1 Carbanoyl derivatives of bicyclic carbonyl am no-pyrazol es as
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On the contrary, the above noted patent applications describe sone
car banoyl derivatives as useful internediates 15for the chem ca
preparation of the desired final active drugs. The identification of
the new use is therefore conpletely unexpected. It is an object of
the invention to provide a conpound of 2the fornula (1) for use as
medi canent, preferably as prodrug, useful in therapy as agent agai nst
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above or a pharmaceutically acceptable salt thereof in association

wi th a pharmaceutically acceptabl e excipient, which nmay be a carrier
or a diluent, and to a nethod for treating cell proliferative

di sorders caused by and/or 4 associated with an altered protein

ki nase activity, which conprises adnminiktering to a manmal in need
thereof an effective amount of a conpound of formula (1) as above
defined or a pharmaceutical conpo i on @s ,8pecified herein. A nore
conpl ete appreciation of tT i pve An 2 H{nany of the attendant
advant ages thereof will be\Feaf bt ai ned®;as the sanme becones
better understood by reference to~the | 1 owi ng det@jled description.
5The conmpounds of fornula (1) may have a Rric carbons and may
therefore exist either as racenm c adm xtyfes or as individual optical
i somers. Accordingly, all the possible isoners and their adm xtures
are al sovhglenhi n t he scope of the present invention. In addition to

t he abo onpounds of formul a
() nayv}:grﬁ?rgs%nt%\ését%g@gngﬁagagéé1yC1 aap‘ﬂra% %@e?eeogbrbo%“g 'the forrmulas (la) and
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can be tniegbdretheladcysiylam erotyad C5ORKAGMERN 198 BiRErobmd BRI 1RHSHSyen, oxygen and
wi t hout @%yl di ng any separation. 15The above process can be carried
out accor I'ng to nethods well known in the art. Fromall of the
above, iAring ispredessniz phenyl drbeetpeydaandskilled in the art that if a
corrggunqnlggvafugrrgmtgs(l) prepared according to the above process, is
obtained as a m xture of isoners, their separation into the si ngle

i somer s 064 PhABReicaly pacgptable salttheeedf fouse saaedicimeg. t o convent i onal

t echni quRs prefefabi§,telpleset rﬁJ@htBn Er%e 3 E&Eb@un@Bf f&nﬂﬁ’a ﬂé@%ﬁg@& aqo%vfgrr?rgé 8% prodrug,
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still wirkdihgrel freifemib@Rior@s chited byANEI bdsEited A a‘r!%l?eﬂadtﬂ%fefﬁ'krﬂase BB li,srr?partrcular
othgé i)espemfled with the termstraight or branched Cl-Cl2 or

, either as such or as aryl C -C6 al kyl or heteroaryl
G -Cb aIqu/mventmefurihﬂltmdesanghmpputrs methodatreatinextt using 8¢ REVRR aldBhpavtd of tRd b lia (1

n- [ f/ n-butyl, t-butyl, sec-butyl, n-pentyl, n-hexyl,
n- he %weh%g%{o%?e i ke. Preferably, it is a Gl-C4 al kyl, e.g.

met hyI “@tSH’;ﬁIfothﬁDf?ﬁCbcth pregestdpyentgnd compoutsiof $¢ formula bmsyéfnedsme bhataytbrized in that

25Wth pragesqqgrréyegernygjn uﬂfbéfr%bﬁéd‘éﬁyr b,g@end any aromatic carbocyclic ring
syséﬁm of or ri %g noi eti es Ither fused or linked to each ot her

t hr §ligh i @E‘?Sﬁfé rnée"mﬁ o pipties preihathipretreging ot cbroHralyh disryders caused by andiprestopibted
or bi pheitiydn QéredifGein sté’l adtifi®, Wk %rﬁt%e@ra@rﬁrﬁréfénné{‘ﬁ d AnRRin 38N ¢ r&f@ﬁé ctive
het er oc cI 'tC ri n?O vg;oé 5%3,/&) con‘grl se an optionally benzocondensed

or PLOLF ompoup &Eﬂ“ SERPVE AEIPRI1 t 0 3 het er oat ons sel ect ed anmong
N, 0 or Ttﬁ abdve methédrandties gemrxaamﬁbeﬂ$roﬁiérath£dl@l‘d@f@béﬂbed% BdRBastE Rl Mt e rotein
the i nvﬁﬁ%ts%sofgre%{) A krpé"sgsorg}%ﬂRaotwtyl nstance, pyridyl, 30 pyrazinyl,

