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i nvention relates to 3(5)-am no-pyrazole derivatives, to a process for
their preparation, to pharmaceutical conpositions containing them and to
their use as therapeutic agents, particularly in the treatment of cancer '
and cell proliferative disorders. Discussion of the Background Sever al
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tumor cells, these agents resultin a SIgmﬁcant toxicity and side-effects.

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

It is well known that progression through the cell cycle is governed by a series of checkpoint
controls, otherwise referred to as restriction points, which are regula_ted by a family of
enzymes known as the cyclin-dependent kinases (cdk). In turn, the cdks themselves are
regulated at many levels such as, for instance, binding to cyclins.

.The coordmated activation and inactivation of different cyclin/cdk complexes is necessary for:
normal progression through the cell cycle. Both the critical G1-S and G2-M transitions are
controlled by the activation of different cyclin/cdk activities. In G1, both cyclin D/cdk4 and
cyclin E/cdk2 are thought to mediate the onset of S-phase. Progression through S-phase
requires the activity of cyclin. A/cdk2 whereas the activation of cyclin A/cdc2 (cdkl) a cyclin
B/cdc2 are required for the onset of metaphases. For a general reference for cyclins and
cyclin-dependent kinases see, for instance, Kevin R. Webster et al, in Exp. Opin. Invest.
Drugs, 1998, Vol. 7(6), 865-887. |
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For exanple altered expression of cyclin E and cdks has been observed in
tunor celw® 01aRtko del etion of the cdk inhibitor p27 KI P ger@Er/usvomse»® has
been shown to result in a higher incidence of cancer. Increasing evidence
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ost eos aFLEeHE m Jnasgd thus useful in therapy as antitumor agents and
lack, in terms of both toxicity and side effects, the aforementioned drawbacks associated with
currently available antitamor drugs.
More specifically, the 3-amino-pyrazoles of the invention are useful in the treatment of a
variety of cancers including, but not limited to: carcinoma such as bladder, breast, colon,
kidney, liver, lung, including small cell lung cancer, esophagus, gall-bladder, ovary, pancreas,
stomach, cervix, thyroid, prostate, and skin, including squamous cell carcinoma;
hematopoietic tumors of lymphoid lineage including leukemia, acute lymphocitic leukemia,
acute lymphoblastic leukemia, B-cell lymphoma, T-cell-lymphoma, Hodgkin's lymphoma,
non-Hodgkin's lymphoma, hairy cell lymphoma a1_1d Burkett's lymphoma; hematopoietic
tumors of myeloid lineage, including acute and chronic rﬁyelogenous leukemias,
myelodysplastic syndrome and promyelocytic leukemia; tumors of mesenchymal origin,
including fibrosarcoma and rhabdomyosarcoma; tumors of the central and peripheral nervous

system, including astrocytoma neuroblastoma, glioma and schwannomas; other tumors,
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ker at oct ant homa, thyroid follicular cancer and Kaposi's sarcoma. Due to the

key rol e“%()ﬁﬁ}ﬁg in the regulation of cellular proli feratlj(pll;ul,J 05)3&99 .
3-am no-pyrazole derivatives are also useful in the treat men% of a'variety

of cell proliferative disorders such as, for exanple, benign prostate
hyperpl asia, famlial adenonmatosis poByposis, neurofibromatosis,

psor i afichudingfelindias sepibbma Sletatiatdihdnid, AstedShrésifia) GleabddFomh If!l)igmentosum,
at heroscl erosi s, pulmnary fibrosis, arthritis glonmerul onephritis and
post - skergtostenthomay, tyrejd folligulereanserand Kapysi's satsameunds of the invention nay
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apoptosis, may also be useful in the treatnent of cancer, viral
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i nvent PORCHRFYM3IOStSs o AIPTIASHS, | NSRRI nYmeqio ce ngPrB& gans  agsaciated; withs s
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r ecept and reltEXigsis. eceptor, | G- receptor, PI3 kinase, wee/ kinase, Src, Abl,
in the treatnent of. di seases _associated wi th other
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cel | ptoi,7ae739,M095)i sorders associated with an altered cell dependent
ki nase _activity, by admnistering to a mammal in_need thereof an effective
amount Tlg cempounds - thisr inventiong @s imedulajers rafpaneptasise andyyalse bauusaful iy :the H N
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The compounds of this invention may be useful in inhibiting tumor angiogenesis and
metastasis. '
The compounds of the invention may also act as inhibitor of other protein kinases, e.g.,
protein kinase C, her2, rafl, MEK1, MAP kinase, EGF receptor, PDGF receptor, IGF
receptor, PI3 kinase, weel kinase, Src, Abl, and thus be effective in the treatment of diseases
associated with other protein kinases.
The compounds of the invention are also useful in the treatment and prevention of

radiotherapy-induced or chemotherapy-induced alopecia.

Accordingly, the present invention provides a method for treating cell proliferative disorders
associated with an altered cell dependent kinase activity, by administering to a mammal in

need thereof an effective amount of a 3-amino-pyrazole derivative represented by formula (I):

H
N R

2t

R N,N 0 (1)
H

wherein
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al kyl or arylal kyl group; R is a straight or branched C1-C6 al kyl, C2-C4
al kenyl , wayoi/oagky!, cycloal kenyl, heterocyclyl, aryl, aprghaiskodeso9

aryl carbonyl, aryl oxyal kyl or aryl al kenyl group, each of which may be
optionally further substituted; or a pharmacetically acceptable salt

therof. In a preferred enbodi ment of the nethod described above, the cell
prol i f & at i Ve adCs6x e¥eloalky] swoup ansigneliy, subsHtutesd by # steaightser brgnehiedcGnter
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0

the group-consistin beni gn prostate hyperplasia, famlial adenonatosis
pol ypoghs, prefenred-embadanait afithe metlard destribedvatovey the cslipodliferative disorder is
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addi ti . ] | J t unor angi ogenesi s and netastasis

i nhi bi 3_%@Q%§§¥§%}é}é%é%@%@%@%@%§ %50 provi ge gel | cycle inhibition or
cdk/ cy @pesifidappardenéancaihbi fia9be tréatédl fchidercatdindhe syaameus téle cakindath,

obj ect of the present invention provides treatnment and prevention of

r adi ot hematspoiati¢uteeprs rof chyeloich or dpppheidulineagel biears :of mesenchynaln prigin,

For mul doipi® o Fetal 554 Rerfpraryt prat STent eangil sHRpSTRY e p e eetse) v
01/ 1218QteB6akbdh) 04 SBEEBmad pigniehtcduin KebutdtAlth Yihy i@ UBl1RRtar WaAedrY and
substituted by a straight or branched Cl1-C6 al kyl "or aryl al kyl group;

Kaposi's sarcoma.

In another preferred embodiment of the method described above, the cell proliferative
disorder is selected from the group consisting of benign prostate hyperplasia, familial
adenomatosis polyposis, neuro-fibromatosis, psoriasis, vascular smooth cell proliferation
associated with atherosclerosis, pulmonary fibrosis, arthritis glomerulonephritis and post-
surgical stenosis and restenosis.

In addition, the inventive method provides tumor angiogenesis and metastasis inhibition. The
inventive method may also provide cell cycle inhibition or cdk/cyclin dependent inhibition.

In addition to the above, the method object of the present invention provides treatment and

prevention of radiotherapy-induced or chemotherapy-induced alopecia.

The present invention also provides a 3-amino-pyrazole derivative represented by formula (I):

N.__R,

AN

RSN 00

N
H

wherein
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R, is a straight or branched Cl1-C6 al kyl, CZ C4 al kenyl, cycl oal kyl,

cycl oal k I terocyclyl, aryl, arylal kyl, aryl carbony | kyl or
aryl al keﬁ"y %’r%%%, each of which may be optionally furthke’FT@égds/@?%(gﬁt ed; or

a pharmacetically acceptable salt therof. The present invention also
I ncl udes nethods of synthesizing the 3 am no-pyrazol e derivative

repr eselit ed ibya CoOndyeloalkyl grouphaptivasiby sutsstituteb by asstrdight erobrandtednQ,-Che
3-am no-pyrazole derjvative represented by fornula (1) is also included in
the present 3klorandakyhgteupir esent i nvention al so includes a conmpound

ful o i - £'8 no- ' Wy 2k b
Formul &1 16, F1HRIAE ot bRGHEE B IC BISELE €, | b0l GIEAP GERHERLY,
wherei n R i sheferbeycGh, ayk |a&ﬁ1£.l§'1l2 algﬂmmtdrﬂeﬁydmlwhsﬂhkuﬁﬁ%mﬁﬁ, leach of

strai ght or branched Cl-Co6 group. A nore conpl ete appreciation of
t he i nvent i omhighthaybepptenallydfughersubstiutedidvant ages thereof will be readily

obt ai ned as the sa bec S t er. understood by reference to the
fol l owap%aa?%ﬁeﬁ%%ﬁcﬁég@%%? Ffﬁﬁt.t“e Al LED DESCRI PTI ON OF THE | NVENTI ON
Several 3-am no-pyrazole derivatives are known as pesticides, herbicides or

even as therapeutic agents. Anong them are, as an exanpl e,
het er o&Fhel presentinventionsalsa ineludes pethodk phisythesizitigthe GraminWpye@okeaetivative D.
Searle and Co.). apd ofh rug- m no-ﬁgr?zol es.which |nhi ?li?t rotein kinases
(WO 96/TRrgsegte °T’Fi‘8f“a®e ipgél,m*’r"ﬁ 1qal compogitiqn eqmpnising the 35 AYRQE, the
unsubst4.t: ' | ' 5 QH‘QH the invention
are knodv?nh%tﬁgrrg%@%%%lﬂﬁ?g@&hg% Qilsﬁﬁlsc?)‘]ml?? Figtr??%g% a méirﬁgpés of both
t aut oneFhe: presshidnvenktidhfalssHinEThd¢sRUdmpdiind el inlthd SPntésTy tHEGQMING698razoleN R N-.
YYR RNNORNMQ. H(l) (la). , 6 Accordin Ial i.n the present invention,

e @bfﬂ%‘ﬂk’o@g

wher e " Sl§riyatieaeprssaninedyy fosmplafle Which i fspres of fornula (1), the
other, (la), is also wthin the scopeNd)zf the present invention,

/ }N V)
R N
H
wherein R is a C,;-C, cycloalky!l group optionally substituted with a straight or branched C,-C,

alkyl group.

A more complete appreciation of the invention and many of the attendant advantages thereof
will be readily obtained as the same becomes better understood by reference to the following

detailed description.

E HE 10
Several 3-amino-pyrazole derivatives are known as pesticides, herbicides or even as
therapeutic agents. Among them are, as an example, heteroaryl-pyrazoles active as p38
kinase inhibitors (WO 98/52941, G.D. Searle and Co.) and other 3-amino-pyrazoles which
inhibit protein kinases (WO 96/14843, COR Therapeutics, Inc.). .
As will be readily appreciated, the unsubstituted ring nitrogen pyrazoles in the compounds of

the invention are known to rapidly equilibrate, in solution, as admixtures of both tautomers:
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unl ess specifically noted otherw se. As used herein, unless otherw se
speci fi esyo bhe1ger m C3 C6 cycl oal kyl i ncludes cycl opropyl pcTugel/mbast vyl |
cycl opentyl and cycl ohexyl; the termcycloal kyl is also intended to cover
cycl oal kyl groups with, e.g., up to 10 carbon atons, e.g., an adanmnantane
group. As used herein, unless otherw $e indicated, the term cycl oal kenyl
I ncl udes the above cycl oalh'?ryl ﬁi ngs wherein at | egpt one carbon-carbon

|

bond form ng the said p4 a Houble bond. As yein, unless
ot herw se indicated, tfhe\ernial kyl <=Fmides | ghti} or branched Ci1-C6
al kyl groups such ag7 TRr 1 nstance, nethyl, yLNHh-@r opyl , isopropyl,

n-butyl, isobutyl, sec-Hbutyl, tert-butyl, R- peNtyl, n-hexyl and the |ike.
As used herein, unless otherwige indicated, the term C2 al kenyl includes
a group selected fromvinyl, ally], 1-propenyl, isopropenyl, 1-butenyl,

2- but erAdcordingiyt ém\the spresenheanvérition, Where eniy amg| tautomherdss indicated foi ther
pol y- carbocyclic_ or heterocyclic hydrocarbons with froml to 4 rin

noi et i €8M e‘?frf°HP“£e®s thend) ebﬂas’ﬁé a?ﬁon‘ﬁ’émpéh%l?%ﬂ?&t fo he preseRi Iy RO or

| i nked ﬂ,&:'gg e bonds. Thus, these groups may have 5 to 20
car bon ugiegﬁgﬁ%#lg?é'g% %% 20 carbon atonms. Exanples of aryl groups
are, for instance, phenyl, biphenyl, a- or (3-naphthyl, dihydronaphthyl,

t hi enyl, benzothienyl, furyl, isohenzofuranyl, L dihydrobenzofuranyl,

chr onerd l,xsesid\w%rwﬁ?ss pherwnisp spesifiedidhe tsrm Colls syelpalkyl ingludsseyglopropyl,

i sot hi azol yl... oxazol i . ' zinv., iy 4di. nyl
pyri daz? gkgﬁuty}, n%’g#‘gﬂ &lsa&dﬁgg‘?@?édiﬁuﬁgﬁwy%c}é%@l f,s Xllsg o‘%ﬁ#‘ﬁ%ﬂ 3+,é'ov’er

di hydr QgtblloBIRl fiobps ®ith WX alp &Y 10 cAiBR7R6INE 04, Van adafihdtink grdupdenyl

fl uor e(nlgl , amZi gcﬁ;/sc?so[ 4. 2. ]oﬂ(’:t.a- 1_(,: 3,5-tri e?—p%/ly, di benzo| lird furanyl,

chr omard useshhereimyiinlessr ptheovige | indicated.athel yarm cyelpaikenyl 1insludepthe dhevey|

b di oxj nyl dt li ke SUBST| TUTE SHEET LE 26) WD.01/1218
PCT] LSO RIS YHEI i 1onS e caohaartion ont dnningdbe g e Bt
rings aopg referred to as aryl groups, includes a 3 to 6 nenbered

saturated or unsaturated carbocycle wherein one or nore carbon atons are
r epl ac e’k wed bareimuntess etherwiss insledatad; the témpatkyl includesstraight ge hranckedsGl-Chur .

e i o 3, B T RSP SRS G000 by 2
Dl pr B e B o Ui ng 10 & he above T ndi tated
subst i tAsxeadedrheseein, ngtesa tharwise dadicated; the temIPeCj dlkeny) imohydesfa group selected
' from vinyl, allyl, 1-propenyl, isopropenyl, 1-butenyl, 2-butenyl, 3-butenyl and the like.
The term ary! includes mono-, bi- or poly- carbocyclic or heterocyclic hydrocarbons with
from 1 to 4 ring moieties, wherein at least one of the rings is aromatic, either fused or linked
to each other by single bonds. Thus, these groups may have 5 to 20 carbon atoms. Preferably
6 to 20 carbon atoms.
Examples of aryl groups are, for instance, phenyl, biphenyl, a- or [-naphthyl,
dihydronaphthyl, thienyl, benzothienyl, furyl, isobenzofuranyl, dihydrobenzofuranyl,
chromenyl, xanthenyl, pyrrolyl, imidazolyl, pyrazolyl, thiazolyl, isothiazolyl, oxazolyl,
isoxazolyl, pyridyl, pyrazinyl, pyrimidinyl, pyridazinyl, indolyl, isoindolyl, purinyl, quinolyl,
isoquinolyl, dihydroquinolinyl, quinoxalinyl, benzodioxolyl, indanyl, indenyl, fluorenyl,
bicyclo[4.2.0]octa-1,3,5-trien-yl, dibenzo[b,d]furanyl, chromanyl, chromenyl, triazolyl,
tetrazolyl, tetrazol[1,5-b]pyridazinyl, benzodioxinyl and the like.
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the above R groups may be optionally substituted in any of the free
position or nore groups, for instance 1 to 6 gr doppggeendent |y
%Y‘?X%Pﬂ ai ﬁy?

sel ected al ogen, nitro, oxo groups (C=0O, cyano,
perfluorinated al kyl, hydroxyal kyl, aryl, arylal kyl, heterocyclyl,
cycl oal kyl, hydroxy, al koxy, perfluoriinated al koxy, aryl oxy,

het er oahel tet Xheterotyeld) Henoe dnconpassihf yHetexodromatio xings alspl referveshia as\aryl

i 61 o Eroue, PaMIAS S &b SIRGAGH SATaieh, o St g CaOFATE HOSTUpg prsfPiso

| kyl ' ] = . '
21 Ky CaPR AR 18 oot 69 ORE DY iBFd fiims ool BOlttbcR! ORMED 3 Bphur.
for nyl Exainpleds Girsafitated of partigaimsstaydted hsteroopdidsydre,afob dinydnce, azetidine, pyran,

het erocycl yl car bonyl, am nocarbonyl, al kyl am nogar bonyl ,
di al kyIparrolidioes boysroline, o imjdazolidisny | imidagoling  shkydrofiFango s detrabpgrofuran,

al kyl ami..,nosul f onyl.,., di al kyl am nasul . ' ylthio. In their
turn, %ﬁwﬁ%d%@l‘ﬂ‘ & pg’ggﬁﬁ}?f {)iﬁﬁ%&lggor@é%%%@seﬁgﬁgﬂesu és<'t ituents may be
furtheraecs fol e 88hRVin@iBRe® ub¥HfiRnOieiifesdind ualsRabiherese gecified, aryosfhounds
of formula (I) wherein the given R group is substituted by one or nore of

t he af eheahmve Ry gesips mivytbe aptionallyndvibstitutedrin any pfthe fieg PopitipBhRY PYe ¢LmPYeer

bst i d as. forth_above,. ' J | h
conpouiPS( DRSS ol ZraurgyndoRsndeptil seestel ot Fiipg3y Bl E38erSups! "°
fl uor ngﬁ%' éc%fdﬁg?lﬁg{}g'ﬁértﬂﬁmdﬂ%ﬁyﬁ, O BFRFARYIE CarPly Ar9TaMRY12 HelterodhoBiLei N R,

s alk e al kyl being substituted by cycl oal kyl (e.qg.
cycl opreggiphikyl, t hRydryxy,0aklkpkybeiperfluorinateier alkoxt i anieny, byhetokocyrlylogyn

atons (e.g. fluorine) and by an aryl grou e.g. phenyl), he aryl group
bei ng lenediexy; by M‘éﬂr&&é&”%{t om¥EC gg’?’f‘?f@'gl ne“)ar.ebokxbng ai“’r?éy‘ﬁf’éé?ﬂ gs of
t he substi t n I : l1S€ iy C t ha hajd; i om

i ncl udg?,’b#‘?t%‘t}@%g, %fﬁ{béme’& E%rﬁ%ﬁ%l’ne a}éln i ?drlaﬁ(e)’; ?ﬁgktﬁgiri&rﬁ per f ulhg;liﬁ%at ed
al kyl  apelamdBSTIddN amSEET folhlamity, WAL/l BdrRantas, USapl@eagglangnel koxy
-group includes an al kyl or al koxy I‘Ol.ilp further substituélﬁﬁ q¥ re than
one f| dstaroryclylaashanyipming,s alkoxyearhopylaming, ; ralkRyBRECnHy | AKYIFHHYITIARL hoxy -
and the lLike. Lij i se, of g Suc rin ASHTEy thio,
al kyl arﬁ%‘S‘If“%d\Y igf"‘éa‘\fam nfgl,qﬁwal ko%’%@&%‘gg 1, aﬁ%%yggﬁbonylé%m no,lca%&wl’

het er oGy tdrddyeBidastinyl, heaimoearbbiylear hikyjdminbecasbonyty c| dmlkydmingcabonyhy| and
the Iike, include groups wherein the al kyl, al kﬁ?ﬁ%” a”éilgq’ C Cloa{&‘?é'lﬁ’l and
het er ocjkyllsulfenylt iaedsulfayhs ampoulioay}, nelkylamapsriionyh ngae&’é Le
salts of the Cé)niﬁ%ﬂllds of formula (1) include the acid addition

arylthio and a 0.

In their turn, whenever appropriate, each of the above possible substituents may be further
substituted by one or more of the aforementioned groups. Compounds of formula (I) wherein
the given R, group is substituted by one or more of the aforementioned substituents which, in
turn, are optionally further substituted as set forth above, are given below.

Just as an example, the compound N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-[2,2-difluoro-3-(3-
fluorophenyl)cyclopropyl]acetamide is represented by formula (I) wherein R, is alkyl (e.g.
methyl), the alkyl being substituted by cycloalkyl (e.g. cyclopropyl), the cycloalkyl being
further substituted by two halogen atoms (e.g. fluorine) and by an aryl group (e.g. phenyl),
the aryl group being substituted by a halogen atom (e.g. fluorine).

Among the meanings of the substituents and unless otherwise indicated, the term halogen

atom includes, fluorine, chlorine, bromine and iodine; the term perfluorinated alkyl and
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salts with inorganic or organic acids, e.g., nitric, hydrochloric,

hydr obr ogg@ or/pagohuri c, perchioric, phosphoric, acetic, peTAKspsedCEL | C
propionic, glycolic, lactic, oxalic, malonic, malic, maleic, tartaric,
citric, benzoic, cinnam c, mandelic, nethanesul phonic, isethionic and
salicylic acid, as well as the salts With inorganic or organic bases, e.g.,
al kal i atkoxyligketip imeludes arhalkylearadlkoxyegrpep fuathier substitutad, bypaorssthan ene dupnem or

magnesi um hydr oxj. des ar banat es or jcarbonates,, acyclic or cyclic

am nes R é‘}/‘g‘raéb*“ﬁe 1t9£]iuﬂ"é),m"é€¥4y FPé{'e?ﬂ‘Binfléﬁ? ﬁg":' triethylanine or

Pi per i qlilGyisd gy QFRAY NEEnL budiP 8V {nslanbBYalkA¥Eo,2 alkiTEinb C dflRARindL OB

and may theréfore exist elther as racemc adm xtures or as indi'vi dual

opt i calalkoxgearbenyl Acikoxycarhoyylamine, ubaterasydylcahonyly rieterageiylcabomtlammossi bl e

i soners and_their adm xtures,_and of, both netabolite nd the

phar mac¥eiepkyloxycarbeny) and the likeoinglude graups gfhemm@mil@i XYy piyl cysloglkyl

pro-dr%gahe@;oc&gﬁrﬁ&ig@&%?g&s ﬁgv@%ﬁ%da (I') are also within the scope of the
ron.. Preterre

present i nven conpounds of the invention of formula (I)

ar e t heharmidirtticdilyFactéptabl€ ¥altsost! iy lcompomds offomitila (B iAclhde B¢ #idyddition
cycl oal k%\; , aryl, arylalkyl, 5 or 6 nenbered heterocyclyl or .
het er o6§lts With Moreanio s, orgriie racidsy e, Bitie.ohydreghlorig, t drobromis, i sulplawicas

oot BEARTD! SN A R oacf MRANDNE SNET RgHE” s e, ()
phenyl ahdie, malPie MiftAid< etni¢, behkdib elihamil] MBRIRYE Ambthhnesalphhic; isefidid hd a-
or A-napht ﬁyl al kyl, pyridyl, thienyl, thienylalkyl, isoxazolyl,

i soxazshlpéydiclagid, as pgH as thesalts pythdnariggia ok gtganicbagds, e.ghatkaliloy lalkaline-earth

t hi | vl al kyl l.yl, dihyd lyl, indolyl, i ndoJ vyl al |,

e ot TR Sirscils| shalins BPUSIY FISMET.oF PREResitg, by ioiden Gihgaates or
1 . | | . B . .

R e Bickonat Al SoyfeHE RRYRRY lami D plerefallly. sblaplhndift;|dihylibhint) ditthylichiie,

conpourtdsthplanfine ongiperidide.wherein R is cycl opropyl. Exanples of preferred

compounds of the inyention, which may be in the formof k6 pharmacgeutically
accept amegompounds af .n,lwﬁ @), may thayeAREnmetriG raraon Atesns aad gsa.‘/tt,helieﬁtrp Gt ¢ he

fol | ow_gag.. 1. D- - glgt&!a P -2, 2-di phenyl acet am de; 2.

N-( 3- cyec grpaﬂsgg%r&?@%}%t@t%@#xyﬁ% =Nl {f;é?)%’ es'nyl )acet am de; 3.

N- ( 3- c\yidconlingly) the biseas zakittmot agedt-gfallpoxsibie isbaisrelaid their admixtures and of
both metabolites and the pharmaceutically acceptable bio-precursors (otherwise referred to as
pro-drugs) of the compounds of formula (I) are also within the scope of the present

invention..

Preferred compounds of the invention of formula (I) are those wherein R is a cycloalkyl
group and R, is a C,-C, alkyl, cycloalkyl, aryl, arylalkyl, 5 or 6 membered heterocyclyl or
heterocyclylalkyl group, which may be optionally further substituted as described above.
Even more preferred compounds represented by formula (I) are those wherein R is cycloalkyl
and R, is C,-C, alkyl, phenyl, phenylalkyl, phenylalkenyl, biphenyl, biphenylalkyl, a- or §-
naphthyl, a- or B-naphthylalkyl, pyridyl, thienyl, thienylalkyl, isoxazolyl, isoxazolylalkyl,
pyrazolyl, pyrazolylalkyl, furyl, thiazolyl, thiazolylalkyl, pyrrolyl, dihydropyrrolyl, indolyl,
indolylalkyl, benzothienyl, benzothienylalkyl, fluorenylalkyl, pyrimidinylalkyl, quinoxalynyl
and cyclopropyl.
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4. N-(3-cyclopropyl -1 H pyrazol -5-yl)-2-(3-nmet hoxyphenyl ) acet am de; 5.

N- (3-cycl gpr - | H pyrazol -5-yl)-2-[4-(di net hyl am no) phenyl ] acet am de; 6-
N (3-cycl r'ﬁﬁéis?l H pyrazol - 5-yl) - 1- phenyl cycl opr opancar Bé}‘hﬁf’%‘éﬁ,ﬁ”ﬁ

2-(1, 3-b enzodi oxol -5-yl -N-(3-cycl opropyl - | H pyrazol -5-yl)acetam de; 8.
N- (3-cycl opropyl -1 H pyrazol - 5-yl ) - 2- (4e met hoxyphenyl ) acetam de; 9. N

(13- cycl SHIT Qumore - prefepdéd 2 5@third this )clads,PA@Nthe PécRiBIAGS @€ fortula (I) wherein R is

N- (3-cycl opropyl -1 H pyrazol -5-yl ) -2-(3, 4-di met hoxyphenyl ) acet am de; 11

N- ( 3- cyaykcloprenmydd - | H-pyrazol - 5-yl ) - 2- (1Hi ndol - 3-yl ) acet ani de; 12.

N- (3-cycl opropyl -1 H pyrazol -5-yl ) -2-(5-met hoxy-1| Hi ndol - 3-yl ) acet am de;

13. N (3-cycl opropyl -1 H pyrazol -5-yl)-2-(1-nmet hyl -1 Hi ndol - 3-yl ) acet am de;

14. 2- s ' Yhoe : -
oy a U preRAed RontbARIIB B e ienlioh LAY LORY e Brmof 1 opr opy - 1

H- pyr azphlarbaceh)icaibyt avoeptahle 46ts, e.g., a hydrobromide or hydrochloride salt, include the
N-(3- c%cho ropyl -1 Hpyrazol - 5-yl) - 3-cycl opent yl propanam de;
17. 2- (49¢H phenyl ) - N- (3-cycl opropyl -1 H pyrazol -5-yl)acetam de; 18.

N- ( 3- I - = - 2 t i de; 109.

N- E 3- gzlgl %{58%‘21;{& )gii?%égfz@ﬂqu?-%ﬂ?%’%égﬁérI—Iinﬁ?enGS yl ) acet ani de;
20. 3 - (2- dh{3ecyeidiproylH-pYtatdl-5-gly-Cl @piitepHenil)adepytiidg;ol - 5-yl ) prop anam de;
21. N (3-cycl opropyl -I H pyrazol -5-yl ) - 2-oxo- 2- phenyl acet am de; 22.

N ( 3- cyke| DbBopxseloprepydylihpynrzol-Syyl)-4smethoxyhenganyidenny i ) acet ani de;

23. 2- 1.7 Bi 5 - - I - i 5-yl tam de; 24.
N (5 oyl DECEROTRRR el i R pi i Bagdes, ¥ ) G0 75

N- ( 3- I J;%p.yj E . anﬁﬁﬁﬁ' Wﬁh 1cd@midd)BSTI TUTE SHEET
(REJLEC%) plp€3V\D 1}?;1 9 ?%%057%%35[3« 10 26?IYli HRRimi&)

N- ( 3- cyfe| DiBegyelopropyhyl Hapyrazd-Syyl)-1phenyleyciopropansarpbxamideani de; 27.

N- ( 3- I | - 1k -5-yl)-2-(2:-¢chl I t am de; 28.

N (3- vl OBt aRmeadi R Rpon- G ribedpyh  RhyBB TSt am de! 20,

N- (13- cyecl RBAR oplépyRA HegRhzorsYy)-2 44 bffethddyph ety RE&RMIe; Phenyl ) acet ami de;
30. N-(3-cyclopropyl’- 1 H pyrazol™-5-yl) - 2net hoxy- 2- phenyl acet am de; 31.

N- ( 3- Y| DpBesyglopropyhyl Hapyrazal-Syyl)-2phenylptopanaiaideic ar boxani de;  32.

ﬁgg gzl lrgpr)ég%b"— l&)@%?ﬁéﬁ? '53%5}13'672(3'9%"[ . %’E‘ylﬂi‘%gﬁt ae{g,,gg% ??I ene- 7- car boxam
ide;  11. N-(3-cyclopropyl-1H-pyrazol-5-y1)-2-(1H-indol-3-yl)acetamide; : : .

12. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(5-methoxy-1H-indol-3-yl)acetamide;

13. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(1-methyl-1H-indol-3-yl)acetamide;

. 14. 2-(5-chloro-1-benzothiophen-3-yl)-N-(3-cyclopropyl-1H-pyrazol-5-yl)acetamide;

15. 2-(1-benzothiophen-3-yl)-N-(3-cyclopropyl-1H-pyrazol-5-yl)acetamide;

16. N-(3-cyclopropyl-1H-pyrazol-5-yl)-3-cyclopentylpropanamide;

17. 2-(4-chlorophenyl)-N-(3-cyclopropyl-1H-pyrazol-5-yl)acetamide;

18. N-(3-cyclopropyl-1H-pyrazol-5-yl)-4-oxo-4-phenylbutanamide;

19. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(2,3-dihydro-1H-inden-5-yl)acetamide;

20. 3-(2-chlorophenoxyl)-N-(3-cyclopropyl- 1 H-pyrazol-5-yl)propanamide;

21. N-(3-cyclopropyl-1H-pyrazol-5-y1)-2-oxo-2-phenylacetamide;

22. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(4-methylphenyl)acetamide;

23, 2-[1,1'-biphenyl]-4-yl-N-(3-cyclopropyl-1H-pyrazol-5-yl)acetamide;

24, N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(3-chlorophenyl)acetamide;

25. N-(3-cyclopropyl-1H-pyrazol-5-y1)-2-(1-naphtyl)acetamide;
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34. N-(3-cycl opropyl -1 H pyrazol -5-yl) - 4-phenyl - 3- but enam de;

35. 4- [ (4vawbpraghenyl ) sul phonyl ]-N-(5-cycl opropyl -1 PCT/US00/06699
H pyrazol - 3-yl ) - 3-net hyl - 2- t hi ophenecar boxam de; 36. 5-

[ (4- chl or ophenyl ) sul phonyl ]- N-(5 -cycl opr opyl -1 H pyrazol -3
-yl)-3-neth henecar

N- g 5- c}éﬂﬂﬂgwyiwgﬂyggﬁe%wk -ﬂ%‘a@%@@%&%’ 38.
ﬁl—(gocycrigggogxﬁbﬁﬁ&ggﬁap}xﬁogxﬁfQézéhgk%‘?{%ﬂfﬁ&or orrét hyI ) benzam de; 40.

N- ( 5- 28] NRBanyioptdpypYHagy@hzob-5yy1)-2 34 Fhdrophehiplidectamidayi de; 41.
N- (5-cycl opropyl -1 H pyrazol | gdobenzam de
N- (5- c @ Hpﬁ&@ayloprqnyﬁﬁamw%mlgﬁ14Tm§wameﬁwl-phgiyl)acetamlde,

ﬁgg gé@I @B‘?Od&q@ﬁygx@?%@i SYH}Zin%M%gﬁggg%ﬁ%mg c’ar boxam de;

45. 3- (%iCNL(Qfd%hﬁ l—-lH-ﬁﬁaz‘oyiéLﬁ)lBQﬁtbllr-indbhdbﬁfb%i&hrdB* yl)-2- propenam de;
46. 2, 5-di chl oro -cycl oprop 1 razol gﬁj) 3-t hi ophenecar boxani de;
47. N-(82- Ny(a’rqyploopanyl-ﬂH-msra@iél-yl)}%(ﬁjtﬁlzn}(lhﬁtmﬁgml | f anyl ) ni coti nami de; 48.

 do: C’éﬁfﬁp@&i e F RS 2 peiad a%?—h%aeid bde. S0
N- ( 5- RRGaR 51.

N—ES gé%l%%%&ﬂc’p#ﬁygxragjo 3 1%_2% H? P%enza%pg)e(am&e

N- ( 5- c\36! 4pfdoghtbrophbnyf)saiphonyd}-iH(5- c&p&pﬂqr&l-&HﬂgﬂhﬂﬂBkbd)-&hmthﬂFﬁ-de; 53.

N- (5-cycl opropyl -1 H py[azol 3-yl)-2-phenyl acet am de; 54.
N ( 5- cycl Ig‘ﬁ? -3-yl)-cycl opent ancar boxam de; SUBSTI TUTE SHEET

ﬁf*?; Saf itk %ﬁ&é@ﬁ@ W%ﬁ%@ﬁ- LAY G

N- ( 5- cycl tis y&cafudxmyﬁde;ol 3-yl)-3, 5- di chl orobenzam de;
2-chl oro- N i/cl opro razol - 3-yl)-6-nmet hyl i sonl cotl nam de; 58.
N (5- cy¥d} &'fg apromyint ﬂZ°3-3yM!3/ 4spheBoxyherdagtidd;boxani de;

N (5. cord ERrEREN B B s Pl SR RaE Y ) o o Op g AT e 0
N- (5- ¢89! NRBAMlopkdpyd Hegyrrhzod-3yy1)-3 A-bik(teflediemethyl)Bétzamide;

40. N-(5-cyclopropyl-1H-pyrazol-3-yl)-3,3-dimethylbutanamide;

41. N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-iodobenzamide;

42, N-(5-cyclopropyl-1H-pyrazol-3-yl)-1-napthamide;

43. N-(5-cyclopropyl-1H-pyrazol-3-yl)-3-cyanobenzamide;

44, N-(5-cyclopropyl-1H-pyrazol-3-yl)-1,3-benzodioxole-5-carboxamide;

45. 3-(2-chlorophenyl)-N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-propenamide;
46. 2,5-dichloro-N-(5-cyclopropyl-1H-pyrazol-3-yl)-3-thiophenecarboxamide;
47. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(propylsulfanyl)nicotinamide;

48. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2,2,5,7-tetramethyl-1-oxo-4-indanecarboxamide;
49. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-pyridinecarboxamide;

50. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-adamantancarboxamide;

51. N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-methylbenzamide;

52. N-(5-cyclopropyl-1H-pyrazol-3-y1)-2,3,4,5 ,6-pentaﬂuorobenzamide;

53. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-phenylacetamide;

54. N-(5-cyclopropyl-1H-pyrazol-3-yl)-cyclopentancarboxamide;
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62. N-(5-cyclopropyl -1 H pyrazol -3-yl)-2,4-di chl orobenzam de; 63.

N- (5-cycl AR¥iso! H pyrazol - 3 yI ) - 2, 6-di chl orobenzam de;

N ( 5- cyclglg ogy* -1 H pyrazol - 3-yl ) - 2- met hoxybenzam de; 651’94‘111300/06699
N- (5-cycl opropyl -1 H pyrazol - I ) - 2- net hyl benzam de; 66.

N- (5-cycl opropyl -1 H pyrazol - 3 yI ) - 3-f llmor obenzam de; 67.

N- (5- cy&d. Mfﬁmcﬂeﬁrbh)ﬂwfﬁpsmazﬁ-l‘i’@’ﬂmﬁi&yf}m@ﬁdé;de; 68.

N (5-cy ropyl -1 H pyrazol - dl nmet hoxybhenzam de; 69.
N- ( 5- cy‘ggﬁg opiplenrepyliitpyiazal {,,,1}355 mmﬁf’de 70.

N- ( 5- o
N-gS gcl g%?lg)g%N*ﬁgM g{éH g#’ﬂﬁ hlgenzam' de; 72. Methyl
4-1(5- Q&W@mydprbﬁymﬂ—pmkols}-ﬂg )Séi%ﬂ@bleéarbéé&bﬂ&é}noat e; 73.

.D—

N- (5-cycl opropyl -1 H pyrazol cycl opro anecar boxam de; 74.

N- ( 5- ¢y édrdighipra-N- w&b@fm d rabgnazamide. | -
N (5- ' 76. N-(5-

oy 2000 RS B oo by T EE R ez oﬁ:}%zé-&‘%ﬁ%%m aftide; yclopﬁopily?'ap”’py
pyr azol613Ny(s)cydidprd H;{ypm pﬁﬁf@rsb?;ﬂ@mhﬂﬁobenz&mde

N- (5-cycl opropyl -1 Hpyrazol 3, 4-di f| uor obenzam de; 79.
N- ( 5- cyo2l msmylmwwmmbzﬂsyyl 3-dichlofdbenzantide;zani de; 80.

N (5- cyor BeoRslorma i HEbteot A 2 Sehanpammmte: 5.
N (5 ool a0 2 e e 51,

N- ( 5- c>66[Nﬂﬁmloptd;bywI-hpphz&éyjl)-%ne{thylbéﬂzamiwet hoxy) benzam’ de; 85.
3-chl org- N(5-cycl opropyl - | H p razol | ) - 1- benzot hi ophene- 2- car boxam de;
suBsTI POTH-@reyeippramyl-EHopyr OVD :’Lﬂ‘@ﬁﬂm dexy 06699 12

- chi éﬁz%@ﬁ?&?%ﬂgﬁ%ﬁ%&b%m oAl phencear boxam de: 88,
N- ( 3- cy8l NF(Sdelopfdﬁyﬂmﬂaﬁﬁhz@yjl)-&Gahﬁm}ﬁﬁyb&dec, : :
gl(-)(?l gyﬁgl)ﬁ&r T%g%gbmﬁrazol o %%Tbg‘%l}%nzam de; 91.
\- (3- cyp ﬁftg%xiopwsymiﬁﬁﬂ&oi?.zYﬁ).a.huBmﬁza%a@,hene 2- car boxar de;

71. N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-trifluoromethylbenzamide;

72. Methyl 4-[(5-cyclopropyl-1H-pyrazol-3-yl)amino}-4-oxobutanoate;

73. N-(5-cyclopropyl-1H-pyrazol-3-yl)-cyclopropanecarboxamide;

74. N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-cyanobenzamide;

75. N-(S-cyclopropyl—lH—py‘raéol-3-y1)—2-napthamide;

76. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-thiophenecarboxamide;

77. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-quinoxalinecarboxamide;

78. N-(5-cyclopropyl-1H-pyrazol-3-yl)-3,4-difluorobenzamide;

79. N-(5-cyclopropyl-1H-pyrazol-3-yl)-3,5-difluorobenzamide;

80. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2,5-dimethoxyphenyl)acetamide;

81. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-ethoxybenzamide; '

82. N-(5-cyclopropyl-1H-pyrazol-3-yl)-3,4-dimethoxybenzamide;

83. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-phenylbutanamide;

84. N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(triflucromethoxy)benzamide;

85. 3-chloro-N-(5-cyclopropyl-1H-pyrazol-3-yl)-1-benzothiophene-2-carboxamide;
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92. N-(3-cyclopropyl-IH pyrazol-5-yl)[1, |'-Dbiphenyl]-4-carboxam de; 93.
N- ( 3- cycinapopiayse | H pyrazol - 5-yl) - 3- phenyl propanam de; 94pcivesdnyiec99

4-{[ (3-cycl opropyl -| H pyrazol -5-yl )am no] carbonyl }benzoate; 95.4-

([ (3-cycl opropyl -1 H pyrazol -5-yl )am no] car bonyl } benzoi ¢ aci d; 96.
N-(3-cycl opropyl -1 Hpyrazol -5-yl ) - 3- btonobenzan de; 97

N-( 3- c§6|b%dpiymhanwb%bﬁ-cwlqmm—m-nmml&mgem& 98.

N (3. oNCr BB BB erb R RER 1 Byt SRR BB APty
N (3- cggInqg%mbp{dﬂypyﬂ%gmsy)@ac&mhmefI uor onet hyl benzam de;  101.
4- but oxy- N-( 3-cycl opr opyl - H'pyrazol -5 -yl )benzam de; 102.

N- ( 3- c$BI IﬁfiB@gy]optdﬂyb&HmMSWI)bemdctol e- 2- car boxam de; 103.

A
Iltll-(gsc%ﬁgpr ogpﬁy’bf p?/ir([rf:l@{‘%J )})l% %ﬁl@ﬁ%ﬁ %#Eu’%agﬁg?l ) - 1H pyrrol e- 2-

car box 82 N&3-c¥Clopropyl-1H-pyrazol-5-yI)[1,1'-biphenyl]-4-carboxamide;
N-(5-c§cl opropyl - H-P)(razol 3- yI} 4- (cycl opropyl carbonyl ) -1H pyrrol e- 2-

car box 2 Nd3-cyplepropyl-1H-pyrazol-5-yl)-3-phenylpropanamide;
gl'm( ge%ﬁ'xg(gﬁ&i’x'{[é%ﬁwp?wl 1P Yyrhadt s Fy G [ RY B Boodee H PYT T Of €- 2- car box

I\F(5 09§|41Q[(94l:%lobfdpl9¥llﬁzﬂraz%‘l SlyhatrifecifBbivl) Bengiekid; 1H pyrrol e- 2- car boxam
4 (1 b@ﬁsz(BlTC&nlOEF%Pb’béHﬂl)ﬁﬁﬂO)l-5NdI 8-begmokepeapide; | H- pyr azol - 3-yl ) - 1H-pyrrol e-

N (5 oo SR susioprm b P AL A P akige

4- br omog \N{(3-c5¥B nmtpf&&onlsrﬂ)zgibr&nwaﬁﬁﬁmm de; 112.
4- br ono- N- (5- Cycl oHexyl H pyrazol -3 -yl )benzami de; SUBSTI TUTE SHEET

(RULE QB)N\wosﬁlbmleHW%ﬂ)Smth@@bmde _
- br om0 (ST IBHPRT APy 03 S emesy BTG N (5- cycl opr opy! -
RIYE gzgl}g o%lr‘%b g%ﬁﬁé?’&b?ﬂ%‘ﬁ)g@z(oé%ﬁé bﬁ?f”éréiﬁ?ow ) S 1H pyrrol e-2-car boxam
ide; 107. N—(Zﬁeyayqiropylekﬂbbyﬁzﬂ—ﬁybd}bindﬁlw -rarbox&nides hyl but anoyl ) -1
Hpyrr ?l()e Zl\??r-a?c gprpopyl -1H-pyrazol-5-y1)-2-[5-(2,6-difluorobenzyl)-2-
methoxyphenyl]acetamide;
104. N'-(3-cyclopropyl-1H-pyrazol-5-yl)therephthalamide.
105. N-(5-cyclopropyl-1H-pyrazol-3-y1)-4-(3,3-dimethylbutanoyl)-1H-pyrrole-2-
catboxamide;
106. N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(cyclopropylcarbonyl)-1H-pyrrole-2-
carboxamide;
107.  N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(2-thienylcarbonyl)-1H-pyrrole-2-carboxamide;
108. N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(2-methylbenzoyl)-1H-pyrrole-2-carboxamide;
109.  4-(1-benzothien-2-ylcarbonyl)-N-(5-cyclopropyl-1H-pyrazol-3-yl)-1H-pyrrole-2-
carboxamide;
110.  2-[(4-acetylamino)phenyl]-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;
111.  4-bromo-N-(5-cyclopentyl-1H-pyrazol-3-yl)benzamide;
112.  4-bromo-N-(5-cycloHexyl-1H-pyrazol-3-y)benzamide;
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118.

N- (5- cyclWero?R¥ise! H pyrazol - 3-yl ) -4-(3-fl uorobenzoyl)-1H 9¥‘i‘ﬁ)‘§b(906%9far boxam
i de; 119.

N- (5-cycl opropyl -1 H pyrazol - 3-yl )-4-(2-fl uorobenzoyl ) -1 H pyrrol e-2-car boxam
ide; . 120. 4-(cycl opentyl carbonyl)-M(5-cyclopropyl-1 H pyrazol-3-yl)-1

H pyrrolig: 2 Né{ﬁi@ébanzﬂeyclopt&iyl)-lH-pyrazol- -yl}4-bromobenzamide;

N ( 5- cycl opro yI -1 H razol ) - 4- pent anoyl -1 H pyrrol e- 2 car boxam de;
122. o-N- yclobutyl-l -pyrazol- -yl)benzamide;

4 (3 chggro%qggym)p,%pmﬁwf 98¥).2 4 R ekl | P70l e-2- car boam
N ( 5 cynleopmchyélbbmspszlpyﬁazm-zw&mﬁﬁmﬁm&wl)dmtbmwlc&b%x&ﬁfd@ox am de

(5- cyclldﬂr o pYH(S+crrelppropy b L Hpyyazpl-3-yi4-(3-methyliptianeyl)y BE-pysrole-2t ¢arbopanuitie;- 2-
car boxgﬂgd I%i?-ﬁgg}gpﬁ%ﬁ&”l%ﬁngh %CL&OEI gx\é{)enzoyﬁlﬁl{)%& -2-c¥b(2xam1de

H pyrr

N-(5 o opr 1 _ ar boxam
N OBl LA BRI bR o
128. 120. 4-(cyclopentylcarbonyl)-N-(5-cyclopropyl-1H-pyrazol-3-yl)-1H-pyrrole-2-

N- (5-cycl o&i)o yl.-1 H pyrazol -3-yl)-2-[4-(1-pyrrolidinyl)phenyl]acetam de;
129. (29)¢ ?’gmew opr opyl - | H pyr azol - 3 yl )= 2-(2- naphtyl ) pr opanani de; 130.

o oL APRY e ibRY ARl 4 Bed eI BN obbdmidd Pheny! ] - &

H- pyr azap- 3-@l@)clﬂ.oxbﬁeﬁzbyam-l(@-ay&lopmbyl-H{-Hymﬁlafi-gl)a-fﬁpyﬂelbmmlmﬂmm&32
N ( 3- {[% cl opr opyI yr azol - 3-yl 2p m no] car bonyl } - 2-t hi enyl ) - 2-
t hi ophdRdca 6§(§yﬁ g@ropxg -pyrazol 3-yl)-4-(phenylacetyl)-1H-pyrrole-2-carboxamide;

N- ( 5- I b d
T S S P el DA R e R U B RBIRRE T 0 T
m(55c3écl:logurmro hnl dé pyrazol -3-yl)-2-[4-(3-thienyl )phenyl]acet am de; 136.

pyr azoll 3- &4;%@1\1—(& usiopapyi-LFhpyppesty Y04 omprsle amtpgomides

N bR LBttt 8 R AR RN, 1o
:\;( g cgg*ggg%y%rghhgﬂwﬁ)zm(s%ymobméymmmm yi)-dcétandiigny! net hyl ) - 1H pyrr 0
N- ( 5- cyasop%b@rcyqlwrppylaﬂﬁmmy}?)—ynQwﬁrﬂypw@lténwﬂx)yherwl]amtamd&e 140.
N-12- 1 (350 (hEPRABYyetoprdp¥i- 1A yraol 3h - hagtfRehihamidgnzam de;
130. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4'-(hydroxymethyD)[1,1'-biphenyl]-4-
yl)acetamide;
131.  3-tert-butyl-N-(5-cyclopropyl-1H-pyrazol-3-yl)-1-(2-thienylcarbonyl)-1H-pyrazole-5-
carboxamide;
132. N-(3-{[(3-cyclopropyl-1H-pyrazol-3-yl)amino}carbonyl}-2-thienyl)-2-
thiophenecarboxamide;
133. N-(5-cyclopropyl-1H-pyrazol-3-yl)-5-(methylsulfonyl)-2-thiophenecarboxamide;
134. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-oxo-4-phenyl-3-butenamide;
135. N-5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(3-thienyl)phenyl]acetamide;
136. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4'-fluoro[ 1,1'-biphenyl]-4-yl)acetamide;
137. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2,4-dimethyl-5-phenyl-1H-pyrrole-3-

carboxamide;
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141. N-(5-cycl opropyl -1 H pyrazol -3-yl)-2-(2-naphtyl)acetam de; 142.

5- chl or owhd éip12189ycl opropyl -1 H pyrazol - 3-yl ) - 2-t hi ophenecechuscoassde; 143.
4' - {2-[(5 -cyclopropyl-1 H pyrazol-3 -yl)am no] -2-oxethyl } [I.

1' - bi phenyl]-4- carboxylic acid; 144.

4' - 2-[(5-cycl opropyl -1 H- razol I nol - 2- oxet hyl bi phenyl ] - 4-
car ongg& ¥I %cl§p¥opyl II-Pyyrazol 3-y1)-y2} dlmeth)]rl-l (Z-ﬂl?eny mt}atgayl') lH-p}Fr)rrole}é—]

N (5-cycl opro IH-pyrazoI 3-yl)-2-(4 -forrryl[l,l - bi phenyl ] -4-yl)acetam d
e; 146. R Gbial

N(S cxgbopmwtydléﬁrewmmpy&zm—y@ X-ﬁe&&(—dipﬁeﬁﬁy! aitiedidetet hyl ) [ 1, 1' - bi phen

yl]-4- yl } acetam de; N-(4
{2 [ (5149<l Na{WFGYICWZI&I-PWIMWPO]ELOMEthWbWW )acet ami de; 148.
2-[4-amqi no hen ] 5-c | 5 razol - 3-yl)acetam de; 149.
2-[4" - Tﬁpn NMF&H%W? ]fypgfaﬁﬂ%%yﬁ%&%aﬂ’l‘ng ¢l opropyl - | H pyrazol -3
- yl)a am - g w24
N ( 5- c?g?oprs g‘gklf ra%%;?ICIO%EOP?’S] gvis pyrazol P YP( neﬂ%l %heg%afl%(?xﬁaﬁl?%l 101, 1" -bi phenyl
]- 4 ylig3ac af-qm[(iecyc]@topyl-lH-pyrazol 3—y1)ammo] 2-oxethyl}[1.1'-biphenyl]-4-
N- (5-cycl opropyl -1 H-pyrazol 3-yl)-2-1[4"-(1-pyrrolidinylnethyl)[ 1, 1'-bi pheny
1]-4- yl]eaekaxybeaed; 152
N (5- C)i%opr4

O R BEA e pYiabo1%s- arnind BloREEH X BTy bt 1 - D pheny!

]-4- ylTaceta
N- ( 5- cyclm@@mldél-l-pyrazol 3-yl)-2-[4"-(4-norpholinylmethyl)[1,1"-biphenyl
-4- yl]acet am de;

}\l- (5- cgéﬁoprl\bbfypyqlwrppyla%w@zyl-}yb 2-(4'-formyl [t 'thiphenyPr4sDacetamidg; et hyl ][ 1,

N (5 coaboy NS RE R BR Y el 20 2 (4" (dimetylamipg methyDL Li-biphegyllde 1
-yl ] acetﬂ%&emmayBSTl TUTE SHEET (RULE 26) WO 01/ 12189 PCT/ USQOO 06699 15

156. N-(5-cycl opropyl - 1H pyrazol - 3-yl ) - 2- (4 { [ (di net hyl am no) car bonyl ]
am no J4pheRdyithinoSN-4fri{dd(s- g_ﬁ:‘kopropyl—lH—pyrazol— -yl)amino]-2-

:\I;jéS _cgglso erf‘%ﬁ%mteﬁ%%f?é‘% I )p%la?mylz] {4-[ (met hyl sul f onyl ) am no] phenyl } acet am
N- (5- cY1aR 0P ORYVArinbmRHy BRI -NL (58S elopIpY R 1 H-pyrazol-3-yl)acetamide;
149. 2-[4-(aminomethyl)[1,1'-biphenyl]-4-yl]-N-(5-cyclopropyl-1H-pyrazol-3-
yl)acetamide;
150. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-{4'-[(methylamino)methyl][1,1-biphenyl]-4-
yl}acetamide;
151. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4'-(1-pyrrolidinylmethy1){1,1"-biphenyl]-4-
ylJacetamide;
152. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4'-(1-piperidinylmethyl)[1,1'-biphenyl]-4-
yl]acetamide;
153. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4'-(4-morpholinylmethyl)[1,1'-biphenyl]-4-
yljacetamide;
154. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-{4'-[(4-methyl-1-piperazinyl)methyl][1,1'-
biphenyl]-4-yl}acetamide;
155. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4'-(1H-imidazol-2-y1)[1,1'-biphenyl]-4-

yl]acetamidé;
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159. 2- {4-[(acetyl am no)net hyl ] phenyl }-N- (5-cycl opropyl - |

H pyrazoly, getam de; 160.
2-[4-(am ngsoxu)l %onyl ) phenyl ] - N- (5-cycl opropyl -1 H pyrazol -59% Qa%(gtﬁgm de

161.

N- (5-cycl opropyl -1 H pyrazo] - 3-yl ) -2-[ 45(2- oxo-| -pyrrolidinyl)phenyl ] acet am-
de; 1656. N-N-¢5-@y€clopiop9PyH-p ¥832p2(4- yl ) - 4- (2- met hoxyphenoxy) benzanmi de;
163. 4-(4-ch] orophenoxy)-N-(3-cycl opropyl- | H pyrazol-5-yl)b enzam de;

164. 4- (4{ddimnteylpmme)sarboyyllaminoy phesyyDaespamide pyr azol - 5-yl)-3 -

i | . éblﬁsb (% ?fcx%lgﬁmhwjpefﬁa&ﬁ%ﬂﬁ RSy B fomppmpolphenyl acctamide;

N- % c3z/1(csl oprzé%yfﬁmﬁl- pyr le)%h - gg-N-(s-cyd?lme)G(-)lr%g ngliyylggcrgagrnndd’e 167.

N- ( 3- c\iéPopr2e W[(abwmml)meﬂﬁ'llphmﬂ}*l‘“@I‘WEIOPT?I*YM&Wmﬁwﬂaﬁéﬁmlﬂﬁ@8

4-(4- 169.

% (3. oyePopreibiarnesealmes e xeionban b B VeRE e, 170

N (3. IRy 171, 2-

O o TRl el f st £ 2 (

N- (3- C)MIZoprM{)}IcydlbpxppyhthyEazyl-j—yD-l{ -2-miecthoryphEnexy)beeramideyi de 173.

N- ( 3- | | -1 H- | - 5- - diiod th h b i de;
172 cyl%3opr o&y hlorop ynro?cii)o-N-(%-cyc?opropyl-III-II-;?yrgzol 5-)ﬁ)bnc§zan? (yiy.p enoxy) benzam de

N- ( 3- Jia.3- but d
175 NIBAC oo GRS P G-of oty 1R ST s bR ey ) 5.
but enamﬁd.e 41[8@5-bi}i(tﬁﬂuﬁmmeﬁgﬂ)phyﬂoxﬂ-lN-G—cyclopropyl-lH-pyrazol- -yl)benzamide;
pyrazol - Ia)[Tﬁz (2- phenyl cycl opr opéﬁ{’acet am de;

2-[2- (16 §~b aYSRrop ¥l 1H-pytazolydny briy(4-fineroph %lyéy)bm@gwa,mwrazm 5-

P15 (1% ben?lé?m%rrm prEeg D BeRIRBER SRR TR cycl opropy! - 1 H py

razol - 188y 4a@ noxly) gN~(3-cyclopropyl-1H-pyratzol 5- l)benzamlde
N-(3-cycl opropgll -I pyrazol - 2-(2,2-difluoro- phenyl cycl opropyl )acet a
m de:; 1680. N-(3-cyclopropyl- 1H—pyrazol- -yl)-4—(4—hydroxyphenoxy)benzaml e;

N (3 Cooh OPRORY bbb Ay it 4554 Bt R ph bbbk X220l 1) acet ani

(3- cycllowom 1; ﬂ'—HrEd}ﬁéﬁ 1NY3-Lydl ;i{%nem dnan§i@%azol yl ) acet am de
; SUBSTI TUTE SHEET %QEY 26)1 I\/Y T 01/ %2189 PC?‘? 00/ 06699 16 182

2-[3- (172 b%éﬁ)dymbpﬂ-w PyFHzolel- MD’r?r @-pheosxypbeyyl)acstamidesy cl opr opy! -

H pyra

D 9y NGB -yl ) . S S mpthoxphopoeyberpamids - 1

H-pyrazgj - 5N—(3-cyclopropy1-1H-pyrazol—S-yl)-4-[3-(hydroxymethyl)phenyl]—3-butenamide;-

175. N-(3-cyclopropyl-1H-pyrazol-5-yl)-4-{3-[(methylamino)methyl]phenyl}-3-
butenamide;

176. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(2-phenylcyclopropyl)acetamide;

177.  2-[2-(1,3-benzodioxol-5-yl)cyclopropyl]-N-(3-cyclopropyl-1H-pyrazol-5-
yl)acetamide;

178. 2-[3-(1,3-benzodioxol-5-y1)-2,2-difluorocyclopropyl]-N-(3-cyclopropyl-1H-pyrazol-
5-yl)acetamide;

179. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(2,2-difluoro-3-phenylcyclopropyl)acetamide;

180. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(5-methyl-4-phenyl-3-isoxazolyl)acetamide;

181. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(5-methyl-3-phenyl-4-isoxazolyl)acetamide;
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yl )acet am de; 184.

N (5- cycmoponase | H pyrazol - 3-yl ) - 2- ( 3- phenyl - 2- oxi r anyl ) RCBUSON/@699 185.

N- (3-cycl opropyl -1 Hpyrazol -5-yl)-2-[2-(4-fl uorophenyl ) cycl opropyl ] acetam d
e; 186. N-(3-cyclopropyl-IH pyrazol - ? yl)-2-[2,2-difluoro-3-(3-

I uoropheny ycI ropy| | ace am de;

N- (3-cy ﬁﬂwalafel $3] )A-methyl-4 -lﬁﬁa@z@yg W%vmleprlowli Héayrazoliby acet am
i de; 188y%£: {a%mg@cet yl am no) phenyl ] - N- (3-cycl opr opyl -

H pyrazol acét am de; 189.

