14

155- (("FQFB'Q Met hoxy- 2- phenyl - acet y1) - 344- (4- net hyl - pi perazi n-1-y1) - ben

zoy| am ia@dsefs HstlibiyidbrAchdd €y akal :a kg oﬂhete@da@ygrr@g,ol e- 1- car boxylic acid

' Ex P Eert aRBO AT CURINEh B L Captartatr oo A MBI N (400
MHz, DiyBRkeEt]s atopiqatyGubStidutddryouBddectedtiion Siraig or @bf)ched T-6ikgIraryl, Déroand . @QZs

(s, 3

4 sa- Sty ool ﬁ%a%%%é%saikfﬁ%g s 1590,
5H), megﬁeredhetetzwplyl areteroayslyl CalCs akpwitt iom-11ta 3heBogtom d(fﬁgﬂﬁrowalowgmd
2977, SL@%R/S 575. 2953 EXAMPLE 15

5-((R)-2- Met hoxy- 2- phenyl -acetyl)-3-[4-(4-nethyl -pi perazin-1-yl)-benz
oyl amATY eFEeBOIE? PpeH g2 Aty Fe Bl of 3, 4- c] pyrazol e- 1- carboxylic acid
|sobut[ylga@aﬂe©5m(@@32) q)er ating in an anal ogous way of that described
i n Exanpl Pund was obtai ned. 1H NVR (400 MHz,
DVSO- 969 Pf@"ﬁ%‘“@”éeﬁe@@esgﬁlﬁemng ogse psA meglegmenty oo (s 3H), 2.42 (m
4H), 3. RBmpsind ¢ kdymula3l) 3e{rdsin il johusk3s { prodrigH) , 4. 54-4.95 (m 4H),

1113 Yoo o el thqi bl BsPhaghlhe oyl bl ile

EXANPLdEordds caused by andfor associated with an altered protein klnase activity.

305- ( JoruBloPRERE bdhcel- ¥ 1) - be
nzoyl g’? nﬁ\pé’@a @W%ﬁ%%ﬁﬂﬁ%%g%ﬁaﬁéﬁ&é% g&d}gégyezug-ocar@éxylc%c acid
tert-butyl ester (A033)Qperating in an anal ogous way of that

descr iShé gharmmacdBsicangoinposiion cprhyesisind 4 ¢ompaohyf duinide as deﬁnﬁdan e 1 ora-phpgvreeptisalip

(m 4 %bqgasﬁlttﬁerém é@on(vﬁha%aﬁhc%ﬁaécﬁptab%@mplegt 42 (m 4H) 3 31

(ds, QH) thergpedfis m(etaod tmergt Lsjng ay prg(gug(arﬁpm @'.q)d of the fgrgpuie Mas qulyed qq[amlh ( d
1 H) 35kMmtiyd Rr ReatidgriMBprikeRite diddtdehs 2dRedS) 2hdiof RibBistedVit. s %NeredprébiPkibasd 7

5 ( ( Ryl GxTPrises BTRATIGIR 8 MpATe Baned rsebanltlsepainkd oyt Yt BEHS o
yl am %sro@fn@dndhlﬁlmdb&pﬂhhwmmb@{p&,ltréﬁas@bq@madalmlhe 1-carboxylic acid

2- met Sster 041 t ana Y y of that
descr FEbUeTH SR 8o e =L BrisP aS ot B T

1H NVB. (pdfpdvidaf thévis@e:06) 5 ppm 2.22 (s, 3H), 2.42 (m 4H), 3.29-3.35
(m 10H), 3.64 (m 2H), 4.45-4.97 (m 56H), 5.08 5.13 (ds, 1H), 6.96
(d, 2H), 7.34-7AM4 (m 5H), 7.94 (m 2H), 11.11 (d, 1H). volt 577;
HRVS (ES+) cald 577.2769, found 577.2766 EXAMPLE 18

5- ((R) - 2- Met hoxy- 2- phenyl - acet y1) - 344- ( 4- net hyl - pi perazi n-1-y1) - benzo
yl am no] - 5, 6-di hydr o- 4H pyrrol o[ 3, 4- c] pyrazol e-1-carboxylic acid
neopentyl ester (A035)Operating in an anal ogous way of that described



EXAMPLE 19

1554(R) - 2- Met hoxy- 2- phenyl - acet y1) - 314- (4- net hyl - pi perazi n-1-y1) - benz
oyl am no] - 5, 6- di hydro- 4H pyrrol o[ 3, 4- c] pyrazol e- 1- carboxylic acid
n-hexyl ester (A036)Cperating in an anal ogous way of that descri bed

in Exanple 7, the title conpound was dBt ai ned. 1H NMR (400
MHz, DIVBOD6) 6 ppm 0.88 (m 3H) 1.29-1.41 (m 6H, 1.90 (m 2H),
2.22 (s, 3H), 2.42 (m 4H), 17"33.32 (m 4H), 3.33, 3.34 (ds, 3H),

4.34 (m 2H), 4.54-4.95 (m % 5.09 5.13 (ds, 1H), 6.96 (d, 2H),
7.32-7.44 20(m 5H), 7.94 (m 2H) 11.13 (d, 1H. [MHt 603; HRVS
(ES) cald 603.3290, found §2I89 ﬁXANPLE 20

5- ((R) - 2- Met hoxy- 2- phenyl - acet y1); N4 (A B{/I_-\W parazin-1-yl)-benzo
yl am nol - 5, 6-di hydr o- 4H pyrr ol - /CTyr/azole-/1- cal boxylic acid
(1R, 2S, 5R) - 2-i sopr opy1- 5- net hy ycpohexy ester (A042) 25Qperating
in an anal ogous way of tdig0@qdegcribed in Exanple 7, the title
conpound was obtained. 11-1 6400 MHz, DMSO-D6) 6 ppm 0.76 (m 3H),
0.92, (m 6H), 1.46-1.96 ( 7H), 2.06 (m 2H), 2.23 (s, 3H), 2.44
(m 4H), 3.29-3.33 (m 4 .35, 3.37 (ds, 3H), 4.53-4.98 (m 5H)),
5.13 (s, 1H), 6.97 (d, 2H)>7.33-7.45 (m 5H), 7.94 (m 2H), 11.15(d,