pyrim diny dazi ny m dazol yl, thiazolyl,

i sohi akl@lpgﬁferreqﬁy‘mdmeyﬂ of thephedirog hespr}bacr abbugl the o‘e[r;rrghferatr\phemdr rsf:anwl

oxazol yg f : | i soi nd J |,
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i ntend mrédowrerm.e QbthtSHalchGina, SR DR, @
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al kymy| Tigrpeset Mﬁntloﬁlblwﬁhllﬂéh}’phb’rm%ﬁﬂdél %rr?@srt%ﬁsr c%inﬂ@rﬁg 950@5@@9#7@%199% Hezf ined

such as,, for instan I Sopropen
above or a pharmacelﬁlcélly accep¥abl’e salt thgreof in association w ¥h a pharmaceutrcally acceptable excrprent

which may be a carrier or a diluent, and to a method for treating cell proliferative disorders caused by andfor


ip-temp
Rectangle


wherei n RL and mare as defined above. When Rl represents a
substituent attached to any available atomof the Aring, it is

sel ected from halogen, nitro, oxo 15 groups (=0), carboxy, cyano,

al kyl , pol yfluorinated al kyl, al kenyl, aIkynyI, cycl oal kyl ,
cycl oal kenyl; aryl, heterocyclyl, aIkyI het er ocycl yl ,

heterocycl yl -al kyl, am no _groups and derivatives thereof such as, for
i nstanc éssoéIFtRW@r?F Atpred cIIOEIna( rIFRiey, whighyeprarfises agmidlstetng loarmamonal iu nesid thereof an

al kyl ur EHﬁEL‘iNeQﬁIOLﬁrfdf b btfn%brﬂ@@f f&rﬁrﬂéf{? E'é’ébé\!@‘démecgfr QbIﬂr%aé’e'ﬂﬂ;aIQ%do%’ tRdh 'aé’%@cn’ ied herein,
t hereof such as, for .instance | am no, | carbon

al keny! ﬁr%%grw%rwematar S e ‘éII’%EPH;?I‘da[Fﬁ”h‘B theareﬁeﬂgﬂé‘aﬂtﬁ@ﬁ ghrraqrwﬂas regfipenbigiegs
g roups anthe eericibe@mbsteter trrh@rﬁt@ﬁfoy %Iéféhbe@cﬂhe fblieing daGhed BéaBriptionl koxy,

ol yf.l t ed 20 et I Ik I b I

Brv! Car BORGTBR Y L RH IR o dr RN L Ha£3R: BB GHgTe comiies
gr oups anz idivdialetidalismetsher eof such as, for instance, al kylcarbonyl,
aryl car clo | oxycar.bon
o no BBl LR O AR B AP
deri vat ||‘I/e5§1't'@h‘@ Hhezaboves asrwill beseaniiceppreeistédy Ihe Isprapourds vl formule (1) may exist as isomers or

al kyl sulnfmeéltherearorthéfbrhn@méI andpé)kyl sul finyl, arylsulfi nyl
aryl sul fonyl oxy, am nosul fony al kyl am nosul fonyl or

di al kyl am nosul fonyl . 25Needl ggs $0 say, when mis _he[theH o nor
zero, the two or ,nore ubsitue-n-(sthat Ri ﬁgr =, t he
same, such as rtA griseps, mr “hava_di f¥er i Rgs, Rfor
exanpl e hal ogen atom ad akkyN, on the sane atom N or nore

different atons of thzﬁ n% \I‘t‘ﬁerr turn, ﬁever propri ate,
eachgyof the above sub fituents f?ay be further su i tgtedObR one or
mor e of Ehe af orenent | oned rou S.. 6 According to the neanings

provi ded" B° {EeE PLIRYR RelA 'PQZ‘”aya{’ﬁ)FO’HF”'GPWe?e@%‘ PSCHYg tih welifknown methods, for

def i ni t inetare &rhi@r\bﬁrorlﬁmgrdpﬁic pditioReNand leath fsbihdr BeiBolafd Qrﬁ;%éqlréﬂlﬂ%rﬂe@o@']IMhé%‘Itematrve
their free ’ELP 1.ons or instance

gr oups, thg ol b%%meisﬁg#%pﬁﬁﬁﬁﬁ SLEE 'rblg? F%EWU%LSW QI F PRFess: 'I"f'f&p“{ @pYping any