N-(4-{28B( 3-2C[>4¢dlg3:b@ﬁhﬂmkbt-5xyl)a&-ﬁieﬂﬁ~l Blisanaiz6191]-N-(39€lbpropy PIEDYrazo L 5-
pyrrolidi necar boxam de;

N- (4-{2- [Ylﬁacégamld?)ropyl -I H- pyrazol - 5-yl ) ani no] - 2- oxoet hyl } pheny! ) - 1-

R (o ( 250 s ROEFATbirBoyE mymeal oD (phem B o mm e RS neny | ) - 4-
nor pholllggec Nm prepyll - p 6145in i—§23(41ﬂﬁéxﬁﬁﬁ&@11)bydlbbropyl]acetam1de

pyrazol -5-yl)am no] 2- oxoet henyl ) - 4- net -I'-" pi perazi necar boxam de;

193. N-1(8|5r CN{I}F}’@WDPYHI@WMQ -531)yd-j2, @d(fhwp?ﬁd ]r(ar nyl )acgt ami de; 194.
N- ( 3- - 2-(3- 195.
N§3 §§§|§€9rsﬁ%qnybpw‘§§rr§§ acet%rrgl ©2- §4 Bw d: Egl §Z§§§ Zm d: 196.
N-(3- Cyl%b‘)prl*ggy !cyéllﬁéﬁé?lalzﬁ :p 1 % yg i-gz-ai&-ﬁ gpﬁlﬁ%)l‘}?-lrfddf-g('}’l

N-(3-cycl op azo 5-di'oxo-4-1m dazo cef am de;

198. N-1@88- c;ﬁ;ﬁmbetpwmhﬁphm}a]zm(aawlbpm@y( PHqywaZoH5fil)aoetemide:; yI ) acet am de;
199.

N- ( 5 cy‘@PoprNrﬁ@'l{z'l[ﬁ- exeleprepyldH pyragel ryDaming]-2-oxecthyllpheni)-1- 4- yI ) acet ani de

N—(5 cyclB’é’r’°I‘d‘ﬁ‘e°f‘ﬁ°x§‘/‘P§z‘°’bl 3-yl)-2-(4' -propyl [1,1' - bi phenyl ] - 4-yl ) acet ani d
262 201190N- ({42 [ BPreyaopropyi IH-psragd!- B3y Yamind}-2 Hrobthy}phemyd)-}] ) acet am de;
N- ( 5- cycl Dipevdipecarbexgmidgiol - 3-yl ) - 2- (9- met hyl - 9H-f | uor en- 2-yl ) acet ani de:

203. .

N- (5- c;)(? I op9‘6'641{21[Q‘W#%PZBW‘31-‘§7P¥’-a§9‘(52y‘|).‘§¥8¥‘8l'§a%"BS‘FHBPB‘?‘&']%'r an- 3-yl )acet am
i de; 204morpholinecarboxamide; _ _
N- (5- cycl opropyl - 1 H pyrazol - 3-yl ) - 2- (4' - hydr oxy[ 1, 1' - bi phenyl ] - 4-yl ) acet ami
de; 20%92.2 N—44-—{2-)[€i!ﬁ{:yclopropyl IH-pyrazol- -yl)amino]-2-oxoethyl} phenyl)-4-methyl-1-

1,1 -bi phen ! 49@% éS cycl opropyl -1 H pyrazol - 3-yl ) acet am de; SUBSTI TUTE

SHEET (RUE’E $89° PCT/ USOQ 06699 17 206. 2-(4'-brono[

1, 1" - bipaen3-gydtbpro Kﬁirp‘&ﬁdzepsgrgvi Apyhidinyifatlamiqe] ) acet am de; 207
N-(5 cycI opro%yléyl I-ér gkr,azol 3-yl)-2- S1 piFl;riopjc;)xy[l 1" -'bi phenyl ] -4-yl)acet am
de; 194. N-(3-cyclopropyl-1H-pyrazol-5 -yl)-2 (3-pyridinyl)acetamide;

195. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(4-pyridinyl)acetamide;

196. N-(3-cyclopropyl-1 H—pyrazol—S -y1)-5-(3-nitrophenyl)-2-furamide;

197. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(2,5-dioxo-4-imidazolidinyl)acetamide;
198. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(9-oxo-9H-fluoren-2-yl)acetamide;

199. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4'-ethyl[1,1'-biphenyl]-4-yl)acetamide;
200. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4'-propyl[1,1'-biphenyl]-4-yl)acetamide;
201. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(9H-fluoren-2-yl)acetamide;

202. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(9-methyl-9H-fluoren-2-yl)acetamide;
203. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-hydroxydibenzo[b,d]furan-3-yl)acetamide;
204. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4"-hydroxy[1,1'-biphenyl]-4-yl)acetamide;
205. 2-(4-cyano[l,1'-biphenyl]-4-yl)-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;
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208.

N-(5-cyclQB'o?R¥iss! H pyrazol -3-yl)-2-(4"-butoxy[l, 1" -bi phep&JD]USgo/é(ﬁlﬁggacet am d
e; 209.

N:(5 cycl opropyl -1 H pyrazol - 3-yl)-2-(4'-pentoxy[ 1, 1' - bi phenyl ]-4-yl)acet am
de; 210. 4'-{2-((5-cyclopropyl-1 H pyrazol -3-y1)am no] - 2- oxoet hyl }

1,1 - 2gshe o1, b -43A1LN-B-=dyél 11 420]-3-yl d
[1 1' - bi ygﬁﬂ;n% ]K44 it gﬂlg??ﬂ A ?Moﬁf@% a%wsogl )ya%:ag?tﬁldeé 212.

N (5. C eprlsﬁwyclppwvﬁdmpwf V244 maopcay sl ighenyti-4-yiaswemyd - 4 yi ) ace

t d )

N (5 P opr S5V FIOPTpY SRRyl S04 ey Aoy AR A 1 ) acet ai

de;  2bpg 2-N35 'c?él@ yl-lH-pyrazol- -yD)-2- (4'-pent0xy[1 1'-b13phen 1]-4-yl)acetamide;

1, 1' - bi phenyl ] - (5-cycl opropyl -1 H pyrazol acetam de; ~215.

2-(3 a?thno[4’-]{2{(5-byqimngyl}meyta;oN-meum]-amxogny}ﬂ 1'-biphenyl]- 4-yl

??Zra;?nl 7 %/!I’)lacg}t Skrreﬁsl;] ilgi) N- (5-cycl opropyl -1 H pyrazol - 3-yl ) acet am de

; 217 R - A v - =

N ( 5- cyzclllopr og' terf i {/[r1 ézmp hgnylj’-4 y2> N3(5 5 °1°%’°$y121}rllé’ﬁ’ﬁatzﬁ§/?)ya?c?"éett%'?r%dﬁe 218.

N-(5- CxﬂiaoprMﬂcyﬂbbmwhtmpy&zwl 3-}'2)-1 &' #-dichipch] b1 bipherayld-y))agetarnidem de;

e R e S e T T e DL T

221. N- ly -1k I t de;

222 NYE: ﬁ;%{%%%%% 1 BB AL T slevio E*%PR"%“I%?*%*)LS‘?@I%{P%?%%?t zm dS;

223. 3-HSi n@- (9‘—éﬁmm[l:|1 Oﬁphﬁ)yll} 4-y1)- N—(5-cyclo?ropyl-lH-pyrazol-3—yl)acetam1de

H-pyrazol 3- ‘2: 2- fur | met hyl ) sul f on - thiophenecarboxam de; 224. 3
-am no4 (}4( th&bﬂebl? 9r§dﬂ-4ﬂl);h11(5w<(lgpreprlr&bpw;ol—1 yDagsjaraide] - 3-y| ) - 2-

t hi oph d

pyr 250?12" e Te TP S90S e AR bgdstamidss o

3-chl orzqu (rsﬁ(s-ﬁyélgﬁbpwiﬁ-ﬂyb&aus%oz (ﬁs-uih»dfbxgrrmﬁéwmwawamidb 2-

t hi ophenecar boxanj

3- ani @R ( 2-Gyamingrbpaphthyl- PySzexelopepyl-] Hpyrazobirdlagetamideony | ) - 2-

tHh:m? Phop arl‘? CX"I%S"PB%\/ﬁ? é’é’f%ﬂ%‘lyﬁ 2x6- E’ﬁ%&hgﬁ%&o@ﬁﬂ?ﬁfgﬁ‘ﬂg"" SUBSTI TUTE
?S, HE E;ro ?(?ykl-E(% Q-ygﬁ%%ogsm?ﬁg{ 3@9% @gﬁﬁﬁoxylﬁ(n ?‘??B’r’%%ﬁ%ﬁ onyI ) - 2-
t hi oph@3@cambéayslopropyl-1H-pyrazol-3-yl)-2-(6-hydroxy-1-naphthyl)acetamide;
223.  3-amino-N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-[(2-furylmethyl)sulfonyl}-2-
thiophenecarboxamide;
224.  3-amino-4-[(4-chlorophenyl)sulfonyl]-N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-
thiophenecarboxamide;
225.  3-amino-N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(phenylsulfonyl)-2-
thiophenecarboxamide;
226.  3-chloro-N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(methylsulfonyl)-2-
thiophenecarboxamide;
227.  3-amino-N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(isopropylsutfonyl)-2-
thiophenecarboxamide;
228. 3-amino-N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(propylisulfonyi)-2-

thiophenecarboxamide;
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230.

N (5- cycmapomrzgse | H pyrazol - 3-yl ) -4- (i sopropyl sul fonyl ) - 2ZPCTYUSESH®C ar boxam
i de; 231. 4-

{2-[(5-cycl opropyl -| H pyrazol - 3-yl ) am no] 2 oxoet hyl }benzam de; 232.
4'-{2-[235 cycloprop | -1 Hpyrazol.- 3y|ij - oxqet N-[2-(1-

pyrrol 2dPnyl )‘QIIW?TI]I‘[@ CIGIDBIOBMI@H;ITI]YI@O amby H@PYIS‘Q )'2‘

4' -{2- [(5 - pyrazol - yI)amno] 20xoethy|} -N[2-(1
pyrrolidi ny‘II)?‘pr OBRI%II‘I["TI - bi phenyl ] - 4- car boxam de; 234.

4' - {2- pBB: CMQB*&Wbp}I’l gymel 3-31)y4-heoprqsg]1s\£foaygat-mw;ﬂmﬁéc[aamémxde,
pi peridi nyl) et | phenyl ]3 4- car boxam de;

{2-](52%c| dp{%\tlﬁmy&lomw}-é yrazol3yd)antng)-2oxeetky lh‘;ﬁn}mmrdcf 2-(1-

| 14
AR R R e S R D R e S A

hol R ] d 237 4' -
{2-[(5- 'CSCI%pI‘{%Iy‘Ie“‘f‘IEE o oxoet hyl ] N[ 2- (4-
nor phol238y | )4{21b(5- c}ycgopmpyl-lmi-pmngla-mammpbamnetm} -48-(14" -

2-[(5- I - - 2- thyl) -N-[2-(4-methyl-1-
b pEIazfﬁﬁy@&Iq‘i&ﬁapr?pﬁItﬁI‘ﬁﬁﬁ@ﬁ R

2-[ (5- I 3zl 3: (1N [ 2- (4- net hyl - |
o pera ny e et A e‘%IyI PR BAsa Pt L = (et iy

N (3-cycl p}penﬂmy})éthyw;la-bipheﬁyly-l4)eaﬂb((x3nﬂde;l| met hyl benzoyl ) - 1H pyrrol e- 2-
car boxam de;

N ( 3- cﬂ@ﬁopr‘bﬂ?ﬂﬁl eyclgprepydt 1 Espyayel3-yhaminglr2 oxestyl V=124 pyr r ol e- 2- car boxam

H pyr  of ePPESBYEPRCP o NP Ranad ) 0 115yl opt oyl -1

H pyr azgls: 5-411{2- cpropH IR p gl glyamiRio]-2 Héethyl} -N-[2-(4-
4- (cycl ohexyl carI%Sw -cgc | opropyl -1 H pyrazol-5-yl)-1 H pyrrole-2
car boxamni owrphodingle 'IIEIIIIHyII -biphenyl]-4-carboxamide;

5-(5- I | - | - | -3-yl)-5-
oxI)peIrIzéI ogI/‘g {23{3508% ofégq)@Iﬁ'ﬂlp%za'%@%ﬁnggéw%gﬁg%ﬁggIC_IIIIP%I r §| ) - 1yHI pyrrol
a- 2- ¢ _ar bgwasHoliayl)propAfil| iMigheyiFalcatiddafaidt) WO 01/ 12189 PCT/ USOQ 06699
19 247.
N-( 3- c>a3|80pr4§;{9+[(5-e¥qhwramd+1H&pyﬂa;:0143-y12amm]-ﬂmxnethyljewi[a;wamqhylpvr rol e-2-
car boxam de

plperazmyl)ethyl][l 1'-biphenyl]-4-carboxamide;

239. 4'-{2-[(5-cyclopropyl-1H-pyrazol-3-yl)amino]-2-oxoethyl}-N-[2-(4-methyl-1-

piperazinyl)propyl][1,1'-biphenyl]-4-carboxamide;
- 240. N-(3-cyclopropyl-1H-pyrazol-5-yl)-4-(3,4-dimethylbenzoyl)- 1H-pyrrole-2-

carboxamide;

241. N-(3-cyclopropyl-1H-pyrazol-5-yl)-4-(4-fluorobenzoyl)- 1H-pyrrole-2-carboxamide;

242. N-(3-cyclopropyl-1H-pyrazol-5-yl)-4-(4-methylbenzoy!)-1H-pyrrole-2-carboxamide;

243.  4-(4-chlorobenzoyl)-N-(3-cyclopropyl-1H-pyrazol-5-yl)-1H-pyrrole-2-carboxamide;

244. 4-(cyclohexylcarbonyl)-N-(3-cyclopropyl-1H-pyrazol-5-y1)-1H-pyrrole-2-
carboxamide;

245. methyl 5-(5-{[(3-cyclopropyl-1H-pyrazol-5-yl)amino]carbonyl}-1H-pyrrol-3-yl)-5-
oxopentanoate

246. 4-acetyl-N-(3-cyclopropyl-1H-pyrazol-5-yl)-1H-pyrrole-2-carboxamide;
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248. N-(3-cycl opropyl - 1H pyrazol -5-yl ) -1H pyrrol e- 2- car boxam de; 249.
N-(3- cycl g l)iEstH' pyrazol -5-yl)-1H pyrrol e- 2- car boxam deP%gRISOO/os 99
ar

N- (3-cycl opropyl -1 H pyrazol -5-yl)-1-net hyl -1 H pyrrol e-2-c¢ oxam 251.
4-bromo- N- (3 -cycl opropyl - | H-pyrazol 5 -yl)-1 Hpyrrol e-2-car boxanmi de;
252.

N- ( 3- cyztl70per(glcybldpﬂmyMHI-pﬁazpl-B-yl)-mz 6ydiméthoBybentdyl)-bHpyowle-2-1H- pyrr ol e- 2
- carboxam de; 253.
N-(3-cycl & ewmdm pyrazol - 5-yl ) 2- qui noxal i necar boxani de; 254.

(1R 2R) ( opr opanecar boxam de;
255. N @L Cf/lg‘:(! E/’fbwphtﬁr’gzo {/fﬂ;ﬁﬂgh eny %%opanecar boxam de;
256. 3-2f9l orgs- Sobivts-OHK aﬂoi Sly] Hgﬁyﬁi,w.z.iambimﬁrdbhl ophenecar boxam de;
257. 4-benzo I(-B\LISI-@(B t(gtgg/,cl ﬁm yH yrazol yl ) benzam de; 258.

(2S) - N-15£9 c>ld+(é-|@vdpptopb’1-ﬂ -SQJmee@ﬁﬂ&wmﬁﬁ-@rbmdvyl ) pr opanani de;
259. N- hol carhoxa 260. .
(29 - N oI R d e dmftel s I A A 3o e hoxy - -
pheny| prsopanqugs&9cloglp l-lH—pyrazol—S 1)- -methyl-4-(ﬁ-meth Ibenzoyl)-1H-pyrrole-2-
(2S)-N-(3- cyclopropyl H pyrazol - - oxy phenyl et anam de; 262.
2-[5- (benzgrbowx)lde, Hindol -3 -yl]- N-(5 cycl opropyl -

amd

K%rg Popr%& cyg PP’&WE&Hﬁ’%l-ﬁ@%ﬂ“ﬂ@%ﬂ@fﬁﬂ@’f?&iﬁﬁ| -1 Hi ndol - 3-yI )acei a

d
(28 NCE. o RERI NS <vsiopopys I pyrazpl S-y02 ghenylpyclopmopanceattoragides o - i e
;. 265.258k ( £N4|(3'-cyclppmpyl-lﬂmymzohli-cyl}BFhénMQc(oarcgmﬂea‘athmamm nyI ) acet am de;
266. N-(5- r r 3 r 1 .
H i ndol 3?ygﬁfggi@rﬁr{ﬁwclonmyla-iﬁtpﬂa%hgwm?Ié?%‘;ﬂry Oxy'yqxanmlﬁ shoxy- 2- met hyl -
Hi ndolys3 & t d 268.
N (5 v opr bR G EpRESE oyl BYbBERamiad ) 202 ST 6! “Dee.
N- (5- Cy5Bopr(@S)N-(5ktyielopaaiyl- -1BfMaéﬁ)-nxmm@nhﬁmﬁ)pwpﬂemdeﬂo
(2S)-2-am no- N (3 cycI ]gropyl -1 H pyrazol - 5-yl) phenyl et hanam de; 271.
xgg cﬁéEopr NQ_?LP%PWY H;}T%E}Tﬁ;?h&h%ﬁ@\gympanam dF) 27t2. y

CYROOPTGBYN: (LRI RRA-1 B rhiofslyly- S RitioRs- TR ipeswesieny | ) acet ami de;

273.
N- (5- cycl slingRirbpankimiide; azol - 3-yl ) - 2-[ 3, 5-bi s(trifl uoronet hyl ) pheny] | acet am

de; SUBSTI TUTE SHEET (RULE 26) WD 01/12189 PCTI USO0/ 06699 20 274.
N ( 5- c 8l op BBy N-(reyslppronyl-1H-gyrazop-5¢yi)-2 methexye2-phenylehanemide; acet ani de;

262. 2-[5-(benzyloxy)-1H-indol-3-y1]-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;

263. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(5-methoxy-2-methyl-1H-indol-3-yl)acetamide;

264. (2S)-N-(3-cyclopropyl-1H-pyrazol-5-yl)-2,5-dihydro-1H-pyrrole-2-carboxamide;

265. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2,5-difluorophenyl)acetamide;

266. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(5-hydroxy-1H-indole-3-yl)acetamide;

267. 2-[1-(4-chlorobenzoyl)-5-methoxy-2-methyl-1H-indol-3-y1] -N-(S-cycloproﬁyl-lH-
~ pyrazol-3-yDacetamide;

268. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3-methylphenyl)acetamide;

269. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3-hydroxyphenyl)acetamide;

270.  (2S)-2-amino-N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-phenylethanamide;

271. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4-nitrophenyl)propanamide;

272. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4-hydroxy-3-methoxyphenyl)acetamide;

273. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[3,5-bis(trifluoromethyl)pheny]lacetamide;
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275. N-(5-cycl opropyl -1 H pyrazol -3-yl)-2-hydroxy- 2- (4- hydr oxy- 3-

net hoxyphwoyh)iarset am de; 276. PCT/US00/06699

N- (5-cycl opropyl -1 H pyrazol -3-yl)-2-{4-[(2S) - 2-

am nopr opanoyl oxynet hyl | phenyl } acetam de; 277.

N- (5-cycl opropyl -1 H pyrazol - 3-yl ) - 2- (20br ononet hyl phenyl ) acet am de; 278.
N- ( 5- cy%?%prliﬁﬁ’rcybhpm&ilﬂ-pﬁa;dlﬁ-ﬂ) @42@1Msﬂuqnbmybmmiﬁe;c et ani de;

279. - N-(.3-C - Xy 2- phenyl et hanam de;
280. N- y@T@d‘%’B’ﬁ?F %m’gﬁj&x 337?15/)}2) )'9}/ 'f‘r@{rﬁffpm‘%ﬁyl )acet ami de; 281.

N ( 5- cycl%g hénﬁﬁa@é’téﬁi’dél'?’ yl)-2-[2- (forrryl am no) -1, 3-t hi azol -4-yl ] - 2-
(met hoxyi m no) “et hanam de; 282.

2- [ 5- ( c2iléor oHe(étoybk)pﬁ}pythlmhm%)ﬂ)-ay{dL[@S)@yl 1 Hpyrazol -3-yl)acet ani de;
283. N-(3-cycl opropy] -1 H pyr.azol -5-yl ) - 2-o0xo0-2-(2-thienyl)acetam de; 284.
N- ( 5- cycl GPHRAPFPRADAY. V@E&WHBh Yj}apetamidept hy| - | H- i ndol - 3- yl ) acet ani de;

286, N2 oy pc&g%’f Mb%ﬂ%l—%@?(@é@oé oy R RARTS Lo et o de:
287. N-I78. CYNl(Swyem)bfoﬂyH-lH}’;ﬁ}&iﬁl-33yl)42)(4-2ne(tﬁy1§ulﬁhcﬁﬁ'|lﬂfeﬁ w&rﬂxﬂxa&et ani de;
288. N-(5-cycl opropyl -1 H pyrazol - 3-yl )-2-(3-bronophen acet am de; 289.
2-cycl ofbkyi CR-MES mlgwppﬂylH-pmz $-abed- wﬂwylzpm anemideni de; 290.

201 2. 285 or HpeBicsy R e R Bty o) 2. oot myi )

-1, 3-t pgyzol _ J i m
(25) 2- {8[3153 Igﬁglcg{p]})gpy I H py?%?g _lg_tl';lli)(gﬁ,‘ﬁlg% Ca%%%ﬁllazol 4 yl] (%I

t%”o IémelhOX]lzﬁaﬂﬂmjﬂﬂiaauml;de,’é% h 2 di ph l) t d 294
-cygl.opr - r - 3- - i phenyl ) acet am de; :
25 (5 5- i@gﬁr?ﬁlﬁi}ﬁ lﬁl‘?@?‘if/‘ﬂ%gﬁh@nﬁh# é 19!%%311 PYfaﬁﬁr 3k #;?F?laé%é am 286
c :gg& acet am de;

N (5-cycl opylgp?%ﬂ@p Oyb’azjgyﬂ P—S?y})’%fxé'z(-l]% (fgggg - py%l m di nyl ) acet an de;
§|-97S 284. N-(S-lcyrllc_)fropyl-lHl-py;azoll- -yD-2- lgz-rrlnethyl lH-éndol—E-yl)aﬁetamllde t g

2'9(8. ] CyféSC.)prlQ -c_yclopﬁ)pyﬁ%ﬁ—pyraz%l-%-yl) &-(3 5ydurngt)l(1>cl)xyphr¢]elnylr)§c%tam%e) acetam de;
25(95‘ CYS6OPT RRY oy LiopRopy AT pyRasbi-s-yh)-5 33 S iRl opndhy Hhdtakiagny! ) acetam de;

N- ( 5- cy2870 prN{{§icytlopropyhtHipydazol-B-yl)-2-(3,aklicHsrspRerdXacetiinidef OneNn- 4-yl ) acet am
i de;  SUBSTI TUTE SHEET 1(RULE 26} WD 01/12189 PCT/ USOO 06699 21
288. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3-bromophenyl)acetamide;

hydr o- 1.

289. 2-cyclohexyl-N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-phenylacetamide;

290.  (1R)-2-[(3-cyclopropyl-1H-pyrazol-5-yl)amino]-2-oxo-1-phenylethyl acetate;

291.  2-chloro-N-(5-{2-[(5-cyclopropyl-1H-pyrazol-3-yl)amino]-2-oxoethyl}-1,3-thiazol-2-
yDacetamide;

292. 9H-fluoren-9-yl (2S)-2-{[(3-cyclopropyl-1 H-pyrazdl-S -yl)amino]carbonyl}-2,5-
dihydro-1H-pyrrole-1-carboxylate;

293.  N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-hydroxy-2-diphenyl)acetamide;

294.  N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4-methylsulfanylphenyl)acetamide;

295.  N-~(5-cyclopropyl-1H-pyrazol-3-y1)-2-(2-bromophenyl)acetamide;

296. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2,6-dihydroxy-4-pyrimidinyl)acetamide;

297.  N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4-hydroxy-3-nitrophenyl)acetamide;

298.  N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3-chloro-4-hydroxyphenyl)acetamide;

299.  N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(7-methoxy-2-oxo-2H-chromen-4-yl)acetamide;

>
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300. N-(5-cyclopropyl -1 H pyrazol -3-yl)-2-(2-acetyl am no- 2- phenyl ) acet am de;
301. N (5% opyl -1 H pyrazol - 3-yl ) -2-(1- et hyl i m dazg ¥ tam de;"*
302. N ( @@*23%‘; opyl - I H pyrazol - 3-yl ) -2-(3-ni trophenyl );i%:ceﬁ%érl?'ioégé}@so:?).

N- (5-cycl opropyl -1 H pyrazol - 3-yl ) - 2- (2- brono- 2- phenyl ) acet am de; 304. N
(5-cycl opropyl -1 H pyrazol - 3-yl ) -2-(4-®enzyl oxy- 3- net hoxyphenyl ) acet am de;
305. (360 NN-E5-6yctopropliH-pytdzoly3-50)@-23acetylandinb2dstenyhacepintidy:| et hanam de;
306. 1- é4-ch| orophenyl) - N- (5-cycl og&g&yl - .

H pyr a281- 3Nr{(5-exclonsprxit Epyreeelol xhiZdd -methptimidazol-4-yl)acetamide;

N-(5-c¢ op | - L Hpyr. | - 3-wl)-R-(3-t.rif.l uoronet hul phenyl ) acet am de;
308. l\é% céﬁ' f%EF%W&(X‘&Z*B‘W’&%%‘@‘%B%@"&ﬁ?&ﬁiﬁrﬁ%ﬁ“‘%’&% ) - 2- oxoacet am de;
309. N303- YLt REyNPtbpy I HHHRYYAZAL3-9h2L (2-bomd- 2 pklingl)hevtanideny ! ) acet ani de;
310. N-(5- cycf ogi opylg}ll H y?ggol - g-)yl -2-( 3,221}-)di 9dr oxyphenyl ) acet am de;
311. 304. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4-benzyloxy-3-methoxyphenyl)acetamide;

N (5 CYLOP ABN b A A55L i pdunta T Pafieok Pttty Oxypheny! ) acer

am de;

N- (5- Cypk 0PRQRY AQY(5-eyl % il - acmm SRS ah 8GR ahfids; 313

N ( 5- c?g 'op#%y%hlc{r&%@?g:(- 3¥y*) r_oé)_' ben? oxycgll)bonyl -2-phenyl acet ani de;
314. 307. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3-triflucromethylphenyl)acetamide; ' :
N ( 5- pyr.azol - 3- - benzot hi en-2-yl ) acet am de;

315 RSB c pelvprelveaTppy st L 07 oD D eI o1 A de. 316

N-(5-c oprPRY].. azpl - 3=\l 2 <R (24 ki sﬁ L dei.. 317.
N-(5- cég#'opi\g@{;ﬁ:‘ﬁr rl;igrg y‘%z%/lll }’15:2(@34]: @E@%ﬁ g@*a)%a%g@fm de; 318.
5- cycl ah@xy IN-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3,4-dihydroxyphenyl)acetamide;

1-(4-{ 2-{ (5-cycl opropyl -1 H pyrazol - 3-(\§I5) am noj - 2- oxoet hyl } benzyl ) , 2-
am nopéht-and{Soex ypropyd-1H-pyrazol-3-yl)-2-(3,5-di-tert-butyl-4-hydroxyphenyl)acetamide;

N- ( 5- |- | H - 3- Vil -2 A i de: 320.

N (o cHizon N Ehyadfia v 2t s BARRER IR R S0e T A% 520
i de; ) - : &: t am de;
P TAI SARILAN S et o B i s e SAW s o RO
323. (38}.- 2N-(53cxejaprepyd pynazplpigyla‘zdﬂﬂgetpylyhh«?rwefil@—avyglapctm@ﬁy| et hyl

N (50 o908 opReRy PYelqaraRy - Fspymazol 3 vy 2rphyrosopheDacstamides i ge. 325,

N- ( 5- L - Jcc@nfdeacet ani de;  326.
N (5 o oD o ol < 5.yl ) acet ani de; 327
= caTontu ek et 1y e abemaremanenyl) scetart b
N- ( 5- c?igo p¥t%§£’i‘?’&i 6%421?8[1}6 -gyépyr_ogyl(— @?@?ﬁ'ﬁ@?ﬂ%@?’%ﬁ%ﬁ?’%’%ﬁ e: -

SUBSTI TUTisbbdnfarieidhfs; 26) WO 01/ 12189 PCT/ US00/ 06699

NN

319. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2~(4-isobutylphenyl)propanamide;

320. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(7-hydroxy-2-oxo-2H-chromen-4-yl)acetamide;
321. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4-hydroxyphenyl)acetamide;

322. 2-cyclopentyl-N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-phenylacetamide;

323. (18)-2-[(3-cyclopropyl-1H-pyrazol-5-yl)amino}-2-oxo-1-phenylethyl acetate;
324. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-fluoro-2-phenylacetamide;

325. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-furyl)-2-oxoacetamide;

326. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(5-bromo-1H-indol-3-yl)acetamide;
327. N-'(S.-cyclopropyl-1H-pyrazol—3—yl)-2-(2—tn'ﬂuoromethylphenyl)acetamide;
328. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-methoxyphenyl)acetamide;

329. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3,4,5-trimethoxyphenyl)acetamide;
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22 330.

N- (5- cycivoponpbe | H pyrazol - 3-yl ) - 2- (2, 5-di oxo- 2, 5- di hydr peBrakon/éssyd ) acet am
i de;  331.
2-chl oro- 2, 2- bi s(2-chl or ophenyl )-N-(5- cycl opr opyl - H-pyr azol - 3-yl ) acet am de

iret ﬁgi QEHJ]S C%/fgllgﬁpr 0 a%(r)ESZ-C})Ill)-Z (§/5 dloxo ilgj dcix)ydr 3 (ﬁ?l’ranygacetgxlliﬁé
334.
N (3 &?PSBP‘S@ f°'4$%¥%‘%§ i U R A et R

N-(5- chOpmybydlbpmpylan@pyﬁzyl 3-yD-1-Bydroky-QpBhiydtoxyest am de; 336.
N- (5-cycl opropyl -1 H- pyrazol - 3-yl ) - 1- phenyl cycl opent ane- | - car boxam de; 337.

N- ( 5- cyc| methopyphemy)agetamide;- 3- y| ) - 2- (4-tri f | uor onet hoxyphenyl ) acet ami de;

o L OB R A Ll

N- (5- cysglsop Jc lbbﬂaié mlpyr?azm- -y'li)'i Btemqu:rfénﬂbbﬁtmﬁeet hyl phenyl ) acetam
i de; 341. 2- rom) pyr| di nyl) 5-Cyclopropyl -1 H pyrazol
-yl ) acéBam d‘é(S-SMopropyl-lH—pyrazol— -yl)-2-(2-mtrophenyl)acetatmde,

R TR
M e e S ek s e e @@ﬁ%ﬁﬁ%ﬁ%ﬁﬁ%ﬁw Sa6.

N- (5- CWBDDFM%W@IDW&WPWV] 3-yD-1-B4- bﬂlomhéﬂymﬁcbm@é)enw ) acet am de;

347. N-(5-cycl opraopyl -1 H pyrazol - 3-vyl 2- phenyl pr opanam de;
348 (3 yN-(5 Fcgyclggropyl II-?%/)yrazol- -y1)¥2 )(2 ﬂuoropheny){)acetgrmdey Prop

?'\)';155 g%bOprl@J?é’ oy dibbROBy AR pyfiz¥l-3 -4 -E2-hubd- Bidi ANHE BRI LBREIa™M de;

{2-[ (cl40r ogs- M’om-p?ﬁdlilyﬁ-N-tﬂ-aidIbperylLl}HWa’iole-Ql)&Fﬁtﬂﬂl‘xlb | H pyrazol - 3-vyl
)-2- (nethoxyim no) et hanam de;

N ( 5- cy¥¥Ropr lyclp PP@?Y%%PMH'YD—%%M@%‘FPMB@H%@@BOXam ge 35%
N (5 oyronrSRY iR Dyt 50 0 A R R ARG o 6. 353,
N-(5- cmhopmsucyél @wlamlpyx?azysi 3- ?igz%ﬁnﬁé%ﬁr?ﬂ)yde%ﬁw' )acet am de; 354.

N (5-cycl opropyl - pyrazol - 3-y 5- bi s( uor onet hyl ) phenyl ] acet am
de;: 3545. NN{S-@y@bmppmlpw pyrazol-3-yl) ,4-difluorophenylacetamide;

H 3- difl -1, 3-thi -4- vyl i de; 356.
N (5 cylboprbisyerbpprhOpve SO B bl Eoth Ry Bheppabehinide; ° °°
propy| pagny INgs-e{A6prdpy1- BB Fizs M 51y 3R drokiRolfhedfibropanamide;

- 348.  N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3-fluoro-4-hydroxyphenyl)acetamide;

349. 2-{2—[(chloroacetyl)amino]—l,3-thiaZol-5-y1}-N-(S-cyclopropyl—1H-pyrazol-3-yl)-2-

(methoxyimino)ethanamide;

350. N-(5-cyclopropyl-1H-pyrazol-3-y1)-1-phenylcyclopropanecarboxamide;

351. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2,6-difluorophenyl)acetamide;

352. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2,5-dihydroxyphenyl)acetamide;

353. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2,4,6-trimethylphenyl)acetamide;

354. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[2,5-bis(trifluoromethyl)phenyl]acetamide;

355. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[2-(2,4-difluorophenyl)-1,3-thiazol-4-
yl]acetamide;

356. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(5-methoxy-3-hydroxy-2-
propylphenyl)acetamide;
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N-(3-cycl QerfiR¥se! H pyrazol -5-yl)-2-(2-fluoro[ 1, 1" -bi phenl‘hi‘/{f@mﬂﬁkﬁ opanani
de; 358.

(2R) - N- (3-cycl opropyl -1 H pyrazol - 5- yI) 2-(2-fluoro[ 1, 1'-bi phenyl ] -4-
yl ) propanam de;; 359. 2-

(4 (arasToca{Bmyt bpripyb] Bipsmsdl Sty (2 fabroft,DybiphéohipysBopadmibisace! am do

{ 4- [ (2-3% nd2RDeRcysionrapyind]-preercl 3-yR:2-@-Wareld gt Sighenylldpy r azo1- 3-

yl ) aceta PINR _
(5-cycl o&ggﬁgﬁ%ﬁlg%azol -3-yl)-2-(5-nethyl -2-phenyl -1, 3-t hi azol -4-yl ) aceta

m de; 3382. %—{M@l’ﬂind\bafbbny{)ﬁmir(@lﬁﬂyll}Q@-(ﬂpydloﬂropyl-lH—pyrazol—3-yl)acetamide;
H pyrazol - O¥I ) am no oxoet h -1,3-thi azol -2- yl)benzam de 363.

2- [ 2- (£68n| @phWBsz(Ssuyylpprqnyt 2ebBopy! -

H pyrazol - ﬁ etamde 364. N-(4-{2-[(5
cycl oprop?f a‘feﬁ‘%yrazol 3-yl)am no] - 2- oxoet hyl } -1, 3-t hi azol -2-yl )-2-(2-

pyri di rBS@ISUW-%S%Wl@fﬁbﬁlMHQ)yr&@m -y¥-4-¢5-methyl-2-phen: l-l ,3-thiazol-4-yl)acetamide;
{2-[(5 clfﬁ)ropy éefyrazo - 3-yl')am no] - 2- oxoethyl'} - 1, 3-t hi azol - 2-yl ) - 2-
(i sopr cﬁy&l s A-broma-Ne(det2al(h dxclopepyl- Hi{PSI'aZOH—D'Dammd]dr@m@élM }.3tthiazely2-) .
acetyl} - tt> %@ﬁ% N-(5 cycl opropyl -1 H pyrazo | -3- yl)acetan de; 367.

2- (5-chl oyg | - - benzot hi en-2-yl)-N(5-cycl opropyl -1 H pyrazol - 3-

yl) acetygi dey [23@Bchloro hen 1)-4-hydroxy-1,3-thiazol-5-y1}-N-(5-cyclopropyl-1H- 1-3-
N- (5-cycl opropy?al H pgr azyo) -3yyl )y2 (2-1i odogh]en)gl z}i’%e?g%y de; pyrazg
N (5-cycl pbaaa]:aphdbl—l—pyrazol 3-yl)-9H xant hene- 9- car boxam de; 370.

371, 2300 N bR e bpbigfol Rl s paedr o mzo*—'zzy‘?)c-?-t(?-m &

5- I I t de; 372.
I(\L(Z}/E:ZOF%%%y%Fopag%ggf&W y?/a)zgfe?)ayl ):m noj - 2- oxoet hyl } - 1 3-thiazol -

yl ) benz%8i dEN-(&'{Z—[(S-cyclopropyl-1H-pyrazol-3-yl)ammo]-2-oxoethyl} 1,3-thiazol-2-yl)-2-
N (5-cycl propyl -I H- pyrazol .- 3-yl) - 2- (6- met hoxy- 2- napht hyl ) acryl am de;  374.
N- ( 5- cycl fﬂPG?RM sylfan }515‘1‘“&?6?1 Y-yl )-2-(2- hydroxyphenyl )acet ami de; 375.

M I e e v e e T L
m de; 37?1)acetam1de .
S O 0P R chloro- T tnethy 1-benothicn-2-y1)-N-(3-cyclopropyl- IH-pyzal 3. o
yl)acetamide;
368. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-iodophenyl)acetamide;
369. N-(5-cyclopropyl-1H-pyrazol-3-yl)-9H-xanthene-9-carboxamide;
370. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-phenyl-1,3-thiazol-4-yl)acetamide;
371.  2-[2-(4-chlorophenyl)-5-methyl-1 3-thlazol-4-yl]-N-(5-cyclopropyl-1H-pyrazol 3-
yl)acetamide;
372. N-(4-{2-[(5-cyclopropyl-1H-pyrazol-3-yl)amino]-2-oxoethyl}-1,3-thiazol-2-
yl)benzamide;
373. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(6-methoxy-2-naphthyl)acrylamide;
374. N-(5-cyclopropyl-1H-pyrazol-3-y1)-2-(2-hydroxyphenyl)acetamide;
375. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2,3-di(2-thienyl)-2-propenamide;
376. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[2-(2-pyrazinyl)-1,3-thiazol-4-yl]acetamide; -
377. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2,5-dibromo-3-thienyl)acetamide;
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- N-(5- c%:(l)gmzolgyl -l H pyrazol - 3-yl ) -2-(3-net hyl sul f onyl an?ﬁBﬁS’ﬁ@W?acet am de;

379.
N- (5-cycl opropyl -1 H pyrazol - 3-yl ) - 2- (4- met hyl sul f onyl am nophenyl ) acet am de;

~380. N-(5-cyclopropyl-IHpyrazol - 3- _) 2'§1§ﬁl£o%}faﬁiﬂgﬁl{%¥h)£€etmide;

pi per gz nm)@IMPﬁ@meHngm3%-aé?

Ll 29, ey topremt 1R yrasti 90 3 deybih oy ahoptionyhaactimmidg] pheny! } ace

N-(5- I | <1 H z Y 2-= =raethpbl-2- th h I tamd
N e A NPT L
pyrrolidinyl ) WWI}MMM&M de; 384. _
N- (5- cyd] “TH | -3-y1)-2-[3:{ 2 tam d
N Nii.%g_gmmp‘%%&‘iﬁmz@é&gé-@%@%%@3&3&@‘2@?&"%‘2”; Se

N- (5- cycl opropyl - | H pyr.azol - 3- 2. kil -oxeghendphenatecsamide; 387,
N- ( 5- 3p@! ogﬂ' YQI‘PIPP&F@; oy#_M)ZZ- gﬁgrjl‘oxy- 2- met hyl propanami de; 388.

N- ( 5- | o Lﬁ;@?,m?z B )22 @-[@rixorbplhenoxy) pr opanani de;  389.
N- E 5- ?’égi oﬁﬁ'g%y%{’ﬁ% azol - SOh;I gyl)gé{g— nit ropﬁgnoxygl;get gm’ de; 390.
N ( 5- cych]ﬁgélmggg)laﬂmmMnyl}r@WWQ- (5-i sopropyl - 2- net hﬁll - {]H- itnd_(zlL- 3-

| )acet a e; . -cyclo 15 _amino-2- th acetamide;
%y? az 3843- nyS@yelspmvhbﬁMW%%%%gﬁ 3ré‘;m°3293f‘oe oxy)pheny
N- ( 5- cycl opr | - _aA U 1R2phe: &tqridaet hyl - 2, 3- di hydr o- |
begzof anPNg-g{ﬁyffBF% LZ%OAJ@&%JS?? i Mﬂ / ide: o
N (5- cygd 0pfq(_)(@yéyciog(dpyIAHeﬁyw&OJH3)3‘1)}2{(2,4(‘11‘?#1‘%8%?@% 98 ox0- 4H chr omen
6- yl]acetam de; 394. Py ide;
N (5 Lm.opNe(ﬁyﬂyclqﬁrwﬂﬂ’zlomszglﬁ'lf‘if?(%‘?’é%’fyo% mefhylpre ?ﬁ?aé?l%? | H i nden- 3-

| ) but anami de;_ 395. -3-v)-2-(4-chloroph ropanamide;
yN- % 5- c9§$-op1‘b§§y?>’-°?99§?}§>’}'al? 6?3-”5?%/1 I3) }-,1%-2[%-6(.10-‘.81;(0("??,(?? di hydr o- 2H-i soi ndol - 2-
yl) phegéé.] hﬁg@]@?&iﬁé ﬁﬂ@l.pﬁ-a@@-bybma@rmbyphmm?eé% *3-yl)-2
phenyl =3=(4-pyri-di nylg pr openam de; ?3%?{5 onvl-2-me yé_IH_indol_3- _
2-[ 1, 1'390i phe(srtycidpropyl eywelr%y})t?p SPRES BX/razofh- -y1) but anani de; 398.
N- (5-cycl opropyl.- 1H pyrazol - 3-yl )-2-[4- (1, 3-di hydro- 2H i soi ndol - 2-
yl ) phenyl ¥ Elmw de; 399. o
N- ( 5- C)g(‘gllpprl\?_yay_lcslélgbrgﬁylaﬁqlpy&z&}-yZ)-Z-GS—(rIBtMXMPIEHSDEHWSL 2H i soi ndol - 2-

1H—pyrazol-3-yl)-2-methyl-z-(z-methyl-z,3-dihydro-1-benzofm‘an—

392. N-(5-cyclopropyl-
5-yl)propanamide; )
393. N—(S-cyclopropyl—1H—pyrazol-3-yl)-2—[2-(4-.methoxyphenyl)-4-oxo-4H-chromen- -
ylJacetamide; .
394, N-(S-cyclopropyl-1H-pyrazol-3-yl)-2-(6_-chloro-2,3-dlhydro-1H—mden—3-
yl)butanamide; N i
395. N-(5-cyclopropyl- 1H-pyrazol-3-yl)—2—[4—(1 -oxo—l,3-d1hydro-2H—1somdol- -
yl)phenyl]hexanamide; |
396. N-(S-cyclopropyl-lH-pyrazol-3-yl)-2—phenyl-3-(4-pyridmyl)propenam1de;
397. 2-[1,1'—biphenyl]-4-yl-N-(5-cyclopropyl-1H—pyrazol—3—y1)butanaxmde;

398. N—(S-cyclopropyl-lH—pyrazol-3-y1)-2—[4—(1,3-dihydro—2H-isoindol-2-
yl)phenyl]propanamide;

399, N—(S-cyclopropyl-1H—pyrazol-3-yl)—2-[4—(l-oxo-l,3-dihydro-2H-isoindol-2—
yl)phenyl]butanamide;
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yl ) phenyl ] but anani de; SUBSTI TUTE SHEET (RULE 26) WO 01/12189 PCT/ US00/ 06699

25 400.

N ( 5- cycl“(’)%%f)zﬁ ) | H pyrazol - 3-yl)-(2S)-2-[4-(I|-oxo0-1, 3- di%(ilrl;j/?%oplgls-ls-gis‘soi ndol -
2- yl)phenyl ] propanam de; 401.

N- (5-cycl opropyl -1 H pyrazol - 3-yl )-2-[2Z (5- am no- 4-phenyl -1 H 1,2, 3-triazol -t
- yl) phagoy! MNaBtyioptepyldEL-pyrazol-3-yl)-(2S)-2-[4-(1-oxo-1,3-dihydro-2H-isoindo}-2-

N (5-cycl opropyl -1 H pyr.azol - 3-yl ) -2-[ 4- (1- oxo- 1, 3-di hydro- 2H i soi ndol - 2-

yl ) pheny| yhrhenyliprepaamidess '

(5. YRt bR ghs s g A B oD Segdiots: 404
azetidi nY&l)pHéM}]?‘ibie&yﬂihe;acet ani de: 405.

N (5-cyclopropyl -1 H pyrazol -3-yl)-2-(5, 6-di net hyl -1 Hhenzi m_dazol - 1-yl ) acet
am de; 402.06 N-(5-cyclopropyl-1H-pyrazol- -yl)-2-[4—(1-oxo-1,3-d\1(hydro-21?1-1501nd01512-

N- (5-cycl qpr.0 -| H-pyrazol - 3-yl)-2-(4-pyridyl sul fanyl)acetam de; 407.
N ( 5- cyclﬁ%%‘hp@&% ol - 3-yl)-2-(1Htetrazol - 1-yl)acet am de; = 408.
N- ( 5- cyghop ; 1o byAold-y B2k sbehaokpiiienditkpyidelazi n- o-

yl sul f?{ggl )ali\ggstlgﬁlﬁg?yilog. -[ 1, {B b(:‘ﬁshenyl_] ﬁgl ;?I?N(S-lcycl opropyl -1

4 by a0k 3NA3-cyblonyipyiEk pptaao 4pl)-2- B, 5 diethyl d-ox0-2

N- (5-cycl opr.opyl.- | razol - 3:yl)-2-cycl ohexene-| - car boxam de; 411.

N- ( 5- cycl #ﬁ?g‘ﬂyb‘?ﬁﬁ’%@fﬁ?@@‘i}i) - 2- 0X0- 2H pyr an- 4- car boxani de;  412.
N-(5- cypk OPhRRY Ly AP hyrazdl3-y B-2005 08 Bindet iyl VHR Barbithidagelanpfacetimidé 1 3.
N-(5- c%@#bprﬁ\g y|;)-’é|1 ’g@?ﬁfg Y%Z%% }'Q?Z{Sbi s(4-ﬂr¥ryet hyl phenyl ) - 3- 3? enam de;
414. N406- cN:-{3pycaptopylFippymzall3-ghy2-{-paidylsuifanydageBmideopr opy| - 2-

ﬁz gyL%ﬁg{) %&Crgq??n;ﬂggl;{laﬁ%‘gm%3'y9=2(@-}h§¢f%ﬂ:}ﬁé%§a§‘-iﬁﬁt enani de;  416.
a7 KOO PRyl 5 e U ey acet a e
418. N-( 3yleMedrgDacdmathider+ pyr azol - 5-yl ) - 1, 4- benzodi oxi ne- 2- car boxani de; 419.
N (3-cycl f)pr 0 1yI'- | H pyr agol - 5- ylgl- ?; pq:eﬁi/_l - | 1&1‘;£eﬁfzzggpiéﬁxi_ nfa- 2-C (boxam'_ de; _
420. N403 c>2c[Ip airbinhenyll4=yIyN-43-6yclopropyl-H-gyiEzolrp-¥ XYRCHAMISy ami de;
AI<|-2(1 3- cﬂPDpr‘%E)%;FZ‘i‘?EIB lélzI-(I)'Py'?-z?/]l'%_y szégg!oﬂeﬁ?ngi_ ’f{%‘}’%’faﬂi&ﬁi nol i necar boxam de;
422. 2-430i | N105-RYdiSpropyicl Fpyeaayl-3-31)+2-qy0-2H glyrdn-4-cirhordnaidede o

412. N-(5-cyclopropyl-1H-pyrazol-3-yl)-3-bromo-2,2-diphenylpropanamide;

413. N-(S-cyclopropy]-lH-pyrazol-3-yl)-4,4-bis(4-methy1phenyl)-3-butenamide;

414. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4-hydroxy-5-isopropyl-2-

methylphenyl)acetamide;

415. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4-nitrophenyl)-2-butenamide;

416. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3,4-dihydro-1-naphthyl)butanamide;

417. N-(5-cyclopropyl-1H-pyrazol-3-y1)-2-(2,3,6-triflucrophenyl)acetamide;

418. N-(3-cyclopropyl-1H-pyrazol-5-yl)-1,4-benzodioxine-2-carboxamide;

419. N-(3-cyclopropyl-1H-pyrazol-5-yl)-3-phenyl-1,4-benzodioxine-2-carboxamide;

420. N-(3-cyclopropyl-1H-pyrazol-5-yl)-4-oxo-4H-chromene-2-carboxamide;

421. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-0x0-1,2-dihydro-4-quinolinecarboxamide;

422.  2-anilino-N-(3-cyclopropyl-1H-pyrazol-5-yl)acetamide;

423. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4’-fluoro[1,1'-biphenyl]-4-yl)acetamide

424. N-(5-cyclopropyl-1H-pyrazol-3-y1)-2-(2’-fluoro[1,1'-biphenyl]-4-yl)acetamide
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423.

N ( 5- cycwapoprzage | H- pyrazol -3-yl)-2-(4"-fluoro[ 1, 1' - bi phepgt/irseb/osb9sacet am d
e 424. .

N- (5-cycl opropyl -1 H pyrazol -3-yl)-2-(2'-fluoro[ 1, 1' - bi phenyl]-4-yl)acetam d
e SUBSTI TUTE SHEET (RULE 26) WO 01/12889 PCJ/USOQ 06699 26 425.

N- ( 5- c#ebopPbiysydlopenyl-Lpyzol3-yD-2-6 -fluomf 1 4 Faiphenyll-fydagatamidey | ) acet ami d
e 426.

N- ( 5- cf;'%?opr of) fyctlwr%wlalz}ldpy?zoﬁ'y 9'2'9 nethoxy(l E'blghe%l]pﬁgay‘fefmﬁl yl ) acet ani

de 427427, N-(5-cycl |iropyl—lH— yrazol- -yl)-2 (pentafluoro[1,1'-biphenyl]-4-yl)acetamide

N-(5- cycl opr op I | H pyrazo % entafluoro[ 1,1 -bi phenyl]-4-yl)acetam
| de 4788. NN-G>-eyclonsppYphH- pngly ‘Xﬁtﬂ 43=(trifluoporn mpf)ﬂ, "thighesitdoxy) [ |,

- bi phen%lH I ) acet am de 429.
N-(5 cycl SB’W ‘T’H—pyrazol 3-yl)-2-(4'-carboxy[1, 1'-bi phenyl ] - 4-yl ) acet ani
de 43 -(5-cycl -1 ol-3-yl)-2-(4’-carboxy[1,1'-biphenyl]-4-yl
N (5- c;”g?oprl\{)gy yc?irgwazl%?m 3}3 g bon{/ﬁ ph l(])xy )acimtl)ﬁiephenyl] 4-
yl ) acetddfh dN—(ﬁl&}&yclopropyl-1H—pyrazol-3-y1)-2 (3’-formy]-4’-methoxy[1 1'-biphenyl]-4-
N (5-cycl ngg,o l. - IH-pyrazoI 3-yl)-2-(4"-fluoro-3'-nethyl [1, 1" - bi phenyl ] - 4-
yl ) acet and

N-(5- %@hop&\omy&&trewlamby&zw 3384 fRiors B hlefly A h-bigrRhpRany! 1 - 4-y1 ) ace

tam de “433.

N?(S cycl gipacetalidé H- pyr azol - 3-yl )-2-(3' -acetyl[|, 1" - bi phenyl ] -4-yl)acetamd
434.

ﬁp ( 5- cy8RopNGEEYgleprppYlatidpyrazgl-3-yD-2-@’,5{ -dickjarell, H-biphepyld-dyylacatapnidesc et ani d

§| f IAfﬁgr O?I'EL ( i] E%S%ﬁ%%ﬁﬁ 1}-&? aé%%—g#% 23(33y laﬁ?ér[i 3"-biBhenyl]-4-yl)acetamide

{\F ( 5dcm120pmpybydwj;rbwlamlpy&zml:%-yﬁ-z -@4’-formyl] 1TEWipHehil) Y-ylpicetaahiae 1 - 4- yl ) ace
am de

N- ( 5- c 8P opbfyrryaleprppylalibipymzol-3-yD-2-2°,56 dfluoral bl opiphanylb# phlaestamide- y| ) acet
am de

N ( 5. cyfoPopPEEY PISIRRY SRRy R YDA @S ey oy Dpectamide

yl) acetgam dev-(stsolopropyl-1 azol-3-yl)-2-(2°,6-difluoro[ 1,1'-biphenyl}-4- lacetaxmde
N-(5-cycl opr ogg/%% H}2 p?/)r,azopyr gyg & di rreE IZ)L y] |% enyl ] -4-yl)acet
am de 4380. N-(5-cyclopropyl-1H-pyrazol- -yl)-2-(4 -methoxy[l 1'-b1pheny1]-4—y1)acetam1de

01 ) acotans aeteyeeb eyl v0A 2 st P phat e oo, |
1,1 - bigabenN-5- d{)ﬁr@ﬁﬁtﬁiﬂ[ﬂﬁzoﬂﬁl -2- g5’-ﬂuoro-2’-metho F[.Ll ,L\-biphen 1] -4-

N-(5 cycl opropyl -1 H pyrazo 6- di met hoxy bi p enyl] 4-yl)ace
tam de 4¥iJacetamide

gl_e( i 4?510 I1 op [I\? @/ lcycllcl;grozylalzl-?-lpylsazx —yﬁ-z(-(Z’ SQC o gt{mxyj[l jI -blgilgnhylfx-yl)agetg/rln)dgc etam

OB N R A e o
1, 1' - biddBenN- IS-dyqld)prapjdt- qupgmzonml)-m Bcetyb[lgPabighehyl]-4-ylacetamide

H razol 3- -chl oro-4'-11 bi p 4- yl)acetam de
4 4F7)y 1\3’(3 cyclopropyl—lH-pyrazol— -y -2 (4 -[ethoxy-[l -b1phen)>i]-l!-yl)acgcm;nde

(’;Ié( 5-C mk op rbﬂ?%l:yél%rgffylgﬁ?-by&z}ﬁ-é-yﬁ-i—&4 ’-ﬂl%ﬁlSIYthloB-l[l,} -BlBhQ’RI?PX—B' )acetéﬂ'ni)dgc etam
446. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3’-chloro-4’-fluoro-[1,1'-biphenyl]-4-
yl)acetamide
447. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2’-acetyl-[1,1'-biphenyl]-4-yl)acetamide
448. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4’-ethyl-[1,1"-biphenyl]-4-yl)acetamide
449. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3’-ethoxy-[1,1'-biphenyl]-4-yl)acetamide
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448.

N(24SVC|%QH%89| H pyrazol -3-yl)-2-(4"-ethyl-[1,1"-bi phe%lrlusﬂmw‘s;é’icet am d
e

N- (5-cycl opropyl -1 H pyrazol -3-yl)-2-(3" -ethoxy-[I,]"'-biphenyl]-4-yl)acetam
de SUBSTI TUTE SHEET (RULE 26) WO 01/ 122189 PCT/ USOO’ 06699 27 450. -
I\”S C%/¢$(DSrN]}fSlcy&lobkdpyl-&HCﬂyr&oYB)ylﬁz(@’ 4 dimethoRy0 D1 Ybiphényl]-4-bi phenyl | - 4-

yl ) acet am de

3!—(54(;32/cl dbeegigmideH- pyr azol - 3-yl ) - 2- (2' -et hoxy-[ |, 1' - bi phenyl ] - 4-yl ) acet ani
e

N-(5- cyﬁ10pr1(\)lr9T°yFlﬂpWV]e&gTPW'? 39) %&2 %‘“”EY PPIU(?FPJ‘GWI] f" yl}ﬂcf)tﬁ@h%ﬁ ]-4-yl)ac
et ani de452453N-(5-cycl|9€ropyl-1H-pyrazol-3-y1)—2— 3’ 5’-d1ﬂuoro-[1 1'-bipheny]]-4- l)acetaxmde

N (S-cycl opropyl - pyrazol-3-yl) (2 -di met hoxy-[1,"1 i'phenyl ] -

yl ) acet 463. de1\145¢yclopropyl- H-pyrazol-3-yl)-2- (2’ 4’-d1methoxy-[1 1-b1phenyl]-4—

N-(5-cyclo rOtXm | H pyrazol -3-yl)-2-(2',3 -dinethyl-[1, 1 -bi phenyl]-4-yl)ac
et am de

N § F) ¢ cﬁﬂtﬁ rr;pgqs-cg&lb‘pﬁ;s&@m-py%a%w =482 didabthy RICT RS aly face @iy ] - 4
N- ( 5- cy4d50 prieg§icytlbpropyhdipyBazpl-3-y2)-2-8 ;@i flubirémethoxy)f 1,1 'Wiplengljeiy| | - 4- yl ) ac
etam de 457. .

N- (5- cycl SPREFAMIEEH pyrazol - 3-yl )-2-(4' -tert-butyl-[1, 1' - bi phenyl ] 4-yl)ace
tam de 58. )

N- ( 5- cy‘(t: oprlg g/—lcyﬁ:lfgproyylalz}&pygazo}-?-yp '%9 A Sifloro-fL, [l-blfhewllp‘hgﬂ -4 yI )acet a
m de 448¥. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2- (4’-tert-buty1—[1 1'-b1phenyl]~4~yl)acetam1de

N- (5-cycl opropyl -1 H pyrazol - 3-yl % 2-(4'-trifluoronethyl fl - bi phenyl ] -4
yl)ac et‘hﬁ& deN—(g pclopropyl-1H-pyrazol-3-yl)-2-(3’-acetamidof1,1'-biphenyl -4-yl)acetatmde

N-(5-cy, r yclopl%igyfiiZ -pyraz%i g-y%) 3 %4’ r&ﬁX JOO)%n?-t[PXJ-g&ﬁényI]-ﬁl phenyl]-4-
yl ) acet 13

N—(56cycl QI)ﬁéélwhrde pyrazol -3-yl)-2-(3" =nitro-[I, 1" -bi phenyl]-4-yl)acetamd

N- ( 5- cy#i0o pribit§cy¢lopropylabidipysazpl-$-yD-3-6 -(hydraxymethedHyl -piphenyll4: pheny! | - 4-
yl ) acet am e 463d

N-(5- cycl SHPERMYE H- pyrazol - 3-yl )-2-(2' -chl oro-[1, 1' - bi phenyl | - 4-yl ) acet ani
de 464461. N-(5-cycloprop 1—1H-pyrazol-3 1)-2- EB’-mtro-P 1’-b1phenyl] 4-y1)acetam1de '
2-[4-(1, 3-benzodi oxol -5-yl ) ph enyl]y 5-cycl opr tﬁ pyrazol - 3-yl ) acet ani
de; 468®2. N-(5-cyclopropyl-1H-pyrazol-3 -yl)-2 (4’-(hydroxyme yl)[l 1'-b1phenyl]-4-

N (5-cyclo I-dl H pyrazol - 3-yl ) -2-[ 4- (1- napht hyl ) phenyl ] acet am de; 466.
N ( 5- cycI B‘tﬁ‘%’i‘ %H pyrazol - 3-yl)-2-[4-(2-napht hyl ) phenyl ] acet am de; 467.