%T) - ng%ﬁarn?a%guiicam%ptgb%ssﬁ thgrgolf %r u%g Zs'a%e%ﬁ?ameﬁtpund 657.3781 30 EXAMPLE
5- (( R -12- MerrborgasZefibeingibimdciotupd 9s-a3adug.4- met hyl - pi per azi n-1-y1) - benzo
yl am noj;- ?co@p%@%g{ JJ'EI&‘W fd Lokt |5Cf%r@é/er a@%r@éjrﬁ‘g faf'trﬁﬁﬁgﬁ,gﬂ(;}f&h?e%tnﬁ‘a|5Qders

benzyl ester era I'n an anal ogous way o t described in
Exanpl ecagsed bwaédf@na@%atwrﬁb Rfed papieinddhesgiaptily. 1H NVR (400
MHz, DN@Q& oﬁd&@cﬂaw%t@éalrﬁﬁl, ch@r“ﬁterlzéﬁ it4or (58 as Aobrug fertradlind dahcedH) , 3. 34
(s, 3H é r@) 5.13 (ds, 1H), 5.42 (s, 2H), 6.97
(d, 2H) P;'GOPRROU?d%Ct Hiomg ﬁj"“ﬂc?“%)"ﬁ“g( oH), 11.13 (d, 1H) [MH 608:
HRVE ( Et) Gﬁb 6lDEAR-pRBRAQbah @ B4-(BHONR BR:Bzin-1 G- henddarlino]-5\6-dibyupaitirgitotnf3 4-
the fornul a R represents a straight or branched

Cl - C12 %ﬁyﬁ’%'e - %WO%WFM B”?tﬁyhees {&roaryl group, R represents a hydrogen
at om orAdd s U2 6-Diettng-phenyitatbarcdyl:ah [4t{&metiy pipeveain{!-slbbepzogierainnl-b6-diydes-44:- PWOW@ 4-

R2 repr substituted group selected from st r ai ght
or br anﬁgaﬁa&@sﬁﬁ%bgﬁm&h heteroaryl, Ca-Cs cycl oal kyl -

al kenylAGBr HRGRigthy- pr@ay!c@@ara%’ﬁﬂaw Rgthy-geragig: 1-4)-heyroylaigiay B 6- e‘,rhxd@sleewW[B 4
het er O%Mjazogfcg%o)@,tcléyavmypesér or 6 menber ed heterocyclyl and
al k

het er ocycl yl mlto 3 heteroto‘rlrpi ﬁ Bd E%T
et Toodii b afgRRe RSt S K TG St b g 4 pydlo
het er ocdygg,lameamudrbmy[nc%c@pw@leu@r from1l to 6, or a pharmaceutically

ta t f f

For mul 201) et e AED A Ro I T Ao FERn M g Anb TRRIRRLE

c onpoundgby@iolef feda mumyiia aid opapgedtatti Ng to cl ai m 2, characterized it is for
d b

e 2 Bh0Ugl Dby AL S AR R reona Jb - RRaEY

conpourxﬂbyu10|8F1malbmdylaantﬂ jliylagieror di ng to claim3, characterized it is for
d

S A T B A e

phar nadmywct*ﬁa'll'qaskw)@['@@@@)ﬂ@ﬁwé e84l t thereof in association with a

phar macggt i ogb b-yiehf: ﬁlﬂ’eﬁ&l@ﬁ%brﬁoy%ﬁl tphw@cﬁlfl psper32|§—1 fobénfb%rﬁiﬁlﬁ’é‘B Utﬁydfﬁﬂmfg?%iogftt-

treatment using as. pr.od rPgacorrpoun of the fornula (1) as d ned
in cl ai$Ayrezole- 17°afb$b\<y'i?éﬁ‘q’1% ©BF treating cell proliferative disorders

caused fApy ardg, @Dletﬁyﬁ?ﬁ%ﬁylc’éﬂ)@rﬁoym Juhs-aehy@pijefszind-yipbentopiamindkb, BaingioalEitplnviofy

whi ch c&g})rl ses adm ni SC§9€“§% to a mamual in need thereof an

ef f ect | VRO FREORSIC agd | d of formula (1) as defined in claim1

or a ph@nmaﬁe(ﬂls Detaw plce@mamsmdyi) B{i-{aBetp pmkdzine d)-bearogibminc)-5,6-8ihydA-dhtest okl 4-

accordinpg Q€ % %q erized in that the cell proliferative
cjoyrazole-1-carboxylic af:ld S0 utyl ester;

A1 5-(2,8-Diethyt-phenylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrrolo[3,4-
clpyrazole-1-carboxylic acid tert-butyl ester;



79 jH3 or a pharmaceutically acceptable salt thereof for use as a
10. A compound as defined in claim9 for use as a prodr 11. A
conpound according to claim 10, characterized it is caused by and/or
associated with an altered protein Ki ngs 12. A compound according to
claim1l, characterized it is 13. Ac ound sel ect ed fromthe gr oup

consi sting of: A015-(2, th carbarm 1) - 3- 46( t hyl -
c] pyrazo°1 | Stg?a@@@)%yphe@ylcarg@n@ylh%wf{])rpet}g p@gaz:myl benzoylamlno]S dlhydro 4H-pyrro|o[34-

A025- (2,chran@nt@mbcxmh@mdemaé@@noy1) 314-(4-methyl -p
c] pyrazo

035 | 2 %ﬂ{/&etﬁl IC a ﬂﬁ%@% %._ya[pzper’(aﬁn }Tg)fq.qg,zpylaﬁnno] -5,6-dihydro-4H-pymolo[3,4-

c] pyraz Q]pgazb}edaérmw Iamd:neaxent;d eatarny| est er;

'g‘? 335” gg é\ﬁgp %Eﬂi’ %%@yﬁfﬁé(lc%%m&qﬁ)% Rrp pérrazwm3 ) r-%nzoﬁamlno] 5,6-dihydro-4H-pyrroto[3,4-

A055- ( 2 chyriivletuyrboxph esiyiexybesieanoy 1) - 314 (4-nmethyl-p

Zlogér ?ECAE%' 15@[@&@%&5 Ic%rgdrn‘%g §6%n%3%! |p?r§£|r?{ ¥I benzoylamlno] -5,6-dihydro-4H-pyrrolof3.4
c] pyr az@]pﬁazmlﬁéﬁﬁrb%%yﬁql epidpgpral | y! ester;

AO75- (2 pfirgDi kad)létv@h&@bylc&@dn%ﬁmw tﬂmeﬁm[p{’per@fh ﬂﬁ)tbbaébyiéauno -5,6-dihydro-4H-pyrrolo[3,4-