"phar nae#akiogal | y acceptabl e salts" enbraces salts commonly used to
forny o) ts of free acids
or e ee&gé dboﬁ%ﬁo?e'ﬁs csaﬁ‘lve%c%rnm chnhoflnﬁqormethﬁdsggﬂ E)\Ivn rﬁ'th kal . provided that
it is p hemrehefdhetabevaltiscleaicte hp peston ekiledSn ihe atb that lfphanmmdebfbmlalll prepared according
acc " abltf ﬂ)@rbedpr&%g' ib bISHhe@ﬁeI 5 six@fe of E&ne%OIEEIPééBéI&oP ntottII%esrnQE & dﬁ@stEc;(f formrlrla

i nventr on prepare roman I norﬁanr c or anl C
of suchC?”I?SPéa??Pfém%IeFmeﬂ%?ﬁefeﬁwreédrﬁ%w' @theﬁgpm%ﬁ @'ﬁae&tmvww oi odi c,

nitric, Likesbothd Conveddibhfing the fre@ﬁ(ﬁnpﬂﬁh@ﬂl?l@ﬂé ic§meshdthg sAP BERR! éc@ér(ﬁngotfr G3PknGwn
aci may, de ss?IL ‘ﬁ’ &.d fro gljnrg atic, cycloaliphatic, aromatic,
arylcjgl i 5%5? P8 SURETB B ESRA 9 ¥Poxyl i ¢  and sul fonic cl asses of
or gani c Asigsedtwreineoatzsgithesiiso épecifd, wﬂnmehmwtragri’t arbhdhed (a%br C, _
Ll 6 OBRAREH finer B OB 0 Gy RESNY: fto Bhol B0 e 8 50 Y o 1B Bt istnce

malic, thrta
pyr uvi cmeths gyl tnrp@pylgsogrpnyhﬂ Butyl, ety ececfbutylamehtglamekw o-henptyesayd thelike. Preferably, itis a

sal | cy1 oo, R MUY BERABIfy, ARSI AGPLAG: sgBde! T o, emboni c

( panoi CQ anesul foni c zenesul fonic,
pantot héh e tem%@%ye I"’I‘?t‘ffﬁ”& arorpatip, gaioeyglig ébcfsiRssai | Pk Ting moieies, eitherifusictor linked

steari Cto eﬁdﬁ@lh@rfﬂﬁéﬁyﬂ ﬁﬂg@@@rﬂ'fiﬁr%&eméﬁc@r@ﬁheﬁyl QYCHaWIQPErMErIy&[roqul actaric
har maceuti cal |y acceptab ase

and gal ic.acid. Suita
addi t | oﬁﬁ%irl Ee’”bfhe?’fﬁ%w c%%ﬂlsﬁﬂaﬂy FOMBHfe Nelarepyqie e’% rfehich rIWn?quBWer #ic PRigreally
met al | i tensuabridénseuesbes menbaledhatorcyiemith £ b srﬁaterdatombserwrbd AIREIIE DI M H)

nc or orgcanr C
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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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wherein m, R, R1 and Rz are as defined above; for example when m is 2 or 3, the further Ry substituent(s) on the
phenyl or heterocyclic ring represent(s) a methyl, ethyl or cyclopropyl group.
In the displayed formulas in the present specification, a dotted line crosses the bond that links the substituent to the
5 main framework of the molecula.
Preferably, R is a group selected from
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Preferably, for a compound of the formula (I, (%, (1), (I¥), (I¥) or (I), R1 is a group selected from:
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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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5 Lastly, preferably Rz is a group selected from:

Ck
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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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n) YCH H3C,NO, NHI CH HGCNGCH cO NH CHNC /3 NCH c)11 IS
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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;
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;
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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,
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;
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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
| amiono] -idfeo[H2-Elbyhydd- DoatbbkyiR)atin §iededyl4sterc] pyr azol e- 1- car boxylic acid

al 1 v'

r
S (v o BPEL hy 1 AR SatenbAb TR RACREAG P R0 2y PR
am no] Byrdd3, Hejtyraehicat-chdoxylcracio -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;
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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;