N- (5- CY4@30prI@-QchyélbtrB¥§laﬁQJ y?zzxi 3@ -1-¢ (cﬁlJr&J[Vh'lHiBﬁ‘éh‘&'l]lﬁ965&anﬁﬁe 468.
2-[4-(5-acetyl-2-thienyl)p 5-cycl op

H pyr azé4- 3 %‘[Q-ngbamodmxol-&@g)phenyl]—N-(S-cyclopropyl—1H—pyrazol-3-yl)acetannde

I2-|-£)§r ggﬁ%hg%‘lo%&}f‘égéﬁﬁg 2'7%0] 3‘|;’I_1)£25[4(:' (Ellla% y%{'lenyl]acetamlde

N (5 oDl bRy el e e CRn Gl peny! | aceta ce
pyr azol463: yIN{S-eyeloprdpyl-1H-pyrazol-3-yl)-2-[4-(2-furyl)phenyl]acetamide;

468. 2-[4-(5-acetyl-2-thienyl)phenyl]-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide; -

469. 2-[4-(5-chloro-2-thienyl)phenyl]-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;

470. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(5-methyl-2-thienyl)phenyl]acetamide;

471.  2-[4-(1-benzofuran-2-yD)phenyl]-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;

472. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(2-thienyl)phenyl]acetamide;

473. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[3'-({[5-(dimethylamino)-1-

naphthyl]sulfonyl} amino)[1,1'-biphenyl]-4-yl]acetamide;
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472. N (5-cycl opropyl -1 H pyrazol - 3-yl)-2-[4-(2-thi enyl)phenyl ] acet am de;
473. N (Swowahemwopyl -1 H pyrazol -3-yl)-2-[3"-({[ 5- (di net hylcaniseopead9

napht hyl ] sul fonyl} am no)[ 1, 1' - bi phenyl]-4-yl)acetam de; SUBSTI TUTE SHEET
(RULE 26) WD 01/12189 PCT/ USQO 06699 28 474.

2-[4-(1-benzot hi en-2-yl ) phenyl]- cAbcl op ro?¥
H pyr azél4. 3- %[%bbcmﬂu@n-%ymsenyl] >(5-cycloptopyY-{ H-pyrazol-3-yDacetamide;

N (52 CYEHPT RES oy ldoRopy R Ryt s- o 2 Fal bty s Db idnyablifitide] 2cet am de

476.
N-( 5 Cyl?‘/(PprN%Lwhiﬁpﬁiﬁyﬂmpﬁazﬂlb'ﬁ)h‘[4((3ﬁﬂﬁm -thieriyDpBény japdtamide] acet ani de

5- (4 {24’{’1 5- (4 {311 ¢ oemdloprepylyithpptazal-3-yl)aminodR-axogthy Brhenyl ) Bdwseio ackd;f ur oi ¢
gfl) gh en@ﬁ acggé é)prq&g?ﬁ-rl)yr!az%l@—/yl?é%4—(§-n¥et?1ylzll-i 4y1(azoﬂzt hyl-1'H pyrazol - 4-
N- (5-cycl g;éj agg-aﬂy({eazol 3-yl)-2-14-(3,5-di net hyl - H pyrazol - 4-
yl)phenyI]

N- (5- cy4Tapr NpgﬁLeycldpmp}ﬂh-ZH]-p)&agdlé})’d)M4((3 StdimethybiBrpyrhzodet-am de; 481.

N (5-cycl opropyl | H pyrazol - 3-yl)-2-[4-(5-fornyl -3-thi enyl ) phenyl ] acet am de
- 482. yl)phenyl]acetamide;

[5- (4-{ g4 ( PR AR @Qﬁx&%% 3-8 G atiydphedTREGRLE, } Pheny!) - 1H i ndol

-3- yl]aceétic

{2-[(5- sl opxt@pcsyctdplrbpymﬂzwmz”om 9191421[21:(15 fan@chsatﬂmﬂyl)phem]abétmnme@phan
484. N-(5-cyclo | -I'H pyrazol -3-yl)-2-[4-(2-pyridinyl )phe | ] acet am de;
485. 1- 48t y[5-6l- F 5-cyclopropyl-1H-pyrazol-3-yl)amino]-2-oxoethyl} phenyl)-1H-indol-3-

(2-1(5-cyc ropyl s 1 H pyrazol - 3-yl ) am no] - 2- oxoet hyl } phenyl ) -1 H i ndol - 3-yl
acet at e; @@B‘Q JOQ/

a [ 4- 523?3%“ gg- lfL) {Zztg{ ggfn?r%ﬁoﬁﬁtmeyézsNSJymidasz)da&wl}]phéhﬁwﬁlhaﬂr opyl -1
N (52 cydBbpr b%@kcycmmza-pmlas-znmw@ qyyidinyiehenaptamide; acet ani de;
455 N 455 CVcT 0t DONL ) U 30he e byt Rl AR B RER o 0

N-(5 cycl qH&&py&ricléta&yrazol 3-yl)-2-[4-(5-nitro-2-pyridinyl)phenyl]acetamd
490.

N- ( 5- cyd8@pr g (24abkiny-Adwdtoxy-6mett3d-5pyritmidimy ) phSrylyN+(SicyvloppmipghyH) acet am d
e, 491.

N- (5-cycl W‘Ml)ﬁgﬁ@é@ol 3-yl)-2-[4-(3-pyridinyl)phenyl]acet ani de; 492.
N ( 5~ CYRRPPT RPY6)clbphdgy Al pstaddils- g Al Gl DphephEtd et am de;

493.
N- (5- cy48&pr ww—eﬂcwmﬂ-pﬁﬂwm-ﬂ){%[%(4-py$ﬂﬂ1ﬂ)phényfhlabétﬂhﬁfw| ] acet am de;

gﬁgnylls) a$%ot M&%cﬁq@p%ﬁgﬁpyrml- y -r2a[ﬁ9(5- 3trc¥-|2-pyndmy]l)p%er?ﬁfacgtgnll&e,
:\525 CYGHEPT RS-yl TPy A Bl-pitaydils- g1y el B-AihE3- st diydciRheqy | | acet am
491. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(3-pyridinyl)phenyl]acetamide;
492. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(3-quinolinyl)phenyl]acetamide;
493. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(4-isoquinolinyl)phenyl]acetamide;
494. 5-(4-{2-[(5-cyclopropyl-1H-pyrazol-3-yl)amino]-2-oxoethyl} phenyDnicotinic acid;
495. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(2-amino-5-pyrimidinyl)phenyl]acetamide;
496. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(4-pyridinyl)phenyl]acetamide;
497. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(5-acetyl-2-thienyl)phenyl]acetamide;
498. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(9H-purin-6-yl)phenyl]acetamide;
499. 2-[4-(1-benzothien-3-yl)phenyl]-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;
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496. N-(5-cyclopropyl-I H pyrazol -3-yl)-2-[4-(4-pyridinyl)phenyl]acetam de

497.
N-(5 cycl“(,)%?l({bz; ? | H pyrazol - 3-yl)-2-[4-(5-acetyl -2-thi enyll’(ingﬂ%oog)F?gcet am de

498.
N—(5 cycl opropyl -1 H pyrazol -3-yl)-2-[2 (9H puri n-6-yl) phenyl | acet am de;

499. 235DA- ( 5-(@ef2z[{foyelopridpyl-) Fipyrazbl-3-h)atnim) A-exvethyy)phényl)-1H-indol-3-yl
H pyrazol - @&) acet am de; SUBSTI TUTE SHEET (RULE 26) WO 01/12189
PCT/ US00/ %6 29 500. 5-(4-

(23 B A Dby ) pheny ) L ol 2
pyrim i rpgipitknphatbaite; 502

N (5- cycloprosy H pyrazol -3-yl)-2-[4-(2-chl oro-3-thi en}/l)phenyl]acetam de
- 50320 P cyclopropyl-lH—pyrazol— -yl)-2-[4-(2-chloro-3-thienyl)pheny ]acetamlde

i;l—e( > Céﬁé Op&ﬂo&y cyckoprgﬁ'yl qff)pyraz&i@-yﬁ 2[[ﬁ (& é{ﬁyl_ -pyndlﬁ%' di 9131 ac)e Z | ] acet am

N ( 5- c304.0PNo@Véycldpropyl aERbyrazoll3-y15-2l [4-(f Eitiniidi-dR5 ShypReny/ 1)aBligRIde} acet ami de;.
2 [4 (605 Ad4%6-aitineSRitpy-Sipyiridiny]phenyy)-N-(S-cySlopsoplyb bHenyyazol-B- pyr azol -

yI)acetamde 50
N- ( 5- cycl YR d6°r|—|—pyrazo| 3-yl)-2-[4-(2,3,5,6-tetrafl uoro- 4-

pyridi gys) p .
N- (5-cyclopro oigﬁﬁazo - 3- yl7:}))-,l ﬁ(%z? 5% tehtrap %r pyr| di nyl )phenyl ] acet am
de; 508. pynd1nyl)pheny1]acetam1de

N (5- c Io 0 H- ra - razo | ) phenyl ] acet am de;
50(9 5 p{\l (%-cycloprori)%'l—l -pyrazo gZ[[ -met %-Z-pyridmy ph)erFiyl]ac)étalm de;

{2-[ ( 5@@3/0' RE{s ¢ opkddyPa g thzob-341)-3 T R P 1 e 25 RE L Dphe i ifabethehic: t i ophene

aci d;

N- (5- c§09. ops-gpyR-{(Feyropaapyl-1H-pitazdl-3- ﬂhﬁﬁmﬁpzimmh?ﬂplxenyﬁmmlamﬁsy' ] acetam
ide; 511. 6-(4- {2-[(5-cyclopropyl-1 H pyrazol-3-yl)amn no]-2-oxoethyl}
phenyl) - Z'S’Idpyrl di necar boxylic acid; 512.

el;t:(etSafn Opwyéyciogio%&i qﬁoﬂxyrgzo\{ lﬁyl? 21[4 (6 %e@h&&%b%&nﬁ)plﬁx{'ﬂ@egm& ) phenyl ]
N— ( glcs"cll 0 P63y R { S-eyaiopral-13-pimhzal-I-ghdndin B2 oxbetBy 1} phedylD-phenyl ] acet am de
N- (5- cyclPdHﬁWﬁWb‘MéﬂlﬁW@zol 3-yl)-2-[4-(5-fornyl - 2-fiuyl)phenyl ] acet ani de;

ﬁl— (;5 cy “opt 6(831‘1)'010?50[?9' -JPpyraze 'I35xl)2'g'[[ﬂ'-(%’%'-dﬁ‘f]}1?r8:5§- pyri di nyl) phenyl ] acet ami d

e, 516. ynnudm?'l)ﬁ)henyl]acetalmde
N ( 5- cg// opro H pyrazol - 3- - qui nol i nyl ) phenyl ] acet am de; 517.

N- (5- 33 §Wcloprwl-éﬂfnﬁ&°}'-3)¥m21% ﬁytmeaymhmdl]aqpta)mﬂe;nyl ] acet am
de;

N- (5- é}%l oo By eIorraRy - Kl dyragol 3yl 24 eyl fryirhenyliscsigidsh e ny | ] acet ani

de; 515. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(6-nitro-3-pyridinyl)phenyl]acetamide;
516. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(8-quinolinyl)phenyl]acetamide;
517. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(5-methyl-2-pyridinyl)phenyl]acetamide;
518. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(3-methyl-2-pyridinyl)phenyl]acetamide;
519. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(1H-indol-7-yl)phenyl]acetamide;
520. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(6-methoxy-3-pyridinyl)phenyl]acetamide;
521. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(2-amino-9H-purin-6-yl)phenyl]acetamide;
522. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(2-methyl-1H-indol-5-yl)phenyl]acetamide;
523. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(6-fluoro-3-pyridinyl)phenyljacetamide.
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519.

N ( 5- cycwapsioRysy | H pyrazol - 3-yl ) -2-[4- (1H i ndol - 7- yl ) phergi/Dsmmeensi de;

520.

N- (5-cycl opropyl -1 H pyrazol - 3-yl ) - 2- [gfo- (6- met hoxy- 3- pyri di nyl ) phenyl ] acet am
ide; 521. .

N- ( 5- c§24-0pRofSyeyclopreppldFopyrazaltd-yh-2r -(cshydsulfapy Dl Lnbihsnglvk ) phenyl | acet am
i de; 522, ide:

N ( 5- cyclBBFEBWYIS e pyr azol - 3-y1 ) - 2-[4- (2- net hyl - | Hi ndol - 5-yl ) phenyl ] acet a
m de; 5243. N-(5-cyclopropyl-1H- ol-3-y1)-2-(3',4'-dimethyl{1,1'-biphenyl}-4-yl)acetamide;

N- (5-cycl opro(pyl}il I—II)- pglyr azop-n???yl )y%- [(4- 6-fl ugr[o- 3-pyridinyl)phenyl]acetam
de. SUBEA| THFE-SrdioprogyIEEppeyoliry L@ hpdroryit/ il sbipbemdb 4o )agg amide;

N-(5-c¢ opr, -1, azqQl - 3-yl)-2-14' - (et hyl syl.f an L., L ph l]-4-

01 ] acobit B e TR S eamaptonst pviager-3 Shithinor 2- okttt -biphER Y

pyrazol - 3ay.b)srdsdnaic 4big:di met hyl [ 1, 1' bi phenyl | - 4-yl ) acet am de; 526.

N ( 5- cycl\o,%%rb(%%%nl%ﬁ%ilr’azol -3-yl)-2-(4"'-hydroxy[ 1, 1' - bi phenyl ]-4-yl)acet am
de; 5378. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[3'-(trifluoromethyl)[1,1'-biphenyl]-4-
(2E)-3-(4'-{2-[(5-cycl opropyl -1 H pyrazol - 3-yl )am no] - 2- oxoet hyl }[ 1, 1' - bi phe
nyl]-3- yljacotamidgienoi ¢ acid; 528. N-(5-cycl opropyl -

sho” 338 MY bydonripy i pina QLRI ety T BiBRAY etk o A de:
1, 1' - bisphienN-{5-8yclépropyit dipgkazol-590-2-[2(methylsulfanyl)[ 1,1 "biphenyl]-4-

N- (5-cycl opropyl -1 Hpyrazol -3-yl)-2-[2"'-(nmethyl sul fanyl )[ 1, 1' - bi phenyl ] - 4-
yl ] acet arlipsetagade; 4' - {2-[(5-cycl opropyl -

| H pyr | - 35 m.nej - 2- thyl ) A 1' -biph | b 712+ i c acid;
592" 5388 | VG e B et phuisina o PRV 5 HiRieRPIA

[ 1, 1' - bi pdaesdidvlicécidy! ) propanoi c acid; 533. 2-[4'-(benzyl oxy)]|

1, 1' - bi phenyl ]y 4-yl1-N-(5- CYCl opropyl - | I—j—gf/razol - 3- Iza(.:et am de; 534.

N ( 5- cy32.0pBeiri2-{(E-qygloprapyl-3Hypyrazol32yl)gnin -%-I@Kmtbillf/ll -bighenyhiy-] - 4-yl ) ace
t am de; 5. ..

N- ( 5- cycl g‘?‘ﬂ%ﬂ"!q %idvr azol - 3-yl1)-2- (3" -isopropyl [ 1, 1' - bi phenyl ] -4-y1)acteta
m de; 6. 2[4 "-bi -4-y1]-N-(5- 1-1H- 1-3-yl ide;

N ( 5- cg g?opr2 o[gyﬁelnzl—xlgﬂ)glz’%)Ib-l%l}e;/l?’l)] -42)-’19 AN f%%%?prlr.?/?}: 21-}% Eﬁ??‘i phgrz?/(lze]tagl%lef am de;
537. 534. N-(5-cyclopropyl-1H-pyrazol-3-yl1)-2-(2',3"-dichloro[1,1'-biphenyl}-4-yl)acetamide;

2E)-3-(4' -{2-] (5- I | -1 - 3-yl | poj - 2- t hyl , 1' - bi ph
yi1- 45591 ) N HUaHEPe EpUEszelo Y i aisopriraliT o phasif g Dasspnigey ) 2

4' - 2- R | g ] = 11 St ara 3.
L7 ol (5hp2 S AR phdo 8l o AN ait
H- pyr az8¥.- 3(3E)-3:(4't @Ai(SeyclopréPyl-1H-pyrazol-3-yl)amino]-2-oxoethyl}{1,1'-biphenyl]-4-
N- (5-cycl opropyl -1 H pyrazol -3-yl)-2-(3' -nethyl [1,1" - bi phenyl]-4-yl)acetam d
e: ylS)-Z-propenmc acid; '

538. N-(5-cyclopropyl-1H-pyrazol-3-y1)-2-{4'-[(E)-2-nitroethenyl][ 1,1'-biphenyl]-4-

yl}acetamide;

539. 2-(4'-chloro[1,1'-biphenyl]-4-y1)-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;
540. N-(S-cyclopropyl-1H—pyrazol—3-yl)—2—(3;-ﬁemyl[1,l'-biphenyl]-4-yl)acetamide;
541. 2-(4'-phenyl[1,1'-biphenyl]-4-y1)-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;
542. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4'-phenoxy[1,1'-biphenyl}-4-yl)acetamide;
543. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2'-formyl[1,1'-biphenyl]-4-yl)acetamide;
544. 2-(3'-chloro[1,1'-biphenyl]}-4-yI)-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;
545. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3'-formyl(1,1'-biphenyl]-4-yl)acetamide;
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541. 2-(4'-phenyl[ 1,1 -biphenyl]-4-yl)-N(5-cyclopropyl-1

H pyrazol ; 3- et am de; 542. .
N ( 5- cycl%(g?%gk)%’?fl H pyrazol - 3-yl)-2-(4'-phenoxy[ 1, 1" -bi phpe%rlyﬁo-oﬁ)f??) acet am
de; 543.

N-(5-cyclopropyl -1 H pyrazol -3-yl)-2-(2{ -fornyl[1, 1'-bi phenyl ]-4-yl)acetam d
e; 544462 (1ékt-bhtyt 18- {h-[(ts-&%ﬁ?@bﬁmﬂ-byﬂzm@ybhmﬁowmxoamnpherﬂyl)-1H-

H pyrazol - 3-yl ) acet am de;

N- ( 5- cycl pyraettcarbexylateizol - 3-yl ) -2- (3" -fornyl [ 1, 1' - bi phenyl ] -4-yl)acetanid
»? ert _Sggﬁ%l T%&'—?}l'_la%lg 1,{'5)lijp '%n§ﬁ24;‘&9}98&%%%?{%@9&%&5%@93%&%&& 6.

2- (4- { 348 ( Sy S LARGMBYYI-1 SE 1) D-4-diB e, d mar aeyipieényDhacstathide 1 H-

pyrr ol ?—A'kl ﬁ%?%gﬁy@gy%; 1&515%2-( ')- cg/dano [ b 1

1, 1' - bi phenyl]-4-yl)-N(5-cycl opropyl -1 H pyrazol -3-yl)acetam de; 548.

N- (5-cycl opropyl - I Hpyrazal - 3-y] ) -2-(4-dibenz dl furan-4-yl | ) acet am
de. T e@empewﬂw'?ém@? ﬁéﬂ aé“‘(dl% S,afta “‘E"ﬁéﬂ%ﬁ% 5“‘?‘!?8&3@ ?""H@‘g@g%bt ai ned,
for ex . process conprising: (a) reacting a conpound represented
by for %u%éaegs(?ﬁm?s"ﬁé)cm (I'l) where Ris as defined above and R2 is an

al kyl gr oup (aydabtisg £ tonpourid representdicbyforsaladB):of a basic agent, to obtain
a conpound represented by formul a gl!!ge@rCOCHZCN (rrr) where Ris as
defined above; (b) reacting a con% desent ed by formula (I11) with

hydrazi ne hydr | : : YinftRE pldkehcé BFa NH2 R
N (I'V) wr}lﬁr?/\%é?gst%éngdggg&cﬁ%ﬁn dgmg@?%%ﬁ%?% amcorr%%ung r epr esent ed
by fOrrﬂdl;i@aéén‘()totdbt@lbh@bm?_aummwﬂedH}eihhﬁahr(llfe)d by formula (V): NO2 R N.
N (V) Hwhere Ris as defined above; (dIZI reacting a compound represented
by formula (V) with tert-butoxyR&GGSHFCN ()

where R is as defined above;

(b) reacting a compound represented by formula (TI) with hydrazine hydrate to
obtain a compound represented by formula (IV):
NH,

I\ v)
RN
H

where R is as defined above;

(c) oxidizing a compound represented by formula (IV) to obtain a compound
represented by formula (V):

NO,
R / N}N V)

H
where R is as defined above;

(d) reacting a compound represented by formula (V) with tert-butoxycarbonyl

anhydride (Boc,0) to obtain a compound represented by formula (VI):
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anhydride (Boc20) to obtain a conpound represented by formula (VI):

SUBSTI TUWO &/B889 (RULE 26) WO 01/ 12189 PCTI USOQ 06699 32PCTMOS00R6H99IN NO

O ~O where R is as defined above; (e) reducing a conpound represented by
formula (VI) to obtain a conmpound represented by formula (VII): NI-12 R N
IN (M) OO where Ris as defined abéve; (f) reacting a conmpound
represented by fornmula (VI1) with_a ound represented by formul a
(VIT1): R-COX (VIIl) where X is/hy\ roxy or a . suitable | eaving group and R
is as defined above, to obt ailrQ cdhpound r&N esented by fornmula (1X): H
NYR /NO RN(IX) Owhere RNand R, are as defined above; and (g)
hydr ol yzi ng a conpound represent by formila (1 X) in an acidic mediumto

obtain a conpound of formula (19, re Rand R are as defined above;
SUBSTI TUTE SHEET (RULE 26) WD 01/12189 PCT/ USOQ 06699 33 and, if desired,
converting a 3-am no-pyrazol e deri 've represented by formula (1) into

anot her derivative represented by formula (1), and/or into a salt thereof.
where R is as defined above;

(e) reducing a compound represented by formula (VI) to obtain a compound
represented by formula (VII):
NH,

ﬂ (Vi)
N

PN

R

) 0

where R is as defined above;
(f) reacting a compound represented by formula (VII) with a compound represented
by formula (VIIL):
R,-COX (VII)
where X is hydroxy or a suitable leaving group and R, is as defined above, to obtain a

compound represented by formula (IX):
H
N R1
R N/
)\ (IX)
/(‘)\

where R and R, are as defined above; and

8]

(g) hydrolyzing a compound represented by formula (IX) in an acidic medium to

obtain a compound of formula (I), where R and R, are as defined above;
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Al ternatively, the conpounds represented by formula (1) and

phar nacgu@vbco?}é%%yaccept able salts thereof may be obtai negc?)i@?q/&%%ssl? / :

conpri si ng: reacting a conpound represented by formula
N (TV) H with a conmpound represented by fornmula (VMIIl): R -COX (VIII)
where R and R, are as defined above ad8 X is hydroxy or a suitable |eaving-
group, andeifelesitddy corpietting md-amindspyrazole derivativb tapresented byiormuda ((pmtesent ed by
formula (X): H NYRL RNO/(X) ORL where nd R, are as defined
above; #tier 3‘/’“@@6@‘9@%"1@9’6{9@‘92 %Hﬁﬁéﬁﬁaaweqfor nmula (X) in a basic
medium to obtain a conpound represented by fornmula (1). Alternatively,
t he conpounds represented by fornula (1) and pharmaceutically acceptable
sal t s tAkeraativelyg yhdonpitjuatdsneprdsynted by formglaa(lcandphantaceaticatiyaoteptaby f or mul a
(rv): NH2 R/ 1N gev ). Hwith a conmpound represented by fornula (XI):
R, - coccalis thrrepf mapeobtaingdbyra propess §8MpEFiNgGed above. SUBSTI TUTE SHEET ( RULE
26) WD 01/1 P( i valy, the conmpound of formula
(1) and pharz(%gg%aﬁﬁég?@pg@g%% %%%éésgfoﬁbkﬂf may be obtai ned by
reacting a conpound of formula (1) whegein R is a 4-hal ogeno-phenyl acetyl
group, or a polynmer supported fo/ \ i t2 (I'b) N& N X
_N av)
N
H

R

with a compound represented by formula (VIII):

R,-COX (VI
where R and R, are as defined above and X is hydroxy or a suitable leaving group, preferably

chlorine or bromine, to obtain a compound represented by formula (X):

H
N _R,
yant
RN N O
A

O R

X)

1
where R and R, are as defined above; and
(b)  selectively hydrolyzing a compound of formula (X) in a basic medium, to

obtain a compound represented by formula (I).

Alternatively, the compounds represented by formula (I) and pharmaceutically acceptable
salts thereof may be obtained by reacting a compound represented by formula (IV):

NH,

/ ,\N av)

with a compound represented by formula (XI):
R,-COCCl, (XI)

where R and R, are as defined above.
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OO HNNNPoll {I) (Ib) wherein Xis a hal ogen atom such as brom ne or
I odi ne, wgbdyaigonpound of formula (XI1) OHI1 (XI1) R3 py/obewosedd3 i s an
aryl group, under well known Suzuki conditions, to obtain a conmpound of
formula (1) wherein R3 is aryl, or a onrrer supported formof it (Ib) ~/
RBHRa NN-~ NONNONH PoII 4) (1b) and, in the case of a

pol ymer supported corrpound (I'b), hydrolizing it by acidic treatnent to

obt ai n ,t he above und for AIt

f or nul é‘t“ﬂ’)a%éf%&’ W@@b&@éfﬁﬁ‘i“éﬂ“@é ceP ag*e ﬁﬁ%ﬁ’%mg’g%’; ned
by a p fthe %gneaﬁ & Lfd6f foifiuf BQW&QHBQRQéaﬁQﬁHﬂkﬁo han HeiNn R
Is a 4Bﬁ6 geea enyilngcéoflﬂpo group, or (a pol ymer supported form of |t (1 b)
Wi t h agpiupacoi pelymer sugportedifaror afiit dohpound, under Myaura's conditi ons,
obtain a conpound of forrmula (XI11) or a polynmer supported formof it

(XI11b) SUBSTI TUTE SHEET ( RUCE R6) V\D 01/ 12189 PCT/ USOQ 0669 H H N N
-N NN O O Pal q_—l @)

z N

/) /
N—N —N
H Pm
0] | (Ib)
wherein X is a halogen atom such as bromine or iodine, with a compound of formula (XII)
CI)H
_B. (X1
R, OH

where R, is an aryl group, under well known Suzuki conditions, to obtain a compound of

formula (I) wherein R, is aryl, or a polymer supported form of it (Ib)

H R, H R,
B\@(N B\()/N
N—N ° N-N °
H Pol
0] | (1b)

and, in the case of a polymer supported compound (Ib), hydrolizing it by acidic treatment to

obtain the above compound of formula (I).

Alternatively, the compounds of formula (I) and pharmaceutically acceptable salts thereof
may be obtained by a process comprising:

a) reacting a compound of formula (I) wherein R, is a 4-halgeno-phenylacetyl
group, or a polymer supported form of it (Ib) with a pinacol ester of a diboron compound,
under Miyaura’s conditions, to obtain a compound of formula (XIII) or a polymer supported

form of it (XIIIb)
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(XIU) I (XI1lb) b) reacting a conmpound of formula (XII1) or a polyner
suppor t edyffy it (XiIlb) with a conmpound of fornula XI'V)
where R3 I's al%fygand X is bromne or iodine, to obtain a conpogﬁg’o‘?égé
formula (1) wherein R3 is aryl or a polyner supported formof it (Ib) HH
NN HNONNOU Pol (1) (Ib) c) and, in the case of a polyner supported
conpound (1b) hydrql,i zing it by acidicatreat nent obtain the above
compoun lap!). As will be rea a 'ﬁ)ed i f the conpounds
of formula ( pfrepaned—]ccording to any off t heyprogesses descri bed
above, are obpalLQed ag/ an gf ure of |sorrerﬂ,._|qhe| r ‘ [

single isonerp of for@ula f{ accor di ng tlg lefonventl ddal tg gues, is
wi thin the scope of the pre i nvention. ?lkevvlse the co Ksion into
the free conmpounds (1) of the corB—e opdi ng salts thereof, accopdr o]
wel | - known pr ocedur(?ﬁ 1) is still Jithi he scope ofyj inventioh. T

reaction of a conpound of forml® ) to produce é ound of @ | a

(I11) may be carried out with acefpnitrile and a base such as so m
hydride in a suitable solvent such di et hyl et her, tetrahydrofuran,

di oxane at ab)t eneactingraccomnoyné of formia (X5 erepalymensupperted fopnof itSUBSTI TUTE
SHEET ()Q(III W 0l1l/1 §? C?'Gﬁgg/ 06699 36 The reaction between a
compou ‘f°£“F(‘1“P )0 o&nr')lao a conpound of formula (1V) is carried
out with hydrazine hydrate, in a solvgs su met hanol or ethanol at a

tenperature ranging fromroomtenper ature to 80C. The reaction of a
conpourwhené Rf o aryl and( X\i§ bromipe odiedmeatocabrtyio arombmpouhd pfifdrmula\(l) wherearRj ed

out wit.h o one ot assi er.ax nosul fate) or anot her oxidizi ng agent
such agdS 3} é%‘%f“{‘f'g?‘&a%@lgfﬁ‘aﬁpmbl e solvent such as a mxture of

(7))

wat er - ac tone at a nperature rangi from OCt roomtenperature. The
reactio d of conpound of rrrul to produce a conpound of
for mul a W/D )/D

() (Ib)

c) and, in the case of a polymer supported compound (Ib), hydrolizing it by

acidic treatment to obtain the above compound of formula (I).

As will be readily appreciated, if the compounds of formula (I), prepared according to any
one of the processes described above, are obtained as an admixture of isomers, their
separation into the single isomers of formula (I), according to conventional techniques, is
within the scope of the present invention.

Likewise, the conversion into the free compounds (I) of the corresponding salts thereof,

according to well-known procedures, is still within the scope of the invention.

The reaction of a compound of formula (II) to produce a compound of formula (III) may be
carried out with acetonitrile and a base such as sodium hydride in a suitable solvent such as
diethylether, tetrahydrofuran, dioxane at a temperature ranging from room temperature to .
120°C.
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(VI) is carried out with tert-butoxycarbonyl anhydride in a suitable

sol vent wsuréyassom xtures of nethyl ene chloride-water at r@DUStO®ERSr at ur e.
The reaction of a compound of formula (VI) to produce a conpound of fornula
(M1) may be carried out directly with hydrogen in the presence of a

catal yst such as palladiumon charcoa}® in a suitable solyvent such as
met han§he actiombgfeena cp@amde@&femﬂa (H) topsoducs arcoBpoprd aeormyla @My #und of

e e ROy S Rt i s e

| NSt ang r%éﬂ-&ﬁ%mﬁltdﬁperatuﬁto 8be@- di cycl ohexyl car bod| I m de,
1, 3-dii sopropyl carbodii m de, or 1-

( 3-di nﬁ‘he.pdaammoﬁa opypgund-of forpnuda (I¥0 40 predues a pompound; of fotreuls 6V)n§manm¢c h as,

for exa dic onet.hane, chl oro%?tr%p\l_tetra dr of et her ,
1,4-di 8 H‘@fh Q&ep '{H"F’F%““n PETarymonogiltaie) oF 0P Tf&?‘ﬁﬁﬂgd%g

t enper g& kfae J, LNt WhivertGubh 8 a bt off Waté-acstoht 8P4 fenk eﬁ@cur e
f r om about to about 96 hours. The reaction between a corpoun

f or mul mngiﬂglﬁ-om@dcaommmmpkramref ormula (VIIl) may be also carried out by
using a poI(y!rrer supported coupI| ‘g ggent such asﬂgﬁl ystyrene S poried
g

di cycl dheisacten phacompennd of cogipoyn rfe PERruse 3 LompemRd R8s i de,
chloro Vi uran
¢ 7 oo by DB s BRE w16l Wiy barBons Moy i Dol ARRBNEH ot KRS 1 F
bet meeafﬁleg@me@ﬁﬁ,rﬁt.vtlawmk@mwmﬁerm a conmpound of formula (VI 1) can be
al so carried out, for exanple, m xed anhydri de net hod, using an al kyl

chl or ofbe regetion ofja pompoundaf] fonmsl@ (EDE? prodyee aggmppwf fermula §VE) mayebe i n
h b
N N i PR Syl ol Ridrogtaf mepticinod G A e fh PR pdinen enehersat 1 o

| NSt angs siiftbieédfvent! sifchl 2 nIRinG PoCath4Hbl &Y 1@ bRy tBiny &ﬁtdr@hydr of ur an,
acetonitrile, diethyl ether, SUBSTI TUTE SHEET FRULE 26) WD 01/12189

PCT/ USGD# osetion bawetn 4-comprumbof formnlanVa) mad laydofmponadrpfiformata VI mbereat ur e
For mul X 15 DR e5aR 6 be GRFRA-IR 1o REAPaSq P = CRHPRE e SRel SO 00E wi ¢ b
an aci fhsta%.es Qa?o%dhﬁhaé par @@caa& ol?eﬁyréarbhuﬂmfehh Bl difsopfoblcarbBiftnfdedss fL in a

suitabl e sol’'vent such as nethylene chlioride af a tenperature ranging from
10C t o(3-dimethylempmpaipyl)e3-cthylcarbediimide; ihet weitabla sclum;towti asf féroexarmhple( N)

wth a.c ound of for a (VI er ei suj e | eavin roup
can bedichiqrem, > of‘?'J gtéﬂ*’é'ér ag, t‘ﬁ?tffylar?heﬁas]ea %mxane aceton%tx%e,

toluene, or N,N—dimethylformatmde at a temperature ranging from about -10 C to reflux for a

suitable time, i.e., from about 30 min. to about 96 hours. The reaction between a compound
of formula (VII) and a compound of formula (VIII) may be also carried out by using a
polymer supported coupling agent such as polystyrene supported dicyclohexylcarbodiimide
in a suitable solvent such as methylene chloride, chloroform, dioxane, acetonitrile, N,N-
dimethylformamide, tetrahydrofuran at room temperature for a time ranging from 12 to 96
hours.

The reaction between a compound of formula (VII) and a compound of formula (VIII) can be
also carried out, for example, by a mixed anhydride method, using an alkyl chloroformate
such as ethyl, {so—butyl, or iso-propyl chloroformate, in the presence of a tertiary base, such
as triethylamine, N,N-diisopropylethylamine or pyridine, in a suitable solvent such as, for

instance, toluene, dichloromethane, chloroform, tetrahydrofuran, acetonitrile, diethyl ether,
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such as triethylam ne, N nethylnorpholine, N, N-diisopropylethylamne or
pyridine, ui tabl e sol vent such as toluene, dichlor hﬁ@fﬁ

chl or of or%db(}?%%sayl et her, tetrahydrofuran, acetonitrile, » [ oxang“%%

N, N-di met hyl f ormam de, at a tenperature ranging fromabout 10 Cto reflux.
The reaction between a conmpound of fortula (1V) and a conmpound of formula
(VI'11) 1,44aliodane cord,Nsdimetigdfonmamidecaty teamperature rangingfrymeabost3PRC te tbom
tertiary base such as pol ystyrene supported N-nethyl morpholine in a

sui t abl T€MPEHAERL , for instance tol uene, dichloronethane, chlorof om

di et hyl -t e CEta {11 |

N, N- di net hy t(‘)&rnn%%ggé{%g%ﬂ %mrﬁiggr%? tg{ gﬁgyce?'%g&?lgac |%i;1f°5¥1 ugz @)%B‘F\d of

f or mul aafrigd et Wwithincacid suehmasuriflusroateticradidy HydrochRichavid, Cfofrhicestiduin avi th a
base such as sodi um hydroxi de, potassi um hydroxi de, sodi um carbonate or

pot assiswitellersobvent such as methylens| ehloridesatna temperatyre ranging omf 105€: tearaeim or

et hanol, and ter at roomtenperature. The reaction of a conpound of

f or mul éexPR?ra ‘produce conpound of fornula (1) can be also carried out by
usi ng a polystyrene supported trisamne as a basic agent. The reaction

bet ween a conpound of fornula (1V) with a conmpound of formula (Xl) to

obt ai n The maotau bdtvweenfn compound df femube (B8 withda campound be fomeda (VEIPpf a

base such as triethylamne, N N-diisopropylethylam ne, N-pethyl nofpholine
"o SURSIERCX it AHEDIE IGAYInEETaRR. 65 BE CITIEL ool s Rrossngs Ph Ay RHBRLPSFe,

di met h f g ; Ngy : : I t;

et e g R o B B ani e R g 5% 38

r eact i enitislie selventosuch rap telnehepflichlorométhar(e, rhlohoform,ndiéthylether, tetrahydrofuran,

4- hal ogeno- pheny] acetyl__and a (lzorrpound of fornmula (XI]) to obtain a

conpourigetenitrilsy digxans nN.ihdmethyliormaraide, afa temperatiiss rangiig,from abowrd 0afa i eqd

Cuch ade88 PRSFAS e B Srattud B (iia [ ¥ SRR TV BN 71

sol ventcas belsoasarikd @it lnxpresdnae of apdlymer sapywirted dértiagrtase higdhras pollysofretieane,
di et hoxyet hane, at a tenperature ranging fromroomtenperature to refl ux.

The r es8PPQEdNmeiBNImorphaling in@ syitable spiyent, for inglancedolpene, dichloromethane,

4- hal o - ] ' L oSt er ' _
ot ai n o RBEeRTp, horofrh 186BhiEE! Slondle & B IRIRGMI O
a base r&@tﬁherﬁ;?erﬁmkassi um acetate, triethylamne and a catal yst such as :
PdC12( di phenyl phosphi nof errocene), PdC 2(PPh3)2 in a suitable sol vent such
as di nderipadtionnefing eempenngxefnormula (&) 9 Ipseduce d epmpayndof Hosnpde KBrean be

aceton 'cteu[rieldeou%1 v&iﬁn?g{sgts%heas sodium hydroxide, potassium hydroxide, sodium carbonate or

potassium carbonate in a suitable solvent such as mixture of methanol or ethanol and water at
room temperature. The reaction of a compound of formula (X) to produce compound of
formula (I) can be also carried out by using a polystyrene supported trisamine as a basic

agent.

The reaction between a compound of formula (TV) with a compound of formula (XI) to obtain
a compound of formula (I) can be carried out in the presence of a base suich as triethylamine,
N,N-diisopropylethylamine, N-methylmorpholine in a suitable solvent such as acetonitrile,
dioxane, tetrahydrofurane, dimethylformamide at a temperature ranging from room

temoerature to reflux.
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rangi ng fromroomtenperature to reflux. The reacti on between a conpound of
formul a wW¢ délzimnd a conpound of fornula (X1V) can be caeCT/Eshome99 n t he
presence of a suitable catal yst such as Pd(PPh3)4, PdCl12(PPh3)2 and K3P04,
K2CO3, Na2CB in a suitable solvent such as dinethylfornmam de, di oxane,

t et rahydrof urane, di nmet hoxyet hane. The’ c ounds formul.a (I nd t he

i nt er ma8f Kasdon B?“”ﬁ?‘éﬁ&?‘i“ﬁ@“‘ﬂ@kp’é%mbgo %ﬁpﬁdﬁ@ageqo&hﬁyﬁla%gﬁl 3 %asi |y
pr epar r di t] I ' ' . i SEef or
Ccanp! CompSERt A Behdly R SRR oSN SE RANB (LN WhBRIER, s gL
conver phéiylaektyl bas be pairiedwit Hithp pedsetelofratiase sich dshEsH, NaeCOQIHQ0Ydmdi =5
carried out according to conventional procedures_ by acid hydrolysis. Also,

t he optatalysl sueh as BAEEN).JAG(BBhge BAE4%)./FPBhain asvitahleimixtire pbsatesnt suehound

R T e e S e S T S R A
t he fr@@nwmmgiﬁgﬁm{}oﬁtehﬁ@mu&gwfe@hkpn of a mxture of isoners into

the single isonmers nay be carried out by conventional nethods. SUBSTI TUTE
SHEET (RULE 26) WO 01/12189 PCT/USQOQ 06699 39 The conpounds of fornmula

(100 8 ey S BB P RS B S0t

Con_venaip@@bl estG O dibien YRS BRBIINE chiRBoGRI IRl XTTPEM Beeatridd
optional” functional groups within both the “starting materials or the
i nt er medt it the présenaodf a biseshclt esipatagsiune acétste, trizthylamint add @i citalyst sact aons,

are preferahly protected accordi conventional technjques. Likew se, the
conver & FIGF:(QSPXW@QSWB‘?%EP%% 0 %ﬁh@gh nt P t Re F‘PE"@ied epplbentct B¥hcofpounds

CorpoutEiiby el ARG ARG PIRAPRENY Bonple TR aie, | 0°

posi ti yangimgsfibmoomhtempératire @aeflixli ng to the fol l owi ng procedure. The
inhibiting activity of putative cdk/cyclin inhibitors and the potency of
sel ect dde Teastipn betreenascannanpgiof dormulz 6XHP anda-comppund of femmula 4XEW) en t he

hosph Bt SR, fECrefeicd o i wlgBle ikt auch B Fdcprhal, BACCEPR.), i
bi ndi g PO,,PESCOL,,V NGO, 0Rd as yhitdbletR1vht &fucR We SdimRSyifolrhdmide O iskMe,;
tetrahydrofurane, dimethoxyethane.

The compounds of formula (I) and the intermediates for preparing them as polymer supported
forms, can be easily prepared according to conventional techniques known in the art; see, for
example, Tetrahedron Letters 38 (15), 2629-2632 (1997).

Likewise, the conversion of these polymer supported forms into the free compounds is carried

out according to conventional procedures by acid hydrolysis.

Also, the optional conversion of a compound of formula (I) into another compound of
formula (I) can be carried according to known methods. The optional salification of a
compound of formula (I) or the conversion of a salt into the free compound as well as the
separation of a mixture of isomers into the single isomers may be carried out by conventional

methods.
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When a radioactivity | abelled phosphate noiety was transferred by the
ser/thre | to the filter-bound histone, light emt sured
in a sci ﬁﬂq'{lg?fsgn counter. The inhibition assay of cdk2/ gggfqgﬁ&%&g%t ivity
performed according to the following protocol: Kinase reaction: 1.5 -M

hi stone H substrate, 25 M ATP (0.5 u@® P33g-ATP), 100 ng Cyclin A/cdk2 -
conpl exThed Corpounds loif tfarmula (H), f(VHD) whekinnX iohydioy -or & lbavifig groupRisSeffigkd 10 nM
pH 7.5, MyCl2 10 nM 7. DTT) were added to each wel] of a 96 U bottom
wel | pl 2hoxe, (AP £XID) gngd; ajg knopRcom 50 &, obtained jagerrding to: eqnyentional 20. 1
EDTA 12tgcﬁHY+ gapture: 100 1 were transferred fromeach well MiltiScreen
plate, to aflow substrate binding phosphocellulose filter. Plates were

t hen waWwhen plepatifig theVicbiapdiidls of\einulRB, oplional Minctiohdlegro {thin! S9tRdheY

Mul ti Screen filtration system . SUBSTI TUTE SHEET (RULE 26) WO 01/12189

PCT/ USodartias gnateras put thet ingasmediptes ¢ thergofyawhich | oyl giveorisy Jo amwanied siden 100

1/ wel | Lhtil |l ant [ d 1d 2 | abel | ed histaone H detecied by
r adi oacrt%%{b ég%rﬁr.%f?&‘e".’ﬁ rﬁgec%g.p_a@g(ﬁpéi %"&"F’Bﬁ%‘f# ) Eeaﬁ’égltﬁst ggﬁ%{s& &é e
anal yz egngadiof ol 1856 pebtésiedednibulds infithe Sfee !ﬂéﬁi@teﬁ:&dtc@ﬁ@buﬁ&tmw be/cfied
enzyme (=100% . Al |l conpounds 'showi ng inhibition > 50 % were further

anal yzeqit aecopdidg to welldmown psongderss.i ne the kinetic-profile of the inhibitor
via Ki calculation. The protocol used was the sane descri bed above, except
for ATP and substrate concentrations. Either the concentrate of ATP and

hi stonqig_&n%&%[ate were varied: 4, 8, 12, 24, 48 Mfor ATP (containing
proportronalTy diluted P33g-ATP) and 0.4, 0.8, 1.2, 2.4, 4.8 Mfor histone
wer e usBr ¢ompoinadshofformadla@pare activeods ddieydlif ilebitors as theyave positivs sesults

inhibitor concentrations, Experinental data were anal yzed by the conputer
prograrﬁ’h@itﬁﬂﬁpﬁ%émgft%ﬁhar@lbﬂg’géﬁr?ﬁe ¥ on, using a random bireactant system

ti : o e \/= gy = qim = e g ey = = = = g m m = = e e g — e -
72 Uy e AR ey RAMRBtkaporolE, EVIRR, 2 MRS, O e

compounds was determined through a method of assay based on the use of the MultiScreen-

PH 96 well plate (Millipore), in which phosphocellulose filter paper was placed at each well
bottom allowing binding of positive charged substrate after a washing/filtration step.

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

The inhibition assay of cdk2/Cyclin A activity performed according to the following

protocol:

Kinase reaction: 1.5 *M histone HI substrate, 25 M ATP (0.5 uCi P33g-ATP), 100 ng Cyclin
A/cdk2 complex, 10 *M inhibitor in a final volume of 100 *1 buffer (TRIS HCI 10 mM pH
7.5, MgC12 10 mM, 7.5 mM DTT) were added to each well of a 96 U bottom well plate.
After 10 min at 37 C incubation, reaction was stopped by 20 1 EDTA 120 mM.

Capture: 100 1 were transferred from each well MultiScreen plate, to allow substrate
binding phosphocellulose filter. Plates were then washed 3 times with 150 «1/well PBS
Cat++/Mg++ free and filtered by MultiScreen filtration system..

RS
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In addition, the inhibiting activity of putative cdk/cyclin inhibitors and
the pot emayowizisssel ect ed conpounds was determ ned usi ng apCEUBBDGEH assay
based on the use of a SPA (Scintillation Proximty Assay) 96 well plate

assay. The assay is based on the ability of streptavidin-coated SPA beads

to capture a biotinylated peptide der#ed froma hosphoryl ation site of
hi st onBetegtions: afiltersiwste allaped to] diyat B, ghens bt ¥wekbiseintillapt ware gddedeanded by

t he se e j nase_t.o th i.qtinyl ated histone. i d | i | tted
wns. roddb ated hBRRR 1 in etmr et Ao Rt Rl YoRhRE i 58 Th8 Syl Mraiic, o
activity was perfornmed according to the follow ng protocol; Kinase
reaction: 1.0 M biotinylated histone peptide substrate, 0.25 uC P33g-ATP,
4 nM Rekiltsp 2 dataowptdecanalyzed Ghd Mxpreskédas G6 inhibitiohi reférradota katalofctivity. of

buf fer (Hepe 20%51\/1 pH SUBSTI TUTE SHEET (RULE 26) WD 01/12189

PCT/ Us%méﬂoo 7.5, MyCl2 15 mM | nM DTT) were added to each well of a

ot oppot byt iciifie ibibiff 110 lrf Suder ndFEWAR of 8 o by BEERRAAY, 125
cont ai thekgn&iclpfofile dfahe Hhiifdr viaKiMalationd 5 mM EDTA. The beads were

allowed to settle, and the radioactivi é(i/ I ncor por at e&ji n the 33P-] abel | ed
pept i d&henamtersl cvsedd Was  theTspmeodercribed rabove.aexempt cBUnAGE ands sibsirateny; o

were anal yzed.and %0 leniiab] t 4 ' C o 1 -
(nicnoaneehBRict; e BR3GH-Ateie oAbl RBgHE Hlhubsifne AEBlaien £ 8718, 0
vari at pana®tM fop AT (coRfirBAE pRipokteitialy deiatedREZELATP) and G:4008[ 1.2+2M) 4.8
"{(LogEC50 - X)*Slope}] Wiere X =log(uM and Y = % Inhibition. The
conpourisforhistenemérs us¢d incabsencis and possencesafitwi differents prapetly chesenrinki§itbat ed
proliferatig_n.of tumor cells, hence in therapy in the treatnent of various
t unor s “QFEATENODS; o1 nstance, carcinomas, e.g., manmMary carcinons,

car Ci NeBeritbAAH€ Hatd 2Mferd) OfiBalyz6@! 89 HR Clonfiier pRYFHY °8 16t alfort URPT S,
sarconms, e.g., soft tissue and bohe sarcomas, and. the emat ol ogi cal

mal i gndetermmationusing,a rendpm bireackantsystem equatiddi t i on, t he conpounds of
formula (1) are al so useful igéége treatment of other cell proliferative
di sorders such asvrﬁ%ri asi s,(A ul ar snmooth cell proliferation associted
with atherosclerosis and pgtagyrgi cal stenosis a restenosis, and in the
treatment of Alzheiner's disease. The conpounds of the present invention
can be adm N=st-ered--8i-t-hes--as--si-pgl-e8--agent s or,

I+ @A) + B+ A®
KA KB  aKAKB

where A=ATP and B=histone H1.

In addition, the inhibiting activity of putative cdk/cyclin inhibitors and the potency of

selected compounds was determined using a method of assay based on the use of a SPA

(Scintillation Proximity Assay) 96 well plate assay. The assay is based on the ability of

streptavidin-coated SPA beads to capture a biotinylated peptide derived from a
- phosphorylation site of histone.

When a radioactivity labelled phosphate moiety was transferred by the ser/threo kinase to the

biotinylated histone peptide, light emitted was measured in scintillation counter.

The inhibition assay of cdkS/p25 activity was performed according to the following protocol;

Kinase reaction: 1.0 M biotinylated histone peptide substrate, 0.25 uCi P33g-ATP, 4 nM

cdk2/p25 complex, 0-100 M] inhibitor in a final volume of 100 1 buffer (Hepes 20 mM pH
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alternatively, in conbination with known anticancer treatnents such as

radi ati onglg\fil3my or chenotherapy regimen in conbinati OnPWr}[[km‘f/&tngSt atic
or cytotoxic agents, antibiotic-type agents, alkylating agents,

antinmetabol ite agents, hornonal agents, immunol ogical agents,

I nterferon-type agents, cycl ooxygenaseti nhibitors (e.g. COX-2 inhibitors), .
met al | s} Mgz 06 el MMIITT)owére al@ddoraédibwell 6ha D6 TDbStorh WellJldte. Wiflepse

i nhibitors, anti- growmh factor receptor agents, anti-HER agents, anti-EG-R

agent s, 2&min abhhCogevhatipn, the sgection watsionp gagdition REISE0 g )SPAChels {189

PCT/ USQ fiarmes t.r.ansf.e I ghi i , s-raf .si

tr ansauPe B Beeh R derpdhiEB 2 A Retod, BN AT &d 3 mil B3 e

i nhi bi t¥4ads werd blldwediogtttls) and R fadidatieitys RigBipdfdted irl thi 33PLIEBSlled peptide
topoi sonerase 1l inhibitors, and the |like. As an exanple, the conpounds of
t he i nveas detectedhin asEopdonind issintiHatibni aountenbi nati on with one or nore

chenot her apeuti ¢ agents _such .as, for, i ce, taxape,. taxane derivatives,
encaps %ﬁ"@ﬁf b&f@a‘ﬁ% an%ﬁe%ffd eggmegpﬁgféfrﬁ%m Latii &'&f‘,’"%’ﬁf’hr acycl i ne

gl ycosi des, e.g., doxorubicin, idarubicin, epirubicin, etoposide,
navel bi ne, vinblastine, carboplatin, cisplatin, estranustine, celecoxib,
Sugen A00&a1-6(Urtkngen - Bkegdl @iz, BentrelptBkgd))and the |i ke, optionally wthin

| i posomal fornulations thereof. If formulated as a fixed dose, such

conbi nati on products enpl oy the conpounds of this invention within the
dosage | : i ifive agent
i thin IROVEEE e SRR Ath 0 valaffon S M o HEGRL op Rl b °, 2
sequentially with known anticancer agents when a conbination fornul ation
i's inappropriate. The conpounds of forrmula (1) of the present invention,
sui t abl ¥ =T 0/[Adn i {kegRG¥r X¥'Slopehbhnmal , e.g., to humans, can be

adm ni stered by the usual routes and the dosage, |evel depends upon the
age, weight, conditions of patient and the adm nistration route. For
exanpl eWhereS0EloEPIM) ARB¥GEYARDitRs. f or .oral adm nistration of a conpound of
formula (1) my range from about 10 to about 500 ng per dose, from1l to 5
tinmes daily. The conpounds of the invention can be admnistered in a :

vari et y,of dosage . fof s el kR .the form tablet sul es |
sugar - o soRiRREs bblRpedpler iRfioiseshild BReSImB S peiRbatelss , |
the f aifop €8IS Shéné Iift Stherdpy SRt tAE atdatmene- o variolls MtambAC MR hs/  foP linstance, :
i ntravenous and/or intrat hecal ~and/or_intraspinal injection or infusion.

The pr egminomasy &rg.i oranghary ¢ancihomias castinomac bladideratarcinomes icoloonearciooma; si ng

n f . .
a corrpool{,atdy Oe:ndometrlal tumors, sarcomas, e.g., soft tissue and bone sarcomas, and . the

hematological malignancies such as, e.g., leukemias.

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

The compounds of the present invention can be administered either as single agents or,
alternatively, in combination with known anticancer treatments such as radiation therapy or
chemotherapy regimen in combination with cytostatic or cytotoxic agents, antibiotic-type
agents, alkylating agents, antimetabolite agents, hormonal agents, immunological agents,
interferon-type  agents, cyclooxygenase inhibitors (e.g. COX-2 inhibitors),
metallomatrixprotease inhibitors, telomerase inhibitors, fyrosine kinase inhibitors, anti-

growth factor receptor agents, anti-HER agents, anti-EGFR agents, anti-angiogenesis agents,
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formula (1) or a pharnmaceutically acceptable salt thereof in association
Wth a woowmaeutically acceptabl e excipient, which my BEI/ESWA56%9er or a
di luent. The pharmaceutical conpositions containing the conpounds of the
invention are usually prepared follow ng convention nethods and are

adm ni stered in a pharnmaceutically suftable form_ SUBSTITUTE SHEET gRULE
26) \Wofaygsyb twosierase nhibrtovse gas-raf sigepl tansduntion pataway, |ipkbifers; cell Gcleryy

cont ai Ry, .t.0qet har w e act i Ihae : :

doxt ol bRE) Bl b8, biss, APpRTRRN bt Vopoisoriafee, | HiiBATR,

| ubri Cedyoﬁsomeﬁasg-llinﬁiﬂit‘bﬁs?andﬂﬂﬁikest earic acid, magnesiumor calcium
stearate, and/or polyethylene tgl ycols; binding agents, e.g., starches,

ar abi c Agumexguple; the compoeyndscof the inventiemeande adannisieres ingogthinasion with 9ng ny |
rrolidone; disintegratlng agent €. 0.,_a starch | gi nic acy | gi nat e

DY S odPtiots ahemoReHRar elR 55 d iy pBbiles ceeied Bind defiyalidt or s °

vet ti ngnhaaenNhfd StakihedS CPael {,hkdinptoRRbS QEilies, Arfthial: cﬁh&hpﬁ'@&&‘ides,arl?gh, in

general , non-toxic and pharnacol ogically inactive substancés used

phar madexsrubizin, fidermbik; epimshicith epositia manelbine; yinblasting aachoplatio, cisplabis,

manuf actured in kpown mgnner, f exanpl ans .of m xing, gr.anul ating,
t abl et F?tFPgI}“s“E&@éP@%‘Ht PR %J-Sgiﬁ,rﬁ%g&sﬁh@&ép lepeenta, angifhe Rﬁ&lﬂ%&mﬁly

di Sper%ﬁﬁﬁliﬁ%uﬁi?&nﬁfgﬁoﬁéﬁfe&%’f.i on nmay be, e.g, syrups, enulsions and
suspensi ons. e syrups may contain as carrier, for exanple, saccharose or
sacchalpsemulldtéd gé Bchxddndoseq salthocombinatiér prodncts ssmigloy dhe cdinposndspehthions

and the enul sions may contain as carrjer, for exanple, a natural gum.
agar, invsafiomvwithin Abg dosagedenge dessribgd belowyankthe etherpharmacsiifically @glivse, or

pol yvi nyl .al.cehgl . The | Qn or solutions for intranuscul ar injections
gt ity i apprived HRsER pane

may co W Ctive conmpound, a pharnmaceutically

accept @dntounds b formRla(l) nilycd hsed Wefntially wWith leiown &itftahcedlagaite whelil a/col s,
e.g., propylene glycol, and, if desired, a suitable amount of I|idocaine
hydr oclebwpination formmlationas ingpgropuate; nt r avenous i nj ecti ons or infusions may
contain as a carrier, for exanple, sterile water or preferably they may be
in the formof sterile, aqueous isotonic saline solutions or they may

cont ai MhaSeapiodhdd SF fBmARY |(BN6f tey pR5ent TinPertidR ABitdoRS K&tSadBhistARbAItD 2
together wth the active cormpound a pharmaceutically acceptable carrier,
e.g., ouguaaletg ecto, hyohnse chy berasimjhistendd by the hsust oty land dhe dosdgeateveht t vy

acid ester surfagtant or. | ecithin. . . .
%lepends upon the age, weight, conditions of patient and the administration route.

For example, a suitable dosage adopted for oral administration of a compound of formula (I)
may range from about 10 to about 500 mg per dose, from 1 to S times daily. The compounds
of the invention can be administered in a variety of dosage forms, e.g., orally, in the form
tablets, capsules, sugar or film coated tablets, liquid solutions or suspensions; rectally in the
form suppositories; parenterally, e.g., intramuscularly, or intravenous and/or intrathecal
and/or intraspinal injection or infusion.

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

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

form.
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EXAMPLES Having generally described this invention, a further
under st angiglns be obtained by reference to certain Sp?ﬁ’r;dsﬁ @@égs{rpl es
whi ch are provided herein for purposes of illustration y an are not
intended to be Iimting unless otherw se specified. SUBSTI TUTE SHEET (RULE
26) is i WD 01/12189 PCT/USOCO 06699 48 Exanple 1
N- ( S- cyRdraxample, lmmuaxail fofiny injay Zogtaiti, pdgether withethe mttive dompound) dilieats, of
45.6 ny (0 215 of dj phenyl acetic acid in 3 of di chi or gmet hane at
0C 41. 2By lactpss xrfﬁfﬁ §aceﬂlarﬂﬁe( sucgesse ceililoss: SR StapRR 9r potafo starch; lubricants,
et hyl c o] ' er . r

gr{ g gflfc% d%;‘c Sf&éﬂ& Qi %Ag%gs;% %7%‘?&% ﬁt%!rﬁt? ankd/GPPSlyéthy ehE oRABK;

t enperat@te u rring

t er t - bubidding apéxits) @, tarchesp aabicl gubdtgplatin anktieyitel b oty kymetBicllaibdedr The

m xture was nai ntai ned at roomtenperature for 16 hours, then was diluted
with cpoimmylcpmqhénee,amnmnaa agents, eL-cnstarcly alginie |agtsi; algingtes 15 odiwm

it o SR ENRORLS e{f%%%g%%%'u@¥%ffS'gwe%eﬁeer%ow R e s BSRp
(hexang owsbwa@@etmt@l)su@ﬁ?@g_ i %nyg étlefh), Bbn-béxid aﬁu%mahwégéaly inactive

t er but oxycar bonyl pyrazo ] di phenyl acetam de. This internediate
was s ulsubstamats meed inypimhy@uscahfomlﬂahms dthese phidrmacenticaltprepagations baybe// v i n

di chl or onet_hane .f.or an hour solvent was then eva t ed under. vacuum
the remu'éa aiié’ééﬁ"%f& Rifien O S-SRI oY HH0, A T8N BT R AAStigBar o0
sol utlosta Telol=TsPHa pate. The organic |ayer was dried over
anhydrou cq‘?atela R)gvaporat ed to give 42 ng (92% yield) of the

title 'ﬁmmhqutm.dmﬂeks‘im (feO @ralHadmidigiatidh ) mapnbe,0 e §ymips? Hemulgiohe pambpy |
CHH + CHH); 0.88 (m 2H, cyclopropyl CHH + CBE); 1.81 (dddd, 1H, J=5.2,
5 2 8SHSP°831QHS «cyclopropyl CH); 5.17 (s, 1H, CHPh2); 6.17 (s, 1H, pyrazol e

yr azoI e ’\ﬁﬁps}z&:ﬂy c%lflﬁaﬁ%las 65’181"661‘8@;’ le%/::h(jcﬂmorgné %r Ngg%m?% ‘%&Aggffogousl y

t he f olandivr Agnpiteicindiserbiet.e prepar ed starting fromthe correspondi ng
carboxylic acid; N-(5-cyclqpropyl-1 H pyrazol-3
-yl ) - Z_quwangmﬂﬁ avd, theemylsigng fmay contain'as carrier, for example, a natural gum, agar,

sodium alginate, pectin, methylcellulose, carboxymethylcellulose, or polyvinyl alcohol.