cl pyrazol e-1-carb lic¢ acid
A085- ( 2 Clsbt@'éﬂﬁiil)OfwﬁW@?—éﬂﬁﬁ%{noy1) 3 [4 (4 net hyl - p
c] pyraz Q\bﬁ" 1ﬁwmyydhb@|cﬁﬁdnﬁylﬁ8{ﬂ Y me@itpRErazin-1-yl)-benzoylamino)-5,6-dihydro-4H-pyrrolo[3,4-
A095-(2, 6 f&%/gpfﬁ dyk armyl)-3-[4-(4-rrethy|-p
cl pyrazﬁpgazf’e RGP ?ﬂf i sobutyl ester;
A0105- ( 206- De-exaydthypdhenylgdricaioBetfd id)ethd:pipdrafird -yt daylampio)-5,6-dihydro-4H-pyrrolo[3 4-
cl pyr azgll %1 |)§ utyl ester;
Aol1s. (ot 9%%?0%3/ izt eﬁﬁ%‘r‘?ﬁ 1) - 344- (4 met hyl - p
c] pyr azéh®- 15- %Mm&nherwl ceahamyl)tﬁ# t4-nhﬁuwl;p!perem eyl):benz@emino}-5,6-dihydro-4H-pyrrolof3,4-
A0125- (25 0z-bk. %J?%:L( ,pgc}%r&yd Qﬁ{ r:gggpyl) 3- [4 (4 met hyl - pi perazin-1-y1)-be
nzoyl am no i )h?/ yrrol o[ ‘P” azol e- 1-carboxylic acid
pent yl &%0er - 2 6-Diethy phenylcarbamoyl }-3-[4~ (4~methyl—plperazm- -yl)-benzoylamino]-5,6-dihydra-4H-pyrrclo[3,4-
c]pyrazole-1-carboxylic acid (1R,25,5R)-2-isopropyl-6-methyl-cyclohexyl ester;
A021  5-(2,6-Diethyl-phenylcarbamovyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrrolo[3,4-
clpyrazole-1-carboxylic acid 2-fluoroethyl ester;
T AD22  5-(2,6-Diethyl-phenylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrrolo[3,4-
c]pyrazole-1-carboxylic acid 2-chloroethyl ester;
A023  5-{(R)-2-Methaxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino}-5,6-dihydro-4H-pyrrolof3,4-
clpyrazole-1-carboxylic acid methyl ester;
A024  5-((R)-2-Methoxy-2-phenyl-acetyl)-3-[4-{(4-methyl-piperazir-1-yl)-benzoylamino)-5,6-dihydro-4H-pyrrolo{3,4-
clpyrazole-1-carboxylic acid ethyl ester,
A025  5-({R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyrrolo[3,4-
c]pyrazole-1-carboxylic acid vinyl ester;
A026  5-{((R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyl-piperazin-1-yl)-benzoylamine]-5,6-dihydro-4H-pyrrolo[3.4-
cpyrazole-1-carboxylic acid propyl ester;
A027  5-{((R)-2-Methoxy-2-phenyl-acetyl)-3-[4-(4-methyt-piperazin-1-yl)-benzoylamino)-5,6-dihydro-4H-pyrrolo[3,4-
¢clpyrazole-1-carboxylic acid isopropyl ester;
AD28  5-{(R)-2-Methoxy-2-phenyl-acetyl)-3-i4-(4-methyi-piperazin-1-yl}-benzoytamine]-5,6-dihydro-4H-pyrrolo[3.4-
cipyrazole-1-carboxylic acid allyt ester;
A029  5-((R)-2-Methoxy-2-phenyl-acetyl}-3-[4<{4-methyl-piperazin-1-yl)-benzoylamino]-5,6-dihydro-4H-pyriolo[3.4-
clpyrazole-1-carboxylic acid propargyl ester;



A0135- (2, 6- Di et hyl - phenyl car banoy1l) - 344- ( 4- net hyl - pi perazi n-1-y1) - ben
zoyl am no] - 5, 6-di hydro-4H-pyrrol o[ 3, 4- c]pyrazol e-1-carboxylic acid
neopentyl ester;

A0145- (2, 6- Di et hyl - phenyl car banoyl) - 3-%4- (4- et hyl - pi perazin-1-yl)-be
nzoyl am no] 5, 6-di hydr o- 4H pyrrol o[ 3, 4 1 c] pyrazol e-1-carboxylic acid
hexyl este

A0155- (2%J Dﬁé(ﬁh%zMetW@)?%Wﬂh%@ﬂmeﬁw p@@z%ﬂ)rwmzosﬂﬁnw@}-%ﬁquhxdf@@rm)rmf@iéﬁ
zoyl am @@gfazﬁleﬁ'cﬁjrbdi @Igcqbubﬁjyi-emrrrol o[ 3, 4- c] pyrazol e-1-carboxylic acid
hept vl I\%Jﬁgg e B H-pyrrolo[34-
car barmy43'- 3§££R)(?4 Sh%ﬂrh%ﬂ fﬁ%fvf i etfvlwpefﬁahkl@wﬁf&%'ml@ Gygjo-4H-pyrrolof3,

i hydr o- % rwléﬂ@é@ixﬁicéhds@dwr@zm e-1-ca rboxyl ic acid benzyl ester;

oyl o 2\8? O kBTSRRI A LA TE b Bl Rt dad) e

phenyl eptraple-1- carboxyhc acid |sobutyl ester;

oyt am RS- > BRI RRER R AR e e o Rl Mo R EE R4 B 68
2- met hoxlpysazplgi- 0@@@4@1’» acldA@tibQBI—eeiQr, 6- Di et hyl - phenyl ca
rbamoy 1)y 3?4445f métﬂaw z ﬂ%br@ﬁ‘écéﬁ)‘ L9 ?4 e} Re R RM)) %Hﬂz%lmn@] 5@*0%&?6/ Ay Qi 2

yrrol o[ 3,4- c]pyra e-1- ic acid cy cIo enty

A0205- (2]pﬁa2®e1é&fwsf“cacﬂwmst%a rba noy1) - 344 (4 met hyI - p| pe

razin- 1aysh) - bg REQZM%og Zﬂhélgdac&yl%[ﬂ(athbéﬂmmérbhrpw 1b6Hz6Yaind)=5,6CHnp - AE GGl $4-
-ca rbox | i c cid )ﬁ M/ i sopropyl-5-nethyl-cycl ohexyl ester;
A0215- (2 8?’(”?% 'CaCH”F@e $%€a rba noy1l)-3-[4- (4-nethyl - pipe
razin- 1A§({B) bR reAyHoB- Znhé‘r@l}aceﬁyl &-{ek{2imelmylghiperazind i) pyrzayaiming]S,64khydro-4H-pyrrolo[3,4-

Z%)gyz/gaf p%a%? g?r b(f?ﬁ%%g%e)&%'stgr -11uoroet hyl ester;

r bamoy 1/033- [ #(R)4£-Metotyy2 pheriyleseetelSH 4 dnelpPpintreatzioy oenmiylaaine]5 Saihgiridttiryael o3

pyrrolo .rboxylic acid 2-chl oroethyl ester;
A0235- g&zﬁ%e %ﬁ%&ﬁ%&g‘ﬁe T&% acetyl)-3-[4-(4-nmethyl - pi perazin-1-y1l)-
benzoyl noj-{® 26ﬂeapw;20nh@w!zﬁpﬁtsﬂigﬁrl‘i 8t”%9fhﬁ meraZWpr%b@z a@ingl-5¢ Atk 4H-Ryeolols.4-

aci d ”EE]%V zol@%sﬁfoxyhc acid benzyl ester;

onzoy] ool S B Tabeap) EEboa  bbr B Bh i ai f

enzoyl a
et hyl equzole -1- carboxyllc acid phenyl ester;