A0285- 2- Met hox
ci pyr ag p%} 15 &wm&%hpwpeﬂylp%bagpﬁ ;‘lr{g iﬁ@%k}ylﬂ-{pyrrole ca}{)onyl -amino]-henzoylamino}-
?82?5 ((f@[&;ﬂc]dvetmwmaxym@mwxﬂmtyl) 344- ( 4- et hyl -
rlonur e o r ; ; :
oL B SRR RaBLOBR Ml g ppry i
ci pyraz c&lr@SZLe]pyazcﬂn@uqarbmhcacd obpbisttyt  est er;
A0315- ( y Al 8 bty aminopbenzoylaming
c] pyraz(oaﬁge 18 W%g%'h&gp&@%agg@%é iHrFeQ(@ pll)l(rr ayl}-amino]-benzoylamino}
15A03251L(rq13%c]mrcam&q-h®;b9xybzsagﬁ@n§mesmety1) 344- (4- met hyl -
c] pBQrSaZCB'O@' 15 KVAhE - A kAbanSMBUb-i{-mé! p rroIeZGarbonyl )-amino]-benzoylamino}-
A0335- (Q méﬁ?ﬁx d rfj(’o‘:ﬁgn @et{y?{) 344- (X met hyl -
uro[3 2 c]pyrazole i- carboxy ic acid %/heny ester;
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,
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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
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C0107541- ( 2- Chloro phenyl) - 1- net hyl - et¥yl car bamoy1} - 3- ( 4- pi peri di n- 1-
yl met hyl - benzoyl am no) -t hi eno[ 2, 3- c] pyrazol e-1-carboxylic acid
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4,5,8,7-tetrahydro-pyrazolo[4,3-c]pyridine-1-carboxylic acid methyl ester;
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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C01383- %&# m dazo car bonyl yan1no|- enzoyl am nol - 5- (
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acid al Ipglo esyEs-bifluoro-benzenesuifonyl)-3-[4-{2-pyrrolidin-1-yi-ethoxy)-2-(2-methoxy-ethylamino)-benzoytamino]-

4.5,6,7-tetrahydro-pyrazolojd,3-c]pyridine-1-carboxylic acid 2-methoxy-sthyl ester;
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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D069  S-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-[{2-dimethylamino-propyl)-methyl-amino]-2-(2-methoxy-1-methyl-
ethylamino)-benzoylamino]-4,5,6,7-tetrahydro-pyrazolo[4,3-c]pyridine-1-carboxylic acid 2-(2-methoxy-ethoxy)-ethyl
ester,
35 D070  §-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-ethoxy)-2-(2-methoxy-1-methyl-ethylamino)-
benzoylamino]-4,5,8,7-tetrahydro-pyrazolo[4,3-c]pyridine-1-carboxylic acid methyl ester;
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D081  S-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-
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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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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;
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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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ester. I#MfzgleWﬁoxﬂﬁ?cfd%efhﬂgsté}onpounds of the present invention are the
foll ow n

A025- (2 E837D| e 5yiluprprienganeslias ol teyrotiing -meltils- F?Wethﬁm?@w’%lﬁ'?%b?"ZQy'iT'”%enz

oyl agi n%az@le@tﬂbdﬂ;}f@'écﬂ ethilefidty rol of 3, 4- 25c] pyrazol e- 1- carboxylic acid
ethy' ester

A045- 2 EBIOD] E3RRMuprpkerp s g 4S): 2 nethaxy mefhyk BW?‘“"E)O e pieragi ¥ e
zoyl ami Iﬂaw]zoyﬁmﬁo]ﬁhdhmdﬂmarlﬂdadth’ymcreﬂMQEta 4- c]pyrazol e-1-carboxylic acid
propyl ; _0ioarazin-1-yl-2-(2- inol-
AO55- ( 2, B S TR e TRsr o ey e e YA ety et P b en:
oyl ani n(b}mz@]aﬁuinaliir‘rdmied-carbd}xwﬁqidﬂ-(bmsthm&y-etquldyeﬂ‘lﬂzmre 1-carboxylic acid

i so es

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;
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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
enzgyl am)zmopa{ a}zawéﬂwm@gnre@zanhm)-sm (daettiplqipyrbiinet- W dkrtoyli sl agHydredi-pamolo[3 4-

25BC “25- ﬁ) tl $he% 5 trhyl ca

rbanvyl ) 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;
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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 .
c018" ( a v 1 ~ N
5- (1- vet 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.,
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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

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

00345- ( ?fhfmr%itrn é&ﬁnrﬁm@%&aﬁ?& 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 . : . .