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

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

acid ester surfactant or lecithin.

EXAMPLES
Having generally described this invention, a further understanding can be obtained by
reference to certain specific examples which are provided herein for purposes of illustration

only and are not intended to be limiting unless otherwise specified.
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1H NMR (400 MHz, DMSO-d6) ppm 7.6-7.3 (m 5H, Ph), 6.24 (s, 1H,

CH pyrazeiceg/122896 (s, 3H, CH3); 1.83 (m 1H, cycl opropyl pC¥SooBEs699( +) NMS:
mz 308 (100, MH); N-(5-cyclopropyl-1 H pyrazol-3-yl)-2,5-dinethyl- |
-(2-thienyl nethyl)-1 H pyrrol e-3- carboxam de; SUBSTI TUTE SHEET ( RULE 26)
WO 01/ 12189 PCT/ US00/ 06699 45 1H NVRM 400 MHz, DMSO d6) ppm 7.41 (dd,
J=5-1. Exapplesly sy, 6. 48 (s 1H, CH pyrrol e) 6.09 (s, 1H, CH pyrazole);

1.83 41 (100, M+
(2 (el ap? (100, 1)

| H pyr ggal soﬁxth)of&S(ﬁTﬁigl’&lﬁﬂIrﬁmal,)|o)fdi§3ﬁehyl@,aé1&rmkhfn®mwd&mdrbm%é 400
MHz, DIVBOdG% ppm 7.41 (dd, J=5-1.2 H
9

pyr rol 83C #1.29mgs (0.24p m%ﬁzﬂr@)mmmmgg)wl) cyd¥ opfetbylcm@nﬂmm (+)

-y|) T B geonle ete adeq AR §HRuCR R Xirad 1ot oitistirring 4 mmg OV m
» -34C T - e- € H, c
S Cuindy o Gyt S Scybbpnfh Iyt Sibbpu. s Bacld oo

2- am nondtuged-wds2 nhaintaindd cytclroxpnopeynpetatwepyfmazlél haulyJ )thcamwas] dﬂutedx vadt hyl }
h I t d H- NNR 0 MHz, NH o 7. 20
o ich q?ar?lgntéﬁpee end washogywi %saegtu(a;e oty s RS istrostorar

SOC“*ZN il o o SRRISR diﬁg?lsgly = qpaigatlito Bpke ;*? %*%St )

1H NNRcélﬁﬁﬁh Wma%ﬁ@%emmétﬁyl%ta(w) 60 hing NBIX) yield)4of NG(S c}'GBxpﬁomﬂ 1- 4H,
Ph), 6.08 (s, CH-pyrazolzégl3 48 (s, COCH2), 1.81 (m

cycl OpF%WPXMbOHEBPMI-%ﬁ) phimy scfomider+Bhis Kqraedipls Wi ppiitied t

iz REBolaie it 3 oL i Binapdig ) 165l et ?I@@&gf&“ B b B
6.09 ( solvést wa@'ﬂléiyéﬁégﬂa&'li undeovachem. fhe remaﬂlssolv&]w{tm&ldromethane and

cyclopropyl-CH); ESI (+) Ms: mz 325 (100, M—I+) {2-[(5-cycl opropyl! -
| H pyr wash Jresannafpd Zolusioe speinmblydregandearbonate. The organic layer was dried

over anhydrous sodium sulfate and evaporated to give 42 mg (92% yield) of the title

compound.
1H-NMR (400 MHz, DMSO-d6) ppm: 0.62 (m, 2H, cyclopropyl CHH + CHH); 0.88 (m, 2H,
cyclopropyl CHH + CHH); 1.81 (dddd, 1H, J=5.2, 5.2, 8.4, 8.4, cyclopropyl CH); 5.17 (s,
1H, CHPh2); 6.17 (s, 1H, pyrazole CH); 7.30 (m, 10H, phenyl CH); 10.6 (s, 1H, amidic NH);
12.04 (s, 1H, pyrazole NH).

ESI (+) MS: m/z 318 (100, MH+).
m.p. 218-220 °C
Analogously the following products were prepared starting from the corresponding
carboxylic acid:
N-(5-cyclopropyl-1H-pyrazol-3-y1)-2-methyl-5-phenyl-3-furamide;
1H-NMR (400 MHz, DMSO-d6) ppm 7.6-7.3 (rﬁ, 5H, Ph), 6.24 (s, 1H, CH-pyrazole), 2.6 (s,
3H, CH3); 1.83 (m, 1H, cyclopropyl-CH);

ESI (+) MS: m/z 308 (100, MH+);
N-(5-cyclopropyl-1H-pyrazol-3-y1)-2,5-dimethyl-1-(2-thienylmethyl)- 1H-pyrrole-3-

carboxamide;
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1H NVR (400 MHz, DMBO- d6) ppm 10.45 (s, 1H NHCO), 7.77 (dd, J=6.5-1.8 Hz,

2H, m  Phy, 1H, CH pyrazole); 3.61 (s, 2H, COCH2 1H,
cycl opropyl @-’!?lgngSI (+) Ms: mz 285 (100, MH); 2-[4- (ac)gtcyfluasr%h&%’%@phenyl]
N- (5-cycl opropyl -1 H pyrazol - 3-yl )acetam de; | H NVR (400 MHz, DVBO d6) ppm
7.46 (d, J=8.5 Hz, 2H, mPh), 6.09 (s,451H, CH pyrazole); 3.48 (s, 2H,

COCH2) , 1H-NNIR( mOOIM{szSWdﬁmﬂpnﬂﬂbﬂ (BHJ,BBEELIM,%EESCHBL&R 18) 1HVTH-
01/12189 PCT/ USOQ 06699 s§3 VB mlz 299 (100, NMH+);
N { 2- [ (ByEsiek 699 dm IILq}HPWF%lEbIL L@ 3L cyelepropyifeddny | } benzani de; 1H N R
400 MHz 5H, Ph), 6.12 (s, 1H, CH le); 3.99
gd J=6 WU\%@MWZ&&@O nl\éﬁ]ﬂzl cycIZJpropyI (CIS:D; ESI (+|)oyk/gzome)z 285
100, ; L pSLyi)-5- sapiasy | tanid
m NNR“”’%ES gy L ?;mf it e *be’%%gfjg B Aop e e
cocHp) , TH-NR (409 MEz, mﬁmwmm} (dSi=51Y D548 00 BAGH:

5-chl org- N 2-1 enecar boxam de; 1H NMR
(400 M %ﬁégﬁ q?p%??}wfquaf Xﬁ?”ﬁ}ﬁ %ﬁ)‘ @&1@%} 56.20 (s, 1H, CH

pyr azol e) IrSR ﬁ.?MS JfHZ::,qy(ﬁmpm_yj CH,; ESI (+) Ms: mz 268 (100, M#H);

N- (5 -cycl opropy Hpyrazol -3 -yl )-2-[4-(1-pyrrolidinyl)phenyl]

acet am N€5-cytlopidgyl-Hykidp]-3 PUEDoR6-U-ghenyle3-bdtefainidé=6. 5 Hz, 2H, CH m Ph),

Sygroér%w itz BhisCisorom g%i(ne,zﬁb R + Giond b o Sompn -1
DVBD. a bom & PP T R Bt 5‘?‘“ SAEPRRRYECH, M ooty 3. as

(s, 3H, CI:I—I:ﬂSIJ(+§3ME{m/zJZBB(IQO§1\/ﬁDF)opyI CH: ESI (+) MS: miz 336 (100, MH):

N (3-cycl opropyl -1 H-p razol 2- (3- et hoxyphenyl)acet am de mp.
118- 123~ @1%]§i4t,{90[@1§ Gﬁ?PPTPPV{b%JTPXZWI%WHm@OI = ni t rophenyl ) acet ani de

oxoethyl}phenyl)acetamide;
1H-NMR (400 MHz, DMSO-d6) ppm 10.36 (s,1H, NHCO), 7.20 (d, J=8.5 Hz, 2H, CH-o-
Ph), 6.09 (s, 1H, CH-pyrazole); 3.49 (s, 2H, COCH2NH2), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 314 (100, MH+);
2-[4-(aminomethyl)phenyl]-N-(3-cyclopropyl-1H-pyrazol-5-yl)acetamide
1H-NMR (400 MHz, DMSO-d6) ppm 10.36 (s, 1H, NHCO), 7.47 (d, J=8.5 Hz, 4H, Ph), 6.08
(s, 1H, CH-pyrazole); 3.48 (s, 2H, COCH2), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 271 (100, MH+);
N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-[4-(2-ox0-1-pyrrolidinyl)phenyl]acetamide;
1H-NMR (400 MHz, DMSO-d6) ppm 10.37 (s, 1H, NHCO), 7.55 (dd, J=9.2-2.5 Hz, 2H, m-
Ph), 6.09 (s, 1H, CH-pyrazole); 3.52 (s, 2H, COCH2), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 325 (100, MH+);
4-{2-[(5-cyclopropyl-1H-pyrazol-3-yl)amino}-2-oxoethyl} benzamide;
H-NMR (400 MHz, DMSO-d6) ppm 10.45 (s, 1H, NHCO), 7.77 (dd, J=6.5-1.8 Hz, 2H, m-
Ph), 6.09 (s, 1H, CH-pyrazole); 3.61 (s, 2H, COCH2), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 285 (100, MH+);
2-[4-(acetylamino)phenyl]-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;
H-NMR (400 MHz, DMSO-d6) ppm 7.46 (d, J=8.5 Hz, 2H, m-Ph), 6.09 (s, 1H, CH-
pyrazole); 3.48 (s, 2H, COCH2), 1.81 (m, 1H, cyclopropyl-CH);
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mp. 183-185 C, 2-[5-(benzyloxy)-1 Hindol-3-yl]-N(5-cycl opropyl -

H pyr azow®@eyizkscet am de; N (5-cycl opropyl -1 PCT/US00/06699

H pyrazol - 3-yl ) -2- (5- met hoxy-2-net hyl -1 H i ndol - 3-yl ) acet am de;

N- (5-cycl opropyl -1 H pyrazol -3-yl)-2-(5- hydroxy-l H i ndol e- 3-yl ) acet am de;
2-1 1- (4 chl orobenzoyl) 5- et hoxy- 2- hyl -

H i ndol - 3- yESI () MSeipéz 893 9901 Mﬁl"ﬂi pyr azol - 3 yl )acet ami de;

N- ( 5- tamd

SUESTF%%%?@%@W%%BE%%%{ k7ot RRaRIe 75" o O

”(5 C Y HLNMTR (300 MEEA DMB0L-d6j ppin ‘-79—14(1hde9Ph),3imB(stHyDjBBﬁM’ai@l6)§‘t3699 de;

(5- cyckdgr6 Bz 2HHCOGHE0 88O JHocyelaprepy-CH) 4- hydr oxy- 3- net hoxyphenyl ) acet
i d I 3-yl)-2-(4-b t hyl ph I t d

N (5 eyl oSy MSHRIR PRSBOBMRER, 5012 (Fot myl i moy - 1. 3t hi azol -4-y1] - 2.

th -3-y)-2-(2-
(2[n[95_ ??ﬁf or oac‘ﬁ'%)yl ) - 2- ?ﬁzol P’D Ny nt{pg;hgl)g%c?t%%ﬁei | H pyrazol - 3-yl ) acet am de;
N (5- cyH-NMB p@OO-MIsz@de@ pplh)6 m (s21HeCHypyrhzdle)nd.aB (8-2H, \G(OEH)yi 10RO

2- chl or o- N—(5 ( cl opropyl -
pyr azofmgly ?yéiﬁﬂﬁ Yifﬁ%)xoet hyl }-1, 3 t hi azol - 2- yl)acet am de;

N-(5-cycl oprp J-)M@‘Wi%?h’()@ Mﬁ.,:)Z (2- hydr oxy- 2- di phenyl ) acet ani de;
N- (5-cycl opr op¥

H pyr aé@ﬂlﬂ&oW—XS-ﬁyélﬁpﬁpﬂ] IHq:ymzpl-Sl-yM-tlﬂmphenyda}lamhﬂda de;
N- (5-cycl opropyl - is -3-yl)-2-(3-chlo hydroxgphenyl)acet anm de;
N (5- cy 8- F{gpoiv]}{z MSO d6) ppm 7.91 (d, J=4 Hz 1H, CHCCD), 6.20 (s, 1H, CH-

H pyraz - p¥R- 2H-chromen- 4-yl ) acet am de;

N ( 5- c?ﬂ%ﬁrx ?52@1-}-%& %(0‘%16@ 2- (2-acetyl am no- 2- phenyl ) acet am de;

N- (5-cycl opmx#)Mangygeg()lloogm{@ 2- (1-nethyli m dazol - 4-yl) acet am de;
H- pyraz 2- (2-brono- 2- enylgacet am de

N- (5-cycl opr opyl h
M et py1+1Hmy;amlzww—f@élypmqlmwl)phenylfacetamz

?Ezﬁiﬁﬁﬁﬁﬁ%&%%@% WP B4 400 0 5 1, 2, B R G4 G 18, B

1- (4- chivareRREY {s; ﬁtlgéé per GH}’iHchH'oBWp%Y-@H3 -yl)cyclop

ent anecar boxam de; 5-cy¢l opr opyl -1 H pyrazol -33 yl)-2-(1
H-i ndol - 3- ylEﬁlz-l-XMSaudzéhi (00, MEH)5- cycl opr opyl -

b S SRR T
H-pyr azef NRI | (406 MEZ"BIMYO-d6) ppREBAAL B Afr, ZCMlpyRERIS B %9 (g, J=6 Hz, 1H,
COCH), 3.83 (s, 3H, OCH3), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: mv/z 336 (100, MH+);
N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(3-methoxyphenyl)acetamide
m.p. 118-120 °C;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(4-nitrophenyl)acetamide
m.p. 183-185 °C;
2-[5-(benzyloxy)-1H-indol-3-yl]-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(5-methoxy-2-methyl-1H-indol-3-yl)acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(5-hydroxy-1H-indole-3-yl)acetamide;
2-[1-(4-chlorobenzoyl)-5-methoxy-2-methyl-1H-indol-3-yl]-N-(5-cyclopropyl-1H-pyrazol-3-
yDacetamide;

N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3-hydroxyphenyl)acetamide;
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N-(5 -cycl opropyl -1 H pyrazol -3-yl)-2-(2-thienyl)acetam de;

5-cycl oh
{2-(5- C%ﬂoop}r o%gl - H pyrazol - 3-yl ) ami no] - 2- oxoet hyl } benzy [ J 2= 0/0669

am nopent anedi oat e;
N- (5-cycl opropyl -1 H pyrazol - 3-yl ) - 2- (47i sobut yl phenyl ) propanam de; N

(5- cyclNf(sagy]opfdﬁyb&ﬂep;@dzo%ﬂl)-z-m-(n?dﬂoxsd-cmythaxwhenﬂ)&cethnmn 4-yl)acet am d
e; N (5-cycl oprop razol - 3-yl)-2-(4- hydroxyphenyl ) acet am de;

2- cycl oNdpicyrloRmapy éﬁmmﬁpﬁawn&hw@yﬁz@rhwyy 3-piethoxypheny Dacgtamide;

susr e Bty kLA s A e i adiRel S\ s
-cycl omqs%bclbpfdppqug&azai-sly)) 21 -ffobnglamnirlo) 1, 3-fiadol-3-yI)p) acet ani de;

N- (5-cycl opropyl -

prraz(mﬂmm)f(ﬂlmgm@ﬂ%xo 2, 5- di hydr o- 3-furanyl ) acet ani de; _
2 chl Orf[sz (c%loroac(egyl)cg lﬂ%@nﬁfﬁn& (}yci\l'pg'opy?)[ﬁ-pﬁazd? %—ydacetg% zol -3-yl)acetam de
N- (5- cmi(suayélayﬁopyﬁ Ls%n»ziqz eméqtrlm%dar -§-31)AdedinAigy; 4- met hoxyphenyl ) ac
et am de; - r ono- 3- pyr| diinyl)- cycl opropyl - |

H pyr azzachleroyN}(ée@t-[ﬁﬁapyl@ppropylfH:I@yr_azo}sj-orbymmp]a-oxoethyl}-1,3-thlazol-2-

H pyrazg} - 2- 0X0- 2H pyr an- 5- car boxani de; N-(5-cycl opropyl -

H pyr a a%‘l‘ € 2. (2, 4-di ni trophenyl ) acetarmi de; N-(5-cycl opropyl -

H-pyrazq.(5- §§°1°§‘}°§Yﬁ“§§’g%9ﬁ3’ 5@ as p?&%?ﬁ@%ﬂgﬁeﬁ%&&f&ﬂ&e N-(5-cycl opr opyl -1

H pyrazol'- opanam

gP ( 520M(Smoydpvﬂopykmwmolé%l)ﬂ-lzh edlﬂffdw-pmnwmwml ) ?c et am de;
e pyr 2 S-Sy SIopopyL (BeVTRaRY oy L RaRarokypheny acetamidks "

N- ( 5- cygl ide:

N (5 or GG By aBonk IR A I z?ﬂfﬁ?’%? echnaREoiaale,
N-(5- CW(S)-Byﬂbyﬂopyl-lllippwzalz@Jyl)& (Zthéetﬂammo-Z-phenyl)acetaxmde;

[2-(2,4 d|fluorophe )-1,3-thiazo acet ami de; N-(5-cycl opropyl -
H pyr aﬂ)‘l( ~3y§lplyl:°2y1¢ M@z}@’%@d}”@ﬂ?’ 1211‘{1)428*3913’9 idgcet ani de;

(12? bi phe %ﬁ#&ﬁf’%%rpg}%nan?@%'éb%ﬁ% F&rﬁiﬁ%@ar%‘ohyl ) ami no] phenyl }

N-(5- CMﬂﬁ?ﬂoyfopylﬂmiﬁ?ﬂl@l&«?i)}ﬂ-(éﬁbaizylm%rmeﬂmxyphenyl)acetamlde,
{4-](2-am no- 2- oxoet ilam no X N- (5-cycl opropyl
H pyr a£3%)-N=(toyslopr -pyrazo 5 1)-2-hydroxy-2-phenylethanamide;

e do PN 35 atpy B D PR aio] - 2- oxoot byl }

-1, 3- t IN-gZ-efclépropy} HEPFARRDIAR y1)-2-(1H-indol-3-yl)-2-oxoacetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3,4-dihydroxyphenyl)acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yi)-2-benzyloxycarbonyl-2-phenylacetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3-methyl-1-benzothien-2-yl)acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-thienyl)acetamide; '
5-cyclohexyl-1-(4- {2-[(5-cyclopropyl-1H-pyrazol-3-yl)amino]-2-oxoethyl} benzyl)2-
aminopentanedioate;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4-isobutylphenyl)propanamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(7-hydroxy-2-oxo-2H-~chromen-4-yl)acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4-hydroxyphenyl)acetamide;
2-cyclopentyl-N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-phenylacetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-furyl)-2-oxoacetamide;
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2-[2-(4-chl orophenyl ) -4-hydroxy-1, 3-thi azol -5-yl ] -N-(5-cycl opr opyl -
H pyr azolwérophisacet am de; N-(4- {2-[(5-cycl opropyl-1 PCT/US00/06699
H pyrazol - 3-yl ) am no] - 2- oxoet hyl ) -1, 3-thiazol -2-yl)-2-(2-
pyri di nyl sul fanyl ) acet am de; N (4-
2-[ (5-cycl opropyl -1 H pyrazol - 3-yl) 2-oxoethyl} -1,3-thiazol-2-yl)-2-
E| SE)[(:)I’ oﬁg(ﬁsgyg ?gpy)-éHe&émq}é-yI}Z%g-bmmo- ]H-mdol 3-yl)a¥etam1de yb

(L el gt P AR 0 2ol S a1 oy o) -2

H pyrazolongry. bb%@@%ﬂ]&i‘%pheﬁgwb T\KipropfEiH (pykizel-3 5 )ak¥btaide] 2189

PCTi USCO 06699 49
ﬁ E g clek(Gmyokmproﬂlylﬁﬂypmzdl&ylvmhﬂrcw-z (ﬁgbyhewﬁ)mgbomhgeyl)ace_tmmde;
CycCcl opro - e car O am de,;
N- ( 5- &%«6%&18%13 W@%Z%FCYS}QP}‘}PYQ_ I%i%?)ﬁ’?é’ﬂ%x eazol 4-yl )acet am de;
2-[2- (4G {S'é}fﬁu{;} Yhirpy 1@!%121%% %}}g_ﬁ% 54ce%<]>x Iﬁé cycl opropyl -

H- pyr azol eta cycl opr opy -

N (5 iiﬂ(éiﬁyﬁ‘wy“’“}*‘m? W*Z}(z“ld‘?*é‘d’r}tf?ﬁé"xa;aa"‘“’?ﬁi‘ﬁi{”) acr yl ar de:
N- ( 5- cyBNHEpvsisprapy] %l)éreﬁ -bromo-4ypgthexyphearroctadideni de:

N (- oy raRnaRpra Fl‘HBév%@I%@ %Yd%ﬁ?zﬂt’é&aﬁyﬂ%ﬁ%?@lpé‘)t’ EPZZ‘OF’GZ- yI]
Ia—ll? S; ?;nz gﬁsécyﬁ -(2 W?&%l )_?% -(t3 ht}lg’rﬁgl-fihggxﬁhggl)acel\tl-a?nSdec ycl opr opyl -

H pyr azat {Za(thqroace(csd)amm};1,§dhtamlyd~uk}rh%@rl¢wlypr)onulelldmywol -3-yD-2-

N- ( 5- I , - | -3-yl)-2- {4-[2-(4-nethyl- | -

pi E)erg)z/f % @PMT‘H@% ?Oacet )altm) de; f\k([S c§/cl ggro)p/)yl -1 H pyrazol - 3 yl)-2-
4-1 2- I |-

{4-12- (& 6 Ve )phgd i ?}éﬂﬂiﬂz o0 ngllygq%ﬂe}l yie ﬁrﬁbﬂﬁcarbbk&ﬁrdeyc opr opy

H pyrazol - xoet hoxy) phenyl } acet ani de;
N- ( 5- cyN—(Spcymmplrep}dl-IH—pyaaﬂé 1H)2-@15-diBydosyphenyDacetantide;pr opanami de;

N (5- oy B Gmstaprory s a ;?I)'[)Z 2 Rp BN bzl ereianide;
arm dor N-REOERET IR %@'?9‘? Btk ARy 22%"5?%@“‘3*&’3&? s i s
: (2R)-N-(3-cyclopropyl-1H-pyrazol-5 -yl) 2 -(2-fluoro[1,1'-biphenyl]-4-yl)propanamide;;

2-{4-[(aminocarbonyl)amino]phenyl}-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;
2-{4-[(2-amino-2-oxoethyl)aminoJphenyl}-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(5-methyl-2-phenyl-1,3-thiazol-4-yl)acetamide;
4-bromo-N-(4-{2-[(5-cyclopropyl- 1 H-pyrazol-3-yl)amino}-2-oxoethyl}-1,3-thiazol-2-
yl)benzamide
2-[2-(4-chlorophenyl)-4-hydroxy-1,3-thiazol-5-yl}-N-(5-cyclopropyl-1H-pyrazol-3-
yl)acetamide;
N-(4-{2-[(5-cyclopropyl-1H-pyrazol-3-yl)amino]-2-oxoethyl} -1,3-thiazol-2-y1)-2-(2-
pyridinylsulfanyl)acetamide;
N-(4-{2-[(5-cyclopropyl-1H-pyrazol-3-yl)amino]-2-oxoethyl}-1,3-thiazol-2-y1)-2-
(isopropylsulfanyl)acetamide;
2-(5-{[(4-chlorophenyl)sulfanyl]acetyl}-2-thienyl)-N-(5-cyclopropyl-1H-pyrazol-3-
yhacetamide;
2-(5-chloro-3-methyl-1-benzothien-2-yl)-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;
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N (5-cycl opropyl

H-pyrazokg, nmet hyl - 2- ( 2- net hyI 2, 3-di hydro-1 - benzof - -

yl) pr opanam %’/Hlsﬁ_ (5-cycl opropyl - I%'I%SO%/O“”

H pyrazol - 3-yl ) -2-[2-(4- net hoxyphenyl)-4- 0X0-4H chronen-6- yl]acetam de;
N- (5-cycl opropyl -1 H pyrazol - 3-yl)-2-4%6-chl oro- 2, 3-di hydro-1

H i ndeiN- bpy1<H- 1M8-{B-2c2cion acktamide;
gy ?mo ‘1’5 cdalqh ?:Hgﬂ%l |ts:‘lf)n|l nedol

H- ) 2-[4-
yl ;J %Lgfﬂg(ﬁ ﬁ:@ifmmlw[dél-pm@ Q:yléJr%xamlﬁnew-carboxaxmde,

11rb|p5 CycY it ] anamni de;
Y Rt BYaael A PR D Gt 1.0 5@3%“%%%%
N-(5-cg bancﬁwbphehyl)-s-methyl-l 3-thiazol-4-y1]}-N- S-Oy{clc?r?ﬁjsl- Rﬁafol%-

H-pyrazol 3-yl)-2-14-(1, 3-di hydro 2H 1 Soi propanani de;
SUBSTI YladetamiEeT ( RULE 26) WO 01/12189 PCT/ USOO/ 06699 50

;ﬁgghgmz;r@gﬁgm@wpmﬁ?pom' o1 Yafihol 3 cxcetiyiy-1 3-Blabbih Sibenzamide;

N- (5- I I di hydro- 2H dol -
N yI )Cphenyl ]ibga\féopgan'ﬂﬁ%m 1353y 8\ (5-chéfdrey?2 hipHttly1ft Andmitred! Ny dr o- 2k i soi ndo

N ( 5- cNeﬂSapycmW@yﬂ&Hewam}ﬂ)-m@-}@dfo&ypﬁmymdmﬂdahenyI -lH1,2,3-triazol -
- vyl )pple yI] cetam de; N ¢l opropyl H pyrazol -

-yly-2t & Wl 1y 30Y1¥ E@Rﬂ)’) -PSPIP?‘W'@Q?,I ] pent anani de;

N- (5- | o d

Y 5 i B Pt B GG

azeti dezLdye } W wsayn-dqz sl-\&n(aﬁmbyurﬁamﬁyétaxﬁlde

H pyr azol 35 6-di methyl - | H benzi m dazol acet am de;
N- ( 5- c &chypépwpyl Hmymbéry1§2;(4ynqhxlaﬂmylmn@bbnﬂ btemdde; ani de;

! {2 SR oL e e

éﬂagﬁgyl)ahﬁwawﬂyi}awhﬂ]ﬁﬁet am de; 2-[ 1,1'-biphenyl]
_r\f( gl clfc(% é;lgqcx))gicl) myazak-a*r)dla;{a{ﬁ;)[gz(?w;vu:o Zx%fyﬁgﬁ;@qu N-(5 -
N {5 TR ot PR ol s R ko B R B s 8'6&4?am de;  N-(5
- cycl oNy@RYktoptopt- mr;ﬁ,%&oi-sfyly-ﬂphe:foﬁ:inh@ﬁ@iﬁaﬁmw nyl)-3 -butenanide; .
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4-chlorophenoxy)propanamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-nitrophenoxy)acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(5-isopropyl-2-methyl-1H-indol-3-yl)acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl1)-2-(3-methoxyphenyl)acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-methyl-2-(2-methyl-2,3-dihydro-1-benzofuran-5-
yl)propanamide; '
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[2-(4-methoxyphenyl)-4-oxo-4H-chromen-6-
yl]acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(6-chloro-2,3-dihydro-1H-inden-3-yl)butanamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(1-0x0-1,3-dihydro-2H-isoindol-2-
yl)phenyl]hexanamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-phenyl-3-(4-pyridinyl)propenamide;
2-[1,1'-biphenyl]}-4-yl-N-(5-cyclopropyl-1H-pyrazol-3-yl)butanamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(1,3-dihydro-2H-isoindol-2-yl)phenyl]propanamide;
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N- (5-cycl opropyl -1

H pyr azowBe1yi2)892- ( 4- hydr oxy- 5-i sopropyl - 2net hyl phenyl ) acRCBHUSWH5699
N- (5-cycl opropyl -1 H pyrazol - 3-yl)-2-(4-nitrophenyl)-2 butenam de;

N (5-cycl opropyl - | H pyrazol -3 -yl)-2-(3, 4-di hydro- |

- ht hyl ) but 1 de: N-(3 - | | -1 H ol - 5- -1,4-b
D B e e vl S b R ofrbiadatd ) L 3-8

- pheny%gﬁl}%}iy@f)ﬁ_ @ﬂid%ﬂ ne- 2- car boxam de; N-(3-cycl opropyl - |

H pyra 0X0* 4H- chr onene- 2- car boxanm de; N-(3 -cycl opropyl -1

H- pyr a’p(5-Eycidpropiyl VHBpiraZolcB-pl {2 8)-2-{41(1-ord-1 3edibydroxaHrisdindol-2-

2-ani lino-N-(3-cyclopropyl -1 H pyrazol -5-yl)acetam de. Exanple 2 SUBSTI TUTE
SHEET yBphenyslpyopamoide: 2189 PCT/ USOQ 06699 51 2-(1

3- benzodjoxol - 5-y1).- 3- qy£l U-v] - 1H Dvir |- t.am de To a

sol uti g\ﬂtsg?y%r%%ébl%ﬁé"%g’ﬁéﬁs'é?f’ﬁ:"gé/}begﬁgt%%o%%lm?@ll) -acetic acid in
3 m og,l)pgé@waégtgﬁﬁfepane 360 ng (0.720 mmol ) of polystyrene supported

di cycl ohexyl'carbodiimde (loading = 2 mml/g) and 40 ng (0.179 mol ) of

t er t - bdN-(A-eRlomopyldHopymedlahy)idy[4-(1Hoxopl,B alityideo2Heigoindaly2-at e wer e added.
The m'xbui;e ﬁs mai nt.ai ned under stirring at room tenperature for 96 hours
and af YOPhenylipertanamide; i o eq, washed several times with dichl oronet hane
and ev i L ' ' .ed with 3 m of

trifl ugf ag%@%&ggﬁg@gﬁgglvs; iﬂ{l@%tl)égiﬁ'?lgro e?ﬁg%g%gg&rrai nt ai ned at room

t enper AN-(8-eydiapropyl-1Hipwrazolidrgl)sh (4§13 -diathyl-Rhexo@rapor at ed, the residue
re-di ssol ved in dichloronethane and washed with a saturated sol ution of
sodi u )e organi c | ayer was evaporated to dryness to

i mi
[ , ' td 4 [ I , % Vi fi.1h titl
SorpountiC BT B ofhelfn g Sl adh K Budtlartioer 12, 11112
f ol | OwiNAg5-ByasttEhyI- lepgnesi(4-pPhidyluthiey] jde; 1
I—I?py(r)\gggﬁgfyl )gﬁ(%ﬁgﬁﬁleﬁgpo elr)lflill)acet a%wggﬁ%elilw (400 MHz, DWMSO d6)
ppm 10M@-leomwylmﬂr&ybrg(mﬁet@ml-lpmlﬁqceanuée;(s, 1H, CH pyrazol e),

$100, \ DS EyciorobRl im-byfgot Sy ne il Hirideidn 6 Fishighal pabbiamlle? 270

(100,
N- (5- 3 - ) E -am de; 1H NWR
P s O e A

6.07 (s,
-carboxamide;

N-(5-cyclopropyl-1H-pyrazol-3-yl -2-cycléhexene—
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-oxo-2H-pyran-4-carboxamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-3-bromo-2,2-diphenylpropanamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-4,4-bis(4-methylphenyl)-3-butenamide;
N-(5-cyclopropyl-1H-pyrazol-3-y1)-2-(4-hydroxy-5-isopropyl-2-methylphenyl)acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4-nitrophenyl)-2-butenamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3,4-dihydro-1-naphthyl)butanamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-1,4-benzodioxine-2-carboxamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-3-phenyl-1,4-benzodioxine-2-carboxamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-4-oxo-4H-chromene-2-carboxamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-oxo-1,2-dihydro-4-quinolinecarboxamide;
2-anilino-N-(3-cyclopropyl-1H-pyrazol-5-yl)acetamide.

Example 2
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1H, CH pyrazole), 3.62 (s, 2H, COCH2), 1.81 (m 1H, cycl opropyl-CH); ESI

(+) M5! Myp rif81g6100, M) N-(5-cyclopropyl- | Hpyrazol

-yl)-2-(2- ch‘ﬁglr 0866 fl uorophenyl)acet am de; | H NVR (400 M%éTﬁv%di'Gé%%

10.55 (s, 1H, NHCO, 7.3-7.1 (m 3H, Ph), 6.05 (s, 1H, CH pyrazole), 3 80

(s 2H COCHZ) 1.82 (m 1H cyclopropﬁyI-CI-l); ESI (+) M5: nmlz 294 (100,
(K3 ’ \ acetamide

EREér et pﬁ#qt%ynsaf(%@ ﬁﬂc%% iy BM A MAITI0) e ¢ o,
= %T)d‘%’%i*ﬁ%%?ﬁ("féé 10788 i, SEH ety o ol RO

01/ 121 8%oadiiy SSDairi61E)%and540 e £0.LYL hopelp pyltert-butyl-3- amino-5-cyclopropyl-1H-

pyrazol -3-yl)-2-[3,5-bis(trif] uoromethyl )pheny] | acet am de; 1H- NWVR (400 MHz,
DVBO- dBYT#ols-1sathoxylate were added)  The ayxfute was| maipfagied lzrzsleepﬂrrslmt rqom 2H,

COCH2 H
COXT) sehpEhnkl) 1t 2&5’&?‘%’?5?’5"@%?@ e el oo Badd S
(400 M’&chl%ﬁt%)a zﬁﬂne\ﬂagoﬁgeﬂ( o CC%{‘{CSSNHm ,resle%' \ZlaQ ré—ﬂissé‘lbbd Rith, 3 an%f ( S

1H, CHpyrazole), 3 (s, 81 (m 1H, cycl opropyl-CH); ESI (+)
MB: ztnﬂuero@gem aciHI) % W\ & drybloupn e-and maintained at room temperature for an

v D el s e Syaporneibine sl FaiaSrs dhfoRometaamnd ‘6 01
(E % | %Tjw%gb@ﬁlg;gg@méd %éluﬁsn of HodfuhCHgdrogdndédrbbiite. 1'~theca;@hﬁerlgpafl whi) ;
N- ( 5- c\evhpgategd\tb -drishesy ta gbve; Sﬁte;rl thh@atich @ittli diethigethph S2ymg (623%ayiekdy of thé+ NVR
(400 Mz DI\/SOdg) ppm 10.52 (s, 1H, NHCO), 7.4-7.0 (m 3H, Ph), 6.06 (s,
1H, CcHPiFcomp 3.68 (s, 2H, COCHZ) 1.81 (m 1H cyclopropyl-CH; ES

(+) Ms: n12 WW cl opropyl - |
H pyrazol - I if_ %i%&) uorgphe %cet am de;

m.p. 174-176 °C
Analogously, the following products were prepared:

N-(5-cyclopropyl-1H-pyrazol-3-yl1)-2-(3,5-difluorophenyl)acetamide
1H-NMR (400 MHz, DMSO-d6) ppm 10.48 (s, 1H, NHCO), 7.1-6.9 (m, 3H, Ph), 6.09 (s,
1H, CH-pyrazole), 3.61 (s, 2H, COCH2), 1.82 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 278 (100, MH+);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2,4-difluorophenyl)acetamide;
H-NMR (400 MHz, DMSO-d6) ppm 10.46 (s, 1H, NHCO), 7.4-7.0 (m, 3H, Ph), 6.07 (s,
1H, CH-pyrazole), 3.62 (s, 2H, COCH2), 1.81 (m, 1H, cyclopropyl-CH); |
ESI (+) MS: m/z 278 (100, MH+);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-chloro-6-fluorophenyl)acetamide;
H-NMR (400 MHz, DMSO-d6) ppm 10.55 (s, 1H, NHCO), 7.3-7.1 (m, 3H, Ph), 6.05 (s,
1H, CH-pyrazole), 3.80 (s, 2H, COCH2), 1.82 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 294 (100, MH+);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4-methylsulphonylphenyl)acetamide;
1H-NMR (400 MHz, DMSO-d6) ppm 10.54 (s, 1H, NHCO), 7.54 (dd, J=6.5-2 Hz, 2H, CH-
o-Ph), 6.08 (s, 1H, CH-pyrazole), 3.70 (s, 2H, COCH2), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 320 (100, MH+);
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1H NMR (400 MHz, DMSO-d6) ppm 10.45 (s, |H, NHCO, 7.3-7.1 (m 4H, Ph),
6. 08 (s, wohll1s#depyrazole), 3.64 (s, 2H, COCH2), 1.81 (m plHUS00/06699
cyclopropyl -CH); ESI (+) MS: miz 260 (100, MH+); N-(5-cycl opropyl-I
H pyrazol -3-yl)-2-(2-trifluoromethyl phenyl)acetam de; 1H NVR (400 MHz,

DVSO- d6) ppm 10. 45 (s, NHCO 6-2.4 (m 4H Ph) 606(5 | H,
CH- pyr abkﬁg yclosml-aﬂ-mmol@od}éjﬁ 54bis(trifluaromsthy Dpkens Hacsiam ESI (+)

Kspy?’aig%%%n%@m%ﬁ R PR FHIATHGON G0 Gullf ?Hz?ﬂﬁ\?é@ 3 ppm
12 46 (g ﬂ"tot‘ﬁﬁ@lsf(tﬁ ﬁ{fhyémpnﬂbll-oﬁ)?, 6.08 (s, 1H, CH pyrazole), 3.58

(s, cycl opropyl-CH); ESI (+) Ms: mlz 260 (100,
MH+) ; N-(5 CESIGQM&W#ZBM(W,:MHH-),S yl)-2-(3-bronophenyl )acet am de; 1H NWVR

i, o s eyeloeros Byl e Niarobtent Dol opr opyl -y
SUBST! TSR b0 LD ROWE) Bt 70140 (EGH HREIO997.0 %3, 3BSknd 40, 12

N-(5- CyuchDHquézolld)tws &, QH, BOCH2)21.83 (v mpeyoaxrpamm)) acet anmi de; 1H NWVR
(400 MHz 1H, NHCO), 6.08 (s, 1H, CH pyrazole), 3.59

(s 2H cocHé?I(tbl\ég %27§+€10‘§)Mbropyl CH; ESI (+) M5 miz 310 (100,

M RS e B R A BT 22 ot frugrame i N D380 d6) ppm

10. 51 (FH-NMR Mmﬂaamd-aﬁ)pymmwwmmO)am(d (8 HZHIHCCAEE Ph),1. 81
(m 1H, cycl opropy CH); ESI £+) M5: mz 310 (100, MH);
N- ( 5- cy@&0bs.ob Hmypgaobnad 14(sy 2}, GOCH), usbﬁnolﬁmy@lvprqu&&fam de; 1H NMR

400 MHz, DM 54 NHCO 7.5-7. m 3H, Ph 6.04 (s,
(lH mpyraé”"e@)l‘égg‘g}z(%”éﬁﬁ%%gz) 1. 231 (rn 1H, ((:yclopropyl)-Cl-l); E(SI
+) MS: -}Mﬂﬁ

I(—I-g)yrazlt\)llrrlsécy%b -2- gH4 di follggtlg)%h%%ﬁhg?re (?%cetaMdlsﬂVR 400 MHz, DWMSO d6)
ppm 10. H3-NMR (40 MII-BO))MSO%) pom 1052 (v 1 NHE) 7,437, 6'(m, BEL, Ph) 6.06 (s,

ocH2) 1]H8(]5H pyrazo|f|e) %ﬁ (s, %—IO%CIE_)D 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 278 (100, MH+);
N-(5-cyclopropyl-1H-pyrazol-3-y1)-2-(2-fluorophenyl)acetamide;
1H-NMR (400 MHz, DMSO-d6) ppm 10.45 (s, 1H, NHCO), 7.3-7.1 (m, 4H, Ph), 6.08 (s,
1H, CH-pyrazole), 3.64 (s, 2H, COCH2), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 260 (100, MH+);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-trifluoromethylphenyl)acetamide;
1H-NMR (400 MHz, DMSO-d6) ppm 10.45 (s, 1H, NHCO), 7.6-7.4 (m, 4H, Ph), 6.06 (s,
~ 1H, CH-pyrazole), 3.83 (s, 2H, COCH2), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 310 (100, MH+);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3-fluorophenyl)acetamide;
1H-NMR (400 MHz, DMSO-d6) ppm 10.46 (s, 1H, NHCO), 7.3-7.0 (m, 4H, Ph), 6.08 (s,
1H, CH-pyrazole), 3.58 (s, 2H, COCH2), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 260 (100, MH+);

N-(5-cyclopropyl-1H-pyrazol-3-y1)-2-(3-bromophenyl)acetamide;
1H-NMR (400 MHz, DMSO-d6) ppm 10.46 (s, 1H, NHCO), 7.5-7.2 (m, 4H, Ph), 6.08 (s,
1H, CH-pyrazole), 3.56 (s, 2H, COCH2), 1.81 (m, 1H, cyclopropyl-CH);
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ESI (+) M5: mz 278 (100, M#H); N-(5-cyclopropyl -

H pyrazo - (3, 5-di net hoxyphenyl ) acet am de; 1H NMR DVBO- d6)
ppm 10. 3?"?%2} NHCO), 6.45 (d, J=2.4 Hz, 2H, CHo- Ph)“cll‘g'??i’wﬂ?

CH- pyrazole), 3. 78 (s, 2H, COCH2), 1.81 (m 1H, cycl opropyl -CH); ESI (+)

Ms: mz 302 (100, MH); N-(5-cycloprogyl-1 -
H-pyrazol 3Esll+)ZM83mV@3ZWGIDO,qwﬂ+)acet ami de; 1H NVR (400 MHz, DVSO-d6) ppm
10 38 1H, NHCO), ]&?dB4H Ph), 6.08 (s, 1H, CH-pyrazoI e), 3.50

@wqhwrowléﬁ-pmzq!ﬁ- ddighipioptenyl)eestpmide) MS: iz 256 (100,

it W&ﬁ%ﬁyﬂs@%&y@%% ?éﬁé‘@ivﬁéﬁag%w@? B SR,
6.08 (,2H UO(ST—H)EYB%%&' cy%}%‘i,% H  COCH2) , 1.81 (m 1H

cycl opr opyl (100 VHH) ; N-(5- cycl opropyl -1
H- pyr azol - 3E§I {#)M8zmfr 30} 00, IMHrI‘D,r ophenyl ) acet am de; SUBSTI TUTE SHEET

RULE 01/1 PCT/ 06699 5 H- NVR (400 , DVBO- d6

(10 45 5“%’% m@ BRIy C‘%F@ q@ﬁk‘?f??‘é nylgacsﬁm S, 2H COC?—IZ)p P 81
m 1 gmqko@ %ﬁ’fc

(N-(5 (I;E/IE:II oprop??%pyracgﬁép@ %F%It oX %enyl ace’t ampalmmle}H’-Rlﬁ/R (400

VHz, DSEHOIEDCH2) 1].81 &ﬁ, 1K, cyi:ldprd}ilinOH), 6. 07 (s 1H, CH pyrazole), 3.96 (q,
J=7 Hz, 2H, OCI—IZ%M s, 2H, COCHZ) 1.81 (m I H, cycl opropyl-CH); ESI
(+) NB: rrl zESk@) (A0QMHE+)y c| opr opy! -

2 it BB 7 1

I\C/I';r mrfr; m;ﬂggk. (fggamizs DM$0-d6Ppbi) 10.94 &l 1HNNHED), x/sl?oao(:ﬁpm BhY, :6.085(s, (+)
z
N (5- cii4 %rnymiloh)i-ﬁ Bé(SaZHI» CQGH2), b8t fm; His gyvglopsead-§3Ry phenyl ) acet ani de;

6 08 (s, 1B MYz R PN S (S Toooe) Liat (m ik
Y ) By S e A1 o o
H-NMR (400 zZ, DMSO-d6) ppm 10.43 (s, 1H, NHCO) 6.08 (s, 1H, CH-pyrazole), 3.57
(s, 2H, COCH2), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 278 (100, MH+);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3,5-dimethoxyphenyl)acetamide;
1H-NMR (400 MHz, DMSQ-d6) ppm 10.35 (s, 1H, NHCO), 6.45 (d, J=2.4 Hz, 2H, CH-o-
Ph), 6.08 (s, 1H, CH-pyrazole), 3.78 (s, 2H, COCH2), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 302 (100, MH+);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3-methylphenyl)acetamide;
1H-NMR (400 MHz, DMSO-d6) ppm 10.38 (s, 1H, NHCO), 7.2-7.0 (m, 4H, Ph), 6.08 (s,
1H, CH-pyrazole), 3.50 (s, 2H, COCH2), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 256 (100, MH+);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-methylphenyl)acetamide;
1H-NMR (400 MHz, DMSO-d6) ppm 10.37 (s, 1H, NHCO), 7.2-7.0 (m, 4H, Ph), 6.08 (s,
1H, CH-pyrazole), 3.59 (s, 2H, COCH2), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 256 (100, MH+);

d-

N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4-hydroxy-3-nitrophenyl)acetamide;
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1H NWVR (400 MHz, DVBO d6) ppm 10.47 (s, 1H, NHCO, 8.0-7.5 (m 4H, Ph),
6. 01 (s, wdbln12ags pyrazole), 4.03 (s, 2H, COCH2), 1.81 (m pétiUS00/06699
cycl opropyl -CH); ESI (+) MS: mlz 287 (100, MH); N (5-cyclopropyl -

H pyrazol - 3-yl) - 2- (3 , b-trinet hoxyphenyl)acet am de; 1H NWMR (400 MHz,

D|V50-d6 10 36 1H, NHCO 2H.  Ph
ot pyr R ® DDy 106 0 Swm), Sb8 (BT S ppagblend 5t +)

H-pyra ?I%Cﬁé)ﬁ@ Wﬁ&’ﬁ%‘gy}éﬁe&hﬁ?ace ’am de; 1H NVR (400 MHz, DVBO- d6) ppm

10. 22 (s, N:}QQB nﬁzgﬁﬁﬂ@oﬁmﬂH Ph) 6.07 (s, |IH CHpyrazole), 3.54
(s, 2H, COCHZ) cycl oprop , ESI (+) M52 mz 272 (100,

VHH) N—(ﬂscxphprowleﬁihk)m%hy})ak(ﬂ-ﬂboxwﬂl)m acatamideyxyphenyl ) ac et am de;

oH ?%%Wo(@@?ﬁ@r% 50y Gt BNEEIIb 07 bt [t pvippdleh, 25, °
cycl op ) 4, 201 0D 109 (it oy HRSHITHR SHEET (RULE 26)

i+
WD 01/ £‘52)189 PCT}{USOO/ 36699 55°N- (5- cycl opr opyl -
H pyr azol - 343)‘811X+)2MSp3112286(i@00hﬁﬂ“)yl)acet am de; 1H— NMR (400 MHz, DMSO- d6)

o N eebap iy o Ry A e bt S B T
300" WEPRREY 8‘@@%%5%03%65 Ay 1,51 TR LY Sy '7@%2?31‘)@?%? G N
CH pyr @abberazold), 3060 @, 2RHCOCHRNA).81 (m,81H, (dybloﬂafdpyb@-l)ppr opyl -CH); ESI ( +)

M5: mz 288 (100, | opr opyl -

H pyr azol - Biﬂl)(*)zM(Szndza%M gﬂﬁa}cet ani de 1H NVR (400 MHz, DMSO-d6) ppm

(s, " 2reygpoRy b pyfid Sy AR Emebpenaegddl PIT 701 007 70
el am o L W (400 R doy 10 e be 1 Rl o reh (m
3H, Ph)H, siH}ay-(asole),MO Gy CAEHRY)1, 3138@9}( syclepropgtCHY), 1.81 (m 1H,
cycl opropyl iy Ms: m/z 326 (100, ME+);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-nitrophenyl)acetamide;
1H-NMR (400 MHz, DMSO-d6) ppm 10.47 (s, 1H, NHCO), 8.0-7.5 (m, 4H, Ph), 6.01 (s,
1H, CH-pyrazole), 4.03 (s, 2H, COCH2), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 287 (100, MH+);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3,4,5-trimethoxyphenyl)acetamide;
1H-NMR (400 MHz, DMSO-d6) ppm 10.36 (s, 1H, NHCO), 6.60 (s, 2H, Ph), 6.08 (s, 1H,
CH-pyrazole), 3.60 (s, 2H, COCH2), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 332 (100, MH+);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-methoxyphenyl)acetamide;
1H-NMR (400 MHz, DMSO-d6) ppm 10.22 (s, 1H, NHCO), 7.2-6.8 (m, 4H, Ph), 6.07 (s,
1H, CH-pyrazole), 3.54 (s, 2H, COCH2), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 272 (100, MH+);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4-butoxyphenyl)acetamide;
H-NMR (400 MHz, DMSO-d6) ppm 10.35 (s, 1H, NHCO), 7.17 (dd, J=7-2 Hz, 2H, CH-o-
Ph), 6.07 (s, 1H, CH-pyrazole), 3.45 (s, 2H, COCH2), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 314 (100, MH+);
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ESI (+) Ms: mz 378 (100, Mt); N-(5-cyclopropyl- | H pyrazol-

-yl)-2- (%&égﬁ?enyl )acetaniide; IH NWR (400 MHz, DMSO d?}:’r@ﬁﬁ%&%w% (s,

1H, NHCO 1H, CH pyrazole), 3.74 (s, 2H, COCH2

cyclopropyl-CH); ESI (+) Ms: mz 287 (100, MH+); N

(5-cycl opropyl - 1H pyrazol - 3-yl ) -2-(2, 45di cuor ophenyl ) acet am de; 1H NWVR (400
VHz, DmsqsdﬁalopmyllDH‘tiS'ra(ml-%yﬂi-z{;uﬁamuoiopﬁeﬂyl)hcémm&H Ph), 6.07 (s; 1H,
CH-pyra e) 5 2H COCHZ) I ycloprop |-CH); ESI (+)
Ve 1 » SHONNB, ( MEAIISOAD GprbIA A 6. LB, 57, i pyrasble, .00
5-di-t t Vi 1H NWVR (400 MHz, BMSO-d6) ppm
10. 33 é”f#%ﬁ&q @G@?ﬂ?%?&b&ﬁf)ﬁ}?ﬁ% 08 (s, 1H, CH-pyrazoI e), 3.40 (s,
2H, COCHZ) IESIJ(+§MS birlz 362 ¢100pMIDY);, - CH); ESI (+) MS: miz 370 (100, MH);

N (5- cycl opropyl -1 H-pyrazo trifluor ophenyl ) acet am de

| H NVR N-4Doyelppropriviidrezob M)i%(%me@ylsult‘mylm acefamaidg; 1 (m 2H, Ph),

o, 08 o i 2Bt 4 0t B 2B B 6 oMo s

ESl (+)CHfpyr d%l’e ,2260 (s128, CWHZ) 1.81 (m, 1H, cyclopropyl-CH);
N- (5-cycl opr | H pyrazol L/H% - mef hyl su fony1 am nophenyl ) acet am de;
1H NWR (400 Bﬁz(*‘)MﬂS@l/de)?Sbm 89 (s 1H, NHCO), 6.08 (s, 1H

e, i RS Ianony bl 3B CogisphetDacetamidel °! OPT OPY! - Y+ ESL ()
H pyr azm le(ho@miz,fﬂ)wma )l@cﬁtﬁnlﬁeNﬂébj\"\ﬁ (7&0(91 M1, P@’?

3 (s, 1H "NHCO), 5.08 (3
( s 2H lH;mﬂﬁytazdleBB ’(&1(}5, ZIIH C@@Hmmr&mﬁ I(E-i):yclﬁﬁlopyh(leMB rﬂ z 260 ( 100
H i ndew- (53ng53 *gﬁré%pmé z 329( b (RO 50r 5M—|)z/| : bﬁ/_s(ozag; d})%drlgf 55 (s, 1H NHCO,
L2 T By 2t RGPty C002). 11
N- ( 5- cEH-NMR 400 MHAYDRSO- d@- ppm -19:553s( PHANHCO), 30xD8t(A)>3Y, (FIN§ .05 gt am d
’ 1H, CH-pyrazole), 3.98 (s, 2H, COCH2), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 378 (100, MH+);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3-nitrophenyl)acetamide;
1H-NMR (400 MHz, DMSO-d6) ppm 10.56 (s, 1H, NHCO), 6.09 (s, 1H, CH-pyrazole), 3.74
(s, 2H, COCH2), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 287 (100, MH+);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2,4-dichlorophenyl)acetamide;
H-NMR (400 MHz, DMSO-d6) ppm 10.48 (s, 1H, NHCO), 7.6-7.4 (m, 3H, Ph), 6.07 (s,
1H, CH-pyrazole), 3.75 (s, 2H, COCH2), 1.82 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 310 (100, MH+);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3,5-di-tert-butyl-4-hydroxyphenyl)acetamide;
1H-NMR (400 MHz, DMSO-d6) ppm 10.33 (s, 1H, NHCO), 7.04 (s, 2H, Ph), 6.08 (s, 1H,
CH-pyrazole), 3.40 (s, 2H, COCH2), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 370 (100, MH+);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2,3,6-trifluorophenyl)acetamide
1H-NMR (400 MHz, DMSO-d6) ppm 10.58 (s, 1H, NHCO), 7.4-7.1 (m, 2H, Ph), 6.06 (s,
1H, CH-pyrazole), 3.74 (s, 2H, COCH2), 1.81 (m, 1H, cyclopropyl-CH);

ppm
3. 55
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1H NVR (400 MHz, DMVBO-d6) ppm 10.41 (s, 1H, NHCO, 6.08 (s, 1H,

CH pyrazoyglwi$hss? (s, 2H COCH2O), 1.81 (m 1H cycl opr eeglusobipeeoES! ( +)
M. nlz 315 (100, MH); N-(5-cycl opropyl -1 H pyrazol -3-yl) -
2-{4-[2-0x0-2-(1-pyrrolidinyl)ethoxy] phenyl }acet am de; 1H NVR (400 MHz,
DVSO-d6) ppm 10.37 (s, 1H, NHCO, 6.076(s, 1H, CH-pyrazole), 4.64 (s, 2H,
cocH20), 1. 8ESK(|=h)M$1mlz>2<96c(pQQ;M'I+I:I—|) ESI (+) MS: mz 369 (100, MH);

N— 3 I
L b ERyPiobryl-f BBt B2 A sy oSS 10, 45 (s,
1H NH MSO- CH-pyrkxdlE)) 3.58. 81
(m 1HCQ<X3YC 01@8%%{#}3 MWII@BQ (§ 1@%%}{@?())%?(78 %I;-I’lN-(3- cycl opropyl -
[LO p%rS af(@J Z%HQOE%,;)ICSE agguzl,tdynmwpgﬁaﬂam dle )1H—1 Ng/ie (?oo mz DVBO- d6) ~ ppm
: S, razol e : m ,
cycl opropyl - @ﬁ ‘(’42)3%?0%%5 &2 (p)lloo MH); N (5 -cyclopropyl -1

H- ASHRST! TUTE SHEET (RULE 26
m%ifﬁl@ﬁé@r@%@%@éé%wﬁmg%ﬁm 820 d6) ppm 10. 51 (s, 1h
NHCO) , ﬁHNM(RSGOU'MIﬁ;'DMSGZdﬂ) @pm 50.98 (s, (11-1, NHEO)zy 44D (hdHGECH), 6.081(s( m

1H, | | 301
2- cvg?/glﬁgégfgm@l@)y%ﬁé@ g&&vﬂ%ﬁ@vﬁéﬁ&m Hvixd%rmfﬁﬁlhcet am de 1H NMVR

400 MHz, DM NHCO), 7.4-7.1 5H, Ph 6. 09 :
(1H CH-pyr azoP fjﬁ)l\gg %ﬁﬁ"ﬁﬂéw&ﬁ 1) 80 (m 1H, ((r:nycl opr opi/l -CH); (E;I
(+) M NW@&:}%F#) H-pta2ol- iﬁﬁ)z-ﬁw%&w&@mmmm yl)acetamme

H pyrazol rret hoxy- 2 enyl et hanam de; 1H NVR dé) ppm
10. 23 (kHNMR(M@CMHz?DMSO &) mpis ). 351, 11, BHQQ), 7.2t (mﬂ-’%rPéliowY (s4.83

(i 1 B L T, KO G b Slomiip ity Mo 2 272 (100
1HNW(400m)pyrg}£gﬁ62 JIqug;(s 1H, NHCO), 7.5-7.4 (m 5H, Ph),

6.15 (s 499 (M 1H, NHCOCH), 1.82 (m 1H,
cycl opr Bps-cychpropyl- lH-pyrazol -3-yD)-2-[3- (2-am1no-2-oxoethoxy)phenyl]acetamide;

1H-NMR (400 MHz, DMSO-d6) ppm 10.41 (s, 1H, NHCO), 6.08 (s, 1H, CH-pyrazole), 4.37
(s, 2H, COCH20), 1.81 (m, 1H, cyclopropyl-CH);

ESI (+) MS: m/z 315 (100, MH+);
N-(5-cyclopropyl-1H-pyrazol-3-yl)- 2- {4—[2-oxq-2-(1-pyrrolidinyl)ethoxy]phenyl} acetamide;
1H-NMR (400 MHz, DMSO-d6) ppm 10.37 (s, 1H, NHCO), 6.07 (s, 1H, CH-pyrazole), 4.64
(s, 2H, COCH20), 1.81 (m, 1H, cyclopropyl-CH);

ESI (+) MS: m/z 369 (100, MH+);
N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(2-fluoro[ 1,1'-biphenyl]-4-yl)propanamide;
1H-NMR (400 MHz, DMSO-d6) ppm 10.45 (s, 1H, NHCO), 6.11 (s, 1H, CH-pyrazole), 3.82
(q, =7 Hz, 1H, NHCOCH), 1.81 (m, 1H, cyclopropyl-CH);

ESI (+) MS: m/z 350 (100, MH+);
N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-0x0-2-(2-thienyl)acetamide; .
1H-NMR (400 MHz, DMSO-d6) ppm 10.85 (s, 1H, NHCO), 6.25 (s, 1H, CH-pyrazole), 1.81

(m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 262 (100, MH+);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4-nitrophenyl)propanamide;
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ESI (+) M5 mz 257 (100, MH); (2S)-N(3-cycl opropél 100 Mo

H pyrazo 5-di hydro-1 H pyrrol e-2-car boxam de; %

DVBO- d6 )IVY)&quMi%gﬁs (s, 1H, NHCO, 6.14 (s, 1H, C|+pyrazo:t q”f“‘“‘% 9 (m
1H, NHCOCH), 1.81 (m 1H cyclopropyl-CH); ESI (+) MS: miz 219 (100, M),
N- (5-cycl opropyl -1 H pyrazol -3 -yl )-2512, 4-di chl orophenoxy) acet am de; .