ﬁgﬁgﬁyf éﬁ.‘bnoﬂ?@w @ﬁ?&ﬁﬁfﬁ@?‘i‘f i Sty S P PR B
aci d vi tigazasst-earboxylic acid cyclopentyl ester;

AN S e S S e R e R
propyl deragele-1-puRTe Ll Rmetonygtest dgky - 2- p henyl - acet y1) - 344- (4- net hyl -

pi pe r &gl Nsgdr) MMethQ;@ 2%&%1%%&5131[@ 4%ﬂ1§4p@e&ml1tw gerfz@faﬁhm@ﬂlﬁ 6RMydrd-4H-pyrrolo[3.4

o[ 3,4- cjpyrazole-1- I sopr

cid (0]
A02854R§]Dy23?-%1 WB%@V“%”BK}"@@#R)&@@@S?M Fetpy, hcve'ﬁleﬁ&ﬁew pi pera2| n-1-y1) - be
nzoyl anmg] 5( ‘szehh mhéhhkamsn rsqti @{n%;hﬂpip@azmwy%@t@rahm@arsmwwmpyﬁ@d[ax
al ly! eter| aﬁ)@ d)2 I\/gmg h e nyl-a
cetyl)- 93’[350?'1[0 ’Eyfﬁﬁl’ B”OFOB P E%9n- 1 yl) be nzoyla mino]-5,6-d ihyd
r 0- 4H- px4n ol BERS-24ethodyyphargi@bapd)B- (4@ atelghsipdrazi- 190-behzqyzapeibgyilhydasdHegyiolo[3 4-
clpyrazole-1-carboxylic acid 2-chloroethyl ester;
BO1  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylamino]-furo[3,2-
¢]pyrazole-1-carboxylic acid methyl ester;
B02  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin- 1-yimethyl)-benzoylamino]-furo[3,2-
clpyrazele-1-carboxylic acid ethyl ester;
B03  5-(1-Meihyl-1-phenyl-ethylcarbamoyi}-3-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylamino]-furo[3,2-

c]pyrazole-1-carboxylic acid vinyl ester;



81 A0305-((R)-2-Methoxy-2-phenyl -acetyl)-314-(4-

c] pyrazol e-1-carboxylic acid butyl ester;

A0315- ((R) - 2- Met hoxy- 2- phenyl -acetyl) - 344-(4- c]pyrazol e-1-carboxylic
acid sec-butyl ester; A0325-((R)-2-Methoxy-2-phenyl-acetyl)-344-(4-

cl pyrazol e- 1- carboxylic acid i sobutyl ®ter;

A0335- ((R) - 2- Met hox hen | -acetyl)-3-[4-(4-

clpyr azd®e- 15¢hBYavk whﬁw %\hyicafbadr@rl)t&[ﬁr yethylepipgregin-1-yimethyl}-benzoylamino]-furo[3,2-

A0345- (( raz%;éj\(ggrgw,}ga&gmb?@%r acetyl)- 314 (4 c] pyrazol e 1- car boxylic
acid pen %; ester ﬂg 2- Met hox | -acetyl)-34

c] pyr azéle-1 éwmkithpryl i qq@@ﬁdﬁ{tlspp hélg)tpgrpzm- -ylmethyl) benzoylamlno} fugo[S 2-
A0365- ( (¢ razaremsrbmwao?m@b@mdsteacetyl) 3-[4-(4-

I
OS5 8 2SRl ettty e hkp i kTR By
aci d hep]pyézole%&quyhé\ﬁh&&ﬁﬁés(el?) 2- Met hoxy- 2- phenyl - acetyl ) - 3-[ 4- (4-
CLDAL 8P SRRy RSN 3 iyt
aci d phehydazoreé{c@boxylw.ﬂw@ﬁ)p@g@stez Met hoxy- 2- phenyl -acetyl)-3-[4-(4-

%%gaf?bg 15@2&%% jhé@l 2!%:9 aﬁ%@ CtPﬁ%%M (pﬁé%zf{ﬁaylmemyl -benzoylamin}uro[3,2-

c] pyr az 6byazgle éaarlppwby@oid@utﬂ@'ﬁt@j. 2- et hoxyet hyl ester:

A0425- (6 - 25. MYpﬁ%yl@h@lWﬂam@%%tW@rﬁe%ﬂ‘ﬂ)!‘pérélz‘ln 1Cy]nié)ﬁ§/lf35eﬁioﬁarﬂmo?ﬁfo[39xy| ic
acid (1R 2S,5R)-2-isop

A0435- ( ClRyazde- ﬂzéetffr%%gzafﬁ? 'Sﬁﬁé/h%ﬁlef acetyl)-3-[4- (4-

c] pyr azeb®- 15-claksoiyhéng-ctglebarof) 3uo@ariniiyiergmt 18methyl)-benzoylamino]-furo[3,2-

o] pyr az SPEE éa%f‘w&e%c%é?%e&"éfstﬁagﬁf Sroethyl ester:
BO15- ( 1Bt hiH -MethpiH ephgriyl-ethiyibeytizmeyl) ISdda@yrikdhyl-Bihetazineliyimethgl pleh@yidmioiivio@2y | |
aci d ”EE]EWAzo@?-Ea%oi(yligz&%?én(bE@l'Xﬁérhyl - 1- phenyl - et hyl car banoyl) - 344-
B012  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yimethyl)-benzoylamino]-furo[3,2-
clpyrazole-1-carboxylic acid pentyl ester;
B013  5-(1-Methyl-1-phenyl-ethylcarbamoyt)-3-[4-(4-methyi-piperazin-1-yimethyi)-benzoylamino]-furof3,2
cJpyrazole-1-carboxylic acid neopentyl ester;
~  B014  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylaminc]-furo[3,2-
clpyrazole-1-carboxylic acid hexyl ester;
BO15  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-{(4-methyl-piperazin-1-yimethyl)-benzoylamino}Huro[3,2-
clpyrazole-1-carboxylic acid heptyl ester;
B016  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-{4-methyl-piperazin-1-ylmethyl)-benzoylamino]-furo[3,2-
clpyrazole-1-carboxylic acid benzyl ester;
B017  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yimethyl)-benzoylamino]-furo[3,2-
clpyrazole-1-carboxylic acid phenyl ester;
B018  5-(1-Methyl-i-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-yimethyl)-benzoylamino]-furo[3,2-
clpyrazole-1-carboxyiic acid cyclopentyl ester;
BO18  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylamino]-furof3,2-
c]pyrazole-1-carboxylic acid 2-methoxyethyl ester;
B020  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylamino]-furo[3,2-
clpyrazole-1-carboxylic acid (1R,2S,5R)-2-isopropyl-5-methyl-cyclohexyl ester;
B021  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylamino]-furof3,2-
¢]pyrazole-1-carboxylic acid 2-luoroethyl ester;



clpyrazol e-1-carboxylic acid ethyl ester;