150C‘955%@§§%%&6-5§%%%%ul fony0-314-[ ( 2- di et hyl am no- pr opf t nmet
hyl - ami 6 bufferg/omperettouspd ét theydssayiwacs)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
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E0405- ( @réBbmvfallablhmr (Fed) evag eatpisiad bopey@ntIdid-of @B)ag eratetlifovelpe bt paenhsompaint yiter
am no) - . .

benzoyl roﬁr %ﬁ%\tlegbéé IVfAéJE%EI@e;df are]nt %égnéound aftar reRt c?mpour}d |tself following parent compound dose
E043S- -nQrB@IBathhfl uor o- benzenesul fonyO 344- (4 met hyI p| perazi n-1- y1) 2

(2 metfhoxy=—t=methyt—==ett l‘n T0) = benzoylanno _'ldéh{%ﬁﬂ GF -p@rlﬁ t1c
acid 2-[(2-net h_oxy et hox %6 gc%ﬂ dyI ester; Code el 55
;FE?T?(;E;”:[&((?W:MMOEW bhe aéewnm:ls'jc_slzwauwoimobpm ParBEt MOXYT - TetrhyT=gt h
Compound

benzoy || slmwe mwmegwhmmegazmawwmsa@ee d ethyl ¢ster:
EO63R- 3 '5( SPMthx -BLeHeRt ?I??P%@Métﬁypd”ﬁéﬂa}m - (4-TReAayT - Prpenazi n- 110+ 2-

(2- metr i ndazol e- 1- car boxyl i|c

acid 2-C Eﬂﬁﬁy déhﬂ%ﬁjlﬂy” ?[M/%]W@é‘% ér}?\?i‘yr% Ly

E0805- (%mﬁe&}rfl uoro benzenes:JI fonyl) 342,4( 2- mef hoxy- Et hyI ani no) ;4- 4-
D Peorazin anzovl am n :a—;n e 1_carhon o el

A A 2 i T A A i D A T S

et hyl a ¥
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
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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
Icgn\?ent I%ngﬁllg ? ecﬁhtﬁé?écﬁe alr%{ péJIl@(amﬁ }jlgorc(et asso&{l{%irm’ltﬁ& aﬂéjrgd I@g%%tglgqg%atﬂ&tllar
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

hl b t
o Do SRR e bl PR B P S e
t her eof feloakrage |rthda|tqmatym$|merkeaaseamgltorsganﬁ -growth ablaudceptd egetite aﬁtb‘dﬁmag%ﬁn&EGFR
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
pre~~ration 60 nM by

dj rreconcetratlono
addi t 1 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
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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 h“*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
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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 = BE D o S s e A st ok reemr B

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
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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@M@mﬁ% G oo 8 g e o @B ko o A £

d| sease {(a Pl n’d}r{mﬂbl 7293(?"0%‘0 §38 tm?ﬂ*idl dgn. @L:D $@H (eat 20 88@(sclhiy, 8.A7 Er. @ﬂH)aHUﬁﬁé)r

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

di s~ ders 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
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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
in any émgt the invention. Wile the invention has been

describ reference to specific nethods and enbodi nents, it wll
be apgpr %cmet mstnd@apmmmmwwmmﬂaﬁw RlakiONE)-HERMyIZHIES, B EoMH OB
departi % lor:p g venth MPLE 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

-Cl pyri I 1-y1)-2-(tetrahydro-pyran-4- yIa
m n%j bgﬂ%%&&%&m%égcmﬁ%ﬂoﬂﬁsﬁﬁﬁ 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
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(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 %Mj UM (RCAR @@(ﬂ@&@ﬂ?@-ﬂ)rﬁﬂ% 4ﬁ)t oy éfﬁa

r bam)yl) t3 35 cIs H) 4, 34 gH) 4.53-4. 94-m -4H) 5. (%05)%'((13 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
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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-yl)-ben

zoy! amin 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 no['H BMiG (460 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,
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Claims

1. A compound of formula (I):

H ,O
i~
(Rl m I\ R

er 0)
O—R

wherein

R represents a straight or branched C+-Cs alkyl;

R+ represents a substituent attached to any available atom of the A ring, wherein the substituent is selected from
the group consisting of halogen, nitro, oxo groups (=0), carboxy, cyano, alkyl, polyfluorinated alkyl, alkenyl,
alkynyl, cycloalkyl, cycloalkenyl, aryl, heterocyclyl, alkyl-heterocyclyl, heterocyclyl-alkyl, amino, alkylamino,
dialkylamino, arylamino, diarylamino, ureido, alkylureido, arylureido, carbonylamino, formylamino,
alkylcarbonylamino, alkenylcarbonylamino, arylcarbonylamino, alkoxycarbonylamino, hydroxy, alkoxy,
polyfluorinated  alkoxy, aryloxy, heterocylyloxy, alkylcarbonyloxy, arylcarbonyloxy, cycloalkenyloxy,
alkylideneaminoxy, carbonyl, alkylcarbonyl, arylcarbonyl, alkoxycarbonyl, aryloxycarbonyl, cycloalkyloxycarbonyl,
aminocarbonyl, alkylaminocarbonyl, dialkylaminocarbonyl, alkylthio, arylthio, alkylsulfonyl, arylsulfonyl,

alkylsulfinyl, arylsulfinyl, arylsulfonyloxy, aminosulfonyl, alkylaminosulfonyl and dialkylaminosulfonyl;
R> represents an aryl optionally substituted with a substituent as defined above for R;