1H NVR1 mmmom 18.51((s, unmcb(;@u 1, CBL-pytidole), 3.98
CH-pyraIzIoIe 4.8 )(( 1.81 (m "1H, gyclopro%ygf Cfcl—)I) ESI (+)
VE: ﬁzﬂ;ﬁ, NHLT.(QCH , 1.81 (m 1H, cyclopropyl-CH);

| 1 2-ph t d 1H NVR (400 MHz,
Bir(s% 8%? 88@?@@%5‘ B O Bt o gIT-anlh) 6.13 ;(5, i
" (0] ; +
2 Py b R R oy o )
~yl ) - 21HNME (A09- Mﬂrlzan Qe pprie10.36-HHINEL NHCOY-2.4- VRS, dH) PhR6.09 (23 (s,

1H, N P CH pyrazole), 4.83 (s, 1H,
NHCOCH §?H1v>giz° “r??\ 3 %(mH}/’é# %F@S;ﬁ& é@(meiﬁ yolomgepyiFH); 272 (100, M) ;
SUBSTI TUTE §gj€, % 442189 PCT/ USOO( 06699 58

(2S)-N-(3-cycl opropy raz -5-yl)-3,3,3-trifluoro-2-net hoxy-2-phenyl pe

opanan{2®):N-(3H bydihﬁiop}ﬂlgmwlmzo%?ﬂﬁnbﬂnﬂwzlﬂwﬁglﬁﬁﬁnaﬁilde NHCO|) CI7—I) 5>- ESI4 E T)
A PhLHg\ﬁy;R? o0 ‘M, PMSOEE) 5pm 823 &, 12 Whico), 7452 onr 9 pry 608 G

T_HS ﬁll\/(l:? 4(8% WOI%%I&%)Z ﬁpm%gwhﬁnﬁﬁyﬁq@%ﬁ% gbb -car boxam de:

CH-pyrazoI elSI @) 3MS: /A27216100; MHepent yl - , 1.81 (m 1H cycl opropyl CH) ;
ESI 2& M5: mz 310 (100, p‘sl'%‘ 9H—f|uoren 9&
(2S) - 228)-2 @I@g@%ﬁ—wprpwl pyigzolss-yl)-Raphenplethansyoidg! } - 2, 5- di hydr o- | H-

R0 ) e K R S W5 0! NG et o2 b RTELB) PO
3H, COECHipyrazble), 499 (MSIHINHCHGH), 132, (nlYH), cyclopropyl-CH);
ESI (+) MS: m/z 257 (100, MH+);
(2S)-N-(3-cyclopropyl-1H-pyrazol-5-yl)-2,5-dihydro-1H-pyrrole-2-carboxamide;
1H-NMR (400 MHz, DMSO-d6) ppm 10.18 (s, 1H, NHCO), 6.14 (s, 1H, CH-pyrazole), 4.1-
3.9 (m, 1H, NHCOCH), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 219 (100, MH+); _
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2,4-dichlorophenoxy)acetamide;
TH-NMR (400 MHz, DMSO-d6) ppm 10.37 (s, 1H, NHCO), 6.12 (s, 1H, CH-pyrazole), 4.80
(s, 2H, NHCOCH2), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 226 (100, MH+);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-phenoxyacetamide;
1H-NMR (400 MHz, DMSO-d6) ppm 10.30 (s, 1H, NHCO), 7.26 (m, 2H, CH-m-Ph), 6.13
(s, 1H, CH-pyrazole), 4.64 (s, 2H, NHCOCH2), 1.81 (m, 1H, cyclopropyl-CH); '
ESI (+) MS: m/z 258 (100, MH+);

(2S)-N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-methoxy-2-phenylethanamide;
1H—NMR (400 MHz, DMSO-d6) ppm 10.23 (s, 1H, NHCO), 7.4-7.2 (m, 5H, Ph), 6.08 (s,
1H, CH-pyrazole), 4.83 (s, 1H, NHCOCHPh), 1.81 (m, 1H, cyclopropyl-CH);

ESI (+) MS: m/z 272 (100, MH+);
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(1R)-2-[(3-cycl opropyl -| H pyrazol - 5-yl )am no] - 2- oxo-1 -phenyl et hyl acetate;
1H NVR (w@Doikrge DVSO-d6) ppm 10. 67 (s, 1H, NHCO, 7.5-7.8WuscoBkt9sPh),
6.08 (s, 1H, CH pyrazole), 5.94 (s, 1H COCHPh); ESI (+) Ms: mz 300 (100,
MH); N (5-cycl opropyl -1 H pyrazol - 1)-2- {4-[(2 S)-2-

"'i‘B“ 14 CONG <K Py I “e”y'éﬁ‘i"f o fane %“2"0 bty ropRgdes s 28”‘(3
(1S) Cﬁ%&%pr opyljd-frl I?@am no| - 2- ox?—s{-% ﬁd }ﬂlﬁqacet ate

1H NNR1H4QH-MrEzolé)LVlB®3c(ﬁ1), IHpaycl@rﬁﬁyl(GH),lH NHCO), 7.5-7.3 (m 5H Ph),
6.08 (s, 1H razole 94 , 1H, COCHPh); 1.81 (m 1H,

cycl opr opyl E@I—ﬁ)l‘é OorMi'I sOO (100, MH); N (3-cycl opropyl -

D 67 e dilonfppoy - ﬁv%z@' B ER R Spersde M bl | UD SZSFL) "5 o5
(d, J=#/-MRL {400 DM@?—dG)"fiiprﬁ"ﬂO 32)(s, I NRT0D) @GD9 (53H, CH-pazols), 3.2060
(100, MH+): N (3-cycl opropy

H pyr ago) 1B qyn}opsmybolm 1.31 Gnebil ¢ystopsonytiGdD;  SUBSTI TUTE SHEET ( RULE 26)
SHPh) 6. B81 1O METmRRLOIOT MAN! (7200(3“23 20,0, Th "Gacry 182 (M
&I—H( 3%3%"?%? Al HSB%S S tﬁlh@ﬁ(’f L ?H% fachl t)r%%%ﬁaé?ﬁ")l% STyl L WR
(400 Npmolel\lsﬁrbl@ylap;m 6.9-6.7 (m 3H Ph), 6.07 (s, 1H, CH pyrazole), 3.50
(s 2H COCH?2) , 81 ( | H . cycl opr.opyl ES| M. mz 302 (100,
)+ SENER (80 by IIMBCH4E S5, B Lo 10610451 Pl AN HED L N
Ei““ et Sl 5 sl CROPMES 1 "W 276 (To0, T
MHt) 5 N- (3 ESY¢hHavSonyz 441 (10pyw@iag] - 5-yl ) - 2- (1- napht hyl ) acet ami de;
(1R)-2-[(3-cyclopropyl-1H-pyrazol-5-yl)amino]-2-oxo-1-phenylethyl acetate;
1H-NMR (400 MHz, DMSO-d6) ppm 10.67 (s, LH, NHCO), 7.5-7.3 (m, 5H, Ph), 6.08 (s,
1H, CH-pyrazole), 5.94 (s, 1H, COCHPh),
ESI (+) MS: m/z 300 (100, MH+);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2- {4-[(2S)-2-
aminopropanoyloxymethyl]phenyl}acetamide;
1H-NMR (400 MHz, DMSO-d6) ppm 10.44 (s, 1H, NHCO), 7.30 (m, 4H, Ph), 6.07 (s, 1H,
CH-pyrazole), 3.59 (s, 2H, COCH?2), 1.80 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 343 (100, MH+),
(18)-2-[(3-cyclopropyl-1H-pyrazol-5-yl)amino]-2-oxo-1-phenylethyl acetate;
1H-NMR (400 MHz, DMSO-d6) ppm 10.67 (s, 1H, NHCO), 7.5-7.3 (m, 5H, Ph), 6.08 (s,
1H, CH-pyrazole), 5.94 (s, 1H, COCHPh); 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 300 (100, MH+);
N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-fluoro-2-phenylacetamide;
1H-NMR (400 MHz, DMSO-d6) ppm 10.67 (s, 1H, NHCO), 7.3-7.4 (m, 5H, Ph), 6.10 (s,
1H, CH-pyrazole), 5.95 (d, =47.5, 1H, CHF), 1.82 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 260 (100, MH+);
N-(3-cyclopropyl-1H-pyrazol-5-yl)-3-methyl-2-phenylpentanamide;
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1H NMR (400 MHz, DVBO-d6) ppm 6.07 (s, 1H, CH pyrazole), 4.07 (s, 2H,
COCH2) , 1y H—LlH’ cyclopropyl-CH); ESI (+) Ms: mz 29 0/0 ) N
(3-cycl opropy pyrazol -5-yl)-2-(5-nmet hoxy-| Hindol - 3-yl')acet am

1H NWVR (400 MHz, DVMBO-d6) ppm 7.17 (s, 1H, CCHNH), 6.10 (s, 1H,

CH pyrazole), 3.60 (s, 2H, COCH2), 1.0 (m 1H, cyclopropyl-CH); ESI (+)
MB: ZIHJNM(RJLQIOO Nﬂ-lt) DM$Q-36y ppinon4-gay¢m,! SH, Ph), 6.09 (s, 1H, CH-pyrazole), 3.75
H-pyrazol 51@/& 1@ -net hyl -1 H | ndol - 3-yl ) acet am de; 1H ‘NN R (400 MHz,

DVEO- d6§ds fp H)_H ml\kl:l,l@ycloarom- H), 1H, CH pyrazole), 3.64 (s,
3!4(5?(?&4(2)20 #Sﬁa)mm}_z' %yﬁb@;iwﬁgyl ; ESI (+) M5 mz 295 (100, M#H);

-b t t d | H NIVR
TV e S e L e e A A A
(5, 21 Hsands uon N BSOS 6O, R PIRSS.07 45, 11 CHipyT oI 50,

| | -1 H |-5-yl)acetani de;
i o SRR TR A D0, 1 TP e

CH- pyr azol e) 513%,.@@[3 (rﬁ/zﬁbl 1.82 (m 1H, cyclopropyl-CH); ESI (+)
M5: mz 298 % éSTI TUTE) SHEET (RULE 26) WO 01/12189

PCTI USGQ(06HBﬁ)ph&@l)-N-(3-cyclopropyl-1H-pyrazol- -yl)acetam1de
N- ( 3- | | - | H- | -5-yl)-2-(4-nmeth t d 1H NMR 400
Vi, OVERNIR GORMEB DS 485 e 7ok 5 G odt (). &P (kb b ptaapleh 2.9

3H o3 Y- ESI (+) MS: mlz 256 (100, MH);
N-(3-cy 1opropyﬁﬁl ]'Il—é_é rfr;algl{[)’l éﬁwfy% '0- 2- phenyl acet am de; 1H NVR (400
MHz, DMSO- dGESIEIMS: 914/2(276(1]@(21\5[—1& 2H o-Ph), 7.74 (t, J=7.5 Hz, 1H, p-

Ph), 6.27 le), 1.89 1H cvel o e e
avh 256N((§G’§'Cl°mqpyl-lﬂfgyrgfz€g§g¥b&(bﬂ heemide TPECPY CH) (+)

) R RS LI il R oty
cycl opr @p)iH, eyblopropyl-CH);
ESI (+) MS: m/z 292 (100, MH+);
N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(5-methoxy-1H-indol-3-yl)acetamide;
1H-NMR (400 MHz, DMSOQ-d6) ppm 7.17 (s, 1H, CCHNH), 6.10 (s, 1H, CH-pyrazole), 3.60
(s, 2H, COCH2), 1.80 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 311 (100, MH+); .
N-(3-cyclopropyl-1H-pyrazol-5-yl1)-2-(1-methyl-1H-indol-3-yl)acetamide;-
1H-NMR (400 MHz, DMSO-d6) ppm 7.19 (s, 1H, CCHNCH3), 6.09 (s, 1H, CH-pyrazole),
3.64 (s, 2H, COCH2), 1.80 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 295 (100, MH+);
2~(5-chloro-1-benzothiophen-3-y1)-N-(3-cyclopropyl-1H-pyrazol-5-yl)acetamide;
1H-NMR (400 MHz, DMSO-d6) ppm 7.66 (s, 1H, CCHS), 6.08 (s, 1H, CH-pyrazole), 3.85
(s, 2H, COCH2), 1.82 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 332 (100, MH+);
2-(1-benzothiophen-3-yl)-N-(3-cyclopropyl-1H-pyrazol-5-yl)acetamide;
H-NMR (400 MHz, DMSO-d6) ppm 7.54 (s, 1H, CCHS), 6.10 (s, 1H, CH-pyrazole), 3.85
(s, 2H, COCH2), 1.82 (m, 1H, cyclopropyl-CH),
ESI (+) MS: m/z 298 (100, MH+);
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ESI (+) MS: mlz 272 (100, MH); N-(3-cyclopropyl-

H- pyr azolwberyi2)se3- cycl opent yl propanani de; 1H NVR (400 MHZRCTWSG/H0E@ 6. 07
(s, 1H, CH-pyrazoIe), 2.15 (t, J=8 Hz, 2H, COCH2), 1.82 (m 1H,
cyclopropyl-CH); ESI (+) Ms: mz 248 (100, MH); N-(3-cycl opropyl -

H pyrazol ) - 4- 0x0- 4- phenyl but ananPYe; 1H NVR, (400 MHz, DIVBOd6) 7.85
(525 ovchoaomic Sprrpboics 3% - methy! p@mﬂmmie) 1,82 (m |

cye! o0 €0 78l sBio T, 135 10 ms%@m%@m % (o

J=15.8 razol e 3.2 (d, J=7.7 Hz,
Coore) T O Iyl G B EI BE 00 U niz 268 (100, Nk

N- ( 3- cycl opE@ﬂ:ﬁ}MSk—h@ZﬁzﬁlOOEW‘lﬁ);Z phenyl propanal ni de; 1H NVR (400 MHz,
azole), 3.79 (s, 1H,

o d@ﬂ%ayce?ﬁmaﬁr?%waa%‘r%w o2 Shepttos ' 7 555 (100, hi)

N- ( 3- | de;
NEs CABLRRO RN PUISE ) pech 79 fd&ﬁﬁi%‘f?%*}%"?&?%’aﬁ???%’ d e ialpe

N- ( 3- c Ph), 6270y 1 H) CHipyrazodd); h8Y (th; TH (cdcloptdpyliihenyl ) acet ami de; SUBSTI TUTE
SHEET (RULE_26) W0 01/12189 PCT/US00/ 06699 61

N- (3-cycl opf@M )-Mﬁ*W%%(LOQ W‘S ?2- (1H i ndol - 3-yl ) acet am de;

3-(2- | ) pr opanam de;

N—EB gyc&gﬁ%?%}?ﬁ%)ﬁ%%@gf 1%)%\3 %%W@r op eﬁl;/%/) ;Eet gm de;

N- ( 3- cYEL-NNMR md&MHzpmmldsw m 2 em(fﬂfn'n;pﬁ 0PIt H, GH-piabldy 4.80 (s, 1H,

N- (3-cycl opropyl -I H- yrazol éﬁ& - (2-chl orophenyl ) acet am de;

N-( 3- c§¥8) Qﬁ} QWIGE@PYB ) -2-(4-trifluoromethyl -phenyl)acetam de;

3 e b kP RLAGH  oy he e o
ﬁ éir ?Z%PJ (ﬁ%f%{f}ilylg-l -g A?Z %1- lgét-a}iclopcntgl%r?llaaélggl l(%e car boxam de; Al |l conpounds
wer e cHE-NYR(400cMEHz DMEO-d) 7 GaHs CH-p@pzole)C2NS ¢okfS HeeH: GRCH2),
1.82 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 248 (100, MH+);
N-(3-cyclopropyl-1H-pyrazol-5-yl)-4-oxo-4-phenylbutanamide;
1H-NMR (400 MHz, DMSO-d6) 7.85 (d, J=8 Hz, 2H, CH-o0-Ph), 6.05 (s, 1H, CH-pyrazole),
1.82 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 284 (100, MH+);
N-(3-cyclopropyl-1H-pyrazol-5-yl)-4-phenyl-3-butenamide;
1H-NMR (400 MHz, DMSO-d6) 6.49 (d, J=15.8 Hz, 1H, CHPh), 6.15 (s, 1H, CH-pyrazole),
3.2 (d, J=7.7 Hz, 2H, COCH2), 1.83 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 268 (100, MH+);
N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-phenylpropanamide;
1H-NMR (400 MHz, DMSO-d6) 7.4-7.2 (m, SH, Ph), 6.08 (s, 1H, CH-pyrazole), 3.79 (s, 1H,
COCH), 1.81 (m, 1H, cyclopropyl-CH);
ESI (+) MS: m/z 256 (100, MH+);
N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-[4-(dimethylamino)phenyl]acetamide;

N-(3-cyclopropyl-1H-pyrazol-5-yl)-1-phenylcyclopropancarboxamide;
N-(3-cyclopropyl-1H-pyrazol-5-y1)-2-(4-methoxyphenyl)acetamide;
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each case the principle conponent had a nol ecul ar ion corresponding to the
expect ed . The conpounds showed an HPLC area %ra 78 to
100. HPLngfn(gﬂgis\s?s. Sol vent A: H2Q/ CH3CN=90/10 + 0. 1% TFAI%EH%\?(&%&EQB:

H20/ CH3CN=10/90 + 0.075% TFA Tine (mn) %A %B 0 0 100 6.5 0. 100 7 100
O 10 100 0O Rate: 1.5 m/mn Detectidit: UV 254 nm Tenperature: room .
terrperaNe(Ba:melpm]syl-lﬂwhmmm)-m(mamcﬂya -Ractantde; C16, 5Sm (50x4. 6) nm
Exanpl e 3-Cycl opro 3- 0x0-propaneni trile SUBSTI TUTE SHEET (RULE 26) WO
01/ 11 65 PEHOERIGRDBRD (-ariopapy) 1Hbp PYSSRISTYDUEPRBEIA e 80% ver

f | 0.15 |
3?25323 'knEf’?' l%gfoggl-ig-pn\?%ﬁif- S 'a'(gng{l on g?a%g%ﬁmiérlzygl f)pr opagaz b\gﬁglfat e
(0. 125 NyB)cyclp l-M—I-p}ifrazfoM ﬁﬁwz-‘ﬂmbmh‘enymaetadﬁ&gi The mxture was

mai nt ai ned at refl ux hours, under stirring, then 400 ml of water were

added aNc(3tcbrelorwmwlséﬁtma@!érxl)-hjzﬁhlomhanylm@tﬂmieed wi th methyl ene

chl ori The a aye |f|ed t,h d ed hydrochloric acid
and ex?ﬁa‘éf éfﬁlo Plll'ﬁepyg%zr?je'svﬁf%égtcm 8m8tfhmgﬁl?6'y tt ys dried over
anhydr 01‘15(3%9@10Ef8p§1-1|1f16}5ﬁaz%[1-§ (ﬂ)tmmtﬁdaﬂe@ar%mﬁ% to give a residue that,

after colum chrofmat ography (cycl ohexane-ethyl acetate), afforded 7.8 g (57%
yi el d) N#(3-aybleptopyl-éHepymgroltfey1)-24B-thisnyl a0t CDC13) ppm 1.20 (m 2H

crel o Yy s il bl St Sl P eiigiad, 3575,
M C3H5-); mz 39 (100, C3H5+). Exanple 4 3-Cyclopropyl-5-am no-IH pyrazol e
All compounds were characterized by mass spectrometry (MS). LC-MS confirmed that in
each case the principle component had a molecular ion corresponding to the expected
product. The compounds showed an HPLC area % ranging from 78 to 100.
HPLC analysis:
Solvent A: H20/CH3CN=90/10 + 0.1% TFA
Solvent B: H20/CH3CN=10/90 + 0.075% TFA

Time (min) |%A - %B
0 0 100
6.5 0 100
7 100 0
10 100 0

Rate: 1.5 ml/min
Detection: UV 254 nm
Temperature: room temperature
Column: Supelco™, Discovery RP Amide C16, 5°m, (50x4.6)mm

Example 3
3-Cyclopropyl-3-oxo-propanenitrile
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5 g (0.046 nol) of 3-cyclopropyl -3-o0xo0-propanenitrile were dissolved in 200
m of etwool/128ad 2. 26 nl (0.046 nol) of hydrazi ne hydr aperwogogdded. The
solution was maintained at reflux for 5 hours and then the sol vent
evapor at ed under vacuum The residue was re- dissolved w th nethyl ene
chloride and washed several tinmes wit®2brine. The organic. layer was dried

over arfhy & @l mebi efrsodinm bydride, §0%ewers suspanded v 360 anleof dioxagiey d.4mb dfg
80% vy ) -0f | tl e und., 1H: NV VHz . DMSO- 46 .54 (m
oty py et D18 ) “wE2RRbRg, hnd el W iaescis akorh (9t syl
4.9, 8.cycloBropanéirb@agite (€15 nol)0A 109 milofthe Rit8%61ventGils added.” The mxhre \H +
NH2). ESI (+) MS: mz 124 (100, MH+). Anal ogously the follow ng conpounds
wer e priesapantained atyeflubior é |hogrsandes stitsingy ther 408 mllf-witer woVBMiabindothen

11. 10 r. 1H),. 5.2 , 4.43 r. s, oy 3. m 1H, 2.18 (m
2h) 2 ekt Spfine ndprf exgted it miglyie, ofletide. e pgps layer was

3- ( 2- bezly iR Rdi - 1 | Qrd B&LLT .SHEET
(RULE i O e B S o Rl R B RReve Th Prpamie e
?/EI) ( Fi : 1433:;1 (vgszdfﬁt)i, oOVRr @ﬂlilgdgpugi?um .s?ﬁ'at(e rand blv%porét_eé qo ldi'l_{ﬂesslkb gilvé .aﬁ%ﬂﬁ%bNRZ H) ;

: : - Cycl opent yl - 5- ani no- razol e
(DO dlgt Bmcpliria chromiaiogkiphy feyefenexane oty lacefaieh AgiFdscc] § Z4375%cviala) oy
1H, 2.4804ué B4 4H ., 1.80 (conplex, 2H), 1.39 (conplex, 2H). Exanple 5
3-Cycl opropyl -5-nitro-1Hp r-azole To a solution of 2.7 g of sodium hydrate
i n 454 IH-NMR (@@EMHz, CRCT3). @bth: nhR) (af 28; cﬁY«fﬂr?ﬁylmH%eHmk?pzh l(k{.gzmzol e
e

and 46.% oé sodi um hgdrg_genocar bonate were added at OC. ter m nut es
a sol utGHA 1orHRS 2.12 (dddd, 1k I57h6, 7.6, £3¥- hicyelopieybCHH5 (s BHUEDSH2)F 130 g

(0.21 nol) R 00 [ r Ry enpor aneously dropped under
Vi gor ous st;grlrl\lqﬁ'g?&ﬁﬁ?égg’%dh%gﬁgs)’\ﬁ}z?%é@m erature the reaction is
quenched with a saturated solution of sodiumsulfite and extracted with

et hyl acetate. The organic |ayer was
Example 4

3-Cyclopropyl-5-amino-lH-pyrazole
5 g (0.046 mol) of 3-cyclopropyl-3-oxo-propanenitrile were dissolved in 200 ml of ethanol
and 2.26 m1 (0.046 mol) of hydrazine hydrate were added. The solution was maintained at
reflux for 5 hours and then the solvent evaporated under vacuum. The residue was re-
dissolved with methylene chloride and washed several times with brine. The organic. layer
was dried over anhydrous sodium sulfate and the solvent evaporated to give 4.53 g (80%
yield) of the title compound.
1H-NMR (400 MHz, DMSO-d6) ppm: 0.54 (m, 2H, pyrazole CHH + CHH); 0,76 (m, 2H,
CHH + CHH); 1.68 (dddd, IH, J=4.9, 4.9, 8.3, 8.3, pyrazole CH); 5.02 (s, 1H, pyrazole CH);
6-7 (b, 3H, NH + NH2).

ESI (+) MS: m/z 124 (100, MH+).
Analogously the following compounds were prepared:
3-Cyclobutyl-5-amino-IH-pyrazole
1H-NMR (DMSO0-d6) ppm 11.10 (br. s, 1H), 5.23 (s, 1H), 4.43 (br. s, 2H), 3.31 (m, 1H),
2.18 (m, 2H), 2.04 (m, 2H), 1.80 (m, 2H);

MS (FAB) m/z 138 (MH+, 100).
3-(2-benzylcyqlopropyl)—1H—pyrazol-S -amine hydrochloride
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dried over anhydrous sodi um sul fate and evaporated to dryness to give 4.6 ¢
(52% vyi elvg& B&ﬁls he title conmpound. 1H NVR (400 WMHz, CDCI, T 06&979 (m
2H, cyclo 8 H+ CHH); 1.10 (m 2H, cycl opropyl CH

(dddd, 1H, J=5.1, 5.1, 8.2, 8.2, cyclopropyl CH);. 6 51 (s 1H, pyrazole
CH. EI-Ms: nmlz 153(100 M) ; 136(663 M OH) . nple 6 '
Ter t - buFy-NMR (DMSO-A6¥ pmil 7023 (womplex; fH), 5248 @; 1H); 2rﬂﬂdxm 123%)21.85 (19, LH), 0.4832

nol) of 3-cyclo ropé_ln‘-dS nitro-1H pyrazole were dissolved in 200 m of

met hy| dpe 15 106 . 200 n of a saturated solution of sodium
hydrogenocmg@%ﬁﬁ@%g 106°. 9 (0.16 mol) of tertbutoxycarbonyl

anhydri de un ér tirring at roomtenperature. After 24

hour s teyélayeitd- mﬁmsmppyﬁﬁaé and the organic one dried over sodium
sulfate and evapor at ed under vacuum _The residue was chromat ographed on a

tS|hl i ;:a lwdmp(dé%gp?ﬁ)(%@’ A 1ddot HDe 4 dbyisy 8H) 2749 (Mobd) %29 ) of
e tit np 6) WO 01/12189 PCT/ US00/ 06699
64 1H-I\(Jﬁﬁ§n 3{50‘&ng 8025&3 ’;L)%ﬁ’?gg?é"éﬁ]& /- cycl opropyl CHH + CHIT); 1.13
(m 2H, CHH+ CHH); 1. 68 (s, 9H, (CH3)3-); 2.48 (dddd, 1H, J=5.3, 5.3,
8.5, 8.5, cyclopropyl CH); 6.49 (s, 1H, pyrazole CH). ESI (+) Ms: mz 276
(100, Niskample320 [60, (MNa-C4HB8)+]. Exanple 7

Tert-butyl-3-am -5_-cy 0 ro0 | -1 H pyrazol e-1-carboxylate 1.2 g (4.74
nmol ) 5 cl opropyl -1 H pyrazol e-1 -carboxyl ate were

di ssol Veflo! Rihnbs 817 §LAANRAuA I dREIiP ASAAKP Of Ivhatll 993,058 6 6F3.0f

pal I adi Um on rcoal (10% at 50 psi and roomtenperatfure to give, after
filtratdyelepfopyl6ianiiro-dHepyrexcip andid6.5rg of sddmdwﬂmenqcammtegﬂ@ww el d) of

ot of M emics i %1%@5&10 5F 1k G- RIHIE™Y o,
(9997 308 1621 ol of oin? ip s, 1 QRE IR %,gparﬁﬁ@l&fy BropBbl uhte

(VH C4H$édﬂ)us &t?lﬁnb90Aﬂéﬂ\/#+ho@d-80ﬂﬁ): shme Empm’amréi the reaction is quenched w1th a

saturated solution of sodium sulfite and extracted with ethylacetate. The organic layer was

dried over anhydrous sodium sulfate and evaporated to dryness to give 4.6 g (52% yield) of
the title compound.

1H-NMR (400 MHz, CDCI3) ppm: 0.79 (m, 2H, cyclopropyl CHH + CHH); 1.10 (m,
2H, cyclopropyl CHH + CHH); 2.01 (dddd, 1H, J=5.1, 5.1, 8.2, 8.2, cyclopropyl CH);. 6.51

(s, 1H, pyrazole CH).
EL-MS: m/z 153 (100, M+); 136 (60, M-OH).

Example 6

Tert- -3-nitro-5- opyl-1H- -carbo

49 g (0.032 mol) of 3-cyclopropyl-5-nitro-IH-pyrazole were dissolved in 200 ml of
methylene chloride and 200 ml of a saturated solution of sodium hydrogenocarbonate were
added. 35 g (0.16 mol) of tertbutoxycarbony! anhydride were then added under stirring at
room temperature. After 24 hours the layers were separated and the organic one dried over
sodium sulfate and evaporated under vacuum. The residue was chromatographed on a silica

gel column (cyclohexane-ethyl acetate) to give 7.7 g (95% yield) of the title compound.
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N- (3-cycl oproo. ol -1 H pyrazol -5-yl)benzam de To a solution of 0.37 g (3
mol ) of wi eyhgpr opyl - 5-ami no- 1 H-pyrazole in 15 mM of dpchiusewseishane 0. 8
m (7.3 mmol) of N-methyl nmorpholine and 0.8 ml (6.9 mmol ) of benzoyl

chl oride were successively added at roomtenperature. After 16 hours under

stirring the mixture was concentratebt and the resi due was dissolved in 15
n of HEINNWR (40(BI\'B~Im1CMf313) oo Lo Bijas 3He cyclepmp e Bt ddiil lobWme2lnd 10

ol ut i b ?(?f 15 6R L SCHI R R A H5, 35 Hfe ET%?"E%Q?S”S

wat er . Glypadofd EHYas filtered and dried in vacuumto afford 585 ny
(86% vyi eI the title conpound. mp. 234C, 1H NMR (DVBO d6) ppm 12.1 (s,
1H), 10.65 GEzSI(ﬂ)-M,S m/27¢ €199, MNa3))220760, (MNa-€4H8)H. 31 (s, 1H), 1.89 (m
| H, 0.93 (m 2H), 0.69 (m 2H); SUBSTI TUTE SHEET (RULE 26) WD 01/12189
PCTI USOO’O6699 65 M5 (EI) mz (rel. intensity) 227 (M, 22), 226 (11), 199
(23), § 105 (95), 78 (11), 77 (99), 66 (9), 65 (14), 51 (29).
Anal ogous ) f he foIIOW| ng products were prepared starting fromthe

0 3 yelopaipg : late

(55543 T e R B AT o

(rel. @ é‘ﬁ%‘.ﬁ N 2”%‘1 of tanhhnd BydroBatited ggpgégggce 55700 Big S hundiuhRia | 2

(31), 11;ﬁa1‘63ﬁ)€1095) 4tL8D. psi and room temperature to give, after filtration on celite and
N- (3-cycl opropyl -1 H-pyrazo ) - 4- met hoxybenzam de; mp. 175-176 C

1H NVReyaosgions)f thpsalvent, m9Qg(3/5f/ﬁ1yleld)@fﬂ1e kltsl,e comoundt, 97 (d, J=8.8 Hz,

135 (G g2 2, Ao P60 o S G

(1_4) N?é 3161% yi CHY « lfﬁha %63 ((§89H (dHSﬁ&) 2324(&1&5,) 1H73—$ i85,2 654(@71 64
(18). cycl opropyl -1 H pyrazol - 5-yl ) -4-but oxyb enzam de:
cyclopropyl CH); 3.82 (s b, 2H, NH2); 5.39 (s, 1H, pyrazole CH).
ESI (+) MS: m/z 246 (20, MNat); 168 [100, (MH-C4H8)+]; 124 [90, [MH-

CSHSO2)+].

Example 8

-(3-cyclopropyl-1H-pyrazol-5-yl)benzamide
To a solution of 0.37 g (3 mmol) of 3-cyclopropyl-5-amino-1H-pyrazole in 15 ml of
dichloromethane 0.8 ml (7.3 mmol) of N-methylmorpholine and 0.8 ml (6.9 mmol) of
benzoyl chloride were successively added at room temperature. After 16 hours under stirring
the mixture was concentrated and the residue was dissolved in 15 ml of methanol. 3.5 ml of
sodium hydrate 2.5 M were added dropwise and 10 ml of tetrahydrofuran were finally added
in order to obtain a homogeneous solution. After 15 minutes the mixture was concentrated
and poured into water. The precipitate was filtered and dried in vacuum to afford 585 mg
(86% yield) the title compound.
m.p. 234°C;
1H NMR (DMSO-d6) ppm 12.1 (s, 1H), 10.65 (s, 1H), 7.97 (app.d, 2H), 7.7 (m, 3H), 6.31
(s, 1H), 1.89 (m, 1H), 0.93 (m, 2H), 0.69 (m, 2H);
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1H NMR ( DVBO- d6) ppm 12 11 (s, 1H), 10.48 (s, 1H), 7.95 (d, J=8.8 Hz,

2 98 d, 6. 26 1H), 4.01 (t, J=6.5 Hz, V.
1% Tﬁ/%ﬁ?,z Chy (m 2H§S 5 b (m 5|(—|), 0.66 (m 5%’3@‘?%) i 2
(reI |ntenS|ty) 209 (M+, 58), 299 (58), 271 (25). 177 (92). 121 (99), 93

(66), 92 (16), 67 (16) 65 (62), 63 (¥3).

N-(5-cycl ODFMSWEI) Wwélaﬁﬁém&}’)’m?{ v, 23 m&(mb ] 1'99'(5237 t108 QIB)QQOS (95‘),078
253- 254C; \R ( DIV Mpm 12.15 (s, 1H), 7 (s H), 5°(d, J =8
Hz, 2H)(1’1)z77é92)d6 (9);6%(1 @8, 7.72 (d, J = 7 He, 7. 48 (t J = 7

gzli) Mo‘?‘%%"%%sg’tz th% f?@}é“h&%é’%n?cztg (‘?éérF( B‘i["ﬁ%eﬂs%’)“gscﬁ%’?"( (I\’\i-%- 1‘?%?’?1’ (34)
151 (47arbokgBc 4@8), 107 (50), 95 (38). 89 (32), 78 (27), 77 (99), 39 (35).

N- (3-cycl opropyl -1 H pyrazol - 5-yl ) phenyl acet ami de SUBSTI TUTE SHEET ( RULE
26) V\oléﬂﬂqemomfvlfdm@%sb- 4-gdorohengamie8C, 1H NVR ( DMBO- d6) ppm 12. 05

s, 1H), 1 1H), 7.28 (app.d, 4H, 7.21 (m 1H), 6.10 (s, 1H), 3.54
Es 2t|)|)nh ggssérfcl & 0. 86 (Enppz)H), o.Hég (m 2I(—I); I\/ED(EI) m(z((rel.H)
I nt ensi gy

L 0 , 80
a5y AR NV DRk (10? pgﬁ'?@fl??)lH) 18.8(301H), 997/ &Bd.d, 26),(F33 (Ph.d 9B,
N- (3- cyee28sy by |1- 87|-(np)ltH§7_QDl &nyﬂi} 869 em¢H)y opanani de m p. 152-160C, 1H
NI\/R DVBO- dg) b 10, 25 5 6.12
. 253 ( us Bl el bnuslt) A 17 23(548@5')34@),%%5’%)@5% 1995 6% (m
iL) igyo%g%& (FAB) mz (rel. intensity) 256 (M+, 99), 255 (18),
o (1§$ ’ (9), 135 (10), 107 (26), 105 (23) 03 (9). 89 (28).

N- (3- cNH(DpycdopropylHHpyrazalls-ph)dhhetBetybehzanddgnet hyl benzam de; mp. 193-194
C, 1H NVR (DVBO d6) ppm 12.25 (s, 1H) 11.00 (s, 1), 8 32 (s, 1H), 8.26 (d,
J=7.9 mp-WFI76°%Co0 (d, 1H), 7.71 (t. 1H), 6.31 (s, 1.88 (m 1H)

(15), SRR Brisa ) poid 1%%% Ths1 65t "”%?"?%13) F 45 2
66 (19)1=88F, 28)),6.26 (s, 1H), 3.80 (s, 3H), 1.86 (m, 1H), 0.91 (m, 2H), 0.67 (m, 2H);
MS (EI) m/z (rel. intensity) 257 (M+, 32), 257 (32), 229 (14), 135 (99), 107 (19), 92
(38), 77 (58), 74 (15), 73 (18), 65 (17), 64 (18).
N-(3-cyclopropyl-IH-~pyrazol-5-yl)-4-butoxybenzamide;
m.p. 192 °C
1H-NMR (DMSO-d6) ppm 12.11 (s, 1H), 10.48 (s, 1H), 7.95 (d, J=8.8 Hz, 2H), 6.98 (d,
J=8.7 Hz, 2H), 6.26 (s, 1H), 4.01 (t, J=6.5 Hz, 2H), 1.86 (m, 1H), 1.69 (m, 2H), 1.43 (m, 2H),
0.92 (m, 5H), 0.66 (m, 2H);
MS (ED) m/z (rel. intensity) 299 (M+, 58), 299 (58), 271 (25), 177 (92), 121 (99), 93
(66), 92 (16), 67 (16), 65 (62), 63 (17).
N-(5-cyclopropyl-1H-pyrazol-3-yl)[ 1,1'-biphenyl]}-4-carboxamide;
m.p. 253-254°C; '
1H NMR (DMSO-d6) ppm 12.15 (s, 1H), 10.7 (s, 1H), 8.05 (d, J =8 Hz, 2H), 7.76 (d, ] = 8
Hz, 2H), 7.72 (d, ] = 7 Hz, 2H), 7.48 (t, ] = 7 Hz, 2H), 7.39 (t, ] = 7 Hz, 1H), 6.31 (br s, 1H),
1.88 (m, 1H), 0.91 (m, 2H), 0.68 (m, 2H) ;
MS (FAB) nvz (rel. intensity) 304 (MH+, 83), 152 (34), 151 (47), 128 (36), 107 (50),
95 (38), 89 (32), 78 (27), 77 (99), 39 (35).
N-(3-cyclopropyl-1H-pyrazol-5-yl)phenylacetamide
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N- (3-cycl opropyl - 1H pyrazol -5 yl)-1-benzot hi ophene- 2- car boxam de m p.

238- 239Gwg ¢1/0088 (DVSO-d6) ppm 12.2 (s, | H), 11.1 (s, 1HCT/8s0dD66®, 1H),
8.01 (app. d, 1H), 7.91 (app.d, 1H), 7.44 (m 2H), 6.28 (s, 1H),1.88 (m
1H, 0.91 (m 2H), 0.67 (m 2H); M5 (El) mz (rel. intensity) 283 (M, 78),
255 (18), 162 (23), 161 (99), 133 (75%¢ 89 (93), 73 (18), 65 (14), 63
(11). m.p.208°C;

i con LRI BRRH el Az bl e bR =

7. 93 7 7 7 .16 1H), 2.32
e (s91}1()d3541(s 2#1?01% 1?1? 6433&;121{9(1)591992@)6 m 6 (255 HZH) 25 P

(FAB) rﬂz (M(E])m/elﬁwltmt)enﬂm 26 MM+, 640123 (QQ), L1(83(10b>96|(b®s 85¢9), 91 (99),

H d 262- 263 C SUBSTI TUTE SHEET ( RULE

26?yra7881?521%§2%‘56§8&§%§g9 e67 rlnI-iPNIVR (DMBO-d6) ppm 12.2 (s, 1H§, 10. 85
1 7.92 (d, J=8.0 Hz, 2H) 7.50.

(5 i ooy pyideci S-Sy gdigaridh ) 1 900 o 2y v (B

mz (rehp. 1S2EH0SCLY) 270 (Mr, 10), 148 (99), 128 (72), 103 (25), 73 (87),

71 42 60 25 59 (58 58 (50 N- ( 3- | |
prﬁa isi (RS20 pro 12,00 601 5 B0, 1D Ao AL (B 12 frp B85 s,

o g e gl e, 25 (1

(33), 97 (15\)15 (PABY 3/ (réblintendi¥), 2580MH2) 99)6754 1i8), 285 (1538167 69, (30)9),
Met hyl 4- { [(3-cyclopropyl -1 Hpyrazol -5-yl)ani no] carbonyl }benzoate;: m p.
173 1743@(1®kﬂm60m05®2§)6?3®n§§@82 (s, 1H), 10.9 (s, 1H), 8.06 (d, J=8.0

1H) 3)1\5553 %¥ﬁj‘°é‘%’yﬂ‘§‘%}?a%‘?’ﬁ &‘P%%%K)B“("E}Ft@l}“(;‘éde?u EZ eﬁi.ti’)H) 28% ?Em( mg)

(222) (13 175p(1]1%;31§49@ 136 (21), 135 (22); 119 (14), 104 (14), 103 (28), 77
1H-NMR (DMSO-d6) ppm 12.25 (s, 1H), 11.00 (s, 1), 8.32 (s, 1H), 8.26 (d, J=7.9 Hz, 1H),
7.90 (d, 1H), 7.71 (t, 1H), 6.31 (s, 1H), 1.88 (m, 1H), 0.92 (m, 2H), 0.62 (m, 2H),

MS (EI) m/z (rel. intensity) 295 (M+, 15), 295 (15), 267 (21), 266 (10), 173 (99), 145
(99), 126 (13), 95 (18), 75 (15), 66 (19), 65 (18).
N-(3-cyclopropyl-1H-pyrazol-5-y1)-1-benzothiophene-2-carboxamide
m.p. 238-239°C;
1H NMR (DMSO-d6) ppm 12.2 (s, 1H), 11.1 (s, 1H), 8.39 (s, 1H), 8.01 (app.d, 1H), 7.91
(app.d, 1H), 7.44 (m, 2H), 6.28 (s, 1H), 1.88 (m, 1H), 0.91 (m, 2H), 0.67 (m, 2H);

MS (EI) m/z (rel. intensity) 283 (M+, 78), 255 (18), 162 (23), 161 (99), 133 (75), 89
(93), 73 (18), 65 (14), 63 (11).
4-[(4-chlorophenyl)sulphony!]-N-(5-cyclopropyl-1H-pyrazol-3-yl)-3-methyl-2-
thiophenecarboxamide -
IH-NMR (DMSO-d6) ppm 10.81 (s, 1H), 8.67 (s, 1H), 7.93-7.91 (d, =7 Hz, 2H), 7.74-7-71
(d, =9 Hz, 2H), 6.16 (s, 1H), 2.32 (s, 3H), 1.87 (m, 1H), 0.91 (m, J= 2.8 Hz, 2H), 0.67 (m,
J=2.5 Hz, 2H);

MS (FAB) m/z (rel. intensity) 422 (MH+, 100).
N'-(3-cyclopropyl-1H-pyrazol-5-yl)therephthalamide;
m.p. 262-263 °C |
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N- (3-cycl opropyl -1 H pyrazol -5-yl)-3-bronmobenzam de; mp. 158-159 C

1H NMR 12. 20 1H), 10.75 1 8.14 6 (d,
J=7.9 Hg lﬂ%'?’pg? (d. 1H§S o (t) [ HzH) (SC?M_SQ"?(%%”Ql =
(m 1H), 0.92 (m 2H), 0.67 (m 2H); M5 (El) mz (reI intensity) 305 (M,
16), 185 (99), 183 (99), 157 (45), 15%7(50), 77 (39), 76 (53), 75 (22), 66 -
(31), GHi(l\ﬂVIR (DS Q1Y) ppht (B2 {(s;)iH), dhBD sy I1H)) 8.60 sy 15D 08.05 (d, WBOGIMPZE)OXyb
enzam d e % 149C, 1H NWVR %DI\/BOdG) _?m 12.15 aqés, 1 10. 65 (s, 1H),
7.55 (931 1509 183 50, Yhg5a8e, 11§ (., 14D, D fin, BHD1067 (g 258 | s
(1er3| 3.80 (s y@[)zg%z ?rmﬁib%%@ 278 (PR, 15), 148%99015¢ (133) 183“{25), 75\’?87(),”/‘1‘3) m z

4- bronoﬁ@),(&)gﬂ,lsgtmgybsl(ﬁ)pyrazoI 3-yl)benzam de; mp. 192-194 C, Ms (Hl)
mz (re |ntenS|tH 319 (M, 5), 263 (59), 185 (96), 183 (99), 157 (76),

155 ( 8¥)(3-cyelopmpyl Hﬂ)m) 5-yBcetamide; SUBSTI TUTE SHEET (RULE 26) WO

01/12189 P?# mg¢06699 68
2- [(4 phenyl ] - N- (5-cycl opropyl -1 H pyrazol - 3-yl )acet am de; 4

br ono- NeH VIR W I
4- br ono- I&I— (5- g(i;l/jc}‘}aggedr?? Fbﬂﬁzgsgazlgl?ygd gﬁagﬂzg?nség 1Hl\?— 123 (zs’ 3H), 1,84 (m,

benzyl cli), 080dpy 2H), ]Q-ﬁ‘b@n,a’z&b), 3-yl]4 bronobenzani de; N-(5 cycl opropyl -1

Py ool O LIRS RIS 5 1 09123 P 059 6. o

I\I-m(EtSh%:/lyc %SPOK/)F@T@ dD@)s?m@ﬁqyl)) 2,3,4,5, 6-pent af | uor obenzam de;

N- ( 5- c\yMEkthyt 4{{(B-cycldpopybHdipyihzyl- 5—yl)mim@mii_nmyl}éb|ehmm de; .
N (5-cycl opropyl -1 H pyrazol -3 -yl)-2-(2-thienyl)acetam de;
I\L(S-C;FE{POE Ei‘? °G; H-pyrazol 3-yl) -3, 5-di chorobenzani de;

2 0 o R ORI I Y X 0T R e A 07 e
2, 4-di CIM ,CHD); &BO& QHQ,IS{)&T (spyH) 1. s&mnmm 9B(mJ zHﬁoml(npaﬂt)enzam de;
N-(5- cycl opr Ogyl (p &) Snte%sny) 45 oz (M4, 9), bid (1%5,016% 5, 98" (21), 135 (22); 119
(14), 104 (14), 103 (28), 77 (26), 75 (18).
N-(3-cyclopropyl-1H-pyrazol-5-yl)-3-bromobenzamide;
m.p. 158-159 °C;
1H-NMR (DMSO-d6) ppm 12.20 (s, 1H), 10.75 (s, 1H), 8.14 (s, 1H), 7.96 (d, J=7.9 Hz, 1H),
7.72 (d, 1H), 7.43 (t, J=7.9 Hz, 1H), 6.28 (s, 1H), 1.87 (m, 1H), 0.92 (m, 2H), 0.67 (m, 2H);
MS (EI) m/z (rel. intensity) 305 (M+, 16), 185 (99), 183 (99), 157 (45), 155 (50), 77
(39), 76 (53), 75 (22), 66 (31), 65 (17), 51 (24).
N-(3-cyclopropyl-1H-pyrazol-5-yl)-3-methoxybenzamide;
m.p. 149°C;
1H-NMR (DMSO-d6) ppm 12.15 (s, 1H), 10.65 (s, 1H), 7.55 (d, 2H), 7.39-7.36 (t, J=8.0 Hz,
1H), 7.10 (app. D. 1H), 6.29 (s, 1H), 3.80 (s, 3H), 1.87 (m, 1H), 0.92 (m, 2H), 0.67 (m, 2H),;
MS (FAB) m/z (rel. intensity) 258 (ME+, 100). |
4-bromo-N-(5-cyclobutyl-1H-pyrazol-3-yl)benzamide;
m.p. 192-194 °C;
MS (EI) m/z (rel. intensity) 319 (M+, 5), 263 (59), 185 (96), 183 (99), 157 (76), 155
(82), 76 (83), 73 (74), 53 (56).

SUBSTITUTE SHEET (RULE 26)



(5-cycl opropyl -1 H pyrazol - 3-yl) -3, 4-di met hoxybenzam de;
-{[ ( 3- cwa) opr2e®y! - | H pyrazol - 5-yl ) am no] car bonyl } benzoi cperyusijo/06699
- (4- bronmophenyl ) - N- (5-cycl opropyl -1 H pyrazol -3-yl)-acet am de;
2S) - N- (5-cycl opropyl -1 H-pyrazol 3- yI -2 (2- naphtyl)propanam de;
(5 cycl opropyl - | H pyrazol - f (hydroxyrret hy] )

5 ﬁwqhmm)ymu&h(a@ydonmpwr Hipyrazpl: %tye)sc%wdspr opyl -

I - b d N
oy {1 oot PR e B T BE0 P % T ey -2
phatﬁﬁﬁbmxmaspexhblﬁﬁi@wzepsqwmhﬁa@yrazol 3-yl)-2-(4"-fluoro[
1,1 -bi phenyl]-4-yl) acetam d

N- (5- c e[ WVICVHOpW&BdIH-BYW?LQYM@IWWMIdph enyl -

i s A >

H{Jf&d% 1} Iphonyl]-N~(5-oyelopropyl- 1H- 1-3-yl)-3-methy}-2-

1 1 b| phenyl | -4 sul& (onyclzyc 08¥%°yr°p W’Sﬁ% -¥) macet am de;

N- ( 5- cyhibplsmeparbexahige;r azol -3-yl)-2- {4 -[(nmethyl am no) met hyl ][

1,1 -bi henyl ]-4 yI acet BSTI TUT SHEET ULE 26) WD 01/12189
PCTI US %mromé -Pxfaé &%&éﬂ néa'éﬂ 12-[4 - (1

vt azol 5 SOy pmaf PSR e Ré‘%‘%“ %‘f"?‘ B ohenyl -4, yi | acet am de;
N (5 cwkwa@rbpylmﬁpmamyna-m iiyketdaiianpr phol | nyl met hyl ) [

ﬁ)henyl] 4 vyl]acetam de N (5- cyclopro yl -1 H pyrazol - 3-yl ) - 2-
-Keeyslopropylr YEpytazel3-yhet. frdichlqrobenzamidsheny| | - 4- yl) acetami de; N-(5

L R B o oo L 5 1) 2 (s

di % gl de;
I{\l- Eg c;]/ft% *cgg%ra lcl—ll-qﬂ;[)?r?fahggllmgl m}s?gmgﬂ[l%ane?%ﬂl sul f onyl ) am no] phenyl }

acet amZd%dlchEr?-Nr(SaWCﬂminjﬂH pmm)li-q-yl) -5-fluorobenzamide;

b [ SRS Pabarep Vel bRy DY A iR BenFimide;
- N- ( 5- ov.3 816 bhyll . PYF23R8-y B3 h R Ehet)tiRiamide;

4-{[(3-cyclopropyl-1H-pyrazol-5-yl)amino]carbonyl} benzoic acid;

iHZ“NbZ

— o~
o w
= '-G

2-(4-bromophenyl)-N-(5-cyclopropyl-1H-pyrazol-3-yl)-acetamide;
(25)-N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-naphtyl)propanamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4'-(hydroxymethyl)[1,1'-biphenyl]-4-yl)acetamide;
3-tert-butyl-N-(5-cyclopropyl-1H-pyrazol-3 -yl)t 1-(2-thienylcarbonyl)-1H-pyrazole-5-
carboxamide;

N-(3-{[(3-cyclopropyl-1H-pyrazol-3-yl)amino]carbonyl}-2-thienyl)-2-
thiophenecarboxamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4'-flucro[1,1'-biphenyl]-4-yl)acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2,4-dimethyl-5-phenyl-1H-pyrrole-3-carboxamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2- {4'-[(dimethylamino]methy1){1,1'-biphenyl]-4-
yl}acetamide;

2-[4'-(aminomethyl){ 1,1'-biphenyl}-4-y1}-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2- {4'-[(methylamino)methyl]{1,1'-biphenyl}-4-
yl}acetamide; '
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2-[4- (am nosul fonyl ) phenyl ] - N- (5-cycl opropyl -1 H pyrazol -3-yl ) acet am de;
N-(3- cycl 1 H pyrazol -5-yl)-4-(2- net hoxyphenoxy) be .
4- (4-chl orop‘ﬁ@%osxy) N (3-cycl opropyl -1 H pyrazol - 5-yl )benz%&l‘ﬁkﬂ&o‘%”
4- (4-chl orophenoxy) - N- (3-cycl opropyl -1 H pyrazol -5-yl)-3-nitrobenzam de;
4-13,5-bis(trifluoronethyl)phenoxy]-N 69

(3-cycl Nﬂﬁenwlo;)kdﬂywHa;zﬁhzoﬁ-3w1)-2€{n'2(aFp}dmhdni)ﬂxﬁéthyl%lpﬂ'-bipheﬁylﬂ-4-

H pyrazol - 5-yl)-4-(4-fl uorophenoxy) benzani de;

N-( 3- cyﬁlﬂ@ﬁ?&ﬂg}%-l H pyr azol - 5 yl)-4-(4-net hyl phenoxy) benzani de;

4-(4-c \ : s I I ' -de;
N- ( 3-cycloprop razol - rroxXyp éxy)ben de;

I e e S L (o S R
N- ( 3- cyyldeptagiiie;- 1H pyrazol 5 yI) 4- (3 hydroxyphenoxy) benzam de; 2-[1,
241, 1 ' i phenyl cycl opropyl - H pyrazol - 5-yl )pr opanam de;
(3 cyBHBIelpprony i Hapsassl- 350y 1S Amomholinyitmptuil ) disheuyilde -
N-(3-cy. Ill pyl - | H- pyrazol -5-yl) -3, 5-di i odo- 4- ( 4- net hoxyphenoxy) benzam de;
N- ( 3- cy@ g{“%‘?
H pyr azql I 4
70 g A
- 3- but eylanethanide;N- ( 3- cycl opr opyl -

i ST LT P————

H- | I E SHEET (RULE 26) WO 01/12189
ks B pucSBRT UTE SIEET (LLE 20

2-[ 3- (1{[(ﬂlheﬂwdnimmu)ahrhﬁny]l]a)mﬁpﬁalﬁnﬂbmtam&e;I opropyl] N ( 3- cycl opr opyl -
H pyrazql -5- yl)acetam de; yrazgql -

DY 330465 Sveibplogut b pvrasilAgiey o g pretByios tony Desnoldhens Nacssaraidel opr opy! -
H pyr azé’t éanﬁ%%g@f{&ﬁpﬁ%&ﬂ% (§-c9é18§!r\6by131111 ?:92‘&6955%4)&&?&1@9? de;

N (3-cyc

Hpyr aZB|{4—§(a¥ét)l}ai}nﬁ@nfﬁtyh1phc@d}1m(w¢yc¥oﬁrwambwhﬁmﬁylmﬁdﬁude :
2-[3-(1 benzodi oxol - 5-yl t hyl - |soxazoI§/ I]) N-(3 cycl opropyl -
H- pyr az7o[4'@m19‘l>ﬁ)ué@élr'%l?hea¥1} -(5-cy010pr0py1-1H-pyrazol- -yDacetamide;

i byr o2 ETOERRR O RSt RSP MMl ® OV, o8 ?gy'
- pheny | 4-@- ﬂﬂbio?ﬁ&i&(?}ﬂ@%yéﬁyproﬂw-(lﬂ- gﬂﬁmﬁﬂmehzalmde,

H pyrazol f 1 uor ophenyl ) cycl opr opyl ] acet anj de
N-(3- cye benqxw é’y@a%’@lﬂpsi ¥I Etw]mbeaz
f1uor Ogbfljn . lb}s(f A%Yyli gz%x T—‘I\H&-cyclopropyl- 1H-pyrazol-5 -yl)benzam1de,

N-(3-cyclopropyl-1H-pyrazol-5-yl)-4-(4-fluorophenoxy)benzamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-4-(4-methylphenoxy)benzamide;
4-(4-cyanophenoxy)-N-(3-cyclopropyl-1H-pyrazol-5-yl)benzamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-4-(4-hydroxyphenoxy)benzamide;
N-(3-cyclopropyl-1H-pyrazol-5-y1)-4-(3-hydroxyphenoxy)benzamide;
2-[1,1'-biphenyl]-4-yl-N-(3-cyclopropyl-1H-pyrazol-5-yl)propanamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(4-phenoxyphenyl)acetamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-3,5-diiodo-4-(4-methoxyphenoxy)benzamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-4-[3-(hydroxymethyl)phenyl]-3-butenamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-4- {3-[(methylamino)methyl}phenyl} -3-butenamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(2-phenylcyclopropyl)acetamide;
2-[2-(1,3-benzodioxol-5-yl)cyclopropyl]-N-(3-cyclopropyl-1H-pyrazol-5-yl)acetamide;

SUBSTITUTE SHEET (RULE 26)



N- (3-cycl opropyl -1 Hpyrazol -5-yl)-2-(2-oxo0-2, 3-di hydro-| Hindol - 5-yl ) acet am
I de; N-woboy2149( 3- cycl opropyl -1 H pyrazol - 5-yl ) am no] - 2- ce@CEUSoplopeeenyl ) - 1-
pyrrolidi necarboxam de; N-(4- {2- [(3-cycl opropyl -

H pyrazol - 5-yl ) am no] - 2- oxo et hyl }prrjﬂeqr:yl )-1- piperidinecarboxam de; N (4-
{2-[(3-cycl opropyl.- | H pyrazol - 5-yl ) ant’ho] - 2- gxoet hyl } y)- -

mor phoprtﬁgeérmmm 4 g citbofeercloprpsinbey ey opropﬁ “pyrazol-5-
H-pyra§ﬁ = = .am noj - 2- oxoet hyl } phenyl) 4- et hyl -

pi perazi'necar o§<am de; N-(3 -cyclopropyl -

H- pyr abb{}-@c&ﬁﬁroniﬂ(m-pwazdmyl)m@& diﬂudm-B-plliex(ﬁcw@rOMlmvﬂamide

H pyrazol (3-pyridinyl)acetamd 3-cycl opropyl -

s by aBOl-evclaropsi(LE-pyRepel hy D)oy Hb-phenyl lsewpbﬁ}as?}wudf

- pyr aSoy Sismrom B BRE T (el S Ehifny s Bardebfetingy 1
- (5- cghap B%Hxhoéokblpsﬁyﬁ@ineﬁxyi-ﬂﬁoxaz&l P Bibhpy T Ayl s ani ce

N- (5-cycl opropyl -1 H pyrazol - )-2-(4" - et hyl bi phenyl ]
- 4-yl) ybecctamide; N- (5-cycl opropyl -1 H pyrazol - 3- yI) 2-(4' -propyl [

-1yll) 2%13 %r%ﬁ?%‘x‘l %°a‘y?e}’§e ?’HYHIE\F é"%@%ﬁ’ﬁ]%@g Hp aZO| ‘3@:0 01/ 12189

PCT/ US . 71 N-(5-cycl opropyl -
pyrazol-"3-vyl 2 (9-net hyl -9H-f | uor en- 2 yl )acetam de; N-(5-cycl opropyl -

H pyr aM(iayddgreﬁyl(Hi-byﬂzob@dl)kﬁa@zpﬁdnyﬂl—fouirmyl)ﬁcgthr)ﬂnet am de; N
5- I -1 H I - hyd [1, 1" -biph .]1-4-yl tam d
( eye OP r_g}% opropylpl%-l—%frr%zol-S- l))2 2~ ((4 ﬂuorXplge?l); cycloprop)lfljo cgtg%;u €; yl)acetam de