BO35- (1- Met hyl - 1- phenyl - et hyl car banoy0- 344- c] pyrazol e- 1- carboxylic
acid vinyl ester; (4-nmethyl- pipe razin-1-yl methyl)- be nzoyla
mno]-fu ro[3,2- (4-nethyl-piperazin-1; %1 nmet hyl ) - benzoyl a

m noj - furo[3 2- (4-nmet hyl - pi perazin- 1 met hyl ) - benzoyla m no]-fu

rof 3, 2-

BO45- ( 1- Ei@@% mﬁrwet%éwvl ebvssrpamey iy methysaingragiog - ietin-pengavis@ingAaid 2 - v m
et hyl) - hgnzewtaabigRusiOf-dlodethgddpyr azol e- 1- car boxylic acid propyl
ester;

8055- ( 1-F08% hyr(-Hepkkamt %?yﬁwaeav'b%%ﬁwyd'ne,"lvi{"ethif DREDRPINIF T ARy | m
et hyl) - behagiclhdimetgkdsiar, o[ 3, 2- ci pyrazol e- 1-carboxylic acid isopropyl

t
6065- ( 1-WBE A B R GRS TR BBy I e o R P R SRR byt
et hyl) - behexgip bedhdtmiskieur of 3, 2- c] pyrazol e- 1- carboxyllc acid allyi

oz 1. y?*ﬁet@% e PP P R e e B R G,
propar gyhr bexyic éqrd vinyl ester;
8085- ( 1-gyd hytr-tetiy l_iwflyr&{ylaéﬂba%ﬂ W:&dea%eﬁ]ﬁbé%ymﬁlnc)mr @}Ey+a90|elr ylm

et hyl) -benzoP/I am no - c]pyrazol e- 1-carboxylic aC|
ester: carboxylic acid propyl ester;

13095- (Bﬂi\?bt byﬂm&mmfmea@kmwhﬁ@rdqawl?uw%Mmﬁléenﬁ@raaﬂwié fURA[FEd| Aokl 1L - Y |
met hyl ) - ﬁ é %Pn1no ro[3 2- c]pyrazole-1 carboxyllc acid isobutyl
ester; 6818 '°¥ WRPHVEES1 - phenyl - et hyl carba moy1)-314- (4-methyl - pip e
razin- 18928ne6hWe)hylb1a:hm§dtraJcmamqmwr 6pyaolBin-1gkrpyyl-aenedyiemite) deo[3, apyykold- 6
acid se

BO115- ( ar%e’%“ﬁgci ﬁ&%«gnyl et hyl car banoyl) - 314- ( 4- met hyl - pi per azi n-1-yl
met hyl ) B@@nz@ﬁﬂrhéﬂwlrﬂdﬁiem@mcambam@w Byi#-pvrroldie~-1yimethy-bemroylinioo) fusil3R-dyretolebat y |

ester; carbox lic amd ropargy! ester;
cafyionl

80125-(1 yl - et hyl car banoyl) - 314- ég met hyl -p era2|n 1-yl
net hyl ) Bﬁﬁénzé 1r%twlﬁmru're@[ﬂsarbzmm@ﬁ;ﬁrPyaalGln dyinelp P%&xwm& T ?opqu@?fpﬂe;ﬂr
ester; towyiic 4ctibMdrl- 1- phenyl - et hyl ca

(r:]b g;nr) giépsﬁd' f:j\flleﬂ;glx‘lj%?néipg@ea{ab%ﬁl 381‘}1%’3}%‘82‘&@@1& bGerA%o?I rLlnaomfupo Sp x Olazoie 1-
B0145- ( taideditacldistbuphmtey| - ethylcarbanDyl) 344- (4- nethyl pi perazin-1-yl
gg:i 2?11 ) BE)onZQ WI\%%M%R%K(I e[hﬁba?oamgyl)ﬁ)ft{ -pYIT0 Idln 1 ylmetﬁlyl E) nz l!anlm(%o %?0'[3%-0%%)&(1%*9-1-
130155- (etbokght dvig sechbufglsetry | - et hyl car banoy1l) - 3- [ 4- (4- et hyl - pi per azi n- 1-
Z'S[fgﬁ hy bassenalndiiR@lirchilamoyd 5 £dyRABAT QR ser A RAMHutol, 28 d-REPt V|
80165- ( Satoslitapt letbyHerigl - et hyl car bamoy1) - 344- (4- et hyl - pi per azi n- 1-yl
met hyl) sisenzopheiyinQRWe®ficidmoyl B Adigh-8:yikedRbdARyhibdk AR 20 e =ML
ester; carboxylic acid pentyl ester;

B035  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-pyrrolidin-1-yimethyl-benzoylamino)-furo[3,2-clpyrazole-1-

carboxylic acid neopentyl ester;

B036  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-pyrrolidin-1-yimethyl-benzoylamino)-furo[3,2-cpyrazole-1-

carboxylic acid hexyl ester;

B037  5-(1-Methyl-1-phenyl-ethylcarbamayl)-3-(4-pyrrolidin-1-yimethyl-benzoylamino)-furo[3,2-clpyrazole-1-

carboxylic acid heptyl ester;

B038  5-(1-Methyl-1-phenyl-ethylcarbamoyi)-3-{4-pyrrolidin-1-yimethyl-benzoylamine)-furo]3,2-c)pyrazole-1-

carbaxylic acid benzyl ester;

B039  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-pyrrolidin-1-yimethyi-benzoylamino)-furo[3,2-clpyrazole-1-

carboxylic acid phenyt ester;



BO175- (1- Met hyl- 1- phenyl - et hyl car banoyl) - 314- ( 4- et hyl - pi per azi n- 1-yl
met hyl ) - benzoyl a m nopuro[ 3, 2- c¢) pyrazol e-1-carboxylic acid phenyl
ester; B0185-(1-Methyl-1-phenyl-ethyl carba
nDyl)-S-[4-(4-nethyI-piperazin-1-y|net§¥I)-benzoyla m nokfu rof 3, 2-
c] pyrazol e- 1-carboxylic acid cycl opent ester

B0195- (1- Met hyl-1- phenyl -e

r banoy 1)B80444 5@1"”%@?@@%@%@@’% SR yImphyaenzeyprasiRbE- drv o b-

c] pyrazghmﬂ;mgc@dd?mpwtw@ste@m d 2-met hoxyet hyl ester;
60205- (

ooy L oMt o i PRGN e R o o ot et s PEO A YO .
cigy r2 gz Qhrﬁoxglrﬁ Iemﬁaﬂeﬂy)r kylethy! acmardh )

bonie-, B0 Byt P B e ORIt yrSa o i et 1
InethylpamsﬂmmyﬂahﬂhﬁwamqmﬁwZﬂwmwpwbmzﬂbﬁy1 carboxylic acid

e

5-(1- h/epﬁgqullpaqﬁﬁéngmeﬂy&eﬁtw car banoyl ) car boxyl ic acid methyl ester;
B0245- ( By Mi‘t ﬁmtmémym%amewr@temh%rsteﬁﬁwmidm 1%@%@%&@%@@#&5{%@ aRSter