A ring represents a phenyl, a 2,5-dihydro-1H-pyrrolyl or a thienyl; and

m is a value from 1 to 6,

or a pharmaceutically acceptable salt thereof,

for use as a prodrug for the treatment of cell proliferative disorders caused by and/or associated with an altered

protein kinase activity.
2. The compound of formula (1) according to claim 1, for use as a prodrug for the treatment of cancer.

3. A pharmaceutical composition for use as a prodrug, the pharmaceutical composition comprising the
compound of formula (1) as defined in claim 1, or a pharmaceutically acceptable salt thereof, in association with a

pharmaceutically acceptable excipient.

4. A compound of formula:
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CH,
J

j\

N
0 H
CH,0

g vien
@)

N
N

o

or a pharmaceutically acceptable salt thereof,
for use as a prodrug.

5. The compound according to claim 4, for use as a prodrug for the treatment of cell proliferative disorders

caused by and/or associated with an altered protein kinase activity.
6. The compound according to claim 5, for use as a prodrug for the treatment of cancer.
7. A compound selected from the group consisting of:

A01 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 methyl ester;

A04 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 propyl ester;

A05 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 isopropyl 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;

A026  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 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;

CO1 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-piperidin-1-ylmethyl-benzoylamino)-thieno[2,3-c]pyrazole-1-

carboxylic acid methyl ester;
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C02  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-piperidin-1-ylmethyl-benzoylamino)-thieno[2,3-c]pyrazole-1-

carboxylic acid ethyl ester;

C04  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-piperidin-1-ylmethyl-benzoylamino)-thieno[2,3-c]pyrazole-1-

carboxylic acid propyl ester;

C05  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-piperidin-1-ylmethyl-benzoylamino)-thieno[2,3-c]pyrazole-1-

carboxylic acid isopropyl ester;

C023  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-morpholin-4-yl-benzoylamino)-thieno[2,3-c]pyrazole-1-

carboxylic acid methyl ester;

C026  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-morpholin-4-yl-benzoylamino)-thieno[2,3-c]pyrazole-1-

carboxylic acid propy! ester;

C029  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-(4-morpholin-4-yl-benzoylamino)-thieno[2,3-c]pyrazole-1-

carboxylic acid isopropyl ester;

C045  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylamino]-thieno[2,3-

clpyrazole-1-carboxylic acid methyl 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;

C049  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-[4-(4-methyl-piperazin-1-ylmethyl)-benzoylamino]-thieno[2,3-

clpyrazole-1-carboxylic acid isopropyl ester;

C067  3-[4-(Isopropylamino-methyl)-benzoylamino]-5-(1-methyl-1-phenyl-ethylcarbamoyl)-thieno[2,3-

clpyrazole-1-carboxylic acid methyl ester;

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

clpyrazole-1-carboxylic acid ethyl ester;

C070  3-[4-(Isopropylamino-methyl)-benzoylamino]-5-(1-methyl-1-phenyl-ethylcarbamoyl)-thieno[2,3-

clpyrazole-1-carboxylic acid propyl ester;

C071  3-[4-(Isopropylamino-methyl)-benzoylamino]-5-(1-methyl-1-phenyl-ethylcarbamoyl)-thieno|[2,3-

clpyrazole-1-carboxylic acid isopropyl ester;

C089  5-[1-(2-Chloro-phenyl)-1-methyl-ethylcarbamoyl]-3-(4-piperidin-1-ylmethyl-benzoylamino)-thieno[2,3-

c]pyrazole-1-carboxylic acid methyl ester;
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C090  5-[1-(2-Chloro-phenyl)-1-methyl-ethylcarbamoyl]-3-(4-piperidin-1-ylmethyl-benzoylamino)-thieno[2,3-

clpyrazole-1-carboxylic acid ethyl ester;

C092  5-[1-(2-Chloro-phenyl)-1-methyl-ethylcarbamoyl]-3-(4-piperidin-1-ylmethyl-benzoylamino)-thieno|[2,3-

c]pyrazole-1-carboxylic acid propyl ester;