8 PR P P S

aC((Et amﬂillerophenyl)cyclopropyl]aceltamldc.eI bi oh I 5
N- (5-cyc opropy - yrazol - 3-y - bi phenyl ] - 4-yl ) acet am
de; N¥‘( &- p\}'f pxraszBz?oz -@mﬂ% <£h3(£ -Jﬁnxr@szw-yl)acetmmd] &

1,1'-b 1) a LM

N (5. CWM%W P ARER Syl ey pheny-1-

1,1 ﬁdih]:caﬂbddahﬁ&@t am de;

4-{ - %/clopropyI-IH— yrazol - 3-yl ) am no] - 2- oxoet hyl }[ 1, 1' blphenyl] 4-y
1 acet -€4-{ KS(wclomeqnled W@-Sﬂbﬁmlm}sﬁ?@ﬁhﬂ}wﬂb@(ﬁ cycl opropyl -
H-pyrazol -.3x de N- (5-cycl opropyl -

H-pyra?bﬂ- - %I ’4 dichloro [ 1,1 -bi phenyl] 4-yl)acet am de;

N ( 5- CYe(4p- Xcldﬁrdb&'l—ﬂlﬁbyrﬁzdﬂS)—yl?mﬁlﬁo} - R &Y phenyl)-4-

- bi pheny acetamd
morpholmecarboxa:mde

~

N-(4-{2-[(3-cyclopropyl-1H-pyrazol-5 -yl)am1no]-2-oxoethyl} phenyl)-4-methyl-1-
piperazinecarboxamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(2-pyridinyl)acetamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(3-pyridinyl)acetamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(4-pyridinyl)acetamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-5-(3-nitrophenyl)-2-furamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(2,5-dioxo-4-imidazolidinyl)acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(9-oxo-9H-fluoren-2-yl)acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4'-ethyl[1,1"-biphenyl]-4-yl)acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4'-propyl[1,1'-biphenyl]-4-yl)acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(9H-fluoren-2-yl)acetamide;
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2-(3' -brono
1, (1 bi phwg%df filsgyl) N-(5-cycl opropyl -1 H pyrazol - 3-yl ) acet %tfh%ﬁ /?3699

2- (3" -am no bi phenyl ]-4-yl)-N(5-cycl opropyl - | H pyrazaol - acet am de
; 2-(4'-amino [ 1,1 -biphenyl]-4-yl)-N(5-cyclopropyl- | H pyrazal-3-yl)
acetam de; N-(5- cycl opropyl -1 71

H pyr aZNI-(S&yylo)ar@y[&fﬂ%dam-ﬁ-}a)-ﬁé(?hﬁdllyyl)%l‘-ﬂhm@yl)acbtafrﬁde;y cl opropyl - |
H pyrazol 3-yl)-2- di hydr gx naLpht hﬁl )acet am de;
2- (3-am¥ -cz/chafmhﬁ Wz{% ¥ dlferan-3-ylacetamidasi de:

(5: oyol S enS by TRt yf‘ -+ 9 @'dfa %Hf%?; AL
3 on ﬁ%”@“?“%‘t“?‘é%@ﬂffy‘??‘iﬁf‘?é DU Ly ety ul fonyi 1 2.

t hi ophe#ré&-droroellal'-biphenyl]-4-y (S-cyclopropyl-lH-pyrazol- -yl)acetamide;

Ui opheNd2 Y HORRRY HLE Byl lﬁ-?éﬂqu&ﬁ@ééﬂwfeﬁyﬂ%we agrol sy

H pyr azql(s2yiopropyl- PRSI ¥AzMB iRy 1(d -bind prﬂiﬂf‘eﬁh
3-chl oro- (N- ?,5 iC,I;/(’g)?opri)i{:%'§| - I—l—yg’;rézol )@[ ) - 4- (rrgtﬁp?sul fonyl ) 2-t hi opheneca
r boxam hsk(ﬁ -cyclopmpiyh bHMy@&obgiqﬂbb-l(@fpphtOXy[l 1'-biphenyl] -4-y1)acetam1de

Py ot st SRSt L Bk} 3- RO E SRS AT S Picctate
H Dy aanle %?rv%a%ﬁl ﬁ%@ﬂfﬁk}gm Syptls=cgeloBiophl G ALBRS §Mabamidd; chl or o- N (5

-yl)-4- N4(s<apclopmbyhlﬁl@yydzbl-z-yﬂM-GJMBOmhmdjoxampﬁmyl] MNyl)acetsmmidepr opyl -
H pyrazaql -3-yl)-4-(isopropylsul fonyl)-2-th ophenecar boxam de; SUBSTI TUTE
SHEET (W‘EY‘Z‘BWW@ tHpyrergh3 vH2- oy biol -biphenyll-4¢yl) %’F‘Emé%l opr opyl -

1
prraﬁj ri car@bxa%h‘é‘?‘fﬁwNy(k}cycféﬂc%yf-h%&z‘& Sudagidy!] [ 1.1 -

bi phen

{2-(5 z:w:laﬁmqmi-blbhbm @QLNQS%!yélapaowﬂ-m?mmmyl)hcdihﬁﬂei 1-pyrrolidinyl)
propyl ]i 1'- bi pheng car boxam de 5-cycl opropyl _

pyr az ol Z-&'~pming{i A ohip erwb’é-vl);lﬂjﬁmflgmppylpllé@waphw)&mnqdp,l 1' -

A el o S R e 0.2

bi phenyN5-cécl6 Eﬁppgﬁhzﬂ3-1235-@ oy phagihythylfacetamid
H-pyrazo-}( gﬁk):/l am noj - -ogoe:tyh)§/I§ 2-(4- rm?:glho )llalcn.;rln; gt hyl] [ 1,1 -

bi pheny2-{3-amingrdasphthydl=N-(5-cyclopropyl-1H-pyrazol-3-yljacetamide;

4 -{2 [I& ?5-c¥&l)€1%p}919fﬁ-pyraz8y 3 f)oi—(G3 h%r))xﬁ-nalahtﬁyﬁxc% agnq l } N-[2-(4-

N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-hydroxy-1-naphthyl)acetamide;

N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(6-hydroxy-1-naphthyl)acetamide;
3-amino-N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-[(2-furylmethyl)sulfonyl]-2-
thiophenecarboxamide;
3-amino-4-[(4-chlorophenyl)sulfonyl}-N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-
thiophenecarboxamide;
3-amino-N-(S-cyclopropyl-lH—pyrazol-3-yl)-4-(phe£1y1sulfonyl)-2-thiophenecarboxamide;
3-chloro-N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(methylsulfonyl)-2-thiophenecarboxamide;
3-amino-N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(isopropylsulfonyl)-2-thiophenecarboxamide;
3-amino-N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(propylsulfonyl)-2-thiophenecarboxamide;
3-chloro-N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(isopropylsulfonyl)-2-thiophenecarboxamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(isopropylsulfonyl)-2-thiophenecarboxamide;
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mor phol i nyl ) propyl ][ 1, 1' - bi phenyl ] - 4- car boxam de; 4'-

{2-[(5- cwad opr2egy! - | H- pyrazol - 3-yl ) ami no] - 2- oxoet hyl ) - N-pPCr/goorosédoy| - | -
pi perazinyl)ethyl] [ 1,1 -biphenyl]-4-carboxam de; 4'-

{2-[(5-cycl opropyl -1 H pyrazol - 3-yl ) an no] - 2- oxoet hyl }-N-[2- (4-nethyl- | -
pi per azi éfﬁspro yl] 1,1' - bi phenyl ] 74-car boxani de _

N- ( 3- cyelSibapy ompy Hamcazcﬁ%yllmng}mg@hﬂ&m-&(i-mmﬂsnyll)@bﬂﬂmgl'ﬂ. 91

nmol / g m’rq oI ystyrene supported- N-net hyl nor pholi ne were
suspenm!’g1 Pﬁ?ﬁ' or onet hane and then treated with 25.6 ng (0.117

mol ) qf (A4 5%@1@&%1@%)&&&@?1%@61 @M}N@Z-ggpﬁﬂo@&ﬁyl')ﬁﬁb}l][qfl'
3- cyclopropyl mNno- pyrazole. After 48 hours under stirring at room
tenperbtphenylﬂ#ecarlummmdﬁas separ at ed by filtration and washed with 2 m of

di chl orpo ane, The filtrat rate €ess,

re- di sédﬁt&“‘ryﬁbm‘?ﬁyl AH ?‘G‘r‘ a]r% '°§Hﬁﬂl‘58\l'%‘¥gi’lp§5‘p B§ ﬁgl guppor ted
trisani, Wgﬁlﬁﬂj dter 48 hours or stirring at roomtenperature the
resin tere vvaéhed with 2 mM of dichloromethane and concentr at ed
to give.- {Zl-[(sedycldprdpyﬂ-aﬂl-mammhyl)ainmb]nx-loﬁbdsthyl}-M-[B»(rrplp(eﬁa%yy)pﬁip@)][m' t he
title corrpound mp. 190-192 C 1H NMR (DVMSO-d6) ppm 7.91 (d, J=8.5 Hz, 2H) ,
7. 68 ( Qiphepyl]-decaphpxamidery  1.88 (m 1H), 0.90 (m 2H), 0.67 (m 2H

sisst g @35%&% TPl Gl BT 00 @h@;@@&h i AV

76 (41),&,1{@%42&“1,&&&&9) Anal ogously the fol | ow ng conpounds were

pr epare 3-cycl opropyl -1 H p razol - -2-chl orobenzam de; m p.

155- 158-§2- [(ﬁwmrqmsﬁrmyzqiﬁw ms] @@7&0@ B-N@R-4 (s, 1H), 7.47-7.37 (m
4H), 6. 25 2 0. 67 2 M (EI) nf
(rH)e|. i WYW%i'[%ﬁb‘&%ﬁ"Yﬁ%%ﬂg ‘?Ln41 (H)23) 139(?] 99)H)113 ((19)) 111

58 - - -
NS J‘?ﬁ%ﬁ?ﬁ"gy“’?’%ﬂyﬂh R e ot i SN

piperazinyl)ethyl][1, 1'-b1pheny1]-4—carboxannde

4'-{2-[(5-cyclopropyl-1H-pyrazol-3-yl)amino]-2-oxoethyl}-N-[2-(4-methyl-1-
piperazinyl)propyl][1,1'-biphenyl]-4-carboxamide;

Example 9
N-(3-cyclo 1-IH-pyrazol-5-yI)-4-bromobenzamide
122 mg (loading 1.91 mmol/g, 0.233 mmol) of polystyrene supported-N-methylmorpholine
were suspended in 4 ml of chloromethane and then treated with 25.6 mg (0.117 mmol) of 4-
bromobenzoyl chloride followed by 4.8 mg (0.039 mmol) of 3-cyclopropyl-5-amino-
pyrazole. After 48 hours under stirring at room temperature the resin was separated by
filtration and washed with 2 ml of dichloromethane. The filtrate was evaporated to dryness,
the residue re-dissolved in 4 ml of dichloromethane and 100 mg of polystyrene supported
trisamine were added. After 48 hours or stirring at room temperature the resin was filtered,
washed with 2 ml of dichloromethane and concentrated to give, after triturating with
diethylether, 9.3 mg (78% yield) of the title compound.
m.p. 190-192 °C

H-NMR (DMSO0-d6) ppm 7.91 (d, J=8.5 Hz, 2H), 7.68 (d, 2H), 6.29 (s, 1H), 1.88 (m, 1H),
0.90 (m, 2H), 0.67 (m, 2H);
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1H NMR (DVBO-d6) ppm 12.15 (s, 1H), 10.75 (s, 1H), 7.65 (d, J=7.7 Hz,

7.41 7.35 oH), 6. 26 1H), 1. 86 2H)
0. 68 (appggbmﬁ/bé( FAB) m(z(Enrel Y Eens 53) 306" ( M, (39) w@i‘?&(’%?; m384H)
(15), 382 (15), 308 (97), 307 (26), 306 (99), 305 (13), 226 (10), 185

(15), 183 (16). N (3 -cyclopropyl- | Hspyrazol-5-y1)-3, 4-di chl orobenzam de;:
m p. 196- 197 QMSHEIMR/4 @bﬁm&ﬁitypwﬁ @NI+2@7)( $85 @99) 18‘53)6@ 169 (44)H)155 %493111 27

d,
(rknl) 1I—|)(,38b(7§14(}?r\661§4%),5b(2|‘3 (m 2H) |vs (FAB) rrlz (rel. |ntenS|ty) 296

| | -5.yl)-2, 4-di chl orob d .
148 14 °%9¥'\i¥(|\}§? O ro&%‘b‘fﬂq—i%}%"gﬁ&mqy ) 10. 82I ((:s °r1ﬁ|) enéagns ?s rlnHl)o ,
7.49 (qw(DJc%loﬁ yl-l}ﬁ?@{hzélss lilemémﬁznz(aﬁaldelw 0.92 (m 2H), 0.67 (m 2H);

M5 (FAB) mlz (re enS|ty 296 (M, 100)
N- ( 3- cymlpopsoip§6 CH- pyrazol 5-yl)-1Hi ndol e 2-carboxam de; m p. 268-269 C,

7 56 (AE-NUR (MsOuBpmin . (571D 1075y, 1B 847737 s Aol i1 1 e
(m 11]1%6) Q{)’Rg?% %{ﬂoprop 2ﬁj‘ 2H); M5 (FAB) mz (rel. intensity) 267
H pyr a2dB(EIph)z (Ze 1[ ﬁtﬁ(uﬁltﬁ le(MJ@ 169\ 22629 P), 121 EH)NIBY(9BR MY B |(2%)e 1 AL(3BY, 75

SUBSTI TUTE SHEET (RULE 26). VIO 01/ 12189 PCT/ USO 06699 74 1H NVR (DVBO- d6) |
ppm 7. €82), 87 (D) 6 638@552(G4ﬁ), 297,30 (t, IH), 7.10 (d, 2H), 6.07 (s, 1H), -

5% Cro i ot iaghmtafs (7 2 050 (0 2 e

N- ( 3- cabopsBpy9d °CH pyrazol -5-yl)-3,5-ditrifl uoronet hyl benzam de;
3- di et hyl but anam de

N- ( 3- | -1 H
N (3- oy B SR EDMI e porn d 18 G DA 16 286 MDA $3IL TR2 F. 1By bieepydr 1

Kﬁ%f 233*%2?56‘3% %’F‘&aﬁ%g Al 86,5, 1D, 0.92 (19 A0 868 (m, 2E);
\- (3-cyel oprvsyk (RE Ghtedsi Beé(l\’ﬂpe%))@ﬂ@’ém), 5849@15P®82r(15§6308 o7,

LB oy 5y (B S T
N-(3-cyclopropyl-1H-pyrazol-5-yl)-3,4-dichlorobenzamide;
m.p.196-197°C;
H-NMR (DMSO-d6) ppm 12.20 (s, 1H), 10.90 (s, 1H), 8.21 (s, 1H), 7.94 (d, J=8.4 Hz, 1H),
7.76 (4, J=8.4 Hz, 1H), 6.29 (s, 1H), 1.87 (m, 1H), 0.92 (m, 2H), 0.67 (m, 2H);
MS (FAB) m/z (rel. intensity) 296 (MH+, 100).
- N-(3-cyclopropyl-1H-pyrazol-5-yl)-2,4-dichlorobenzamide;
m.p. 148-149 °C; :
" 1H-NMR (DMSO-d6) ppm 12.15 (s, 1H), 10.82 (s, 1H), 7.68 (s, 1H), 7.49 (complex 2H),
6.25 (s, 1H), 1.87 (m, 1H), 0.92 (m, 2H), 0.67 (m, 2H);
MS (FAB) m/z (rel. intensity) 296 (MH+, 100).
N-(3-cyclopropyl-1H-pyrazol-5-yl)-1H-indole-2-carboxamide;
m.p. 268-269 °C;
1H-NMR (DMSO-d6) ppm 12.05 (br. s, 1H), 11.67 (s, 1H), 10.75 (s, 1H), 7.58 (d, 1H), 7.41
(m, 2H), 7.18 (t, 1H), 7.02 (t, 1H), 6.30 (s, 1H), 1.88 (m, 1H), 0.92 (m, 2H), 0.68 (m, 2H);
MS (FAB) m/z (rel. intensity) 267 (MH-+, 100).
N-(3-cyclopropyi-1H-pyrazol-5-yl}-2-[5-(2,6-difluorobenzyl)-2-methoxyphenyl]acetamide;
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3- (2-chl orophenyl ) - N-(3-cycl opropyl -1 H pyrazol - 5-yl ) - 2- pr openam de;

N- ( 3- cyclwproapagis?| H pyrazol - 5-yl ) - 2- ( propyl sul fanyl ) - ni cotpoTARodeé699

N- (3-cycl opropyl - I H pyrazol -5-yl) -2, 5 7-tetranet hyl- 1- 1- oxo- 4-i ndanecar bo
xam de; N-(3-cycl opropyl -1 H pyr azol 5-yl)-2-pyri di necar boxam de;

mg-g@-@mﬁwﬁ%@ﬁb -0 i K TR LS R R 956 0, 21, 607
ﬁgg gzlgliopisggfy/lmﬁm)ﬁa Tpgyﬁl} iZI.2155 &F%@ho%@za%r@\a@égﬁhw cycl opropyl -

H pyr azol - 5- m)ﬁaamxtememﬁmwlau (MH+399)cl opropyl -1 H pyrazo
1-5-yl)-3-fl uorobenzam

N- ( 3- c>l‘&1 %ﬁyﬁapmpww%ym@ri-zl)ga §-disriBneromsthoibenmardise;

th b am de N-(3
evel oneSaRHap LI HARES- TR gincthrhyRhagieL aanZéle
ymazell5- enzam de;

mg gﬁ%ﬁ?ﬂgﬁwkﬂmyr azol 5—2})” ]bdﬂbétdrz?hﬁd&gr onet hyl benzani de;

Met hy| De3-ceclepropybi HSW)‘h-mht&nyde) ani no- ] - 4- oxobut anoat e;

N (3. oy BT Rbrory FEH AR S §03% imabbep bbb o do:
ﬁgg gycl%g?%pylio #ﬁ?%@k’@w -b&zgﬂﬁg%ﬂenecar%gxa’m de;

N- ( 3- c%{bpydpgﬂopy%pmzdﬁ-ﬁgwmeﬂ:hqhnmxmmﬁear boxami de; SUBSTI TUTE

SHEET (,RLL 0 2189 PCT US00/ 06699, 75 .

N ( 3- c?%%ﬁl § '&[&?ﬁ'ﬁ]ﬁ’l’@l’y H-pyrezal-3-yhc3-propmpamidee:  N- (3- cycl opr opy! -

:\I_(gy(r:%, ogrc% ?lltlf-i%e* z%iqg? ﬂf’%fgﬂ%} 'mco oxygﬁ’enyl ) acet am de;

2- (4- cN-@- oyxﬂepmpyl}l:[—l\bﬁazcﬂsﬁ;ylwmyltetkd:hétkylalz-q)lox5-tyinllaﬁﬁc§1‘bbkﬂﬁfﬂede

3-chlo cycl opropyl - | H pyrazol - | )~ 2-t hi ophenecar boxam de;

2, 5-di i‘ﬁﬁ%ﬁ‘i‘}‘iﬂpl’(’w PYBEIDY Ylgéﬂll IEPE@‘I Osalmd)‘: 3- th| ophenecar boxam de;

N-(3-cxg 2- ef hoxybenza

N-g3 cyc §8$&‘%JPPJ(‘¢PW0| @j %d fg#l o

N- ( 3- c N{Bpyadeptopy HERYYraze) 5- ﬁ)-xlrhetﬂylbéhiahueé,onet hoxybenzam de;
N-(3-cyclopropyl-IH-pyrazol-5-yl)-2,6-dichlorobenzamide;

N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-methoxybenzamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-methylbenzamide;
N-(3-cyclopropyl-1H-pyrazo1-5-yl)-3-fluorobenzamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-3-chlorobenzamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-3,5-dimethoxybenzamide
N-(3-cyclopropyl-1H-pyrazol-5-yl)-3-methylbenzamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-4-fluorobenzamide;
N-(3-cyclopropyl-IH-pyrazol-5-yl)-4-triflucromethylbenzamide;
Methyl-4-[(3-cyclopropyl-1H-pyrazol-5-yl)-amino-]-4-oxobutanoate;
N-(3-cyclopropyl-IH-pyrazol-5-yl)-cyclopropancarboxamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-4-cyanobenzamide;
N-(3-cyclopropyl-IH-pyrazol-5-yl)-2-naphthamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-thiophenecarboxamide;
N-(3-cyclopropyl-IH-pyrazol-5-yl)-2-quinoxalinecarboxamide;
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3 chI oro- N-(3-cycl opropyl -1 H pyrazol -5-yl ) -benzo[ b] t hi ophene- 2- car boxam de.

conp e characterized by nmass spectronetry ( onfirned
that in %‘ggﬁl aJse the principle conmponent had a nol ecu:v?}cll‘lgﬁmm§69§

corresponding to the expected product. The conpounds showed an HPLC area %
ranging from 70 to 100. HPLC anal ysi s75 Sol vent A: H20/ CH3CN=90/ 10 + 0. 1% FA

Sol venty g g}m@p%ﬁmyymmzﬁm%&m :(mn) %A %B 00 100 6.5 0
100 7 1 0 1 Rate: 1.5 m/mn Detection: U/ 254 nm Tenperature:

roomtéh(iecswdaprepﬂdl -pyrazoluplBeodifluorobenzspids; RP Ani de C16, 5m (50x4. 6) nm
Exanpl | 3 | - |- B- - | e-2-carb id
SUesT Toeessiemsr bR ag i P AR e e bR 7% 10" Sl ut i on of
5-amn @;@k LA -Blrazal- I)Im&, aide; "L of acetonitrile
was ad eg cglyﬁé %#@%(Bz tri r()&?l()l?-f)acetéJl séyrrolaetmméo myg, 2.0 nol) in 6 nL

of ac eBeuhildrmN-e?) cydlopﬂopybﬂﬂ-p)yraﬂﬂ@-ﬂ)@fthmp @zengrbamrwée, The ni xture was
stirred and heate

fl d Th t
pour ed2 r%@@@F%yrga?yé‘!gf?%pyiEH‘%%S[(?—Q’%&&O%CW QELZse vvgs md)r(l g(rjeo\\//vgf

Na2SO4 5 0 ﬁféﬁ% 15500)-b &M AtyBerzaifde; Up in ether. Wite needles
pr eci pN ?%ﬂlﬁéﬁﬁ gﬁ)e NVR gpectrum reveal ed a one-to-one conpl ex
of theN—Q—@ﬁﬂkﬁﬁm@ldHep)huol-STyl}}quhbnﬁbmmdal ed to 62 C under vacuum
over ni ht to afford 190 of e her-free product, mp.

220- 22 N-@-cydlopwsyl(l !d-izmﬂ“?rgmeﬁl )Z% s (s, 1 H) 10.2 (s, 1 H),

5 25 [ Geflobtpriehrfu3y bbb lafories 1,20, (1) 5%,
(w), 1906 (w), 1645 (s), 1639 (s), 1587 (s), 1554, 1538, 1488 1439 1402,

1319, 786, cm-' Anal. Calcd for C'H 2N40: C, 61.10Q0; H 5 25, 91.
Found: Adl c@ﬁp@gxds pwerg cbgactm-lzeglga)ﬁglass spectrometry (MS). LC-MS con ed that in

each case the principle component had a molecular ion corresponding to the expected
product. The compounds showed an HPLC area % ranging from 70 to 100.
HPLC analysis:

Solvent A: H20/CH3CN=90/10 + 0.1% TFA

Solvent B: H20/CH3CN=10/90 + 0. 075% TFA

Time (min) %A %B
0 0 ' 100
6.5 0 100
7 100 0
10 100 0

Rate: 1.5 mi/min
Detection: UV 254 nm
Temperature: room temperature

Column: Supelco™, Discovery RP Amide C16, 5°m, (50x4.6)mm

Example 10
-(3-cycl 1-1H-pyrazol-5-yI)-1H- e-2-car] ide
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Fol |l owi ng the sane method but enpl oyi ng 5-am no- 3-cycl obutyl pyrazol e,

N- ( 3- cycl wbuwankissl H pyrazol - 5-yl ) - 1H pyrrol e- 2- car boxam decwassopogdar ed. To
260 mg (1.9 mmol) of 5-am no-3-cycl obutyl pyrazole in 7 nL of acetonitrile
was added 407 ng (1.9 mmol) of 2-trichloroacetyl pyrrole and 220 L of
trieth am' e.. Th mxture was stirredband heated at reflux, under

ni trog @Pﬂq frmieo-3yqycloprpyipyrazols @i g G nzml) in 6 alqaf mt@mtrﬁcl |

h t I
gl “ﬁ"%s. o384 Fehbof) b rcSRAERYRNER 30 i A BB R B ReB il ¢ ne
pr oductfollewed Bp2SONILAbLRictiylanine] The whttafe why stirdéd bﬁrsﬂem&t refIRRCEHer at | On
fromether and nethanol, to afford 200 ng (0.87 nmml, 46 % of a bei ge

sol i d, nitiegenp dar &d@ucs The misureDNESCPAsEd dnto2ethyl acetate aipd 11 KHﬁD,,.lThh

08 6. 41, 09
%045 Erﬂfgaf“ﬁ@’has% Vg 026%59%&0%%9&&?@6 fwores@‘('%fae(ﬁ? HE ippther é‘%ﬁe. ft)
3329, . 643
LoD | Bees pReipitaibdtiom einer, SHie R sfctcunh Wveated bbriith-ong Ehpfelof the

C, ZH14oducCand 2&159 ;The, solid W&s hdate@ 4o 83 °CRaderl Vacﬁmﬁaveixﬁghﬂ-to d¥fo?d 190 mg

ey o B PR Al Al 2 STRCH B AR S0 121

b sty 05248 PRS2 Tk 100 R Gl B Biet D ST 5 2, YR 0d 8 W0, 196

(s, 1HXm,1.BHB 088 (xﬁHz ,H)7 04% (ﬁmz H;,H’R (dhfe)Zsz(sm (b? @174%)2723615 (wiH328%w39 (s,
N 5. o3 OP6 TSRS (D HEIOAEh| 1587 (5) 155 4578,14BBAAIROIA0P. 11586 cine” 2Anr boxam

(it EAE COMEROE L BRI sbity 254, shusd ¢ Bodhby s 6a, 43680 74 Onn

2H); N-(5-cycl opropyl -1 H pyrazol -3-yl)-4-(2-fl uorobenzoyl)-1

H-pyrrole 2-car boxam de; 1H NMR (DMBO-d6) ppm 7.58 (m 2H), 7.48 (s, 1),

7. 42 (Sollowing thezemermetheq busemploging Stafnino-3-codlolfutylpgidroleDNIB-dyelobatgl, 0. 74
(m 2

N- ( 5- ?i/lg %’6%%33‘3"?1#}'59%%‘812 cgrogxpmjde,wasprepared.ny | but anoyl ) - 1H- pyrr ol e- 2- car
Poxan e 260Mng {1 SCHEIIIPLR 5o BiybbdOloyPhrpld s 7 CYF AURARS 5 B ) - 2

H pyrrol e- 2- car boxam 5-cyclo
H- pyr aﬁ@Vn&-(ﬂlgmmo(l)ZOﬁ%h'mhidrmtydp}yio)eéﬁ&m rol e- 2- car boxani de;

ﬁ é?r (r:);uﬁl ?12&@2[%’ gz%nzl())(l:ure was stlrreag Zange l}eh eldbsz r}étc')l%/)lc )un%ier nitrogen, for 12
hours. TLC analysis showed some starting material still remained. The mixture was
concentrated and chromatographed over silica gel, eluting with 5 % methanol in chloroform.
The fractions containing the product were concentrated to an oil, which crystallized upon
concentration from ether and methanol, to afford 200 mg (0.87 mmol, 46 %) of a beige solid,
m.p.207-209 °C, '"H NMR (DMSO-d,) § 12.1 (s, 1 H), 11.5 (s, 1 H), 10.2 (s, 1 H), 7.08 (s, 1
H), 6.89 (s, 1 H), 6.41 (s, 1 H), 6.09 (s, 1 H), 3.46 (m, 1 H), 2.24 (m, 2 H), 2.11 (m, 2 H), 2.0-
1.8 (m, 2 H); IR (drift) 3329, 3294, 3257, 3225 (b), 2460 (w), 2351 (W), 2318 (w), 2257 (w),
1643 (s), 1588 (s), 1541, 1487 (s), 1416, 757, 747,
cm™ Anal. Calcd for C,.H\\N,O: C, 62.59; H, 6.13; N, 24.33. Found: C, 62.37; H, 6.22; N,
24.13.

Analogously the following compounds were prepared:

N-(5 -cyc10propy1-1H-pyrazol-3-yl)-4-(3-methylbenzoy1)—lH—pyrrole-Z-carboxamide;
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1- benzot hi en- 2-yl carbonyl ) - N- (5-cycl opropyl - | H pyrazol-3-yl)-1

4-
H pyrrol ew?o g boxam de; N-(5-cyclopropyl-1 H pyrazol -
-yl)-4-(3-net Illyl but anoyl)-1 H-pyrrol e-2-carboxam de; PeTusonscs

(

IO

(cycl opentyl car bonyl ) -N-(5-cycl opr opyl 1 Hpyrazol-3-yl)-1
pyrrolle-2-carboxam de,;

(

(

4-
H
N-(5- cyld-IM[hr(WSCBi—dﬁ?ppmollZS—@sj ;H)q.laelnasahummmswﬂb,olés fmc 3K Shdtn(re;
4-

| de3 chl or obenZOé%?_'E ?q, lﬁs gég%ﬁ_%" M?&iﬁ?b%é@éﬁ%ﬁﬂ 5%’%& ﬁg,r boxam

H-pyrr I_p 2- car boxam de; N-(5 cycl opropyl -
H pyrazol” 3-yl)-4-[ (4-fl uorophenyl)acetyl]- 1 H pyrrol e- 2- car boxam de;

4-buty rNJ(s-bbr&IEpmpgtlL IEpSErbl-3-yi)-4¢3-flaclobéhzey ) -1 H-pyrpole2edacbkamiddy o x ani de;
uorobenzoyl) - 1H rboxam

e R DS @981 b 76 1 SO 58 (e S 3 480y Tip7 A0 Bz g H 155,

H s 2- I
py%;(r)lcgis @’r‘f%ﬁ?‘ﬂ’o?‘%ﬁé@?ﬁay Br}’g@fﬁb?ﬁﬁZ car boxam de; N
(3- cyclx@gs-epmb rlab&pmﬁﬁdzoﬁsm)m ©-fidoroBéd2y quzpyﬁaleizhbarboxa:mde,

pyrrol e- 2- car boxam de; ~ 4- (4-chl or obenzoyl cl opro
Y by & NMRIPMS Odg) pproTTosem DR ARTe14), 748 G iial, GHOLGm, DLy (3 1R 3

S B 2 2L o D,

o oyt r Sy ofiBrey P S e S I%H(RWEM%W\%&%%?%%%%&

PCT/ USQB(96§A6prope- 1H—pyrazol-3-yl)-4-(cyclopropylcarbony1)- H-pyrrole-2-carboxamide;
boxan O Cxpaopl U %&%éﬁ{ﬁ-w Hasipissspctonyy Ppyiarincabonamidel 10 € €%
s pyr agui SRRyl BFrmeol’s BHARRL Nl LRHEARIRBfirole 2-carboxamide;

N- ( 3- C)&(lolib“n@@ﬂﬁennﬂym{ﬂb%ﬂﬂb -Ni(ybyciopropyl-1H—pyrazol-3-yl)-1H-pyrrole-z-
| - met hyl - 4- ( 3- net hyl benzoyl ) -1 H pyrrol e-2 carboxam de; N (3 -cycl opropyl -
I—I—pyrazcéIhOSamiﬂe) 2- qui noxal i necar boxami de; (1 R 2R)-N- (3 -cycl opropyl - |

H-

N (5 oy SR By U 3B PLARERRIREM AR pyrrote 2 carhoramidey
- chl or @ 613 emyleheaﬁﬁpw (slcydidpyamamwo)azyl)-mqﬁymmﬁmlm

4- benz%}/ gyi -cycl opropyl -1 Hpyrazol -5-yl)b enzam de; Exanple 11
2- [ 1, 1 N¥5-aydlemropylAlHpyrezok 3yByt-pansanenl i Hanmisla-Zeamboxamidencet am de

4-(3-chlorobenzoyl)-N-(5-cyclopropyl-1H-pyrazol-3-yl)-1H-pyrrole-2-carboxamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(phenylacetyl)-1H-pyrrole-2-carboxamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-[(4-fluorophenyl)acetyl]- 1H-pyrrole-2-carboxamide;
4-butyryl-N-(5-cyclopropyl-1H-pyrazol-3-yl)-1H-pyrrole-2-carboxamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(4-fluorobenzoyl)-1H-pyrrole-2-carboxamide;
N-(3-cyclopropyl-1H-pyrazol-5-y1)-4-(3,4-dimethylbenzoyl)-1H-pyrrole-2-carboxamide;
N—(3-cyclopropyl-1H—pyrazol-S-yl)-4-(4-ﬂuorobehzoyl)—1H-pyrrole-2—carboxamide;
N-(3-cyclopropyl-1H-pyrazol-5-yl)-4-(4-methylbenzoyl)-1H-pyrrole-2-carboxamide;
4-(4-chlorobenzoyl)-N-(3-cyclopropyl-1H-pyrazol-5-yl)- 1H-pyrrole-2-carboxamide;
4-(cyclohexylcarbonyl)-N-(3-cyclopropyl-1H-pyrazol-5-yl)-1H-pyrrole-2-carboxamide;
methyl 5-(5-{[(3-cyclopropyl-1H-pyrazol-5-yl)amino]carbonyl}-1H-pyrrol-3-yl)-5-
oxopentanoate

4-acetyl-N-(3-cyclopropyl-1H-pyrazol-5-yl)-1H-pyrrole-2-carboxamide;
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To 5.1 g of trityl chloride resin (Novabi ochem |oading 1.2 mmol/g) swelled
in 76 mM WDoO1DZMWYand 14 nm of DWVF, 3.98 g of PCT/US00/06699

2- (4-bronmophenyl ) - N-(5-cycl opropyl -1 H pyrazol -3- yl)acetam de and 3 m of

Dl PEA were added. The m xture was sha n 18 hrs at room terrperature and

t'hen ed 3 x5 | o)

Unr oac RBt el b prao allid bt gl)fg% ID%Y' ‘%ﬁ;ﬁ%(&;‘a@ oo
1:2:1 ~ t X

ﬁ/EO—I (?9-%%%§§lgﬁp%o%%§§qnméﬁr 15 he reg-lcms hdry: ed under high
vacuuM-Hromdim.‘a-bwluptoi:ymHmyndzbbls-@l-)PHCptyHble:a’z-garbloxmmdcve) g To 40 nlg o{( i1
2-(4-b h I 5 I Z0 tam resin |inke

i of | NI RY BRI R et ey bsna AR PP acid (0, 12
nmol ) %:)b %dg,o S m) and tetrakis tri phenyl phosphi ne pal | adi um

(Pd(PPﬁ 2 V8 Mol ) in DVE (1 m) were added. The mi xture was shaken

18 hr s Na{3-8f16pr ItHl-pyra!wlSMI) iihoXalbedadboganfideyl ), MeOH (3 x 5 nl) and
DCM (3 X(S&bj:% the resin SZrAH‘1 of TFA 10%in DCM were added and the

m xt ur €1R3R) eyclqprﬁpylaltH-pmlt%ﬁbe?rmewbyclpn@m@gam%gpwgse \gafn ; i | tT ﬁr ed
5 n X . e
g]; gaﬁinill' $?e%{’i“fﬂsffﬁkévﬁﬁ8“&&??‘3@%@“’%3’%@8&?8?%‘?"8%’03%‘8& ' edl(Jced pressure and

the resigigowags-2pab 11 b5 VB-1-Hispheficiatoxdiide; 254 nm  Mr1=318,
2MF1= 3%5) Wﬁgut@uﬁﬁg pﬁ)rylﬁ%%l caJtylgon S%IUBSTI TUTE SHEET (RULE 26) WO

01/ 1218Deray 1 & LPE 690 py 17 BH - pistrdzivi5-yb enAehiide; DVSO- d6) ppm 10. 49 (s, |H,
NHCO, 7.6-7.3 (m 9H, biphenyl), 6.09 (s, 1H CH pyrazole), 3.59 (s, 2H,
COCH2), 1.82 (m 1H, cyclopropyl-CH); ESI (+) Ms: mz 318 (100, MH); N-(5
-cycl opy; x%ﬂi# f 1 Hpyrazol -3 -yl)-2-(3"-ethoxy-[

1,1' - bi phe y?

4 yl )acet am de 1H NIVR (400 VHz, DMSO d6) ppm 10.48 (s, 1H,
A -El etaniideol e) 403(q J=7
Hz, OCHZ) 58( 2H COCHZ) cyclopro ESI (+)
NVB- m ?03%i g obgritylehlpridg resin &vevaebmlastyb l%dmaoyﬂa@mol/s) ywy {rg R 9%1m do[

1, 1' - bi F I ) | _49 _|H
NHCO) | g %@ﬁnﬁm @ﬁﬁ%‘? ph%%y %ﬁ“ﬁﬁg’%ﬁs‘?%ﬁﬂ) R 59&&%‘%]8-‘2?) I,JIQQ?’E%{’]?‘%, 3H,
COCH3) yl)dcetatnide) antitB ml of Q)IPBAybveﬁl-hddeESIrhé ‘mixidpe wdszshakén (1808ks dvHobm
N- (5-cycl opropyl -1 H pyrazol - ){_) )-2-(4'-tert-butyl -[
1, 1' - bitgseResgmue. andthemn washad wgh MF (3 x 50 ml), MeOH (3 x 50 ml) and DCM (3 x 50
ml). Unreacted trityl chloride resin was capped adding 50 ml of DIPEA:MeOH:DCM
(1:2:17), the mixture was shaken 1 hr and then washed with DMF (3 x 50 ml), MeOH (3-x 50
ml) and DCM (3 x 50 ml). The resin was dried under high vacuum. Loading found 1.1

mmol/g (HPLC calibration curve).

To 40 mg of 2-(4-bromophenyl)-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetam1de resin linked 1
ml of a 10.4M solution of CsF in DME:MeOH (3:1), phenylboronic acid (0,12 mmol) in
DME (0.5 ml) and tetrakis triphenylphosphine palladium, (Pd(PPh,),, 0.008 mmol) in DME
(1 ml) were added. The mixture was shaken 18 hrs at 80 °C and then washed with DMF (Bx
5 ml), MeOH (3 x 5 ml) and DCM (3 x 5 ml). To the resin 5 ml of TFA 10% in DCM were
added and the mixture was shaken 1 hr at room temperature, the organic phase was filtered
off and the resin was washed with DCM (3 x 5 ml) and DMSO (2 x 5 ml). The organic
fractions were collected and evaporated under reduced pressure and the residue was analyzed

by HPLC-MS (area count 90%, 254 nm; M+1=318, 2M+1=365) without further purification.
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1H NWVR (400 MHz, DMVMSO-d6) ppm 10.49 (s, 1H, NHCO, 7.6-7.3 (m 8H,

bi phenyl) 0 (s, IH, CH pyrazole), 3.55 (s, 2H, COCH2 9H,
terbutyl )st 18%188 1H, cycl opropyl- CH); )PCT%S%glogég
N-(5-cycl opropyl -1 Hpyrazol -3-yl)-2-(3"-(trifluoronethoxy) |

1, 1' - bi phenyl ]-4-yl)acetam de 1H NVR 70400 MHz, DMVBO d6) ppm 10.49 (s, 1H, -
NHCO) , TH/NMR3(400'MHL], DMSOa6)ppm 10.40%s, 165, NH(ED? ,GH6-1\3 ?i,@fﬁ)blp&nﬁg €69 2H,

COCH2 1.82 | -
v hoe 18, Q}Iiymzai(o,!e); 459 G0 RBE 0GR 185 5y HoRgIaproms O ot am de 1H- NVR

(0,1 DR ol 7 85, D e ©

I Leyeldprop yrad6l 0yi- ' -dineth
D1 °EI1§HII§ny|] B VI e““*?h%%ﬁ@"“ AT eRe a7 (s, In

NHCO) SEMRA(400 28 Her DMEQ-d) pp, 10.48. (561K INHEEY, 3 4.3 (m-lﬁbomﬁ?hﬁ ®09 (s,

N 5- oyl o vpranish A s 66 7 Hel iy oHEd, o, G, ROCH, T8

1,1 -bi @H)I )acet am de 1H NVR (400 MHz, DMSO-d6) ppm 10.49 (s, 1H,
NHOO) , @I&@II“I&' 28 3 oH, mPh), 7.15 (m 1H, p-Ph) 6.09 (s, 1H,

CH pyr azol e)ESB(+6MS sm/zZIélz (mn:MbH),l 82 (m IH, cyclopropyl-CH;
N- 5- I I I -3-y 2' - et - .
7 DGy pbiepy b du D 2 i b kP he & Yoesctuids /12169

e 7 oEAMR 0p Nats ISOL S o 01 P RO 1. ol Bt bbb on

OCH2) , @, B8, CH-py2idole )X s, 3111 SZ)C(HB), L8R (mCVH| cyplopfiplyt-CH);
N (5- cyclopr I-IH-p razol - -2-(3',4"-di met hoxy- [
1,1' - bi phenyE§ @) MS: d%/ét33ﬁ1(b@ BVR (400 MHz, DVBO-d6) ppm 10.46 (s, 1H,

N 5ol ol i el i ™ 3
I o -

D e e e 8 A

NHCO) ; 0

COCHIZ) 61 (g, J=7 Hz, 2H, CH2CH3), 1.82 (m 1H, <cyclopropyl-CH; N (5

-cycl op(F%IJyI -l H pyrazol -3-yl)-2-(3" -chloro-4"-fluoro-]|

- binlisRytibprbpyl- 1R G5+RB1-981)-2-(3’~(trifluoromethoxy)[ 1,1'-biphenyl}-4-yl)acetamide
H-NMR (400 MHz, DMSO-d6) ppm 10.49 (s, 1H, NHCO), 7.7-7.3 (m, 8H, biphenyl), 6.09

(s, 1H, CH-pyrazole), 3.61 (s, 2H, COCH2), 1.82 (m, 1H, cyclopropyl-CH);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2’,3’-dimethyl-{1,1"-biphenyl]-4-yl)acetamide
1H-NMR (400 MHz, DMSO-d6) ppm 10.50 (s, 1H, NHCO), 7.4-6.9 (m, 7H, biphenyl), 6.10
(s, 1H, CH-pyrazole), 2.32 (s, 3H, CH3), 2.10 (s, 3H, CH3), 1.82 (m, 1H, cyclopropyl-CH);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2°,4’-dimethoxy-[1,1'"-biphenyl]-4-yl)acetamide
1H-NMR (400 MHz, DMSO-d6) ppm 10.47 (s, 1H, NHCO), 7.65 (d, J=8 Hz, 2H, m-Ph),
7.16 (d, J=8.3 Hz, 1H, o-Ph) 6.09 (s, 1H, CH-pyrazole), 3.55 (s, 2H, COCH2), 1.82 (m, 1H,
cyclopropyl-CH);

N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3°,5’-difluoro-[1,1'-biphenyl]-4-yl)acetamide
H-NMR (400 MHz, DMSO-d6) ppm 10.49 (s, 1H, NHCO), 7.65 (d, J=8.3 Hz, 2H, m-Ph),

7.15 (m, 1H, p-Ph) 6.09 (s, 1H, CH-pyrazole), 3.60 (s, 2H, COCH2), 1.82 (m, 1H,

cyclopropyl-CH);

N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2’-ethoxy-{ 1,1’-biphenyl]-4-yl)acetamide
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[

H1

29 (s 98 Wb'@‘l)pyﬁéfml &, cxg:lqmomg 2H _



| H NVMR (400 Mz, DMBO-d6) ppm 10.48 (s, 1H, NHCO), 7.8-7.4 (m 7H,

bi phenyl );voﬁyﬁasg (s 1H, CH pyrazole), 1.82 (m 1H, cycl oproypsde/desdo;

N- (5-cycl opropyl -

H pyrazol - 3-yl) - 2- ((4 msthylthlo) [1, 1 blphenyl] 4y|)acetamde 1H NWVR
(400 MHz, DNVBO-d6) ppm 10.48 (s, 1H, BHCO), 7.56 2H, m Ph),
6.96 (dH-UMR mqezmﬁmmsom pPB. I 6, lum}@cpwmazem snabmemd) Lol

N (o) o 61 B, ooy ¥ OR] 32 6£ 5, o2, 3,58 (6, 2H, GOSN 1824001 1 ot an

de lHP%&égpy?ﬂ DMSO- d6) ppm 10.50 (s, 1H, NHCO, 7.52 (d, J=8.3 Hz,
% d, J=6.7 Hz, 2H, m-Ph), 6.09 (s, 1H CH pyrazole), 4.03

(qu 5J N—(ﬁcy&dﬁrr%&ﬁb@azol—lyb&-(m’-ﬂhhethqu—Eipt'{hipﬂenﬁ]}l)‘l;—yl)acetamide
C opro -
o CELRBIS U0 MLz, DRSO-4 ppm 10 46165yl NECD) 55 ek 783100k R Mz

I25. . AOPBEIEs ah (it b SR, 18, AT pSendE £330, GE) 6 pXOCH 88 G5
(M 1H(m, SHctyeRspaepyI-CHE;; N

5- cycl | -1 H | - 3-yl t hox bi phenyl ] - 4-yl t
(am 36 NEk-miaorram B eenoy By (oot AP ipheny I YIbstymidy. 56 (U 125 3

2 b5 ( JHOME oo, ?ﬂg%ézcﬁp bi104ts, B B0 727 0, M, uigelit] 59 ©

N (5- cyg! 9B Cmyrdzoh 3 éﬁ{yct(bcﬂzﬁiﬂ%qw[}h JZHlEHt'@HS) 1.8 gh)ﬁHetamd
e WD 01/°12189 I US §9 81 1H NMR (400 ” "DVBO- d6) ppm 10.51 (s

1H NHC lopropsl-CHY, (m 8H bi phenyl), 6.10 (s, 1H, CH pyrazole), 3.62 (s,

N— ( 5%@7&‘ ‘ERFPPI&QI'}BIH C % B%‘&qyfﬁ“?p"'hﬂﬂ&”o[[lil'“Piﬂhﬁf%]ﬂ“‘rx)?ﬁce%“?% acetanm d
o 'm PW@3W2 kB0 1O, (8, HOONE 6 TR, bt} 0,

I(-I-S 2H(s, lG:Bé“,IGH—pyfhzﬂE),(lrﬁZt(:H 1H, cydbpl]gpyiEQH) ;CH) ; A Nl- (5- c%/cl ogr ogyl N:VR 200
pyr gﬂ)g 8363{ Ii!wll’g{-ngre%loﬁb'z-&ﬁ_ I ?‘%5‘][@&_%9}*%:\9& w)a%@mkg# Ph) ( 6. 09
(S W z, DM$6-46) ppit 10. W(LSHH ¥1880),57.56 (h, 1985 R, 2t Bprym  1H

cyclopr
N- (5- cYs960(@; 9+6.6 Hz12HY it ZrH); 6.09 (3, 12, (CH-plaazole),-3459 (spBHOSTHB), 1. SD(rﬂhBHyll 4-

yl yacetami de 1H NVR (400 Hz, DVEO- d6) ppm 10.49 (s, IH NHCO, 8.0-
(m 2Hcyeloppryl-CH)i50 (d,
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4’-ethoxy-[1,1'-biphenyl]-4-yl)acetamide
1H-NMR (400 MHz, DMSO-d6) ppm 10.50 (s, 1H, NHCO), 7.52 (d, J=8.3 Hz, 2H, m-Ph),
6.96 (d, J=6.7 Hz, 2H, m’-Ph), 6.09 (s, 1H, CH-pyrazole), 4.03 (q, J=7 Hz, 2H, OCH2CH3),
1.82 (m, 1H, cyclopropyl-CH);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4’-acetyl-[1,1'-biphenyl]-4-yl)acetamide
1H-NMR (400 MHz, DMSO-d6) ppm 10.50 (s, 1H, NHCO), 8.00 (d, J=8.6 Hz, 2H, m’-Ph),
6.96 (d, J=8.3 Hz, 2H, m-Ph), 6.09 (s, 1H, CH-pyrazole), 2.59 (s, 3H, COCH3), 1.82 (m, 1H,
cyclopropyl-CH),
N-(5-cyclopropyl-1H-pyrazol-3-yl1)-2-(2°,5°-dimethoxy[ 1,1'-biphenyl]-4-yl)acetamide
1TH-NMR (400 MHz, DMSO-d6) ppm 10.48 (s, 1H, NHCO), 7.38 (d, J=8.3 Hz, 2H, m-Ph),
6.81 (d, J=3.1 Hz, 1H, o’-Ph), 6.10 (s, 1H, CH-pyrazole), 3.55 (s, 2H, COCH2), 1.82 (m, 1H,
cyclopropyl-CH);
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2’-fluoro[ 1,1'-biphenyl]-4-yl)acetamide



J=8.3 Hz, 2H, mPh), 6.09 (s, 1H, CH pyrazole), 3.60 (s, 2H, COCH2), 1.82

(m 1H, pyl-CH); N-(5-cyclopropyl- | H pyrazo | S00/06699
-yl )-2-(ﬁ¥§+/3§r§% 3" -methyl [ 1,1 -biphenyl]-4-yl)acetam I?CdTe/U 1{-1- NVR (400

MHz, DMSO d6) ppm 10.47 (s, IH NHCO, 7.55 (d, J=8.3 Hz, 2H, mPh), 6.09
(s, 1H, CH pyrazole), 3.59 (s, 2H, CO8H2), 2.28 (s, 3H, CHB) 1.82 (m 1H,°

cycl ODFIQPNMRJ@OO MHZ DMSOais) qsp;ﬂ 1(15 1 (s, 1H, NHCO) 7.5-7.3 (m, 8H, blphenyl), 6.10
H pyrazol - 3-yl)-2-(5'-fl uoro- g} 1' - bi phen}jllal: 4-yl)acet am de
| H NVR eAldb(Kﬂw yrazpkely 36 (Sp3ih (i@CHé!)s(ls (0 THyayelppropyhCH);, " (1 3py

g]yg} OE %E@»Fy%g&mfy)‘?‘l lI-II pyragc;i' Z?le)‘?f-@ Eﬁuoro?[l qabﬁﬁmﬁﬂyﬁ%ﬂudel 82 (m 1H,

N (5- cyigt mmrubo tvﬂwmsgtd@wni 16494s,- mtﬂm@m 17 63 (diJeBribiE,] 2H- mlli)}f),c et ani
de |H NVR (400 MHz, DMSO-d6) ppm 10.46 (s,

2H m F7r138 (d, 6=89 Hz 2H) oPh), 609 (szHH ﬂH-mpzole), 6@69(@ ZI)I;FCO@ﬁZbylr%%ﬁpe)H 3. 62

(s, h)82 (m 1H, cyclopropyl-CH);

N- ( 5- cfé’F ?‘E‘%Bp H pyrazol -3-yl)-2-(2',5" -di met hyl [

1,1'-b I _ _ DMVESh 10. 50 1H,
NHCO) , '1\?'@§§y<%1dp Agy” %ﬁm il j'gh) &7’6?91%}‘6 5'51 w&?etagﬂabm Ph)(SG 11
(s, 1H1HNMBR(460MEz, DMSO-d6), pp2+]10.8RG:2H, NHGQ),(M7 (ds, J=8 yKz.cii.apyED)CH) ;

T R e T P R Y
(400 M—lz 9;% ppm 10.49 (s, 1H, NHCO), 7.5-7.2 (m 7H, biphenyl), 6.09
(s, 89\5)%? B), 3.62 (s, 2H, COCH2), 1.82 (m 1H, cycl opropyl - CH)

/:Lnal Og(Nl-lﬁ-lSyclb gyloimp\pu{azfcll-wmppmdsmﬁm rﬂeth@ﬂ[hdi blbl;rﬁr&l]ewl)mmﬁb
razo entafl uoro en acefa

N% cﬁ&iwaﬁmoyﬁfgwagmm 1049 @41th1§€%& bk, SHOSBE, 7.60 @,

1,1 -bi | 1

I—I-pyraI %g¥{7])2 %Sek%gw @hllor’ ‘{:ﬁf%&h%? %gﬁys 251 ycf (a:I(;Iezz’arﬁ e(m’ 1H,

N ( 5- C)@EB yb}g Hpyrazol -3 -yl)-2-(4" -fornyl [

1,1 -bi pheny y acet am de
N- ( 5- cyé{(BeydpiopyiH ipyeazel-3-31)3-(4’ dlyope-3 pmgthyild J-biphenyl]-4-ylacetamide

N (5 Eﬁﬁ@ﬁwﬁo VB TS0-58 gy 1047 g0 b QHCON T35 4185 He B m My ) e

am de d\bd Ts.CYH WHGRYdzoleht BSOS 218, WOCHR)( 2.28(sli BH] CHI), 1.82 (m, 1H,
1, 1' - bi phenyl ] - 4-yl yacet am de N- (5-cycl opropyl -1
I—I—pyramyblo@rqﬂy}-CH)(Z -acetyl-[ 1,1'-biphenyl]-4-yl)acetanide

( 5 c;&g_}gg %‘ﬁ%@r’gﬂrﬁ g&{’ ﬁf %—gﬁ ﬁ/ g ﬂ?uo —2'-ﬁleﬂ105(§/i1?f) ICb?p}{enyl] 4-yl)acetamide
1H-NMR (400 MHz, DMSO-d6) ppm 10.48 (s, 1H, NHCO), 7.8-7.7 (m, 3H, m,m’-Ph), 6.09
(s, 1H, CH-pyrazole), 3.63 (s, 2H, COCH2), 1.82 (m, 1H, cyclopropyl-CH);
N—(S-cyclopropyl—1H-pyrazol—3—yl)-2—(4’-methoxy[l-,1'-biphenyl]-4-yl)acctamide
1H-NMR (400 MHz, DMSO-d6) ppm 10.46 (s, 1H, NHCO), 7.52 (d, J=8.3 Hz, 2H, m-Ph),
6.99 (d, J=8.9 Hz, 2H, m’-Ph), 6.09 (s, 1H, CH-pyrazole), 3.62 (s, 2H, COCH2), 1.82 (m, 1H,
cyclopropyl-CH); .
N-(5-cyclopropyl-1H-pyrazol-3-y)-2-(2°,5 *_dimethyl[1,1'-biphenyl]-4-yl)acetamide
1H-NMR (400 MHz, DMSO-d6) ppm 10.50 (s, 1H, NHCO), 7.34 (d, J=8.2 Hz, 2H, m-Ph),
7.13 (d, J=7.8 Hz, 2H, m’-Ph), 6.11 (s, 1H, CH-pyrazole), 3.60 (s, 2H, COCH2), 1.82 (m, 1H,
cyclopropyl-CH);
N—(5-cyclopropyl—1H-pyrazol-3-yl)-2-(2’,5’-diﬂuoro[1,1'—bipheny1]-4—yl)acetamide
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N- (5-cycl opropyl -1 H-pyrazol -3-yl)-2- (3" -(hydroxymet hyl ) [

1, 1' - bi pwayytif2agh vyl ) acet am de PCT/US00/06699

N- (5-cycl opropyl -1 H pyrazol -3-yl)-2-(3' -nitro-[1,1" -bi phenyl]-4-yl)acetam d
e N (5 -cycl opropyl -1 H pyrazol -3 - yI -2-(2" -chloro-]|

1, 1' - bi phen 4-yl)acet anm de Exa Ie8 5-cycl opropyl _1H pvrazo
Lot 1y TR (400l OMSHO199) PR AR (e IESSHGON 3,5772 G5 BIEHERYH, 6 g

(0.63 th| 0..031 ) of tetrakis

tri phetbTEhSEEREBL R At G BRR 7 Gt %aaaar P g (0,31 ol )
of 2-(4-bronmophenyl)-N(5-cycl opropyl -1 H pyrazol -3-yl)acetam de) in 25 nL
of DME and 2 nL of MeOH The m xture was shaken 48 hrs at 80 C under

ni t r ogAmalopously,the fallowvingtompounds sveee/prepared:ed, redi ssol ved in ethyl acetate

tas, | AN XoRRMr Ry RO o GesRGBereL StPhY £ MRS od ndor
¥f§‘é10§§$ﬁ)§?a?ﬁf§l’ gL B e S S PRI T 10752 (s,
1H, NH‘EQS-cﬁclc?p&oﬁﬂdﬂ-@yﬁzd]-—%ybﬁl—(ﬂlﬂ’-mdﬁﬁrﬁ)l 1biphtnyl§-4-yl)dcetahlidey r azol e) ,

3.56 2H, COCHR): 1. | o | - MS: mz 324
(100, (Meympmdélﬁpym@lh%ﬂ)@ (‘bxﬁg : IE]G b Q?]xﬁeyléacmaegéﬁ ed: SfJBSTI TUTE

A ] s S A ol S
D S (8 it R bl gt 5 (. 21

2-(3' - ébéi—yycl@prﬂzpﬂl-l}b-pmﬂly?r- Bfﬁr@ ﬁ»c’hm(eﬂma;ykil,b;bnmpyli-f-yl)acetarmde

o 5. 9 1H, NHCO),
7. g%r?é‘?(% %fx?é' Sj’ﬁ‘yb 55@4 apety 7 ﬁﬁﬁ émé 6(io (s, 1H )
C"" ] 1H
cyc%[)?%?ye}%ﬂ% ﬁ%sll(ﬁ?yl?a'zb 339&12@33 g%dﬁ%ggé{l %ttlph&isiﬁbﬁﬁ)acbtﬁédém

:\F (5- fﬁ-(%mdmbpylﬂfﬁ?moﬂé-&)ﬂ 63’§1§débxmemggﬁcw1y&]:égwmﬁe%l ] 64_ y
)ace %mﬁgcy JJepropyl: yraqu-%al)(% o4l %lzqqyﬁrﬁ bﬁﬁcetaemég (s) 1H, (d

C'+ pyr N-03-Eycloptopyl- {i8-pyrazbl- $5653242° -chidié-[f, Pebiphbnyl 1451 SRk AmdkE - CH ;

Example 12

S-cyclo
330 mg (2.17 mmol) of CsF, 81 mg (0.63 mmol) of thienylboronic acid and 36 mg (0.031
mmol) of tetrakis triphenylphosphine palladium (Pd(PPh,), were added to 100 mg (0.31

mmol) of 2-(4-bromophenyl)-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide) in 25 mlL of
DME and 2 mL of MeOH. The mixture was shaken 48 hrs at 80 °C under nitrogen. The
reaction mixture is evaporated, redissolved in ethyl acetate and then washed with a saturated
solution of NaHCO3. The organic layer was, after treatment with anhydrous sodium sulfate,
evaporated under reduced pressure and the title compound was obtained by crystallization
from acetone (48 mg, 48 %yield).
1H-NMR (400 MHz, DMSO-d6) ppm 10.42 (s, 1H, NHCO), 7.79 (dd, J=3-1.4 Hz, 1H,
CCHS), 6.11 (s, 1H, CH-pyrazole), 3.56 (s, 2H, COCH2); 1.82 (m, 1H, cyclopropyl-CH);