B0255- ( 1- | - ét hyl car banoyl ) carboxylic acid vi nyI ester;
B0265- (Ear‘i\?éﬂ'ﬁ?ﬂ'dzlcmﬁfﬁ@ set hyl car banoyl ) carboxylic acid propyl

ester; 5%755 (1JMe'N®ft1tmbnyﬂewl%aﬂmby+ Sy feyArpo)e- KR BPIX dthitoFbedglEmino)-
i soprop 1- phenyl - et hyl car banoyl ) carboxylic

Met
acid al I¥LSP'[3 ZEcgo[yré?oJe 1@%@@' ‘id 'Wéqyk/@rfr 1- phenyl - et hyl car banoy1) -
car boxyBi4s at (1dﬂemylapaaerglyelhylmjmﬁy1 3-{2-[(2-methyl-2H-pyrazole-3-carbonyl)-amino}-benzoylamino}-

B0O305- ( banmoyl) - carboxylic acid butyl
ester; é‘&%%ﬁ]p\(/% Dl]k%p%%@xl'fagigwtﬁ%@%t hyl car banoyl) - carboxylic acid
i sobut yB04&st &f1: Mmazﬁewi@hmhamqyl B%%a[ffsmw%itpm'yxolaérobrawya_n)inol-bﬁazowmw—i c
acid sef;J o?gd'plyraﬁ)%t‘iec'épb%@ggétﬁlrﬁrljest%t hy1- 1- phenyl - et hyl car banoyl) -

|

0505 Bt By IMeYdrey el AT G A2 AP P b g

ester; fyro[32-clpyrazole-1-carboxylic acid propyl ester;
B049  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[(2-methyl-2H-pyrazole- 3-carbonyt)-amino-benzoylamine}-
furo[3,2-c]pyrazole-1-carboxylic acid isopropyi ester;

T B050  5-{1-Methyl-1-phenyl-ethylcarbamoyt)-3-{2-[(2-methyl-2H-pyrazole-3-carbonyl)-amino]-benzoyltamino}-

furo[3,2-c]pyrazole-1-carboxylic acid allyl ester;
B051  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[(2-methyl-2H-pyrazole-3-carbonyl)-aminc]-benzoylamino}-
furo[3,2-c]pyrazole-1-carboxylic acid propargyl ester;
B052  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[(2-methyl-2H-pyrazole-3-carbonyl)-aminc]-benzoylamino}
furo[3,2-c]pyrazole-1-carboxylic acid butyl ester;
B053  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[(2-methyl-2H-pyrazole-3-carbonyl)-amino}-benzoylamino}-
furo[3,2-cipyrazole-1-carboxylic acid isobutyl ester;
B054  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[(2-methyl-2H-pyrazole-3-carbonyl)-amino]-benzoylamino}-
{uro[3,2-cJpyrazole-1-carboxylic acid sec-butyl ester;
B055  5-(1-Methyl-1-phenyl-ethylcarbamoyi)-3-{2-[(2-methyl-2H-pyrazole-3-carbonyt}-amino}-benzoylamino}-
furo[3,2-c]pyrazole-i-carboxylic acid tert-butyl ester;
B056  5-{1-Methyl-1-phenyl-ethylcarbamoyi)-3-{2-[(2-methyl-2R-pyrazole-3-carbonyl)-amino)-benzoylamino}-
furo[3,2-c]pyrazole-i-carboxylic acid pentyl ester;
B057  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[(2-methyl-2H-pyrazole-3-carbonyl)-amino]-benzoylamino}-

furo[3,2-c]pyrazole-1-carboxylic acid neopentyl ester;



80355- ( 1- Met hy1- 1- phenyl - et hyl car banoyl) - car boxylic acid neopentyl
ester; BO0365-(1-Methyl -1-phenyl -ethyl carbanoyl)- carboxylic acid
hexyl ester; 80375-(1-Methyl-1-phenyl-ethylcarba noyl)- carboxylic
acid heptyl ester; BOS85-(1-thhy1-1-phenyI-ethylcarbannyl)-
carboxylic acid benzyl ester;

B0395- (1- Met hy1-1- Phenyl thylcarbanDyl carboxylic acid Ehenl
ester; B8¥# BOLBYethy-temignyt-dykaitagay 3l %@%}%ﬁ(ﬂ@y@m feyy!)-preinol-denzoylamino}-

in-1- yI R :]t% pyg%gpéé}ngymab@@xwgwo[ 3, 2-c] pyrazol e-1- carboxylic acid
cycl opent

B0415- ( ;ﬁO%‘}Et ﬁiﬂrMﬁhyH@w}e@*ylmMgaﬂ ﬁe{%@sﬂw@wpdram;arqxt@[boqylaamlno] benzoylamino}-

|2n 1t Kl mm[m&]pyﬁgﬂbzm&baxymablmﬁbbtyﬁegéro[ 3, 2-c] pyrazol e-1- carboxylic acid
- met hox

et h

B0a25. ( 0Nt Sy TR Ry B R PP WP ISP NETHY - b
((aEzRogIsamrd[e;z)c-]pfyum&-ﬁca%a@]cmyw wagl |- carboxylic acid

, r.op L . .
50435 ( Pec T TR SRR R R e O B A B cpa e ok -
enzoy! arfura[ﬁ@e]dy:azcﬂnf&a@ewl]cpw @enyl ssterl - car boxylic acid 2-fl uoroethyl
B0a45. ( Fet By e e e Ay A P AR et
enzoy| affaii?ycliyiarctst Scaoxylicgyis eysiepertyl gstercar boxyl i ¢ aci d 2-chl or oet hyl
ren?);/i; 3 90‘%555 1%%“%%&%&%%3&6%}/1 -gl{ilﬁ’zlggerﬂybﬁl P r)azole -3- rﬁarg%n )%rrgnr?] boenzlogmir}]o(}))

z nyl) - - benzoy -

furof 3, @Iq[ﬁ %@%1@@0@@@5%&@@%&8%pﬁermgt hyl ester; B0465-(1-M
et hyI 1’8@34h651MLMeﬂ1§/lh)ﬂuéh§\l efhl@arbamoyl)-3-{2-[(2-methyl-2H-pyrazole-3-carbonyl)-amino}-benzoylamino}-

)
ot of 5. BBy AT oG A S 2R e oy a8er Denzoytam no)-

B0475- ( Bedskt B}VIJ{\Ae]hylgpreenylleth@tdrbﬁMGJQB%{m[(mnelh)/LZBI-p@razo[e(SZ:amvlhw|noHHﬂ?IDWrEJ_TDé}I e-
3 car bonky- @l el BRNGRYLATAARks i oL 3. 2- ¢l pyrazol e-1-carboxyl ic

acid vin
80485- ( BOE 1 P ety tpeenyiethglearbanesi Al y-28-pyrazofe(zaesyihamiinobanasyareiob | e-
3-car boﬂ%@fcﬂ?ﬁafbﬁh BERGIRYEPITRRA Ry stiF:O[ 3, 2- c] pyrazol e- 1- carboxylic

d
R A O Sy ARG -3
-car bonm}&&z@qﬂg@@leﬂ%ﬂm%mm%ﬂeﬁ ur o[ 3, 2-c] pyrazol e- 1-car boxylic