C093  5-[1-(2-Chloro-phenyl)-1-methyl-ethylcarbamoyl]-3-(4-piperidin-1-ylmethyl-benzoylamino)-thieno[2,3-

clpyrazole-1-carboxylic acid isopropy! ester;

C0111  5-[1-(2-Fluoro-phenyl)-1-methyl-ethylcarbamoyl]-3-(4-morpholin-4-ylmethyl-benzoylamino)-thieno[2,3-

clpyrazole-1-carboxylic acid methyl ester;

C0112  5-[1-(2-Fluoro-phenyl)-1-methyl-ethylcarbamoyl]-3-(4-morpholin-4-ylmethyl-benzoylamino)-thieno[2, 3-

clpyrazole-1-carboxylic acid ethyl ester;

C0114  5-[1-(2-Fluoro-phenyl)-1-methyl-ethylcarbamoyl]-3-(4-morpholin-4-ylmethyl-benzoylamino)-thieno[2, 3-

clpyrazole-1-carboxylic acid propyl ester;

C0115  5-[1-(2-Fluoro-phenyl)-1-methyl-ethylcarbamoyl]-3-(4-morpholin-4-ylmethyl-benzoylamino)-thieno[2,3-

clpyrazole-1-carboxylic acid isopropyl ester;

C0133  3-{2-(1-Methyl-1H-imidazole-2-carbonyl)-amino]-benzoylamino}-5-(1-methyl-1-phenyl-ethylcarbamoyl)-

thieno[2,3-c]pyrazole-1-carboxylic acid methyl ester;

C0134  3-{2-[(1-Methyl-1H-imidazole-2-carbonyl)-amino]-benzoylamino}-5-(1-methyl-1-phenyl-ethylcarbamoyl)-

thieno[2,3-c]pyrazole-1-carboxylic acid ethyl ester;

C0136  3-{2-[(1-Methyl-1H-imidazole-2-carbonyl)-amino]-benzoylamino}-5-(1-methyl-1-phenyl-ethylcarbamoyl)-

thieno[2,3-c]pyrazole-1-carboxylic acid propyl ester;

C0137  3-{2-[(1-Methyl-1H-imidazole-2-carbonyl)-amino]-benzoylamino}-5-(1-methyl-1-phenyl-ethylcarbamoyl)-

thieno[2,3-c]pyrazole-1-carboxylic acid isopropyl ester;

C0155  3-(4-Morpholin-4-yl-benzoylamino)-5-((S)-1-phenyl-2-pyrrolidin-1-yl-ethylcarbamoyl)-thieno[3,2-

clpyrazole-1-carboxylic acid methyl ester;

C0156  3-(4-Morpholin-4-yl-benzoylamino)-5-((S)-1-phenyl-2-pyrrolidin-1-yl-ethylcarbamoyl)-thieno[3,2-

clpyrazole-1-carboxylic acid ethyl ester;

C0158  3-(4-Morpholin-4-yl-benzoylamino)-5-((S)-1-phenyl-2-pyrrolidin-1-yl-ethylcarbamoyl)-thieno[3,2-

c]pyrazole-1-carboxylic acid propyl ester;
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C0159  3-(4-Morpholin-4-yl-benzoylamino)-5-((S)-1-phenyl-2-pyrrolidin-1-yl-ethylcarbamoyl)-thieno[3,2-

clpyrazole-1-carboxylic acid isopropy! ester;

C0177  5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[(1H-pyrrole-3-carbonyl)-amino]-benzoylamino}-thieno[2,3-

clpyrazole-1-carboxylic acid methyl ester;

C0178 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[(1H-pyrrole-3-carbonyl)-amino]-benzoylamino}-thieno[2,3-

clpyrazole-1-carboxylic acid ethyl ester;

C0180 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[(1H-pyrrole-3-carbonyl)-amino]-benzoylamino}-thieno[2,3-

clpyrazole-1-carboxylic acid propyl ester;

C0181 5-(1-Methyl-1-phenyl-ethylcarbamoyl)-3-{2-[(1H-pyrrole-3-carbonyl)-amino]-benzoylamino}-thieno|[2,3-

clpyrazole-1-carboxylic acid isopropyl ester;

EO01 5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(4-methyl-piperazin-1-yl)-2-(tetrahydro-pyran-4-ylamino)-

benzoylaminol-indazole-1-carboxylic acid ethyl ester;

E05  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-ethyl)-2-(tetrahydro-pyran-4-ylamino)-