ESI (+) MS: m/z 324 (100, MH+);
Analogously, the following compounds were prepared:
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ESI (+) MS: miz 402 (100, NH+);

4 {2 [ ( opyl -1 H pyrazol - 3-yl ) am no] - 2- oxet hyl } S00/06699
S’Y{gﬁﬁ’ 2]%)Jél carboxylic acid 1H NWVR (400 MHz, DMBO I(’jc'smppm 6 (s,

1H NHCO) 609(s 1H, CH pyrazole), 3.61 (s, 2H, COCH2); 181(m 1H
cyclopropyl -CH); ESI (+) Ms: miz 362 100, MH+); N (5-cycl opropyl -

H - - ho 13-4~ amide d 1H— NVR
(4% fl\iﬂz_slznts mdgm% 1CAT pyia@élny 5/18£2 - -“ﬂuordﬂcpo iphbﬂxy] yl)aica ;n e

1H, CHIBNMRI490 NEIZESDMSQ @med@%(s, llH,BHHGQ) qﬁ (% &ﬂ %Pawole)aﬁ 59E§i
+) M
: ){2 ﬁ%@@%&bg%l (mlﬁy%%l?m%ﬂy?%m noJ - 2- oxet hyl }

[1 1" -bip PA96T106; MELY, NVR (400 Mz, DVBO-d6) ppm 10.46 (s, 1H,
NHCO), 6. ogrﬁﬁlhﬁww p?érnazof 5.61 (s, 2H, Qoor2); 181 (m 1H

&/cgoquFyhee@ipi, 'lEEﬁbhe@y,p] @)—M?cmrg@ddﬂmyol- —yl)acetamxde - v
] aéei Sﬁ%dﬁﬁhg%' ML J0RRS) Bhba0 ) oo 3 MWMJ’ 358 55 A 618
(EZI (+)° S%t g% 1‘80Pﬁg/H+§) (SN-H?B I opr 33.62 SMH} Cocas), 2mEYIHD

I—I-pyraz;@cﬁs);ll)gz,?(n[ 4H, ayctlmepywﬁnenyl] acet am de SUBSTI TUTE SHEET (RULE
26) WD 01/ 12189 PCT/ US00/ 06699 84 1H NVR (400 MHz, DMVBO- d6) ppm 10. 47 (s,
1H, NHCO), ESI(T)MSm/z 360 (190oMEe), 6.08 (s, 1H CHpyrazole), 1.82 (m

1H, ¢ + :

¥ (s, Z}ti’% rRrpey Yot g (A stngamebRy M lphenyll 4 yhacetamider e
; MRNMR Q400 REHADMBNE O&)6) g 1110514@ (H, NHlﬂ:O)NH@O)(d J7= 63 Yz, 2H,B-Ph)Hz,

2H, mPh) 3.55 (s, 2H, COCH 2.43 (s, 53 1H

CH- pyr a8 (a) J~7_1.3 8Tz, OH, miPh), 669 &s.d5% &g;rpyr@pgle) XGECR S %9@ Es!&)n L82 tpolHaz o) -
-yl) &41 hyl) phenyl ] acetam de; 1H NVR (400 MHz, DMSO-d6) ppm

10. 506 °1iqPY , 8.2-7.4 (m 11H, aronatic), 610(s 1H,

(2:H- gyr izgl g)ESI%EjSEIS( l?n/z abtl gl@ﬁ.cbﬁ?.h &I— 82 (m I 1H, cycl opropyl -CH);

e pyr gM{23?§§§d;§§;ybgb¥mgbm)%mmﬁ raxe RN b4 sarbgxylc acid

NHCO) (2400 l\ﬁ-lzs Dll_\%SO-Jg) ppm 1@46 (s, 1H, NHCO), 6.09 (s, 1H, CH-pyrazole), 3.61
(s, 2H, COCH2); 1.81 (m, 1H, cyclopropyl-CH);

ESI (+) MS: m/z 362 (100, MH+);
N-(5-cyclopropyl-1H-pyrazol-3-y1)-2-(4’-formyl[1,1’-biphenyl] -4-yl)acetamide;
1H-NMR (400 MHz, DMSO-d6) ppm 10.47 (s, 1H, NHCO), 10.02 (s, 1H, CHO), 6.11 (s,
1H, CH-pyrazole), 3.62 (s, 2H, COCH2); 1.81 (m, 1H, cyclopropyl-CH);

ESI (+) MS: m/z 346 (100, MH+);
4’-{2-[(5-cyclopropyl-1H-pyrazol-3-yl)amino]-2-oxethyl} (1,1 >-biphenyl]-4-carboxamide;
1H-NMR (400 MHz, DMSO-d6) ppm 10.46 (s, 1H, NHCO), 6.09 (s, 1H, CH-pyrazole), 3.61
(s, 2H, COCH2); 1.81 (m, 1H, cyclopropyl-CH);

ESI (+) MS: m/z 361 (100, MH+);
N-(5-cyclopropyl-1H—pyrazol—3-yl)-2-[4'-(hydroxymethyl)[1,1'-biphenyl]-4-yl]acetamide;

H-NMR (400 MHz, DMSO-d6) ppm 7.7-7.4 (m, 8H, biphenyl), 6.10 (s, 1H, CH-pyrazole),
3.60 (s, 2H, COCH2); 1.81 (m, 1H, cyclopropyl-CH);

ESI (+) MS: m/z 348 (100, MH+);

N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(2-thienyl)phenyl]acetamide;
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6.96 (d, J=8.1 Hz, 1H, m-Ph), 6.09 (s, 1H CHpyrazole), 6.02 (s, 2H,
OCH20), Ww®ai/2939 1H, cycl opropyl -CH); PCT/US00/06699

2-[ 4- (1- benzof uran-2-yl)phenyl ]-N-(5-cycl opropyl -1 H pyrazol - 3-yl ) acet am de
| H NMR (400 MHz, DMSO d6) ppm 10. 51(§4 1H, NHCO) 7.8-7.2 (m 9H,

aromati c (s, yrazol e 1.82 cyclo ropyl
z-[4-(1@mtwm@ww46§ppm @ywom)ﬂm ﬁb@n}ﬂhﬁbcﬁe@%m de;

mph). & 4E G Biragdleh a‘i%g;fiﬁﬁo%sloprs@f%? QECO)COOZZZ e (moaH

cycl opropyl +) MS: m/z 324 (100, MEL+;
N- (5- cycl opropyl -1 H pyrazol - 3Xyl') <2- [ 4- (1- napht hyl ) phenyl ] acet ani de;

N- (5- ce(SBeyoapropylHibpymazal-3-31)y2-4-G-methy 22 thiegyphieayljacktiosde i de;

o E?F gigﬁﬁ@h{' 4 ZM%B%&%&& b.58 EUH, SHiBBY, 7.48 (4, 1=8.3 Hz, 28, m-Ph),

I%I-|[03r<(a§o " Qr??aced?tﬁayleéwﬁg dyc?ggifgggf&iolgpyragyrfmé IBS% (1115 H(-I{
[ 5- (di opé by;loF) -CH); 1 naphthyl ]sul fonyl) am no)|

1,1' -bi phen yl] acetam de; N-(5-cycl opropyl- |
oyt SRb O agren U paraeor iy L4 G eappDRba Reganide: de.

et a0 Mits PSR4 Bt O3 (G488 IEE o83 Bt o,

Exanpl g, 1b?(s'\tfﬁ3c1q;ﬁ34r%[eqpy55 (-l a:oemi),mzkﬂl 28] Arctdphopyh rorret hyf

[1,1 -bi pheny | acet ani de bi s( pi nacol at 0) di boron ny,
0, 4nmoR)[4-@ dtbaaodmab%yBDEIWHGNﬁS-cydpﬁnml )Hmymzopa@m(:ﬂpp@e (1 6ny. ,

O LB A o5 RS v Lo bR S E SO YRS D2 24,

( 200”98. < §”]u§ 1 1zl TgaRNPh), 8% %(G%ﬁ?g}m%zxgb? G"rg%% SAENOCHO) YL, 32\@? 1heat ed

at 80 nder argon for 16H tehperature a
filter egiclopiopyl-€H)n was vvashed with DVF (3*3m ), I\/EO—I (3*3rrfL) and CH2C12

3*3ml). and dried unde ac m _1-bromo-4-(trifl benzene (225ny,
I(m"rDI ))2 tﬁe(tlrbﬂe'zgiélfqlflr%sm ! ﬁgﬂﬂw@m@pwa&& ' ﬁgﬁ’ m"rDIZ) an((:I oM

pyrazol *‘éﬂi‘ﬁ'@"[@ﬁ?}%@??@ ”ﬂ@?@%"@%ﬂ" 0 Ty S AR, 6 08

yl') pheigy; 11 CH-pyiadele), 4s82(m, Ilmkeﬂclspt@pﬁmm in 10 n of anhydrous DMF. The
m xture was heated at 80C under argon for 20 h. and cooled at room

t enper 2tidr@-bengethicad-Wphany I4-cyplaproprs HEpyrazeh3-Bhrcetamidan ), MeCH
(373 )1y RVAR ‘%00 M2 BNISO-d6) ppm 10.49 (s, 1H, NHCO), 7.70 (d, J=8.3 Hz, 2H, m-Ph),

6.10 (s, 1H, CH-pyrazole), 3.62 (s, 2H, COCH2), 1.82 (m, 1H, cyclopropyl-CH),
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(1-naphthyl)phenyl]acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(2-furyl)phenyl]acetamide;
2-[4-(5-acetyl-2-thienyl)phenyl]-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;
2-[4-(5-chloro-2-thienyl)phenyl]-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[3'-({[5-(dimethylamino)-1-
naphthyl]sulfonyl} amino)[1,1'-biphenyl]-4-yl]acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(3-formyl-2-thienyl)phenyl]acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(3-formyl-2-thienyl)phenyl]acetamide;
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The cl eavage of the final product was carried out in TFA 15%in DCM (5n1

I h.). MHz, DMBO d6) ppm 10.50 (s, 1H, NHCO,

bi phenyl) lég% (s, 1H, CH pyrazole), 3.62 (s, 2H, COCI—I)Z)C?R@W?&@

cycl opropyl-CH); ESI (+) Ms: mz 386 (100, MH+). Anal ogously the fol I ovi ng
conmpounds were prepared: 5-(4-{2-[(5-8yclopropyl-IH pyrazol-3-yl)am no]

2- oxoetByamplectdy| ) - 2-furoi c aC| d

N ( 5- cycloproyl-l -2-14-(3- rrethyl
pyrazo| N I<OVCIOPEORY13 11 14 =(trifnexoms

H- pyr azbite Bis(pihaclgta)d: ¢ 61028 10;4mempl)y BQ@SMH W?@We(ﬁﬁlﬂga.c@ﬁmai)a and

N (5 oy EACHRBRY .o H i )%q sdsd shentiatl o 5%54"3%5;{%’“7%}%%%(]4
acet am‘tﬂ'@n{oﬁh )1&2(5[0@51'0 13-%1)acetam1de drgrm lm]ﬁe (200m ng]ol%3 (4-

H pyrazol - am noj - 2 ethyl}p enyl)~1 H1in acetl

{2-](5- mymhthmupjam €3 Quyl) dhe IresSltans) mirture jwdd- heatedtan B0} ﬁhnm;ek hrgoppﬂ'onﬂﬁh.n

T—;gefﬁ%lo pr&g)yl 1H py(r%%é)l 3-yl )¢§1téréf_il(02 pyr d{'gg%l )pheny]t%%:@%&gtggm}

phenyl M%@dg@%u&ICH ﬁ%aﬁﬁl)wﬁﬁﬂg%&r% (RULE 26) WD 01/12189

PCT/ US

2-[ 4- (Zk-Baniw44ﬂMfdiﬁéthﬁ)Hmkém| (225my/ lnﬂndl)ﬁﬁhiﬁb(mpﬂehylﬁhéﬁﬂﬁn&ﬂ)ﬂﬁﬂﬂﬂw -1 H
pyrazol - )acetam de I\%g cycl opr opy
pyr azol(4:§n§8 9,0941pmo{)5ar;sl/2 aheops )sph»é\nmqfaféél?@%(aéml) we added to the N-(5-

(5Ol BRI B0 b0 ARG et am e

pyri di RjpheiviTielaatds ﬁﬁndﬁhked sus ended in 10 ml of anhydrous DMF. The mixture was
N ( 5- cycl opropyl -| H- pyrazol - ¥II (6-am no-3-pyridinyl)phenyl ] acet am d

& , lgl— ( Blelssedlawﬂ%ibynder arsqnyfoa% mqlmzol@i qtztoqraigppﬁr@mrﬁ/ glﬁﬁm@&n?/]ﬁ}tamté,t wmdde
cyc in enyl ] acet ani de

N ( 5- cy 8‘8‘58@%’3@%%9;@@% 9I #’)“9 f‘ifﬁ?ég? @qa hol |ynyIO) phgnyl] acet am de

5-(4- {'ﬂre[él g&&ﬂﬂéﬁﬁéﬂ édd'dt%%rﬁbdguﬁﬁhm 9%, i DONR @34, 11h.).

phenyl)nicotinic acid (5-cycl opropyl -

H- pyr azHT-NMBI (ﬂ?@wﬂz (DMSLQrdﬁ()pEan 50 |1HyNyer);.718rae émaﬁledbiphenyl), O?.osa
N- ( 5- - - 3-y])-2- -
N (o o Bh et DA A5 0L b8 &n@l SEPREELEN ehy iy pheny!

acet am de jvh.py)r azol -
-yl)-2-[4- (9nguﬂ°§ %§g§%Fenyl ] acet am de

Analogously the following compounds were prepared:
5-(4-{2-[(5-cyclopropyl-1H-pyrazol-3-yl)amino}-2-oxoethyl} phenyl)-2-furoic acid
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(3-methyl-1H-pyrazol-4-yl)phenyl]acetamide
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(3,5-dimethyl-1H-pyrazol-4-yl)phenyl]acetamide
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(3-furyD)phenyl]acetamide
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(5-formyl-3-thienyl)phenyl]acetamide
[5-(4-{2-[(5-cyclopropyl-1H-pyrazol-3-yl)amino}-2-oxoethyl} phenyl)- 1H-~indol-3-yl}acetic
acid

5-(4-{2-[(5-cyclopropyl-1H-pyrazol-3-yl)amino]-2-oxoethyl} phenyl)tryptophan
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(2-pyridinyl)phenyl]acetamide
1-acetyl-5-(4-{2-[(5-cyclopropyl-1H-pyrazol-3-yl)amino}-2-oxoethyl} phenyl)-1H-indol-3-yl

acetate
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2-[4- (1-benzot hi en-3-yl ) phenyl ] -N-(5-cycl opropyl -1 H pyrazol -3-yl)acet am de

5- (4-{ 2- weereessopr opyl - | H pyrazol - 3-yl ) am no] - 2- oxoet hy| BqEresoplope9bH- i ndol -

3-yl acetate N-(5-cyclopropyl- | Hpyrazol-3-yl)-2-[4-(2,4-dinethoxy-5
-pyrimdinyl)phenyl] acetam de N (5-cycl opr opyl -1

H pyrazaol - 3-yl)-2-[4-(2-chl gro-3-t hi et | ] acet am de

N- ( 5- c9dfEEmBEYe -41hY¢Wr@rEI9FhA&SgHW@dPW}P ”ﬁwﬁ =cycloprapyi-L Azl

acet angg et 1(:1 cycl opropyl -1 H pyrazol -3-yl)-2-[4-(1

Himd yI') phenyl ] acet am de

2-[4- (@Wsﬂcgfl gmwl—1Hp&rmt-3@ﬂM4—®ﬁmﬂnldxﬁ#lIﬁwﬁy1§doeﬂrrﬁwI | H-pyrazol - 3-yl)

acet am de cycl opropyl -1 H pyrazol

-yl ) - 2-1‘ﬂ'45'6>2019P¥9P81'1Htmh@T}’&2I' -pwidipyDpheanlagetaseidani de N (5

I I 4- h I
acet amobpropy AR 90 S Sats SRy php aleinagen e
H pyr azagl(s- @y&’lbﬂ;ﬁﬁ?ﬁYHlpy@&%l—QIﬂﬂE-M-(G-ammo-}pyndmgl)phenyl]acetamlde
5-(4-{2-[(5-cycl opropyl-| H pyrazol yl)a oxoet hyl } phenyl) - 2-t hi ophe
ne aci dN-(ScyéloproplybipHegyyazolk3-yl)-2- [4-(3-pyndmyl)phenyl]acetam1de

F-Zp%/zg lxﬁé'l% éPéWV fﬂé%igwﬁzi?-? i ?X&l &?B%?’%? e'Zlnmytj)e g [(l)sl’l di necarb
F byr aRof e pORA R, I%I“-("'m el DRFIREEITIOE et ani e

N ( 5- Cﬁe(Ho{aF[(Qﬁ)-y:b'elﬂ:propyl-lH-pyrazol-3-yl)anuno]-2-oxoethyl}phenyl)mcotlmc acid
H pyrazaol -3-yl) [ - met hyl - 3- t?l enyl ) henm%lacet am de
N (5- cﬂI(@'ﬁV@BPIOPI I—HWF%QBI’-B@ 414 nybphenyll I‘)efﬂ%ﬁ?l ] acet ami de

EI—U(Bng:ycI op?og%p&ﬁ%h&ﬁé%k : 1@%‘}‘*??&@&%@ oy 8I nyI ) phenyl ] acet ami d

e N (¥ e&&cs;frepwmpykaw@yglz- -cﬁdee&l-[Z%(eﬁﬁg?hdmgl]adbyArﬁlﬂbenyI ] acet ani de
N-(5 c&cl opr opyl - I_E)yrazol 3- vyl 4-(5- et 2- pyri di nyl) phenyl ] acet am
(5-cyclopropyl— pyrazol- -yD-2-[4-(9 -punn—6-yl)phenyl]acetam1de

AR PO Sk By propt et an
acet amsglﬂ {2-[(5- c?'clo&_opyl lH-pyrazol— -yl)am1no]-2 oxoethyl}pheny]) 1H—1ndol-3 )ypacetate

N- (5- cycl opropy pyrazol-3-y B i hoXy- 3- pyri di nyl ) phenyl ] acet am
i-de N-(5-cyclopropyl- 1H—pyrazol—3-yl)—2- -(2, dlmethoxy-S-pynnudmyl)phenyl]acetam1de

Efe:dz?({{gsogxfg? | -1 Et}_i)\]/)r azolal_yg 4_é_‘£}ﬁ9&% ?aen(yg)pﬁgqsﬁt}fzetgm yl ) phenyl ] acet am
H pyr az@ﬁs%&%;ﬁ?ﬁ%)}:% jélIH( il uor 0- 3 pyr %I )P )IlTphgré}él acetamlde

{7 s it e

H pyr a20A@aptipo S —34pm%3'wézmxl ) Sxel e g ibanstamide

N- ( o (t:)| phﬁ%ﬁ?@fhp%/l@-?gﬁi 21}5@ % %5 §,6 t%ﬁ‘ﬁiti?ﬁ‘é/h—pyndmyl)phenyl]acetamlde

1,
{2-[( 5Ib*tYdﬁbmmmpwl-1I'H?MGIZ-"}M)%541-04mﬂh9]-2%yﬂﬂﬂ@'l)bhénb'l]acetamlde
[ | P -E}Pc opropyl- 1I-}—pyrazol-3-yl)-2 -[4-(1H-pyrazol-4-yl)phenyl]acetamide

5-(4- {2-[(5-cyclopropyl-1H-pyrazol-3-yl)amino]-2-oxoethyl} phenyl)-2-thiophene acid
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(6-methoxy-2-pyridinyl)phenyl]acetamide
6-(4- {2-[(5-cyclopropyl-1H-pyrazol-3-yl)amino}-2-oxoethyl} phenyl)-2-pyridinecarboxylic
acid
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(2,4-dichloro-5-pyrimidinyl)phenyl]acetamide
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(4-methyl-3-thienyl)phenyllacetamide
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(5-formyl-2-furyl)phenyl]acetamide
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ropenoi ¢ acid; N-(5-cyclopropyl-1 Hpyrazol-3-yl)-2-[3"-(trifluoronmethyl).

o]

1,1 -bi 4-yl]acetam de; N-(5-cyclopropyl-1

pyrazoWPQSW%l]‘”z (4" -methyl[ 1,1 -biphenyl]-4-yl)acet am]:(’jc'rmsoom6699

(5-cycl opropyl -1 H pyrazol - 3-y1) - 2- [2 (et hyl sul fanyl) [

1 - bi phenyl ] -4-yl] acet am de;

-{2- N@s-eyabmpﬂpm 'pb'i'ézﬁblil-qk)cﬁ [@(ﬁyﬁx}mxﬁ pjnidlﬂym)lmaylﬁapbﬂafxﬂdél - bi phenyl ]-2-c¢
clo

)(;gli‘y(sc'gﬁ‘icl‘l’;mmlnu% WWW&% ;Cligl‘l‘!!n"lmy@ﬁ@ﬁwl]@‘ﬁa‘ﬂ#pr opanoi ¢ aci d;
}gﬁ‘ %)?Blﬁ%lt g%r;paga,zgf POB [ (it 1 Dy Rafey DpRety DRYetantide

Rl : 1 d
e ph(gﬁ;s/'le]]%)u ﬂylﬁilg)c‘ﬁ)?gﬁl 33y1)4129[4-¥3-61i’ethy3 2-pyridihylyphenyljacetamide

-C yN+(61a:yobproIi}’l'ﬂ Bypyaazsll- 33343&23[4 £1K4ndal Joylphepylijacetamide

%&{9}’”&&% %9'37 12/?)[4'?1%&(9%% pm@n&l}qkmx&lﬂa)ceheny?] acet ani de;
: g c%g{o%fo} -\1@ @%ﬂml yi}- tt[@xmﬁﬂﬁc.%yplmm PDpheayRaReiiiib }

b| phe I propehoic acid

cyNL(SpyolopropytH Hypyaazol-: 33yl)/-123[4—22-methyl -1H-indol-5-yl)phenyl]acetamide

iRl A S i
B 9%3?&’113% tﬁ@%{ﬁéf’ g;ﬁ ¥} 1Anf13utedR5h W/ Ibiphenyl]-4-yl]acetamide;

4 M(wy&laprbpylbl bl]-34'1)y21-l3’ %dlﬁledwtﬂlplpbmhyhyll-ﬁl—xb)pceimiﬂes y1)acet ani d
N (5-cycl opr op{ myr azol - 3-yl)-2-(4' -phenoxy 31[2

1, 1' - biN®ayclppropyl ) Bpyrazat-3ry])-2(45hydroxyia, ihinhenylkdrbasesmiss 01/ 12189

PCT/ US

N ( 5- c&ghig'?% ﬁgﬁyﬁ\?}’%ﬁ)%]l 1% PQ’f 310123 (y &)amgnor] ?’fofmi"l}[gjl ?Ilg x}y]l -3-y>) “acet ani d

e; (pgo g{, , | -bi phenyl ]-4-yl)-N(5-cycl opropyl 1 :

H |- 3-yl t d

N- %r azlg{i}pYép}?yﬂ%;ﬁl-ﬁ[rlnw;Z@l-3-31)ﬂ -j3gtriflyoromagthy (1,1 -biphenylhdallpgetamidey acet ani d

;o t

{e 2-[( g%‘)‘i‘ %p}gfgﬁd—}ﬂ;pgwg&%qyl)? 9‘1 W%‘yr%[)l T ? 1%h)?8%]1]—4ﬂ1%ac taéurrllyl/(}e)’ 1 Hpyrrole-|
b -1H- -3-y)-2-[2' D[1,1'-biphenyl]-4-yl]Jacetamid

(Z:aE SOXNSS YCIOE_’me%l pHé)r}],ilﬁz fl 4y§/)12) [ZN(Ithth;)g}fany )[Fly lp eny ]r a;/g?cesaxml ?acet am de

4' {2-[(5-cyclopropyl-1H-pyrazol-3-yl)amino}-2-oxoe yl} 1 -blphenyl] -2-carboxylic ‘acid;

et R B Bt ARG E B s g ot o

|nvent|g{h are possible in the light of the above teachings. It is
theref§re’to be understood that within the sco}gg of the appended clains,

t he i n\osjt(tenzyiey )Qb,lphlphényﬂe#yﬂﬂhéiwd@mhﬁrﬂ yeagele3-y)acgtangidglescr i bed

her ei n.. SUBSTI TUTE SHEET
! N-(5-cyclopropyl-1H-pyraz 522 @ ,3'-dichloro[1,1'-biphenyl]-4-yl)acetamide;

N-(5-cyclopropyl-1H-pyrazol- 3-y1)-2-(3'-1sopropyl[l,1'-b1phenyl]-4-yl)acetamxde, _
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(3-formyl-2-furyl)phenylJacetamide;
(2E)-3-(4'-{2-[(5-cyclopropyl-1H-pyrazol-3-yl)amino]-2-oxoethyl}[1,1 '-biphenyl]-4-yl)-2-

©

yra

FREZRZEVIR AP ZIT
FESRAEE Y

L P N
=N
m >
mevqlm o1

pa
~ /-\'_\ I N

,.H
I

1,
N-
1,
2-
€;

propenoic acid;

N-(5-cyclopropyl-1H-pyrazol-3 -yl);2- {4'-[(B)-2-nitroethenyl][1,1'-biphenyl]-4-yl}acetamide;
2-(4'-chloro[ 1,1'-biphenyl]-4-y1)-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3"-methyl[1,1"-biphenyl]-4-yl)acetamide;
2-(4"-phenyl[1,1"-biphenyl]-4-y1)-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;
N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4'-phenoxy[ 1,1"-biphenyl]-4-yl)acetamide;
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WO 01/12189 PCT/ US00/ 06699 89 CLAIMS: 1. A nethod of treating cell
proliferstdygrrgsorders associated with an altered cell pepwsoussoki nase
activity, conprising: admnistering to a manmal in need thereof an
effective anmount of a conpound represented by formula (I): H "~~NyR R
NNO(l) Hwerein Ris a C3-C6 cy& oal kyl group optionally substituted

by zg s éﬁ-@rﬂlomppﬁrlflﬁxpr@aole}yw-l(?émytyl[dsl'—blmela);wrylchgtlamidq;z, i Is a strai ght
Cl- = , )

et or odyaroHSHL Rl bt LA Giey Rty PSR S0 BRRRE 0Y)f al keny

group, meszeyaépmmlﬁhpwom—ygpz-pﬁgﬂﬂg[11‘2%5 ! yI4bAbdcidingdl; or a

phar maceti cal I'y dcceptabl e sal't e method of Claim1, wherein
t he celtért-putyl 2H(4+{2t[(3~eydomropyleYH-pyragel-2yl)amiinfo]2roxdethyl jphenyl)-t Hapirsde-ig  of
cancer, Al zheiner's disease, viral infections, auto-imune diseases and

neur odS8PR¥YAE ve disorders. 3. The nmethod of Claim2, wherein the cancer

car o nads L B B - o L B e SRR o Lo s of
mesench-mbydlepropyl-1Hpynizel- B hl-dibaof,dfsinpbylphtgaketaaidepus syst em

mel anonma, sem nonm, teratocarci noma, osteosarcoma, xenoderoma pignentosum
kerat octanthoma, thyroid follicular cancer and Kaposi's sarcoma. 4. The

met hod Qf . im1l ey J el l -0l | at i jsorder is selected from
theorSRyiotef Bierall Bifoifedidfie Sl tarBliphd ${7h8 bk MR brd MsSBIORURS o6
pol ypOSigﬁt o @48 fboVkliddchidgs=*tTis thérefort lto Ibklunderstdod! thht withintheTdcdpd bf HEET
(RULE 26) C WD 01/12189 PCT/USOO 06699 90 fibromatosis, psoriasis,

vascul appensedtdlaims] thepinyentiosy mey he practivedl sntherwivet tham tas speciGeallyodéssribed

herein.
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pul nonary fibrosis, arthritis glonmerul onephritis and post-surgical stenosis
and restgw&% 90 The nmethod of Caim1, which provides '
angi ogenesi s ang netastasis inhibition. 6. The nethod ofP%#HB&mf&’

provides cell cycle inhibition or cdk/cyclin dependent inhibition. 7. The
met hod of Claim1l, which provides treapnment or prevention of radiotherapy- -
I nducedChbAIMRenot her apy-i nduced al opecia. 8. The nethod of Caim1l1, further
conpri sing subjecting the mammal in need thereof to a radiation therapy or
chenot herapy reginmen in conbination with at | east one cytostatic or

Chereor s o rasiod BFcdiRhd B8 RisyterpivE donthle ifpfialed P HMered) §§?ky|

group aftferdent RindseCaktiGity, dokiprisingeycl oal kyl , aryl, arylalkyl, 5 or
menber ed heterocyclyl or heterocyc IaIkyI group, which nmay be optlonally

furthe radsrumstenng tea mamnmzldn nedsethers ffettive aneunterf b sampourd rgpresantedvner ei n
Ris c and R, is C1-C4 al kyl, phenyl, phenylal kyl, phenyl al kenyl

bi phen y ﬁ%épylalkyl a- or P—naphthyl a- or O- naphthylalkyl, pyridyl,
t hi enyl, thienylal kyl, |soxazolyl | xazolylalkyl pyrazol yl ,

pyr azol yI al kyl, fury/, thiazolyl,
di hydropyrrolyl, indolyl, indol kyI benzothienyl benzot hi enyl al kyl ,
fluorenyl al kyl, pyrimdinylal k Ni ngyal ynyl and cycl opropyl. 12. The
met hod of C aim 10 or 11, wheRei MR i s cyclopr@p - LT ~~1 11
LUEEL TLEEE 11 1l ¢ L sussTI TUTE SHEET (RULE 26) V\DOl/12189

PCT/ US%C? £99 91 13. The nethod of Claim1l, wherein R is any of the
groups Ined in claim1l optionally substituted in any of the free
positi s bys an€,-Qy cycioalkgl gtopp dptideglbnsidstituyed by lacstiatght forrandhed @y,
nitro, oxo groups (C=O, cyano, alkyl, perfluorinated alkyl, hydroxyalkyl,
aryl, aryl alaﬂwl or el Bl , cycl oaI kyl , hydroxy al koxy, perfluorinated

al koxy g ar yloxy o gk ergokaL AL Tt e@eé' B! SRR Bikeny,

arylca onyl oxYy, rboxy, OXY CAr

cycl oal kyl ohetasdyeny, aryﬂm-y]ﬂkylua@ldiﬂ)onymakﬂbmm,ordrﬁilkm@cﬂ@, eidhysfani no,

di aryl am no, fornylam no, alKkyl carbonylamno, arylcarbonylam no,
het er ocycl yIvdaﬂbmﬁybaﬂph@ﬂal]é{lf{@@}é&bw?d,ar ni no, al koxyi m no,

" or a pharmacetically acceptable salt therof.

t zoRyl al kyl , pyrrolyl,

2. The method of Claim 1, wherein the cell proliferative disorder is selected from the
group consisting of cancer, Alzheimer's disease, viral infections, auto-immune diseases and

neurodegenerative disorders.

3. The method of Claim 2, wherein the cancer is selected from the group consisting of
carcinoma, squamous cell carcinoma, hematopoietic tumors of myeloid or lymphoid lineage,
tumors of mesenchymal origin, tumors of the central and peripheral nervous system,
melanoma, seminoma, teratocarcinoma, osteosarcoma, xenoderoma pigmentosum,

keratoctanthoma, thyroid follicular cancer and Kaposi's sarcoma.

4. The method of Claim 1, wherein the cell proliferative disorder is selected from the

group consisting of benign prostate hyperplasia, familial adenomatosis polyposis, neuro-

| ||II|II| |I|||| III|| ||I|I || IIII
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al kyl sul fonyl am no, aryl sul fonyl am no, fornyl, alkyl carbonyl, aryl carbonyl,
cycl oal kwicewf2asyy! , het erocycl yl carbonyl, am nocar bonyl, PCT/US00/06699

al kyl am nocar bonyl, di al kyl am nocar bonyl, al kyl sul fonyl, aryl sul fonyl,

am nosul fonyl, al kyl am nosul fonyl, dial kyl am nosul fonyl, arylthio and

al kyl thio. 14. A 3-ami no-pyrazol e derP¥ative represented by formula (1): H
NyR  Rfikromasosis, psoriasis, ¥pscutar sopth cgll puoliferation pesarciated withhatheroprleresisy | v

substituied b St raio . Cl- . . | oup; R
a5 s PR BBl Rl SmERERSHs 4y s S fnoB5 end kool
cycl oal kenyl, heterocyclyl, aryl, arylalkyl, arylcarbonyl, aryloxyal kyl or
aryl al kenyl group, each of which may be optionally further substituted; or
a phar macet iS¢ &heynetbedbof Glaim 15 whichipnesides tumer angiegepesispndmetastasis| e
derivative .of Claim14, wherein Ris a C, C6 cycloal kyl group optionally
subst i tHHRYOBy a straight or branched C -C6 alkyl group; R is a straight
or branched Cl1-C6 al kyl group, C2 C4 al kenyl, cycloal kyl, aryl, arylal kyl,
aryl carbonyl, aryl oxyal kyl or aryl al kenyl group, which is optionally
substi t ut ed 6wiThe metkodof Glaire 1gwhichprovddesaeilegicleighibition oy cdkr/pydtimnsi sti ng of
cycl oal kyl, hydroxy, alkylthio, alkoxy, ammno, | 1I"LILL FEES0E 0L 00 00l

C

1) 1" ~dependeinhibationsHEET (RULE 26) C L M'S WO 01/ 12189 PCT/ USOQ 06699 92
al kyl am no, dial kyl am no, al koxycarbonyl am no, al koxycar bonyl al kyl an no,
al kyl carbonyl, al kyl sul phonyl , al koxycarbonyl, carboxy, hal ogen, nitro,

aryl oxy, ar yi tiHeanethéd bSOIaih ADwhichi¥rovildsytteafth it o prevightionpofirediotheriply-
4-norpholinyl, aryl am no, cyano, alkyl, aryl, oxo, haloaryl,

hal oar yhducky pr chemotkargpyoinducadaglenreciat sul phonyl , ani nosul phonyl ,

am nocar bonyl, aryl carbonyl, perfluorinated al kyl, and perfluorinated
al koxy groups; or a pharmaceutically acceptable salt thereof.

8. The method of Claim 1, further comprising subjecting the mammal in need thereof
to a radiation therapy or chemotherapy regimen in combination with at least one cytostatic or

cytotoxic agent.
9. The method of Claim 1, wherein the mammal in need thereof is a human.

10. The method of Claim 1, wherein R is a cycloalkyl group and R, is a C,-C, alkyl,
cycloalkyl, aryl, arylalkyl, 5 or 6 membered heterocyclyl or heterocyclylalkyl group, which
may be optionally further substituted as described above.

11, The method of Claim 1, wherein R is cycloalkyl and R, is C,-C, alkyl, phenyl,
phenylalkyl, phenylalkenyl, biphenyl, biphenylalkyl, a- or B-naphthyl, o~ or B-naphthylalkyl,
pyridyl, thienyl, thienylalkyl, isoxazolyl, isoxazolylalkyl, pyrazolyl, pyrazolylalkyl, furyl,
thiazolyl, thiazolylalkyl, pyrrolyl, dihydropyrrolyl, indolyl, indolylalkyl, benzothienyl,
benzothienylalkyl, fluorenylalkyl, pyrimidinylalkyl, quinoxalynyl and cyclopropyl.

12. The method of Claim 10 or 11, wherein R is cyclopropyl.

| I
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16. The 3-am no-pyrazole of Claim14, wherein Ris a cycl oal kyl group and
Is a kyl, cycloal kyl, aryl, arylalkyl, 5 or

heterocyéﬁ%f)f;ﬁzr1 et erocycl yl al kyl group, which may be o%’?%ﬂ%ﬁ fgurther

substituted as described above. 17. The 3-am no-pyrazole of C aim 14,

wherein Ris cycloalkyl and R, is C -@&4 alkyl, phenyl, phenylal kyl,

phenyl al kenyh, Theptethyd of Tlpine 11y whekeih R, ais any df ﬂnagbuﬁsyde;ﬁmd inrcleita 1

napht hyl al kyl, pyridyl, thienyl, thlenylalkyl i soxazol yl , xaz | y| al kyl,

pyr azoloptionallyysubstitujédairk gmy of ks, free nositions Py, OQ%P%EE’F?/ I85?‘¥P§Im 8

o SRS o, RGLo ik 450 LS oSk Pkl EIGSRIE L

3-am Ny 12 %glamtﬂfi &fer&yclym%;@bﬂkﬁ ll@dﬁdﬂ@l QoY | perflSorinkbed

3-am no- pyr m-14, wherein is any of the groups defined in

cl ai m akosp} m:mbky,y hetesdyiclyloxyyl inethytenedipxy,h @lkyleasbonylixyi oaylcaPoByieXBr nor e
gr oups |ndependently

ﬁyano carbRyy,, B&PFY%?‘?W&!? g%ﬁ' fro%’:ﬁ;b?’ VQ%%{'C%&W é’ﬁﬁ% t kﬁﬂ e192>
eter O%“‘?l‘*ﬂl‘oxy Lﬁ?kﬁie rieg’y’qu, y &dsqmmnoperofnhyﬁmlﬁ@t atkylationylaminby | OXY,

het er o al kyl’car bonyl oxy, arylcarbon | oxy,

car box myledrk@«maﬁhbp nyhetemcydl}dzgtbemsdmmlo, cg«lkbxw:latbphwaym bom xymnm
ur ei do, I ani no, d| al kyl am no, aryl % a%ndr& for % rfo
al kyl caﬂw«bﬂm}% BYlamano, ar PrUEIoBKRMIRA, no, ‘H'E’cy roc a ny| &R efEPonY

S SRR, © RS R bl

het er ogigkylh@adeamshyl, 2Gikyabomydny brylsalfsyylanamimanlfionyy, , alkylaminosulfonyl,
11111111111111111111111111111 SUBSTI TUTE SHEET (RULE 26) C L M S WO

01/ 121 aliytmnieeuifondonyltsg and alkylfhiani nocar bonyl, al kyl sul fonyl ,

aryl sul fonyl, am nosul fonyl, al kylam nosul fonyl, dialkylam nosul fonyl,
arylthio and al kylthio. 20. The 3-am no-pyrazol e derivative of Caim 14,
whi ch is seljgcteq dlindpihe lﬁrdeﬁ{rhuv@ ?ﬁb@hﬁeﬂ&byﬁfﬁmﬂa -

N- (5-cycl opropyl -1 H pyrazol - 3-yl ) -2, 2-di phenyl acet am de; 2.

N- (3-cycl opropyl -1 H pyrazol -5-yl ) - 2- -ni grophenyl ) acet am de; 3.

N- (3-cycl opropyl -1 H pyrazol - 5-yl benzam de; 4.

N- (3-cycl opropyl -1 H pyrazol - 5—%{( 3-liret hoxyphenyl ) acet am de; 5.

N- (3-cycl opropyl -1 H pyrazol - 2\‘[4 -Qdi net §) am no) phenyl ] acet ami de;

H
wherein
R is a C;-C, cycloalkyl' group oﬁtionally substituted by a straight or branched C,-C;
alkyl or arylalkyl group;

R, is a straight or branched C,-C; alkyl, C,-C, alkenyl, cycloalkyl, cycloalkenyl,
heterocyclyl, aryl, arylalkyl, arylcarbonyl, aryloxyalkyl or arylalkenyl group, each of
which may be optionally further substituted;

or a pharmacetically acceptable salt therof.

15. The 3-amino-pyrazole derivative of Claim 14, wherein R is a C;-C, cycloalkyl
group optionally substituted by a straight or branched C,-C, alkyl group; R, is a straight or
branched C,-C, alkyl group, C,-C, alkenyl, cycloalkyl, aryl, arylalkyl, arylcarbonyl,
aryloxyalkyl or arylalkenyl groﬁp, which is optionally substituted with one or more groups
selected from the group consisting of cycloalkyl, hydroxy, alkylthio, alkoxy, amino,

susstirure sueetcuce2e) | [ 0] HI L
* [ L M S *




6. N (3-cyclopropyl -1 H pyrazol -5-yl) - 1- phenyl cycl opr opancar boxamni dez 7.
2-(1, g} beno®diizees| - 5-yl - N- (3-cycl opropyl -1 H pyrazol - 5-yl)pegatisedioskes 8.
N-(3-cycl opropyl -1 H pyrazol -5-yl ) - 2- (4- met hoxyphenyl ) acet ami de; 9.

N (3-cycl opropyl -1 H pyrazol - 5 yI )-2- phenyl pr opanam de; 10.

N-(3-¢c ropyl | razol - 4-di et hoxyphen | )acet am de; 11.
N- g 3- cﬁ*ﬁg‘r‘ﬁ% dlﬁlﬁl%%& (i‘llk°3‘y g)m;_yla(@pqp, alkgxyeariony ¥§mnee arbonyl

o, N (BRI, Sk AERRSh b bt THAT Koy, A9hia bRy

14. 2- (dkylhtiperazihylb pipepidi ,phﬂibrﬁhdlin}rl NryRBminG; | ahe,Palkyll aryl oxo, haloaryl
H-pyra( kﬁ?fﬁr) ac}ét gm de; & 1-benzot hi o hen 3-yl)-N-( -cycl opr opyl -

H pyr aZifloaty ﬂkyh@é}oaﬁ,[ gp@y ﬂgaryls phonyl, aminosulphonyl, aminocarbonyl, arylcarbonyl,

17, o PeenRE R PSSt AR RRRT o RRRRGHl e el st

N- ( 3- cythereof, opy! - | H pyrazol - 5-yl ) - 4- oxo- 4 phenyl but anam de; _
N-Es-cycl opropyl -1 H pyrazol -5-yl)-2-(2, 3-di hydro-| H i nden- 5- yI )acet am fje,
20. 3-(2-chlor ophenoxyl )-N-(3-cycl opropyl - 1hH- p]yr azol - 5dyl )rz)rzopanam de; 21.
N-(3-cyc|opr azol §}1§3 2- 0x0- 2- phe acet e;

N- ( 3- cycl opr xy}llh oge laém éﬁé‘f”%ﬂ %@n"’yﬂ) 3;&9}:%@@31 is ;4

2-[ 1, 1'c bt phiegy \chctbatkyt, 13 aiq?rs Y, cyel : I

N ( 3- cycl opr o%lcb jI:I-[t)p35/'r %1@ eypﬂ:;?i I:ﬁeny'llo)g éﬂé %e, g}‘gga]ky

N- ( 3- cyarbup mdpgh mey-be ppticrelly Furgher sabsti tethmh:lqs betieibant. _
11(1111>185111111111111111 [1 1111 SUBSTI TUTE SHEET (RULE 26) * CL MS * is
WO 01/ 12189 PCT/ USOQ 06699 94 26.

N (3- vl oprapal PAFREP#SRrol df i 16 wierdh BOREIoRAIEhR i -Gt

N- ( 3- c\phbmydy ppyny;alldypmﬂhncényll lnpiheﬁfl fbhplﬂh?ll@h@'['y&) R 8- ARy, &2 or B-
N (3-cyclo yl-1Hp razol yI (4 trifluoromet hyl - phenyl’) acet a de;
30. N (ngple'g sorﬁbfn pt;zm I3lkyl, mdsaxerelyk- psnxagelplatiym meazoz)ﬂ,

N (- coraBbAL | B 265 gv.l oA cPoo: ARAPPYEBIYL  indoly

N- ( 3- CURAAIIBIRY, IbehrbtRAZ Bénzétmérbymﬁm,cm&énﬁaﬂ}be %ﬁn&mﬁyﬁu{yi, folfoxaryagi Poxam
A

and cyclopropyl.
- 18. The 3-amino-pyrazole of Claim 16 or 17, wherein R is cyclopropyl.

19. The 3-amino-pyrazole of Claim 14, wherein R, is any of the groups defined in
claim 14 optionally substituted in any of the free positions by one or more groups
independently selected from: halogen, nitro, oxo groups (C=0), cyano, alkyl, perfluorinated
alkyl, hydroxyalkyl, aryl, arylalkyl, heterocyclyl, cycloalkyl, hydroxy, alkoxy, perfluorinated
alkoxy, aryloxy, - heterocyclyloxy, methylenedioxy, alkylcarbonyloxy, arylcarbonyloxy,
carboxy, alkoxycarbonyl, aryloxycarbonyl, cycloalkyloxycarbonyl, amino, ureido,
alkylamino, dialkylamino, arylamino, diarylamino, formylamino, alkylcarbonylamino,
arylcarbonylamino,  heterocyclylcarbonylamino,  alkoxycarbonylamino, alkoxyimino,
alkylsulfonylamino, arylsulfonylamino, formyl, alkylcarbonyl, arylcarbonyl,

cycloalkylcarbonyl, heterocyclyicarbonyl, aminocarbonyl, alkylaminocarbonyl,

HIIIIII IHIH lllll IIIII | llll
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34. N-(3-cycl opropyl -1 H pyrazol -5-yl)-4-phenyl - 3- butenam' de;

35.4-[(4 I enyl ) sul phonyl] N- (5-cycl opropyl - PCT/US00/06699
H-pyrazolveg '389% nmet hyl - 2- t hi ophenecar boxani de;

36.5-[ (4-chl or ophenyl ) sul phonyl] N (5-cycl opropyl -

H pyrazol - 3-yl ) - 3- net hyl - 2- t hi ophene@ar boxam de; 37

N- ( 5- cmmgnammdcaﬂbmmr aﬂ«yllsulfo;rﬂ) Aryﬁﬂutfnnxly beminesitenyl, 3@kylaminosulfonyl,

4- br ono- N-(5 cycl -3-yl )b enzam de; 39.

N- ( 5- cyialky) S“l %& @d% °5 bi s(trifluoronethyl)benzam de; 40.
N (5-cycl opropyl -| H pyrazol - 3-yl ) - 3, 3-di net hyl but anam de; 41.

N- (5-cycl opropyl -1 H pyrazol - 3-yl ) -4-i odobenzam de; 42.

N- ( 5- cycl opraepYhe Bldnfise-pyeazeld-detiyativeod Cldimni4) evhichds selected from the group

N- (5-cycl opropyl -1 Hpyrazol - 3-yl ) - 3-cyanobenzam de; 44.

N- ( 5- cyehsigtingsft - | H- pyrazol - 3-yl ) - 1, 3- benzodi oxol e- 5- car boxamni de;  45.
3-(2-chl orophenyl)-N-(5-cycl opropyl -1 H pyrazol -3-yl)-2-propenam de;

46. 2, 5-di chl oro- N- (5- cycl opropyl - I H pyrazol - 3-yl') - 3-t hi ophenecar boxam de;

47. N-(15- Ny@L@@[@mﬂym&WgL 2)ﬁ-d1pﬁedywcelﬁﬁi1®4| fanyl ) ni coti nam de; 48.
N-(5-cycl opropyl -1 Hpyrazol - ngi -tetranethyl -1 -o0xo0-4-i ndanecar boxa

m de; 249N-(8-qyslopyeriyb Hopyrazd ﬂdﬂﬂnﬁ@lﬁnﬂ)@ﬁmdﬁl necar boxani de; 50.

N ( 5- cyclﬁp l i_gzol 0\?}) 1 42 %g nt ancar boxam de; 51.

N- ( 5- cyel m@ ERVAD et de; 52

I\FE5 qu, péd%}opkﬁ )y} o?g 1§-22(33néiygqﬁh8®’)}a€éthﬁﬂfe0benzam de; 53.
N-(5- cycliggﬁt%glxé pyra ol - ? 2- phenyl’acet’'am de; .

N-R( 550326%' NﬂBeqw]lcoplkdﬂlryﬂ)?lIl-ltlsqlzyrhzcﬂ—ﬁyj'l)—ildﬁf(dmmhulanmbﬁivnﬂﬂﬂ@@\l/%@al?f{I2 IggE SHEET
|(3C-|g/ US@@) Nd@gylclogl\;;;yg-lﬂ-pyrazojl ]51)31} l—phenylcycloprc»pancarboxamljxI

N- ( 5- Jéy%,fm 308t 56.

N- E 5- gycl o'gr of)igyéln?(}ﬁbpyrsaglgllLI (g o%l})pl%pglzgﬁ I orio%)enza%éﬂ(}{eae; 57.

2- chl orgo- N(G%y@ldpkdﬁgﬂ-dWbyrhtﬁl{iyylai-ze(n-lﬁethgﬂyph&iyﬁabttyﬂnn@n| cotinami de; 58,
N (5-cyclo ropyl -1 H pyrazol 5y } 3axazol ecar boxam de; 59.
2, 4- di Shl Dr@-gyclopropyd a7a) 13-yl PHPIPPARAILE: 5_f | yor obenzani de;  60.

N-(5- eyl W(Sg&iop}%y@ﬁ-ﬁﬁﬁjazo’i-ﬂﬁ)Q?(sﬁ SiretHRARA)BARAG de;
11. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(1H-indol-3-yl)acetamide;
12. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(5-methoxy-1H-indol-3-yl)acetamide;
13. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(1-methyl-1H-indol-3-yl)acetamide;
14. 2-(5-chloro-1-benzothiophen-3-yl)-N-(3-cyclopropyl-1H-pyrazol-5-yl)acetamide;
15. 2-(1-benzothiophen-3-y1)-N-(3-cyclopropyl-1H-pyrazol-5-yl)acetamide;
16. N-(3-cyclopropyl-1H-pyrazol-5-yl)-3-cyclopentylpropanamide;
17. 2-(4-chlorophenyl)-N-(3-cyclopropyl-1H-pyrazol-5-yl)acetamide;
18. N-(3-cyclopropyl-1H-pyrazol-5-y1)-4-oxo-4-phenylbutanamide;
19. N-(3-cyclopropyl-1H-pyrazol-5-y1)-2-(2,3-dihydro- 1H-inden-5-yl)acetamide;
20. 3-(2-chlorophenoxyl)-N-(3-cyclopropyl-1H-pyrazol-5-yl)propanamide;
21. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-oxo-2-phenylacetamide;
22. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(4-methylphenyl)acetamide;
23. 2-[1,1'-biphenyl]-4-yl-N-(3-cyclopropyl- 1H-pyrazol-5-yl)acetamide;
24. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(3-chlorophenyl)acetamide;
25. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(1-naphtyl)acetamide;

* c L M S *
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6l. N-(5-cyclopropyl-IH pyrazol - 3- I ) - 2-chl or obenzam de; 62.

N- (5- cyclwormonyiss | H pyrazol - 3-yl ) -2, 4-di chl or obenzam de; pe3/US00/06699
N- (5-cycl opropyl - I H pyrazol - 3-yl ) - 2, 6- di chl orobenzami de; 64.

N- (5-cycl opropyl -1 Hpyrazol - 3-yl ) - 2- net hoxybenzam de; 65.

ﬁ% o SELSB e bl e oS Ak Nuaveenbarmamiceo
N (5 oo SBraonrbp M el i) 2L RO RBRRAIRTI . o

N- ( 5- cyad. wm@doﬂrbbmmwpwaza-y}/wc oHspii E&’d&ﬂﬁdem
N- (5-cycl ggropyl -1 H pyrazol fl uorobenzam de; .

N- ( 5- c &3 DbGogxelonrepylylthpyiazg-3ry Mmmbmaﬂnwfmnﬁmamlde 72. Met hyl
N (5. oyt DS OoRro A DRz S V) BBk Jorb R s ve: 72

N-(5- | 75.
N (5 vl ‘3'8?3?@6?‘“’% A Tl

N- ( 5- cﬁﬂ mww&pmd-&ym-m3tmlmpbwdao>t<) ami ded 77.
E&g- oo BEee m&sﬁg&ﬁé@@ _%ylbblgy&éjﬂe?z?’cﬁﬁa%&;i%‘%;;é’feggcarzagmde
N—ES gycl op 30@6* ﬂlrﬁ yra 0 %y@ %‘%59155 hufr%eﬁﬂoxiz/phenyl )acet am de; 81.

N (5- c\Bél éﬂ(@d;lbrobhbrg&)samhbnﬁ]-w -5~ &rchiphepil-1 B a7613-yI8 3 -methyl-2-
N- (5-cycl pyl -1 H pyrazol 3-yl) -3, 4-di net hoxybenzam de; 3.
N (5-cycl g’b‘?ﬁ%‘? - 3-yl)-2-phenyl but anam de; 84.

N (5- gmgg(@y@_ gg%,gx%g@glﬁlﬁ-és.éyc Ly BRI Lo b W B
H- pyr azol thiephepechrbvaamidd)i ophene- 2- car boxam de; - SUBSTI TUTE SHEET ( RULE 26)
s e e =1t e 1l is WD 01/12189 PCT/ USOO 06699 96 86.

2- (4- c 7o NdSHeglpyopyiH! Espyrgzalcoydyphenaxyboyzamide;- 3- yI ) ni cot i nani de;
87.3-ch y I | -1 H pyr - 3-yl)-2-thiophenecar boxam de; 88.
N (3 oyt SRR gyl R hengachigss =1 ©F
N- ( 3- c 39l R3¢ opkdpyl Hegythzol-341) BEBiS(Hifforomethyl)benzamide;

40. N-(5-cyclopropyl-1H-pyrazol-3-yl)-3,3-dimethylbutanamide;

41. N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-iodobenzamide;

42. N-(5-cyclopropyl-1H-pyrazol-3-yl)-1-napthamide;

43. N-(5-cyclopropyl-1H-pyrazol-3-yl)-3-cyanobenzamide;

44. N-(5-cyclopropyl- 1H-pyrazol-3-yl)-1,3-benzodioxole-5-carboxamide;

45. 3-(2-chlorophenyl)-N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-propenamide;
46. 2,5-dichloro-N-(5-cyclopropyl-1H-pyrazol-3-yl)-3-thiophenecarboxamide;
47. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(propylsulfanyl)nicotinamide;

48. N-(5—cyclopropyl-1H-pyrazol-3-yl)—2,2,5,7-tetramethyl-l-oxo-4-indanecarboxamide;
49. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-pyridinecarboxamide;

50. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-adamantancarboxamide;

51. N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-methylbenzamide;

52. N-(5-cyclopropyl- 1H-pyrazol-3-yl)-2,3,4,5,6-pentafluorobenzamide;

53. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-phenylacetamide;

54. N-(5-cyclopropyl-1H-pyrazol-3-yl)-cyclopentancarboxamide;
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&)(g chl Ioro- N- (3-cycl opropyl -1 H pyrazol -5-yl)benzam de; 91.

-cyc r -1 H pyrazol -5-yl)-1-benzot hi ophene- 2- carp@ﬁﬁ 92.
N(s-cchg@”?!%‘% H pyrazol -5-yl)[1, 1" - bi phenyl ] -4-carbo %0%%699

N- (3-cycl opropyl -1 H pyrazol - 5-yl ) - 3- phenyl propanam de; 94. Met hyI

4-{[ (3-cycl opropyl -| H pyrazol - 5-yl ) amesio] car bonyl ) benzoat e;
95. 4- { [s63NC(BdyR -AFEbyiod30y1) 3-3 kbisny habmasidigny | } benzoi ¢ ac d; - 96.
N- (3-cycl opropyl -1 yrazol - 2 3- bronobenzani de; 97.
mg c 6| Np5eqygloprop: I‘Ian)(‘!rz<¥33yﬂ -35-dickiPwbERAABES 2 ani de:
cy razo
ARERCE T g et g R i i%so
ZP(3 C %! RGP Elopkdpyit ﬁhzo'i—ﬂ)l}l)-si’tsdx&z&lbé%@ﬁﬁﬁdbﬂ benzani de;  101.

but oxy- N-(3 cycl opr opy Eyr azol - 5-yl ) benzam de; 102.
N- ( 3- cy8l b,pfd)q:hlbro}N-(ﬁwaletop ifH)pyraaol w@r@mowmmde 103.

e A2 % ki oo =

N - (3- @Y Sthenk. md 105.
N- (5- cyclt}%B %Q%F‘Lﬁﬂ?ﬂ 0 -(%%y %Mch% 3- dﬁhﬁrried?hyl gut anoyl ) -1 H pyrrol e- 2-

car box#2i Ne(5-cidfopropyl- 1H—pyrazol-3-yl)-2 4-dlchlorobenza1mde,

N- (5-cycl opropyl -1 H pyrazol - yI ro car bonyl ) - 1H pyrrol e- 2-
car box &% He(,S-cyelpprqns i;?ﬁl ichl %gnza%de, yl)-1Hpy

H pyra gﬁqsya% ;)P %t ﬁ%ﬁ .e- 2- car boxam de; 108. :

N-(5- ciﬁgl §i O%ﬁ-é% fQ_og ? iﬁ géxr?)g_ géﬁzoyl) 1H pyrrol e- 2- car boxam

i de; (g-cycl ropyl- 1H—pyrazol—3-yl)-2-methylbenzam1de,

4 (1- benzot I en- yI car bonyl ) - N-(5-cycl opropyl -1 H pyrazol -3-yl) - 1H- pyrrole-
- car 6x¥riScwcloprapyl-d Hrpyrazal3ryf)-Arfuembsheamides N- (5- cycl opr opyl -

Iﬂ_t E?’L%ﬁ}@%}’%g}pg%g, glle p)frgoié %{% TCh?r?/tfe)“%enza’m de; 112.

4- br ong )Lra,ga_p,yﬁ gng,a,emo)@ma‘maé SUBSTI TUTE SHEET (RULE
26) 111111@ |f°‘|p K | WO 01/12189 PCT/ USCO/ 06699 97 113.

L\LI- [br50( 59Mdﬁwwmgagﬁﬂdﬁygwafk3mﬂ}émthﬂb?!§?ml% 0 :jm benzani de; 114.
R T PR A

71. N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-trifluoromethylbenzamide;

72. Methyl 4-[(5-cyclopropyl-1H-pyrazol-3-yl)amino]-4-oxobutanoate;

73. N-(5-cyclopropyl-1H-pyrazol-3-yl)-cyclopropanecarboxamide;

74. N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-cyanobenzamide;

75. N-(S-cyclopropyl-1H—pyfazol—3-yl)—2-napthamide;

76. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-thiophenecarboxamide;

77. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-quinoxalinecarboxamide;

78. N-(5-cyclopropyl-1H-pyrazol-3-yl)-3,4-difluorobenzamide;

79. N-(5-cyclopropyl-1H-pyrazol-3-yl)-3,5-difluorobenzamide;

80. N-(5 -cyclopropyl-lH-pyrazol-3-yl)—2—(2,5-dix;1ethoxyphenyl)acetamide;

81. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-ethoxybenzamide;

82. N-(5-cyclopropyl-1H-pyrazol-3-yl)-3,4-dimethoxybenzamide;

83. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-phenylbutanamide;

84. N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(trifluoromethoxy)benzamide;

8s. 3-cilloro-N-(5—cyclopropyl-1H—pyrazol-3—yl)-1-benzothiophene-z-carboxamide;
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116.

N- ( 5- cyclwapo@yss | H pyrazol - 3-y1) - 4- ( 3- met hyl benzoyl ) - 1H pyT/USdEEE9SC ar boxam
i de; 117.

N- (5-cycl opropyl -1 H pyrazol - 3-yl ) -4-( 3- met hyl but anoyl ) - 1H pyrrol e- 2- car boxa
mde; 118.

N- ( 5- c P8l ff-ehiprophenoxn N-63-cycloprepyi- ](}%Pﬂaﬁ%lr%bf@ﬂ‘f%%m@ﬂ pyrr ol e- 2- car boxam

e pyr v o oot RS RR RO BRAIOE M Slepheateailael  "C Y o opyi -

H pyr azgl NQS;eybbﬁrdﬂypyHn@rezoa-sc}rq daeeaﬁﬁasﬂe 121.