30505 { Whtet Fy LTI asyi A POA aRply - Werysieg ot WYLzl o-

80505 (E
3- car bofusl)2-cpanrRebagl badatyiayter, f ur o[ 3, 2- c] pyrazol e- 1- car boxylic
acid aI

30515- ( Rkt by LRI T P TPy o D SO R ST -
3-car bofm;om)z-c@mrazmtai1-cbre¢lemy¢lfawlmei§r-
BO70  5-(i-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[{ 1-methyi-1H-pyrrole-2-carbonyl)-amino]-benzoylamino}-
furo[3,2-c]pyrazole-1-carboxyiic acid propyl ester;
BO71  5-(1-Methyi-1-phenyl-ethylcarbamoyl)-3-{2-[( 1-methyl- 1H-pyrrole-2-carbonyl}-amino]-benzoylamino}-
furo[3,2-c]pyrazole-1-carboxylic acid isopropyl ester;
B072  5-(1-Methyl-1-phenyl-ethylcarbamoyl}-3-{2-[(1-methyl-1H-pyrrole-2-carbonyl)-amino]-benzoylamina}-
furo[3,2-clpyrazcle-1-carboxylic acid allyl ester,
B0O73  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[(1-methyl- 1H-pyrrole-2-carbonyt}-amino}-benzoylamino}-
furo[3,2-c]pyrazale-1-carboxylic acid propargyl ester;
B074  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[{ 1-methyl-1H-pyrrole-2-carbonyl)-amino)-benzoylamino}-
furo[3,2-c]pyrazole-1-carboxylic acid butyl ester;
BO75  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[( 1-methyl-1H-pyrrole-2-carbonyl)-amino]-benzoylaminc}-
furo[3,2-¢]pyrazote-1-carboxylic acid iscbutyl ester;



furo[ 3, 2-c] pyrazol e-1-carboxylic acid propargyl ester;

80525- ( 1- Met hy1- 1- phenyl - et hyl car banoyl) - 3- (2-[ ( 2- et hyl - 2H pyr azol e-
3-carbonyl) - am no] - benzoyl am no}' furo[ 3, 2-c] pyrazol e-1-car boxylic
acid butyl ester; B0535-(1-Mthyl-1-phenyl-ethylca

rbanoyl) - 3- (2-[ ( 2- net hyl - 2H pyr azol e- 38 ar bonyl)-a m no] - benzoyl a

m no) - furol 3, 2-c razol e-1-carboxylic acid i sobutyl ester;
BO5 4)5 (1B »E ﬁw Meth 5P %@'ﬁewf et@zﬂcgrpqn@g %{g-ﬁ1 -methyl-1H-pyrrole-2- carbo%yl) -amino}-benzoylamino)-

moy1) - 3- fﬁré{ﬁ@é%ﬁrﬁﬁé hlyalbo@nba%}dfs@mwest& carbonyl)-a m n* benzoyla m n*
fEagzrngsB(iB ﬁe ﬁﬁﬁ Yﬁhéﬁvﬁet@f H%"Pwﬁéﬁggﬂ ?V?ﬁ*bflcjytﬁgﬂt%gﬁw)ﬁwnol@wwﬁa@m e-
3- car boriyb[3,2-elppraacy-1-teeozydiydcd vt estdrur o[ 3, 2- c] pyrazol e-1-carboxylic
oy 1) - 5% 1 oS HEB o b bR B R etk Ber Segeviarinh
0o)- fur d{f¢33FEC]mf]aZCpb&y‘r@rbzm@mcla@azlastbroxyl ic acid pentyl ester;
.E‘Sifﬁoﬁﬁﬁﬁq“n%i‘wﬁ*‘ﬁ@%' SR TR T el Ly RRl o
aci d nedpdm s qyra@@q—bqarboxy cig0BBHY(estleM et hyl - 1- p henyl - et hyl ca rba

nmoy1) - 3868 [ 6-@1‘M@{yt‘TYdher%'-'é‘th Bs}fﬂaﬁ%ﬁblﬁz - ﬁé%hyrﬁ&g &rbonyl -amino ébenz%famln?}

mno-b? zozy 01) furo yrazol ox I|c a
ester: 1o c]pyrazof -carboxylic acid ﬁexyl ester

80595- ( Bedikt Bmlmdlwlptpﬂwﬂdr@&éméhﬁﬁGQQWel})yr@r r?de[-i—c%rbﬁ‘@ﬁ Bihal- %@Mﬁﬁ@o' e-
3-carbon ZZD lé am noll furo[ 3 pyrazol e- 1- car boxyl i

aci d heB‘%{c@ﬁ) C é’?@e @% 3P NepRIERST - 1 phenyl et hyl car ba

moy 1) - 3B0&2- 1§-0-Muthyikypher@dihpiyartamo)l)S-(Bj teRatyioirysdotesp- o Bk BRI Byt oqBrhiRg} -
furof 3fu?ol%1cﬁ¥r’f ql rng fﬁagr{)%ﬁ%ﬁest%r acid benzyl ester;

B0615- (1 carbanmoyl)-3-(2-[(2- rret hyl - 2H pyr azol e-
3- car boR{8E) - & M?@Y' -Hﬁéwzwvlmam@y) )-3-{% [Urrm#f@l 1R-pgroly2r cadarlykpantirol sanigixythd)-C
acid phﬁﬂ)gl.? rfaf@re 1- cgrg&glﬁa&i Bl eset Nyl ca rba

noy1l) -3 6 razol e- 3-carbonyl)-2 m nol - benzoyl am no) -
fur o[ 3, 8% pyt! éﬂftﬂr'éﬁﬁeﬂwﬁwﬁwmva 380l Taneéid Hopslet2ysarbenyi-aminol-benzoylamino}
80635- (ﬂ;mNthmyrﬂzofé"hQEtaﬂMka@iﬂlﬁétl@%@ﬂ@gﬂa&’l) 3-{2- [(2I et hyl - ﬁH plyrazol ea
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80645- (firoltchyrdzol-1piriauylic ackt dpydperat &ADY 1) - 3- (2- [ ( 2- met hyl - 2H- pyr azol e-
3- b - am | - bo l.ic
cora (1hh Y ERRBK TSR ITRR L L Kol Rl el berioymnef
80655- (furolRBtchyrdzolg-1 iyt ast(R2SER}-biaopaydp-mBihfi-2ycokeyl mdrhy| - 2H- pyr azol e-
2(:'(:3“3 11?]2”5(?;(21[‘% I’EEWQWI(%%%% 3{2f[("l'rrr8[hy7f ﬂl%pﬁllole)é %%o%l)eammo aeﬁz%y an}{noi ¢
80665- (fmm&@ﬁhy@liiﬁﬁwwa@ﬁrﬂwr@e&wlb@temyl) 3-{2-[(2- met hyl - 2H pyr azol e-
gcfgr go%tlﬁa) ﬂr{w&ﬁwbr%ﬂ;zr@mwc@mrﬁwg3{2f[(11'frrfaﬁwy?r1|2f~py@rh|93é caER o ARADPIN o) €
80675- (fifoﬂﬂ/gflwyfrz°§1 %@W?acgtzf?@?reeérﬂkﬁé%yl) 3-(2-[(1-met hyl - 1Hpyrrol e- 2
- car bongat) - ai- maw bpeawythy@abay-3-BYheriR.19meihpyéad Rt et ROz -

acid nEc;[arrP)Xxyllc ac&tti methyl ester,;