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

E06 5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-ethyl)-2-(tetrahydro-pyran-4-ylamino)-

benzoylaminol-indazole-1-carboxylic acid ethyl ester;

E09  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-propyl)-2-(tetrahydro-pyran-4-ylamino)-

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

E010  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-propyl)-2-(tetrahydro-pyran-4-ylamino)-

benzoylaminol-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;

E014  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-ethoxy)-2-(tetrahydro-pyran-4-ylamino)-

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

E017  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(pyrrolidin-1-ylmethyl)-2-(tetrahydro-pyran-4-ylamino)-

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

E018  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(pyrrolidin-1-ylmethyl)-2-(tetrahydro-pyran-4-ylamino)-

benzoylamino]-indazole-1-carboxylic acid ethyl ester;
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E024  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-ethyl)-2-(2-methoxy-ethylamino)-benzoylamino]-

indazole-1-carboxylic acid methyl ester;

E025  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-ethyl)-2-(2-methoxy-ethylamino)-benzoylamino]-

indazole-1-carboxylic acid ethyl ester;

E028  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-propyl)-2-(2-methoxy-ethylamino)-

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

E029  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-propyl)-2-(2-methoxy-ethylamino)-

benzoylaminol-indazole-1-carboxylic acid ethyl ester;

E032  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-ethoxy)-2-(2-methoxy-ethylamino)-

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

E033  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-ethoxy)-2-(2-methoxy-ethylamino)-

benzoylaminol-indazole-1-carboxylic acid ethyl ester;

E036  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(pyrrolidin-1-ylmethyl)-2-(2-methoxy-ethylamino)-benzoylamino]-

indazole-1-carboxylic acid methyl ester;

E037  5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(pyrrolidin-1-ylmethyl)-2-(2-methoxy-ethylamino)-benzoylamino]-

indazole-1-carboxylic acid ethyl ester;

E040  5-(3,5-Difluoro-benzenesulfonyl)-3-[2-((S)-2-methoxy-1-methyl-ethylamino)-4-(4-methyl-piperazin-1-yl)-

benzoylaminol-indazole-1-carboxylic acid ethyl ester;

E044  S-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-ethyl)-2-(2-methoxy-1-methyl-ethylamino)-

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

E045  S-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-ethyl)-2-(2-methoxy-1-methyl-ethylamino)-

benzoylaminol-indazole-1-carboxylic acid ethyl ester;

E048  S-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-propyl)-2-(2-methoxy-1-methyl-ethylamino)-

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

E049  S-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-propyl)-2-(2-methoxy-1-methyl-ethylamino)-

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

E052  S-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-ethoxy)-2-(2-methoxy-1-methyl-ethylamino)-

benzoylamino]-indazole-1-carboxylic acid methyl ester;
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E053  S-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-ethoxy)-2-(2-methoxy-1-methyl-ethylamino)-

benzoylaminol-indazole-1-carboxylic acid ethyl ester;

E056  S-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(pyrrolidin-1-ylmethyl)-2-(2-methoxy-1-methyl-ethylamino)-

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

E057  S-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(pyrrolidin-1-ylmethyl)-2-(2-methoxy-1-methyl-ethylamino)-

benzoylaminol-indazole-1-carboxylic acid ethyl ester;

E060  5-(3,5-Difluoro-benzenesulfonyl)-3-[2-((R)-2-methoxy-1-methyl-ethylamino)-4-(4-methyl-piperazin-1-yl)-

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

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

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

E065 R-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-ethyl)-2-(2-methoxy-1-methyl-ethylamino)-

benzoylaminol-indazole-1-carboxylic acid ethyl ester;

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

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

E069  R-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(2-dimethylamino-propyl)-2-(2-methoxy-1-methyl-ethylamino)-

benzoylaminol-indazole-1-carboxylic acid ethyl ester;

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

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

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

benzoylaminol-indazole-1-carboxylic acid ethyl ester;

E076  R-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(pyrrolidin-1-ylmethyl)-2-(2-methoxy-1-methyl-ethylamino)-

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

E077  R-5-(3,5-Difluoro-benzenesulfonyl)-3-[4-(pyrrolidin-1-ylmethyl)-2-(2-methoxy-1-methyl-ethylamino)-

benzoylaminol-indazole-1-carboxylic acid ethyl ester; and

E080  5-(3,5-Difluoro-benzenesulfonyl)-3-[2-(2-methoxy-ethylamino)-4-(4-methyl-piperazin-1-yl)-

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

for use as a prodrug.