C02  5-(1-Methyl- 1-phenyl-ethylcarbamoyl)-3-(4-piperidin-1-yimethyl-benzoylamino)-thieno|2,3-c]pyrazole-1-
carboxylic acid ethyl ester; '

C03  5-(1-Methyl-1-phenyi-ethylcarbamoyl)-3-(4-piperidin-1-yimethyl-benzoylamino)-thieno[2,3-c]pyrazole-1-
carboxylic acid vinyl ester;

Co4  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-piperidin-1-yimethyl-benzoylamino)-thtenc[2,3-clpyrazole-1-
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E055  S-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-ethoxy)-2-(2-methoxy-1-methyl-ethylamino)-
benzoytamino]-indazole-1-carboxylic acid 2-ethoxy-ethyl ester;
E056  §-5-(3,5-Difluoro-benzenesutfonyl)-3-[4-(pyrrolidin-1-ylmethy})-2-(2-methoxy-1-methyl-ethylamino)-
benzoylamino]-indazole-1-carboxylic acid methyl ester;
E057  S-5-(3,5-Difluorc-benzenesulfonyl)-3-[4-(pyrrolidin-1-yimethyl)-2-(2-methoxy-1-methyl-ethylamino)-

benzaylaminoj-indazole-1-carboxylic acid ethyl ester;
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E062  R-5-(3.5-Dilluoro-benzenesutionyl)-3-[4-(4-methyl-piperazin-1-yl}-2-(2-methoxy-1-methyl-ethylamino)-

benzoylamino]-indazole-1-carboxylic acid 2-ethoxy-ethyl ester;

E063  R-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(4-methyl-piperazin-1-yl)-2-(2-methoxy-1-methyl-ethylamino)-

benzoylamino}-indazole-1-carboxylic acid 2-(2-methoxy-ethoxy)-ethyl ester;

E064  R-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-ethyl)-2-(2-methoxy-1-methyl-ethytamino)-

benzoylamino}-indazole-1-carboxylic acid methyl ester;

E065  R-5-(3,5-Diftuoro-henzenesulfonyl)-3-[4-(2-dimethylaminc-ethyl)-2-(2-methoxy-1-methyl-ethylamino)-

benzoylamino-indazole-1-carboxylic acid ethyl ester;

E066  R-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-ethyl)-2-(2-methoxy-1-methyl-ethylamino)-

benzoylaminol-indazole-1-carboxylic acid 2-methoxy-ethyl ester;

EQ67  R-5-(3,5-Difluoro-benzenesulfonyl)-3-{4-(2-dimethylamino-ethyl)-2-(2-methoxy-1-methyl-ethylamina)-

benzoylamino}-indazole-1-carboxylic acid 2-ethoxy-ethyt ester;

"7 E068  R-5+(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-propyl)-2-(2-methoxy-1-methyl-ethylamino)-

benzoylaminol-indazole-1-carboxylic acid methyl ester;

E089  R-5-(3.5-Diftuoro-benzenesulfonyl)-3-{4-(2-dimethylamino-propyt)-2-(2-methoxy-1-methyl-ethylamino)-

benzoylamino]-indazole-1-carboxylic acid ethyl ester;

E070  R-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-cimethylamina-propyl)-2-(2-methoxy-1-methyl-ethylamino)-

benzoylaminol-indazole-1-carboxylic acid 2-methoxy-ethyl ester;

E071  R-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-propyl)-2-(2-methoxy-1-methyl-ethylamino)-

benzoylamincl-indazole-1-carboxylic acid 2-ethoxy-sthyl ester;

E072  R-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-ethoxy)-2-(2-methoxy-1-methyl-ethylamino)-

benzoylaminol-indazole-t-carboxylic acid methyl ester;

E073  R-5+(3,5-Difluoro-benzenesuifonyl)-3-[4-(2-dimethylamino-ethoxy)-2-(2-methoxy-1-methyl-ethylamino)-

benzoylamino]-indazole-1-carboxylic acid ethyl ester;

E074  R-5-(3,5-Difluoro-benzenesulionyl)-3-[4-(2-dimethylamino-ethoxy)-2-(2-methoxy-1-methyl-ethylamino)-

benzoylaminol-indazole-1-carboxylic acid 2-methoxy-ethyl ester;

E075  R-5+(3,5-Difluorc-benzenesulfonyl)-3-[4-(2-dimethylamino-ethoxy)-2-(2-methoxy-1-methyl-ethylamino)-

benzoylamino]-indazole- 1-carboxylic acid 2-ethoxy-ethyl ester;
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E076  R-5-(3,5-Difluoro-benzenesulfonyl)-3-{4-(pyrrolidin-1-ylmethyi)-2-(2-methoxy-1-methyl-ethylamino)-
benzoylamino]-indazole-1-carboxylic acid methyl ester;

E077  R-5-(3,5-Difluoro-benzenesulionyl}-3-[4-(pyrrolidin-1-yimethyl)-2-(2-methoxy-1-methyl-ethylamino)-
benzoylaminol-indazole-1-carboxylic acid ethyl ester;

EQ78  R-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-{pyrrolidin-1-yimethyl)-2-(2-methoxy- 1-methyl-ethylamino)-
benzoylamino}-indazole-1-carboxylic acid 2-methoxy-ethy! ester;

E079  R-5-(3,5-Difluoro-benzenesulionyl)-3-{4- (pyrrolidin-1-ylmethyl)-2-(2-methoxy-1-methyl-ethylamino}-
benzoylaminc]-indazole-1-carboxylic acid 2-ethoxy-ethyl ester and

E080  5-(3,5-Difluoro-benzenesulionyl)-3-[2-(2-methoxy-ethylaming)-4-{4-methyl-piperazin-1-yl}-benzoylamina)-
indazole-1-carboxylic acid ethyl ester, for use as medicament.

14. A compound of claim 13, with the exclusion of compounds coded A0Z, A024 and C024, or a pharmaceutically

acceptable salt thereof,