N- (5-cycl opropyl -1 H pyrazol -4- pent anoyl -l H pyrrol e- 2- car boxam de;
122. 4393N-(6#dyolopnwi~d;ﬂ-pyrazc(lé-3d nzgmidpy | - 1 H pyrazol -3-yl)-1

H pyrr

N- 5 c& r6&'3%%%?&%@%{@*9%‘%&%%‘3@& yl ) - 1H pyrrol e- 2- car boxani de

4.91. N-(3-cyclopropyl-1H-pyrazol-5-yl -be"lzothlo hene-2-carboxamide;
N-(5 cycl op(r oc §I PI I—Pi-ypyragygl - 3- ” Fuoropheny | )acetyl]-1H pyrrol e- 2-

car box &8 Ne(s cyempmpymwpyazduseﬁ)wc brphemmll-ﬂ-caibobehxp;deazol 3 -yl)-

H pyrrol e car boxam de
N (5- cydl Hﬂ?tf-‘ﬁ?lOPFanMHa@GPZ@-5le)‘3291’€2¥1?19989%'§§’2oyI ) - 1H pyrrol e- 2- car boxam

de; 4T 4 AR b BREBaroohylfoBAAR! - 3-Y1 ) - acet ai de;

128.

N- (5- cy5| p[@RYCIoprbpyI-1 8 1é5|-9l)a2nlflé]cérboﬁﬂgbéﬂzb£ﬂd@id ;) phenyl [ acet ani de;
129. (29 (5 cycl | H pyr azol - (2-naphtyl) propanam de; 130.
N- ( 5- c>9élUdamlmrqnygwﬁmazog5§y1)-3@r9mobqrwymrdyxynet hyl Y[ 1, 1' - bi phenyl ] - 4-

I t
)?: %g(r:te 9%% ‘i%c’(%?m@ybl@p%ﬁ%ﬂ‘ SI’Y—QB %{&l&lpro\?ewﬁnuge,( 2-t hi enyl carbonyl )-1
H pyrazgl R:@=¢ WIH&Pyr 1)-2-bromobenzam1de
N(3-{[(3- cycl opropyl - pyraon 3-yl)am no] carbonyl }- 2-t hi enyl ) - 2-

t hi oph&SeNe(Bmyzbmpmjwl-ll-Bﬁyrazol -5-yl)-3-methoxybenzamide;

| -] - -.2-t hi oph b d
TRt e et é WL Béﬂgﬁso’f@nstizxﬁg%ﬁat 3Bt onan de. 135,
N- 5- cyqlo(?prqpydt?hr_w g -Q%ﬂﬂ-g- ; ﬁk‘n%ﬂﬁid)ejihenw ] acet am de; 136.

N- (5-cycl opropy yraz uor o[ 1 bi phenyl ] -4-yl)acetam d
e; 13702, N—(3-cyclopropyl—1H—pyrazol- -yD- 1H—1ndole-2-carboxam1de

car boxaPde NAFraipRbYE (Rmyiactl D4 b ofaorohsBBaTETUrE SEET (RULE 26)
o TR 00, 7 L NSt
104. N'-(3-cyclopropyl-1H-pyrazol-5-yl)therephthalamide.
105. N-(5-cyclopropyl-1H-pyrazol-3-yi)-4-(3,3-dimethylbutanoyl)-1H-pyrrole-2-
carboxamide;
106. N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(cyclopropylcarbonyl)-1H-pyrrole-2-
carboxamide;
107. N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(2-thienylcarbonyl)-1H-pyrrole-2-carboxamide;
108. N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(2-methylbenzoyl)-1H-pyrrole-2-carboxamide;
109.  4-(1-benzothien-2-ylcarbonyl)-N-(5-cyclopropyl-1H-pyrazol-3-yl)-1H-pyrrole-2-
carboxamide;
110. 2-[(4-acetylamino)phenyl]-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;
111.  4-bromo-N-(5-cyclopentyl-1H-pyrazol-3-yl)benzamide;
112.  4-bromo-N-(5-cycloHexyl-1H-pyrazol-3-yl)benzamide;

SUBSTITUTE SHEET (RULE 26) ) 0 ) A



car boxam de; 1309.

N-(5-cyc -I H-pyrazol - 3-yl ) - 2- met hyl - 5- phenyl - 3- f ur g%, 860/06659 0-
N-{ 2- [(5%€Bﬁopropyl -1 Hpyrazol - 3-yl') am no] - 2- oxoet hyl }benzamg)(‘j)e 141

N- (5-cycl opropyl -1 H pyrazol - 3-yl ) - 2- (2- naphtyl ) acet am de; 142.
5-chl oro- N- (5-cycl opropyl -1 H pyrazol 98-yl )-2-thi ophenecar boxam de; 143.

4' - E 2- [1|(15 CN-[51PZ-B&\Hyldyb}opwpynqu-ﬁymkdlaﬂwﬂW&n@)eﬁzmub, [1.1'-bi phenyl ] - 4-
car pox ic acid

4' -{2- f/l(w, cy‘cbropwdﬂ;(ﬁWﬂob\}tb’hiﬂfpmzyl'§éiﬂbﬁ6§aﬂ2d%xet hyl} [ 1,1 -biphenyl]-4-
carbox

N (5- c 0 %’kl’f’y‘fl??rﬁw 2L pyEzs) '3'}'9 2(’4 du?eth%ybﬁza?ld%l pheny! ] -4-yl) acet ani d

e; 14§16, N-(5-cyclopropyl-1H-pyrazol-3-yl)-4- 3-methylbenzoy1)-1H-py1role-2-carboxarmde,
N (5-cycl opr oéy }-, I—E ?/}r’azo e ]F:Ly} ( d| met hyl ami no] net hyl )[ 1, 1' - bi phen
yl]-4- 137} ad‘é(ﬁnycdepropyﬂl?lH—pymo y&|=4( e&-me ylbutanoyl) -1H-pyrrole-2-carboxamide;

L5 2154 aSPRoRmemPrIE IR D T BBt e RIEP cal BRAhR O .
149. 24 g ﬁﬁ@ %ﬁ}ﬁ{ﬂ?gﬁz&' 319ﬁwt21ﬂ€ﬁrui;&nzbbl§5}wﬁ-}a@a%w(maﬂlde,

pyrazol -

]N_S, 5- c?aizbopmf@%lgbéﬁtjimarhlwl) -B-(5-gycpfepyl {1 Hapyrazdl SaylrdHrpstrtoje-2{ 1, 1' - bi phenyl
- yl } acet am de;
N (5- cyclwb@wldﬁhl—l- pyrazol -3-yl)-2-[4'-(1-pyrrolidinylmethyl)[l,]"-bipheny

11-4- - - -yl)-4- -2-carb

N-(5- céé# ﬁ%@r\f}}(’iﬁw azolpygazo :3y9ﬁ%¢nt?nfyhlllg 8llenylc?rref)ﬁ§/1fn) [1,1' - bi phenyl
]1-4- ylibac eMa(m-élﬂoroﬁé&oyl)-N-(S-cyclopropyl-1H-pyrazol- -yl) 1H—pyrrole-2—carboxam1de

N (5-cycl opropyl -1 H pyrazol - 3-yl i 4- nor hoI Iyny rrs Ig{ 1,1' - bi phenyl
]-4- ylRacet -dgcloprepyl-1H-pyrazol-3-yl)- —(phenylacetyl 1H-pyrrole- o 1

N ( 5- c l,op |,H I methyl][1
, 1.( ) gﬂi'e ﬁ-ﬁé’-& %)?grgé%lgfl%-g&rﬁoly%%g&-E(ﬂ-ﬂl;o('(fbh@ﬁtlmgtyi] lﬁ-i-Bﬁﬁélé-Ty ) yIll
N (5- cycl(,';mg(g;mtg1 &;H pyrazol -3-yl)-2-[4"-(1Himdazol -2-yl)[1, 1" - bi phenyl ] -4
- yl]acetamde; - TELTILLUEEELTLLIEITEIITELLlril ¢ L MS  SUBSTI TUTE SHEET
(RULE 48@5. W\a-tyy2-Ns(5-excivposmds1dkepazol-3-yl)-1H-pyrrole-2-carboxamide;

126. N-(5-cyclopropyl-1H-pyrazol-3 -yl)-4-(4-fluorobenzoyl)-1H-pyrrole-2-carboxamide;

127. 2-(4-bromophenyl)—N—(S-cyclopropyl-1H-pyrazol—3-yl)-acetamide;

128. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(1-pyrrolidinyD)phenyl]acetamide;

129. (2S)-N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-naphtyl)propanamide;

130. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4'-(hydroxymethyl)[1,1'-biphenyl]-4-
yl)acetamide;

131.  3-tert-butyl-N-(5-cyclopropyl-1H-pyrazol-3-yl)-1-(2-thienylcarbonyl)-1H-pyrazole-5-
carboxamide;

132.  N-(3-{[(3-cyclopropyl-1H-pyrazol-3-yl)amino]carbonyl}-2-thienyl)-2-
thiophenecarboxamide;

133. N-(5-cyclopropyl-1H-pyrazol-3-yl)-5 -(methylsulfonyl)-2-thiophenecarboxamide;

134. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-oxo-4-phenyl-3-butenamide;

135. N-5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(3-thienyl)phenyl]acetamide;

136. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4'-fluoro[1,1 Lbiphenyl]}-4-yl)acetamide;

137. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2,4-dimethyl-5-phenyl-1H-pyrrole-3-

carboxamide;

* [+ L M H *
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99 156. N-(5-cyclopropyl-IH pyrazol-3-yl)-2-(4-

{[ (di met w0 euri2igy) car bonyl ] am no } phenyl ) acetam de; 157. PCT/US00/06699

N- (5-cycl opropyl -1 H pyrazol - 3-yl) - 2-{4-[ (et hyl suI fonyl ) am no] phenyl } acet am
i de; 158. 2-[4-(am nonet hyl) phenyl ]

N- (5-cycl op | -1 H pyrazol - 3-yl ) acet #hi de;

{4-[ (ad38.yl &I-ra@mmrﬁwljlﬁmmql- D&%qusbvlolp@ ﬂuwvbp¢tazla111%pxzrqlac3et ani de;

2 4- (am FOEFEPIG | ) phenyl 1- N- (5- cycl opr opyl - | H- pyr azol - 3-yl ) acet ani de:
161. 139, N—(S- clopropyl-1H-pyrazol-3 -yl%—Z-meth 1-5-phenyl-3-furamide;

N- (5-cycl opropyl -I pyrazol - 3-yl) 0XO0- Iggyrrol | d| nyl ) phenyl ] acet am
de; 1640. NN- &{Qﬁm}mb:p@mml=lﬂ-pmwl)@lyb}2wxé ernganideenoxy) benzami de;
163. 4 enox ropyl - zpl -5-yl ) benzam de; 164.
4- (4-ch brog‘u&; 13“%'_9 %PS@T @’Ki"f}b’@% §feyl) 3-ni t robenzani de;
165. 4 - d Y, SYi5d yl- |

H pyr a%%?- 5 - mrge nggﬁﬂg&bﬁ gig%%&)&gﬁi‘-?ﬁ z tﬁ}b;(h%ne xRS

N- ( 3- c143.0pHbHI[(S-¢yoboprogy 1Bpyrajol 8-y Yarhinob2 ambthyt}{ ) bbiphemgillie:  167.

N (3-cycl opropigl -1 B pyrazol - 5-yl)-4-(4-nmet hyl phenoxy) benzam de; 168.

4- ( 4- cyarrepREY| SE?‘} N-(3-cyclopropyl -1 H-pyrazol -5-yl)benzam de; 169,

v (3 ofHopoRCi R aah np o (N SHRRIIR JRRAAT S 17 &
1,1 -bi pr@mmgl -N-(3-cycl opropyl -I H pyrazol - 5-y1) propanani de;  172.
N-(3 cycl opro%I - 1H pyrazol - 5- ylg henoxufhenyl )acet am de; 173.

N- ( 3-cyéb.op FYdioprpy YRZYI-Y ) ( p. y $benzam de;
yé6.0pMb 1 it pyrsz9l b%@mf radL 4L (biphasy ok yDasstamig

174.

oyt azoi 8y N Y BRI gl Dt r(imethyiuniagimsgby D s bioheny -4

N- (3-cycl Pﬁ&%ﬂéH pyrazol -5-yl)-4-{3-[ (nmet hyl am no) net hyl Jphenyl } - 3-

but enam d%l; 176. N (3-cycl opropyl - 1H pyrazol -5-yl )-2-(2

phenyl| d$@! oprapinb N4t 2+{deycloptapyl- 1H-pyrazol-3-yl)amino]-2-

2|—§2-.(éL n@@&ﬁ}lﬁ@nﬁ%c'eté%décyc' opropyl]-N-(3-cycl opropyl -1 H-pyrazol 5-
yl ) acet a

2-[3-( 114{;3. b%ﬁ%@é‘?‘éﬁ? Jé%lénﬁgﬁ-(glc%ﬁﬁfoﬁﬂl?ﬁ%%y-b]ylﬂ‘cétgmﬁé?| opropyl -

H- pyrazol -

N- ((]I 3- 03149Dpl29[léS‘(amlhbm§ﬂwk)tiLl Sipheny -4 ¥1]-N-(5-¢yclopropyd-1phpymalyds| opropyl ) acet a
m de;

N ( 3- cyclﬂ%&’&iﬂ‘d?rl-l- pyrazol - 5-yl)-2-(5-nmet hyl - 4- phenyl - 3-i soxazol yl ) acet am
d ) '

N—e( 3- cyc?opr o_f)s'fyﬁl?.nmwlélz% Pyga_zo]] %'yg'z-g‘ rﬁg{‘ﬁwla@mﬂ mlyl]Lfl Fonkhen }y‘?') acet ani

de; SUBSTyITaéktaniigET (RULE 26) | I"1"1 ME 111111111111 I'N C

151. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4'-(1-pyrrolidinylmethyl)[1,1'-biphenyl]-4-
yllacetamide;

152. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4'-(1-piperidinylmethyl)[1,1'-biphenyl]-4-
yl]acetamide;

153.  N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4'-(4-morpholinylmethyl)[1,1'-biphenyl]-4-
ylJacetamide;

154. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2- {4'-[(4-methyl-1-piperaziny)methyi][1,1'-
biphenyl]-4-yl}acetamide;

155. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4'-(1H-imidazol-2-yl)[1,1'-biphenyl]-4-
yl]acetamide; '

- DI
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WO 01/12189 PCT/ USOQ 06699 100 182.

2- [ 3- (1, 3phipsyzgigoxol - 5-yl ) - 5-met hyl - 4-i soxazol yl ] - N- (3- C*@Tﬂ,@bﬁ’/ﬁ%‘w' H pyra
zol -5- vyl )acet am de 183.

2-[4-(1, 3-benzodi oxol -5-yl ) -5-net hyl - 3-i soxazol yl ] - N-(3-cycl opropyl -

| H pyrazol -5- yl)acetam de; 184. 99 .

N-(5- cypj@prnqglcyudpmﬁy@qﬂ.pﬁawl)s ﬂ)ﬁ.’“.phenyl 2- oxi ranyl )acet am . de; 185.
N-(3-cyclo ropyl | H pyrazol yl) - 2-(4-11 uorophenyl )cycl opropyl ] acet am d
e; 186. Mf ehilaminapar onxlﬂapyn@pbenﬂ)awtymuiegz -di f | uor o- 3- (3-

fl | | d
N- (3- oy o%rﬁggéfcy?ﬁpﬁﬁfi%ﬁp%ﬁ%’ D2 L ety sulfordapinglehsBaretamife) acet am
ide; 1P8. 22 Fﬂs(aﬁﬁi@l@hﬁéﬂ‘@@pﬂ&?@ﬁlﬁlcbcl%@ypYHlﬁszﬂllﬂyi)%cetamlde,
H pyrazol - 5-yl) acet am de;
N- ( 4- I{21,5{9( 3-2y{&i{aoetytaprindJmetiyyllphon F-Ny(3 eielopsdpyd- 1k pasnli3- phasetanide; -
rrolil nec, xam
R (4 2290 3 E AP ony PP bepy IS Sygiomrapy k-pamsals by Rgeebamidfy ) - 1-
P Ao ot o ek i,
nmor phol fa2ec aNt{Becyo]bﬂmpy]LSBH-pyrazol— -yl)- 4-(2-methoxyphenoxy)benzarmde,

N-4 30 Io | -1 H-pyrazol - 5- am nol - 2- gxoet hyl } phenyl 4rreth|
- ( pi |{o ( p ywy)v}gé-cyc opropy)f lh-pyrazoll- -yl)bmzmﬁ/ie} phenyl ) - y

mg @482?(; 4/*; Fﬁ pyr@%ﬁg{-{){% pgo;()%"l éﬁg% nyl %lggg{‘ eg’?amdi'f
N-( 3- CYI@SOIOmp&ﬁ-bid(frﬁhbﬁiﬂéthﬁ)phbﬁoﬁﬂN(?Wdldiir&pﬁlrl)1&Ppyﬂm1®yl)behgﬁmde,
N ( 3- cycloprop | -1 H pyrazol -5-yl) - ni t rophenyl)-2-furam de; 197.

N- ( 3- c Y860 p ¥ °¥¢IPP¥9PN13£H+PY5&Z?1°§- -fé—@-ﬂu@nop y)oehzemide;i di nyl ) acet ami de;

igg N-@ ﬁ'l@%&%ﬁéﬁop{i—wyrazot?-ygy‘g’ ‘5’“’5&\'}' xg?)%g) fI uor‘{-zn 2-yl)acetam de;

1, 1" - bigggeny- far éya‘x‘lbf)ﬁ’éiﬁkﬁﬁths’ci'c@ yM R pyeasel-931
H-pyrazol 3-y 2- (4 |phen l']-4- yI )acet am de 201.

N- ( 5- cyléPop ¥ cy¢1ppmvh ﬁmmzyl-; yD-4- cﬁgmmzcm awideni de: 202.

N (5~ e oPQRY b RS P ER il 355 B RS MEAi 1) 2ot am o

:\Zg 5- cmql1oprzopyi'ﬂlﬁﬁeayna2ﬁtnqs Xyoloprop A TR By Rery 5 BBprophmansiiE;ur an- 3-yl ) acet am
N- (5- C%ﬂﬂoprlﬁﬁ%yctlbpmyhkﬁwml-?w ?(Q—phﬂﬂdxmwyl)@btammenyll 4-yl)acetam

Cljl-prr ag@P '23 ﬁXéPBWLH lﬁ-pyrazgpg-y}s g 5 ﬁu&@ '}L_l (m gl{o())cg}geﬁ%amide;

174. N-(3-cyclopropyl-1H-pyrazol-5-yl)-4-[3-(thydroxymethyl)phenyl]-3-butenamide;

175. N—(3-cyclopropyl-lH-pyrazol-S—yl)-4- {3-[(methylamino)methyl]phenyl}-3-
butenamide;

176. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(2-phenylcyclopropyl)acetamide;

177.  2-[2-(1,3-benzodioxol-5-yl)cyclopropyl]-N-(3-cyclopropyl-1H-pyrazol-5-
yDacetamide;

178.  2-[3-(1,3-benzodioxol-5-yl)-2,2-difluorocyclopropyl]-N-(3-cyclopropyl-1H-pyrazol-
5-yDacetamide; :

179. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(2,2-difluoro-3-phenylcyclopropyl)acetamide;

180. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(5-methyl-4-phenyl-3-isoxazolyl)acetamide;

181. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(5-methyl-3-phenyl-4-isoxazolyl)acetamide;

S \ lllllll Il\l“ |||ll I} l\ lIIl



SUBSTI TUTE SHEET (RULE 26) * C L WO 01/12189 PCT/ US00/ 06699 101 206.

2- (4' - br wooot12isel’ - bi phenyl ] -4-yl)-N(5-cycl opropyl -1 PCT/US00/06699

H pyrazol - 3-yl ) acet am de; 207.

N-(5 cycl opropyl -1 H pyrazol - 3-yl ) - 2- (4 propoxy[ 1, 1" - bi phenyl]-4-yl)acet am

N- (5- c}& oprdpyil,3-rensodigzel-S-3l)yi-methy}- ﬂ*‘SWQJXl)]{I‘i Creydlommerip i H-pyragol-8r et ani d
;. 2009.
ﬁl—(S cycl}g?ﬁ%f)’{ﬂ Efl—l—pyrazol 3-yl)-2-(4"-pentoxy[1, 1 -biphenyl]-4-yl)acetam

de; 21@3 472- 4[4{ ;3-bémz6diokSIPs- g?;d-meihbﬂ-Béiécﬁ:&%Iyﬁ-NJO-ayﬂlﬂﬁﬂ)pﬂ- Hoeidayl-3- [1, 1
- bi phenyld acet at e;

2-(4' -terY aggtaw@e; 1' - bi phenyl]-4-yl)-N(5-cycl opropyl -

Y byt adBi- SN SR W@?%F‘@Q‘l@ﬁ?‘%ﬁ%ﬁiﬂff“ﬂhﬁi‘?%%ﬁ’ ami de; 213,
’I': (15_ g?lgigﬁg\ﬂ?_ﬁ _d;éﬂ;r@ jélf‘lggpgie%zéﬂ@ X%‘ig} ?ﬁﬂﬁﬁr@fiﬁ&yl[)cyclopropyl]acetam1de

1, 1' - bilpbenN-{3-éyoloprepylc B-pyrazalpi-ya-f2,2-Hifworaxd4B- 3- y| ) acet ami de;  215.
2-(3'-ampo[ 1,1'-bi phenyl] 4-yl )-N-(5-cycl opropyl -
H- pyr azolﬂ@l’wl}e&&@?%lﬁe?yl agelgmide; (4' - ani no[

(5- cy ol B onyiFsoRrol i QYR D SR R SRS I Maamices 15 "

(5- cycligpr opyu- (hbbtpmfrﬁﬂo)bh&ryﬂLN«(Z-canﬁ-oﬁyhyHrpyxazoBwaétmweacet am de;
219. 2- %3 am no- 2- napht hyl ) - N- (5-cycl opropyl - 1H pyrazol - 3-yl ) acet am de;

220. NB8- c%(%;ﬁz-wyrryclqprmmd pyraquS)ylmleoh%we&tyyl:}phwﬂrhw )acet ami de;

221. N (5-cvyaglopropyl -1 pyrazol 3-yl)-2-(2-hydroxy-I|-napht hyl)acet am de;
222. N—(59)3'§/P db‘%’ 6%%7 ®byrazol - 3-yl ) - 2- (6- hydr oxy- | - napht hyl ) acet ani de;

223. 3199m BdN{2-p(3= @&mﬁwﬂnﬂ-%ﬁaiasyﬂmho}%z nxbémﬂnpﬁ&@i)tw yl met hyl)

sul fonyl]-2- thiophenecarboxam 3-amn
[ (4- chl orpiperidin¢cashaxpondd; | - N- ( 5- cycl opropyl -1 H-pyrazol 3-yl)-2-

R ot A AR B herboRL 21 -3

3-chl oro- %ﬁﬁoﬁﬂgga%xwde | B pyrazol - 3-yl') - 4- (net hyl suI fonyl) - 2-
t hi ophenecarboxam de; 227. 3-am no-N-(5-cycl opropyl -

H pyrad8l- 3-NH4- {Z{kammldﬁ-ﬁmlﬁﬁ)mmObWﬂﬂhﬁl}bhbwm@meﬂﬁ’lﬂ-—
3-am no- [\{)ig)gfa(z:i%&l:acr) gx%n%éé; | H pyrazol -3-yl)-4-(propyl sul fonyl) - 2-
193. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(2-pyridinyl)acetamide;
194. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(3-pyridinyl)acetamide;
195. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-(4-pyridinyl)acetamide;
196. N-(3-cyclopropyl-1H-pyrazol-5-yl)-5-(3-nitrophenyl)-2-furamide;
197. N—t3-cyclopropy1—1H—pyrazol-S-yl)—Z-(Z,S-dioxo-4~imidazolidinyl)acetamide;
198. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(9-oxo-9H-fluoren-2-yl)acetamide;
199. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4'-ethyl[1,1'-biphenyl]-4-yl)acetamide;
200. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4"-propyl[1,1'-biphenyl]-4-yl)acetamide;
201. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(9H-fluoren-2-yl)acetamide;
202. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(9-methyl-9H-fluoren-2-yl)acetamide;
203. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-hydroxydibenzo[b,d}furan-3-yl)acetamide;
204. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4'-hydroxy[1,1'-biphenyl}-4-yl)acetamide;
205. 2-(4'-cyano[1,1'-biphenyl}-4-yl)-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;

SUBSTITUTE SHEET (RULE 26) : H“\“c\ml“ “‘l\ “l\j “\“\



t hi ophenecarboxamide; | Il1Ilituiill lilii IlIli ii it SUBSTI TUTE SHEET
(RULE 26) ™M 01/12189 PCT/ USQ0/ 06699 102 229.

3-chl oro-K{b((é cyécéioopropyl 1 H pyrazol -3-yl)-4-(isopropyl su 6Uns>(/)?/96639

t hi ophenecar boxam de; 230.

N- (5-cycl opropyl -1 H pyrazol - 3-yl ) - 4- (i1t8bpr opyl sul fonyl ) - 2-t hi ophenecar boxam
i de; 2206. 42-(4'-bromo[l, 1'-bxphenyl]-4-yl)-N-(S-cyclopropy1 lH-pyrazol- -yDacetamide;

d
2- | |-1Hp | - 2-0 }b de; 232. 4'-
ENRER 4 Sﬁﬁé%p lopPRp R eyrasp o T A rop g Lt MR Ty Becetemide;

|
P31 (o 88 Ny blophog LB B2t SR LT SBherb s tamices
pyrrolizinyl NF(samslo rdpyl-1 H-pyrhzat30y)- h(4-mfdag[qamtﬁﬁengz%&ylﬂacetmlde,
{2-[(5-¢ cloprop H-pyrazol - 3-yl ) am no] - 2- oxoet h
ot sl 1 B o cyelapropy bl Bpararbl- S Demish 2ophoatiy 16 -bipheny T-4-y

{2-[(5- cyclq ropyl -1 H pyrazol - 3-yl ) am no] - 2- oxoet hyl } - N-[ 2- (1-
pi perldln gbpyl] [ 1,1 -biphenyl]-4-carboxam de; 236. 4'-

2-[(5- I x ! stamide;
o7 phol -/ ?%E‘ﬁ“i"‘f e o Y TSP RS LDyt b3 efsamide;

-cycl op21c2pyl NA(S+dyplopenpyl- JH—p)ytz)ol—éml)ab-IB 42dmh1nm[h;ll'-}nphbhyll-n—y@)deetannde

(2 F (52 ¢ | x%&dopiomb%ﬁé?v'a&o@ ) 2 oy Bl hibhemy - paseiomidgsc hy - 1.
? Izpﬂgzzcl%l L%g:hpy m{;[l—ll-]ipil/)1 azo - —F‘-é\-{ﬁ 095%?% ?z}%"lg-%:)fléce('tam Frdeef hyl - | -

pi per az2ldy| ) B(Bamind[1, 1Lb1phempn-wll)]-N45<c§clbpvopyl-tH—pyra’&éDB-yl)acetamlde

N- (3-cycl opropyl -1 H pyr 101 X)l g34d|rreth | benzo )l 1H pyrrol e- 2-

car boxahkbede: 2 % 1no[? 1-b1p enyl)-3-y )-N-( -cyclopropyl-1H-pyrazol-3-yl)acetamide;

N (3-CysloprQRYles b ibhbpy REALEyRaabl by 4 45 hlotBkPISHBRA Dickkl ©! - 2- car boxam
N' ( 3- Cy.nlsoprmsicyélbbwmamlpﬁml-); -1, ﬁﬂiﬂyﬂf&@m’-ﬁaﬂh}hﬁ)dcai(ﬁd& e- 2- car boxam
i de; 243. 4-(4-chl orobenzo 3-cyclopropyl -1 Hpyrazol-5-yl)-1

H pyr r A19- 2-23-pminerd-gaph th}ﬂi/r '(54° yeagolrdrixlacetamide; cyci opr opyl -

STy s e
221. N-(5-cyclopropy1—1H-pyrazol-3-yl)-2-(2-hydroxy— -naphthyl)acetamide;
222. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(6-hydroxy-1-naphthyl)acetamide;
223.  3-amino-N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-[(2-furylmethyl)sulfonyl]-2-
thiophenecarboxamide;

224.  3-amino-4-[(4-chlorophenyl)sulfonyl]-N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-
thiophenecarboxamide; _

225.  3-amino-N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(phenylsulfonyl)-2-
thiophenecarboxamide; |

226. 3-chloro-N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(methylsuifonyl)-2- -
thiophenecarboxamide;

227.  3-amino-N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(isopropylsulfonyl)-2-
thiophenecarboxamide;

228. 3-amino-N-(5-cyclopropyl-1H-pyrazol-3-yl)-4-(propylsulfonyl)-2-

thiophenecarboxamide;

| HII|IIl I ||I|| ||I|I |I lIII
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axopent anoat e 246. 4-acetyl-N-(3 -cyclopropyl-1 H pyrazol-5-yl)-1

H pyrrol eva-otaziseoxan de; SUBSTI TUTE SHEET (RULE 26) | VI lpler)Isob/odebe | 111
FIEETErrrrrrl MS WO 01712189 PCT/ USO0/ 06699 103 247.

N (3-cycl opropyl -1 H pyrazol -5-yl ) -4-(2, 6-di net hoxybenzoyl)-1H pyrrol e-2-
car boxanj de; 102

M 248.
N- ( 3- c?’&%pr%ﬁ@lprq-bk(égﬁryab@ropylylH)psraxq};;lrylbﬂe(isgpmvbulfemma: 249,

N (3-cycl - 'ﬁB | -5-yl)-1H pyrrol e- 2- car boxam de 250.
N (3-cycl gﬁ%ﬁ%\% é‘)&ﬁgegol -5-yl)-1-methyl -1 H pyrrol e- 2- car boxam de; 251.

z21-5t2>r ome3y: ( NgIeyeppopyl-1HlpyrhAyBa7Ph-(BopropylsilfdtyDVs HabsteaeCAb Hamiddl de;
N ( 3- cy@BlopréddlSreycinpromiil Espyragol3-yiaminb}- 2-oxGethpl} herizammideyy | ) - 1H pyrr ol e- 2

- carb m dg; . .
N-( 3- cy Opr‘g‘&r?[?ﬁzﬂ%?ﬂ%%r 1K pyrazol3-yeminel2roxoetwoNad?de; 254.

1R 2R) - [1+.] 3 2-ph | | b 1 de;
5 . 3 e vl oot opanecar boxarm de. -
256. 3 233h| c¥-d2HkS-Gycadoprbpylr Idbpirazol-3-phamino]-2E0xpkthyB-NHRq@henecar boxani de;

(Zgg) - ﬁl— ?g3@%@?%&‘5}%9?%&@@@?&1@093})%;1{%%?lnetSth)ybgnﬁ:th?ﬁé| )22r86panam' de;
259. N-23- = = o -4 j I de; 260.

(5] - NF. o @RI seyorb iR g 1) DadigPRRIBH PRI £O° 25"

pheny! pr opiperidingtheth?H{ll, 1'-biphenyl]-4-carboxamide;

2S)-N-(3-cycl opropyl -1 H pyrazol -5-yl) - 2- met hoxy- 2- phenyl et hanam de; 262.
(2- [ % ( t?éﬁz y?/%iﬁ(%g%qmwﬁglﬁwqaz% -Bz)winbbﬁmpgﬂlyh}?N-[Z}l(l-

H | -3yl des, . 5-cyC] |- H
s azor - sPBR IS RI I iSR pl B P2 et ami de: 264,
(28S) - N2G8: C)4C-|{M$Woﬂrbbﬁ%@§ﬁ|az&=3lg])atlﬁi)n5£-ﬂi(d%E'th?t}LNJE[EXM ol e- 2- car boxam de

,  265. N-(5-cyclopropyl -1 H-pyrazol -3-y 2, 5-di'f | uorophenyl ) acet am de;
266. morpho nyl)ethylF]J 1,1'-biphenyl]-4-carboxamide;

N P A Bl o (B DX LIt 3 acetam de.
(Y O ORI BB et e
: 238.  4'-{2-[(5-cyclopropyl-1H-pyrazol-3-yl)amino]-2-oxoethyl}-N-[2-(4-methyl-1-
piperazinyl)ethyl][1,1'-biphenyl]-4-carboxamide;
239.  4'-{2-[(5-cyclopropyl-1H-pyrazol-3-yl)amino]-2-oxoethyl}-N- [2-(4-methyl-1-
piperazinyl)propyl][1,1'-biphenyl]-4-carboxamide;
240.  N-(3-cyclopropyl-1H-pyrazol-5-yl)-4-(3,4-dimethylbenzoyl)-1H-pyrrole-2-
carboxamide; _
241. N-(3-cyclopropyl-1H-pyrazol-5-yl)-4-(4-fluorobenzoyl)-1 H-pyrrole-2-carboxamide;
242.  N-~(3-cyclopropyl-1H-pyrazol-5-y1)-4-(4-methylbenzoyl)-1 H-pyrrole-2-carboxamide;
243. 4-(4-chlorobenzoy1)-N-(3-cyclopropyl-lH-pyrazol-S-yl)-1H-pyrrole-2-carboxamide;
244. 4-(cyclohexylcarbonyl)-N-(3-cyclopropyl-1H-pyrazol-5-yl)-1H-pyrrole-2-
carboxamide;
245. methyl 5-(5—{[(3-cyclopropyl-lH-pyrazol-S-yl)amino]carbonyl}-1H—pyrrol-3—y1)-5-

oxopentanoate

246.  4-acetyl-N-(3-cyclopropyl-1H-pyrazol-5-y1)-1H-pyrrole-2-carboxamide;

N L



269. N (5-cyclopropyl -1 H pyrazol - 3-yl)-2-(3-hydroxyphenyl ) acetam de; 270.
(2S) - 2- a ? B@ -cycl opropyl -1 H pyrazol - 5-yl ) - 2- phenyl et SdodBsee 271.
N (5-cycl @ Y | H pyrazol - 3-yl)-2-(4-nitrophenyl) propanam de; 792.

N- (5-cycl opropyl -1 H pyrazol - 3-yl ) - 2- (4- hydr oxy- 3- met hoxyphenyl ) acet am de;

273. . 103 '
N-(5-c Opm&p yyie y?ale—S- -4 6dhnaﬁ6:r Ehzo91)0 bnepﬂ%eny] | acet am
de; S%%gTI T ché E%T (RULE 26) ‘yD' & I 11 Iy’b ilmf?l) ]Iiimglb?t "l ¢c L Ms
| . WO 0lédrbaa@nide;T/ USO0/ 06699 V |~ . ... S....... 104 274.

N- ( 5- | - H - 3- hl --fI h I t anmi de;
( cyz(4 opJ@% | Bg ﬁﬁg éig 6%( -C @E#l uo Eyepyxg/ac? am de
met ho e 5. 2.
( X;ZQ nr ?E 1851 yrII-ZI%F/@azoill )yl) 11% yrrole 2 carboxamlde

ﬁm( gop%PanN{mfy?mva&Hm@mzpl-&w&hTegwi-l 7175?;016-2-hcarboxm1det, . -
cycl opropyl - [ONONe e et ani de; .
N-( 5- cy IoBr‘b %Fn ﬁ(gwaﬁ’awpyl-%)w fﬁ%ﬁ % %ﬂa@F’) acet ani de;

279. h,ltjzg nam de;
280. 22?? cyclo ﬁ%’g@f’?ﬂ%& azo ?55?)9* 5"%‘2“92‘)3 (rigret hy gﬁgr?gp?ggg a%kldlg 281.
N-(5- cycl efb&mridé; H pyrazol -3-yl)-2-[2-(fornyl am no)-1, 3-thi azol -4-yl] - 2-
(et hoxyi m no) et hanam de; 282.

2- [ 5- ( ®ABor ShEEeyslyprepylhi Bnpyrazohs-vh-2-guinexaliggcarboxamidgir a7 ol - 3-y1 ) acet ani de:

N (5- c%?o AERPROTsveTombb R (ipyiatbhs DT PhcyierpiopispaiccufipRadifte =, 20

285. N DRy A8 op 1&%@@1-5@1»& ;:h%y(@cﬁptﬂpﬁﬁécbmox&hﬁi&yl ) acet ani de;

286. N—(5 cycl opropyl -1 H pyrazol - 3-yl (3, 4-difluorophenyl)acetam de;
287. N—2§5 ¢ \Bethigroaly(B~clyelopiopsk bH-ryrazol-5 y1X 2 thiophesprashaxgmidsy| ) acet ani de:

§8§yc| Ly Hoveany s BRRY Rl Sp BB 00Y 1 2021 O e 200,
59 1) gdg&?oﬁggkﬂpg%iop¥ﬁym¥%z&3¥ﬁ) -6 edthokyoX fapghtifpivpaebinide; acet at e;
{2-[(5-259cl <NH(3>10y¢leﬁmbﬁyﬂhpmﬂ-%fyl)dﬁnmpolznmxmndp 1, 3-t hi azol - 2-
b acet2a6r61 dei 28)-N-(3-cyclopropyl-1H-pyrazol-5-yl)-3,3,3-trifluoro-2-methoxy-2-
phenylpropanamide;
261. (28)-N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-methoxy-2-phenylethanamide;
262. 2-[5-(benzyloxy)-1H-indol-3-y1]-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;
263. N-(S-cyclopropyl-lH-pyrazol-3-yl)-2-(5-methoxy—Z-methyl—1H—indol-3-yl)acetamide;
264. (2S)-N-(3-cyclopropyl-1H-pyrazol-5-yl)-2,5-dihydro-1H-pyrrole-2-carboxamide;
265. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2,5-difluorophenyl)acetamide;
266. N-(S-cyclopropyl—1H-pyrazol-3-y1)-2—(5-hydroxy—1H—indole-3-yl)acetamide;
267. 2-[1-(4-chlorobenzoyl)-5-methoxy-2-methyl-1H-indol-3-yI]-N-(5-cyclopropyl-1H-
pyrazol-3-yl)acetamide;
268. N-(S-cyclopropyl-1H—pyrazol—3-yl)-2-(3-méthylphenyl)acetamide;
269. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3-hydroxyphenyl)acetamide;
270.  (2S)-2-amino-N-(3-cyclopropyl-1H-pyrazol-5-y1)-2-phenylethanamide;
271.  N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4-nitrophenyl)propanamide;
272.  N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4-hydroxy-3-methoxyphenyl)acetamide;
273.  N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[3,5-bis(trifluoromethyl)pheny]lacetamide;
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292. 9H-fluoren-9-yl (25)-2-

{[ (3- cycwapowyss | H pyrazol - 5-yl ) am no] car bonyl } -2, 5- di hRpCF/US®/06699

H pyrrol e- 1- car boxyl ate; 293.

N- (5-cycl opropyl -1 H pyrazotl - 3 yl)-2- (2 hydr oxy- 2- di phenylﬂ)-aoet-am det v 29~
N-(5-c¢ clopro | -1 H pyrazol - -rrethylsulfa henyl ) acet am de;

205, NX E‘r\; Sonrepy i Hrpyraz %lrg-xl)y?r {2~ @1?@-%%%9%}}&3? emicei de; 296.

N (5- C&% Opmy_cycﬂ;refm%ﬁpyézxﬂ 3584 Ry ot INEGbx§-Ay T m di nyl) acet ami de;
N- (5- cycl memeryphehybitétanmae;- 3- y! ) - 2- (4- hydr oxy- 3- ni trophenyl ) acet am de;

298.

N-(5 ¢ 2Z6.0pMNofireydleprppylalibipy®zol-3-yD-2-44-4@Sd20- 4- hydr oxyphenyl ) acet ami de;

29

N-(5 cyclWBWWWIW%%H@WY}P%thﬁH hoxy- 2- oxo0- 2H chr onen- 4- yl ) acet am

| de;  SYESTIN. SEEW 2&%&&@3{%’8& -4 bﬂorﬂ&rﬁétﬁ;‘lpﬁén&l)hcétéﬂﬂd& I INCL s

PCT/ USOC)’ 0669 105 5- cycl’opropyl -
pyr azol278- yIN-(2eydepropylyl }b-lpyrmelz?»-prl)ehﬂ mﬂglmlp}dnylphaﬂ'l)acetanudc,

N- ( 5- | | - | H | | t h | t d 302.
N (5 CPaPoniSRIN-GrivklapRmd 5t I;Yxr%lzoz-scg)ﬁfrm PR aRAES 305

N-(5- t d 304.

N-ES g?g 88?‘8 él};;"{wx@azoﬁ?% -‘); %@@%@ﬁ“’ﬂ@?@w’? egxf/‘g]heﬁyl ) acet ani de;

ggg (28] - NN-E5-eyclomppARM-pitdzpl3-D-[B(fyinylZminod1BshidzopAs)edman de;

1- (4-chl omh@fﬂmjmtbgme‘gi@,opropyl -1 H pyrazol - 3-yl ) cycl opent anecar boxani de

g1 2. 35 1 PR AR cletppropyl - pyrasot-3yDacctamice

N- (5- Cmbopwlm/b d1bprB laﬂ'll:p ¥l-3- -Z-&kb-z d9hiesylydcitanri@oacet ani de;  309.
N- (5-cycl opr opyl Y Ib:tpgyrazo Y%Zyl i 4- |chlg¥())gphenﬁl )acet am de; 310.

N- ( 5- c%ﬂop%ﬁf-bydlaprppylaﬂblpyﬁzyl-}yg-i{ GZ-meﬂlyh}Hrmdylm g¢efamsideani de; 311.

gl_m-( g ec&ggggrl\?@l-lcyékl;ﬁr%ylaﬁ? pyrazXf .)4 ?)_é & ? dlmethc%[};phgrllj}}l%cet h dr oxyphenyl ) acet

N- (5- cygkop P@-@S’Ey&lﬁrB%/{ﬁaHP y&zgf 3-yB:4-05 Bidokait Bh%emé@et ami de; 313.

N (5-cycl opropyl - razo bénzyl oxy car bonyl 2- phenyl acet ani de;

314. N283- C)N,-I(S)pydmlbpj'llrﬂppyazolé-&l)ﬂ {3, Q—d(chlorqnﬁe;ayl)acetannﬂc;t hi en
2-yl)a

mg c%?oprl‘g-géfwﬁwrawla%www §-YD-3-3-BromaphemdRg etrmidss ani g% 316.
c opr. DA Eiaz%
N ( 5- c?c?ogrzg ?h: ﬁd yr(g;c {’1°§-°¥’b'§ 1%;{ 53}%%#%@&%{%%[12% de; 318.
5-cycl QbexyI(IR) 24(3 é)&ldp(r&pﬂmﬁ-pwmw-yl)ammo]-2-oxo- -phenylethyl acetate;
H-pyrazol 32y ; et hyl ) benzyl) 2-
chloro-N-( {2- [(5 cyclopropyl—1H-pyrazol-3-yl)ammo]-2-oxoethy1} -1,3-thiazol-2-

yl)acetamide;

292. 9H-fluoren-9-yl (28)-2-{[(3-cyclopropyl-1H-pyrazol-5-yl)amino]carbonyl}-2,5-
dihydro-1H-pyrrole-1-carboxylate;

293.  N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-hydroxy-2-diphenyl)acetamide;

294. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4-methylsulfanylphenyl)acetamide;

295. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-bromophenyl)acetamide;

296. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2 ,6—dihydroxy-4-pyrimidinyl)acctémide;

297. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4-hydroxy-3-nitrophenyl)acetamide;

298 . N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3-chloro-4-hydroxyphenyl)acetamide;

299. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(7-methoxy-2-oxo-2H-chromen-4-yl)acetamide;
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al\tl_m'( gopent anedi oat e; 319.

-cycl opropyl - | H pyrazol -3-yl)-2-(4-1i

hN'(5- oY SNOBVERA - 1H bor azol - 3-§I g 2%;1 i sobut yl phenyl ) prrararsanioet®? 320.

I\E/?goxy I2 0X0- 2H chronen-4-yl ) acet am de; 321.

> Cycfgc opropyl I5H- pyrazol- 3-Y1) - 2-{p4- hydr oxyphenyl ) acet ani de; 322.

(1 S) Y W%@l ﬁ?h&%&m Ell)fi-fﬂic%@@mhmﬁ Z-phe)lYDaqﬂmﬂﬁac et ani de; 323.
pyrazol-5-yl) rr %nyl et hyl acetate;

324. X
N- (5- Cyc] oprg Qﬁ? ILH{'@W”'M'YB %f(l)-mg 122 ﬁ@?ﬁ}%ﬁcet am de; 325.

yrazol -
N- ( 5- gpal om@»pyclbptopyl-bﬂwr?@ #-)yl)é t:é %ﬁ"éﬂé&y )éf“i%)@?egam ?:cef 52131 de; 32?

N- ( 5- cycl
N (¢ c opro (%? Wﬁi@ Bl .)y 2- ﬁbfoiﬂd‘—fl-lphénqrmbbtwmmenyl ) acet am de:

- 2-
Suss %&&é#ﬂ%ﬁ*o@zf-mvrwwmwbw%fw%%%ﬁ%%&% WS, °2

SUBSTI 26) Ths
PCT/ US§g8, 06@SH-N-(Saéychepiopyl-1H-pyrazol-3 -yl)-2|-1|1 ldroxy—Z-pI?engléthM&é 12189

N-(5- cycl opr | -1 H- ﬁ ﬁ,r loperitsmbcarbdxdmida
i de; ‘E}I‘; nglgﬁgb g&’;ﬁ })ﬁlglp %/O??O%\Zcf cI | opr &):p{)yl lhl)fll- ?)s(r:gtzgm
ami

1- 3-y|
N- (5 c 5?5 q‘iq ﬂ?ogyg'l -1H-pyrazol-3- 1)-2—(3-tnfluoromethylphenyl
et hox (Bﬁ?:enlln'-osz py@?iﬁiﬁgzqyﬁs)w ARGy SrgRebaitiat;
N- ( 3- c9@9. O%N)a@yt;y(cfent an g—ﬁ yrgzgjr%/y%aﬁg a(ﬂ}:lﬂ ophéndfhacetamide;
N- ( 5- cyc) 5P T th gr Bheny% pent anam de; 335
N (o oY B0 N et A pyrizdti3y 1%2(%4%111?@*@1#@13@9@&%% 336,
N (5-cygf o 0 eamgﬁp;ﬁ;ﬁa)/n' phenyl cyal onent anecl peaibosamale: | 337
338, NELS cuelor o ol it prazdl TR2AGxFrer We%w?apet am de;
N- (5- cg@topfw@bydlw a1 pyrazol3-¥ ézf o b&amideacet am de; 339.
N TpY 93 12 -ffiuets 9‘?‘
(5-cycl opro H I ) acet am de; 340.
N e gp;ﬁiﬁgal;l@’ py%z&-?-y?)‘il?exﬁﬂoﬁmﬁbdrwl-ﬂ+ph@nﬁmw&ﬂ&heny| ) acet am

| de;
5-cyc]| opr
é 3-methyl -IR)en%xen-Z-yl)acetaxmde

H pyra
N ( 5- cflﬁﬁoprogyl -1 I—E pyr azol EERTEEEN Bam
N (5 ?y"‘?ISSngsmmpmmmmzpi F02 BRI CE B TE 50

| -1 H 2
RS AR e I T
317. N- (S-cyclopropyl-lH-pyrazol- ~yl)-2-(3-fluoropheny Dacétamide;
318. 5-cyclohexyl 1-(4- {2—[(5-cyclopropyl-1H—pyrazol-3-y1)ammo] -2-oxoethyl}benzyl) 2-

aminopentanedioate;
310. N-(S-cyclopropyl—lH—pyrazol-3-yl)-2-(4-isobutylphenyl)propanamide;
320. N-(5-cyclopropyl—1H-pyrazol—3-yl)-2-(7-hydroxy-2—oxo-2H-chromen-4-y1)acetamide;
321. N-(5 -cyciopropyl—1H—pyrazol—3—yl)-2-(4-hydroxyphenyl)acetamide;
322. 2—cyclopentyl-N-(S-cyclopropyl—1H-pyr_azol-3-yl)-2-phenylacetatrﬁde;
323. (1 S)-2-[(3-cyclopropyl—lH-pyrazol-S-yl)amino]-Z-oxo-l-phenylethyl acetate;
324. N-(3- cyclopropyl-1H-pyrazol—5-yl)—2-ﬂuoro-2—phenylacetamide;
325. N-(5-cyclopropyl- -1H-pyrazol-3-y1)-2-(2- -furyl)-2-oxoacetamide;
326. N-(5-cyclopropyl-lH—pyrazol~3~y1)—2 (5-bromo-1H—1ndol-3-yl)acetam1de,
327. N-(5-cyclopropyl-1H—pyrazol~3-yl)-2-(2—tnﬂuoromethylphenyl)acetaxmde,
328. N—(5-cyclopropyl—1H-pyrazol-3-yl)-2 (2-methoxyphenyl)acetamide;
329. N-(5-cyclopropyl-1H—pyrazol-3-y1)—2 -(3.,4, S-tnmethoxyphenyl)acetamlde,

v Y



346.

N- (5- cyclwproappgise| H- pyrazol - 3-yl ) - 2- ( 3- br onp- 4- met hoxyphepdreRebéasy de;

347. N-(5-cyclopropyl -1 H pyrazol - 3-yl) - 3-hydr oxy- 2- phenyl propanam de; 348.
N- (5-cycl opropyl -1 H pyrazol - 3-yl ) - 2-( 3-f | uor o- 4- hydr oxyphenyl ) acet am de;
349. 2-

{2- [ ( chi3¥ o ReByslontonsl- lﬂ-mméz)d)dﬁ(%frqmm-zé dihydropr-fwariyDasetpyidez ol - 3- y|

N (5 oy iop SetlorP RO SEoned9Ban . cxcomomyl i awmret dobescirmite:  as1.

N- ( 5- cy3320prNg$lcyt R2H!pyBazol-B=y3)-0 hylrotiyld-oRRRGAAY! ) acet ani de; 352,
N- (5-cycl opropyl - Illt—il-pg?r&azolpﬁ?; yl) y’g)(ZYEI d:yhy%g?%xyphenyl )acet am de; 353.
N ( 5- cyc| Spstgryphemyacetamigde; 3-y1 ) - 2- (2, 4, 6-t ri net hyl phenyl ) acet ani de; 354.

S;;( 5 C35/§3Oprqutglcycllali)%\f)yﬁ fﬁl-pyra%i )3-y%) é%bentak.)tjluog'ct)prhlefulll z%gga%}ig yl)phenyl Jacet am

N- (15- cy3340pr qylcgblﬂpﬁy,g,ﬁmlpyga%lb =y)-B 2ndtiy1%-pidnl HRAQRAGAK! ) - 1. 3-t hi azol - 4-

yl ] acet am de;
N-(5- Cﬁi”lSoprNﬁ?’fcyclbpmyhtH’rpyﬁml-)i-ﬂ)ZﬁEmdphmwlﬁc bodhiidey - 2-  pr opyl phenyl)

Si/eaglég%p -Eg&yﬂ FI%@)& 3-y%) -ph t=:r|1y|1(|:}Jcllolplentlallelz-lll-clarb\cl:plxIallmc}{aI T VO
cl}l-e( 3- CmWOprIQRS’chJ:IBbIB)‘)S'P?ﬁ lpyrazbl-34y-5.4a Mﬁ\ﬁ{rgﬁlém%xy&eﬁw&\é a]rmée yl) propanam
(2R) - N—3(33 cm(mycipwopymmpyml-s@m X4-3thoRypHeriphatetandide;i phenyl ] - 4-

yl )prop% am de;
{4-[ (am océ}lﬁéﬁwlyaq%b]féwp} 3wl B flsprophenylacétamires azol - 3- yl ) acet ami de

; N ?gocygl ogﬁ (S% %?clﬁﬁo 8[r 155 P %}9)‘?@1&? g!ﬂ%déﬂ%omethylphenyl)acetamlde,

N (57 I t hi | -4-vyl
O A PP brohid-D 31¥f(fdlg_&r)3< (-Lydoprdpytipyra2o PRSI ctdmidie! hi azol - 4-yl) ace

{2- [(5369c| Nn(oeyeloprapyly Hpyrazel-§iy)e2r(2:61dicharaplenil)adetamida; t hi azol - 2-

gl ben chI @iﬁ'ﬁ%ﬂ%’rfpyﬂ “ W aviszgl-3-yh: 2eaxeAH-PrrapsSreabemmides| opr opyl - | H- pyr az

ol - 3 3314)1acq~115nc oprép¢il-1H- 1-3-y1)-2-(2,4-
N (4- (5- c?clg(gropy Il—l-pgg/arzgzo},) q dlmtr%qhegylgacetatnﬁd?} 1, 3-thiazol - 2-yl

)-2-(2 %4%5” N-(jryydqbrbwlylli-@mam-déé %Eﬂuorophenylacetarmde

;\F(24 {%gé 5\&{{ Yfﬁ?g%ylyf;[%%ﬁg)é@ylh%é I%Eé‘,"ln q%ﬁﬁ )L%@émix%f“) it aﬁyn

acet y| 347 2-N{(8-8f0ibpropy Il B1-pYaz003 9BY -hydrok}- Q)gh@ﬁﬁbfo%aﬁamlde,

348. N—(S-cyclopropyl-1H-pyrazol-3-yl)-2-(3-ﬂuoro-4—hydroxyphenyl)acetamide;

349. 2-{2—[(chloroacetyl)amino]—1,3-thiazol-5-yl}-N-(S-cyclopropyl—1H-pyrazol—3-yl)-2-
(methoxyimino)ethanamide;

350. N-(S-cyclopropyl-1H-pyrazol-3-y1)-1-phenylcyclopropanecarboxamide;

351. N-(5-cyclopropyl-1H-pyrazol-3 -y1)-2-(2,6-difluorophenyl)acetamide;

352. N-(S-cyclopropyl—1H-pyrazol-3-yl)-2-(2,5-dihydroxyphenyl)acetamide;

353. N—(S-cyclopropyl-lH-pyrazol-3-yl)-2-(2,4,6-trimethylphenyl)acetamide;

354. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[2,5-bis(triﬂuoromethyl)phenyl]acetamide;

355.  N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[2-(2,4-difluorophenyl)-1,3-thiazol-4-
yl]acetamide;

356. N—(S-cyclopropyl—lH-pyrazol—3-y1)-2-(5-methoxy—3-hydroxy-2-
propylphenyl)acetamide;
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yl )acetam de; 367. 2-(5-chloro-3-nethyl -

| - benzotj,en-2-yl)-N(5-cyclopropyl- | Hpyrazol-3- yl)a 68.

N ( 5- cycl%gpgi%’ﬁ-l H pyrazol - 3-yl)-2-(2-i odophenyl ) acet am 0@,&%@%3693

N- (5-cycl opropyl -1 H pyrazol - 3-yl ) - 9H xant hene- 9- car boxani de; 370.

N=(5-cycl opropyl - I H pyrazol - 3-yl ) - 2- (fd7phenyl - 1, 3-t hi azol - 4-yl ) acet am de;
371. 357. N-(3-cyclo rop l-1H-pgrazol—5—yl)—2—(2 ﬂuoro[l 1'-blphenyl]-4-y1)propanam1de

2-[ 2- (4- chl orophenyl) 1, 3-t hiazol - []1 cycl opropyl -1 H pyrazo
| - 3-  yI358&cet(2R)-We3-gyriopropyl-1 -pyrazol-5-yl)-2- (2-ﬂuoro l-blphenyl

N (4-{2- %}ﬁ@ \t; cl OP opyl -1 H- pyrazol - 3-yl ) am no] - 2- oxoet hyl ) -1, 3-t hi azol - 2-

yl ) benza
374.
Sl X At

N- ( 5- cyglgoprR yt

N (5-cyclopro

N- ( 5- C)aﬁk)opI29W[(Ql-mhlpyﬂamaieﬁ@l)yjn)n@plﬁmyl}(Iﬂ-(ﬁ-l%’elnmo})y 1Hmypazabdi de; 376.

N- (5-cycl opro ylldLprrazoI -yl)-2-[2-(2-pyrazinyl)-1, 3-thiazol -4-yl]aceta
m de; 37Y ace >

5 (5 PR 5B Sy g gt

pCT/ USQWZO6ﬁﬁ&onw-ﬂ-@l{ﬂl[(&&%léﬁﬁpylm;)yrazo1—3-yl)annno]-z-oxoethyl} 13-thlazol-2-
N- (5-cycl opropyl - | H pyrazol - 3-yl ) - 2- (3- et hyl sul f onyl am nophenyl ) acet am de;
379. y benzam1de

et ARCCIARY F IS Btk T fugBl b peagiatpsst o oo

pi per azi nyi)adéfaﬁlxﬁdé‘ .| phenyl } acet am de - 3- 242 11lidin
1) et hoxy] phenyl } acet am de; 381. N-(5 cycl opropyl -l HpyrazolY )- -{ -[ -(
- pynO 36382 N-(4-{2- [(5—cyclopropyl—lH—pyrazol— -yl)amino]-2-oxoethyl}-1,3-thiazol-2-y1)-2- (2-

N (5-cyclo | H nyrazol .- 3-yl)-2-{4-(2-am no- 2- oxoet hoxy) phenyl } acet am d
e; 383. Rﬁ}‘gﬁéﬁ@ﬁ%% dI‘:’r-pyrazol 3-yl)- 2-{4-[2-0x0-2-(1
pyrrol igdsnyl B,h,%at* 123Ep A S1S-y1Pidino]-2-oxoethyl}-1,3-thiazol-2-y1)-2-
N ( 5- cy%léoprb\cl)g Qim- pyr zgﬁi}: 3- F?ﬁ% 3y 2- |n]o 2- oxo)ét}hoxy)pheny}”acet am de;
385. l\l—(5(1egprbp3ﬂsdfmyl)hddtqnyidazol yI) 2- phenoxyacet am de; 386.
N- ( 5- cycl opropyl - razol - 3= I)%-Z-éS 4-di chl phe %_ tam de. 387.
N (5 coibopopy (i rhiResemysigiiae A oo B BRI BAR TR e
yl)acetamide;
367. 2-(5-chloro-3-methyl-1-benzothien-2-yl)-N-(5-cyclopropyl-1H-pyrazol-3-

-

yl)acetamide;

368. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-iodophenyl)acetamide;

369. N-(5-cyclopropyl-1H-pyrazol-3-yl)-9H-xanthene-9-carboxamide;

370.  N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-phenyl-1,3-thiazol-4-yl)acetamide;

371.  2-[2-(4-chlorophenyl)-5-methyl-1,3-thiazol-4-y1]-N-(5-cyclopropyl-1H-pyrazol-3-
yl)acetamide;

372.  N-(4-{2-[(5-cyclopropyl-1H-pyrazol-3-yl)amino]-2-oxoethyl}-1,3-thiazol-2-
yl)benzamide;

373. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(6-methoxy-2-naphthyl)acrylamide;

374. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2-hydroxyphenyl)acetamide;

375. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2,3-di(2-thienyl)-2-propenamide;

376. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[2-(2-pyrazinyl)-1,3-thiazol-4-yl]acetamide;

377. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2,5-dibromo-3-thienyl)acetamide;
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- 389. N

388. N-(5-cycl opropyl -1 H
) pyrazol - 3-yl ) -2-(4-chl orophenox | de;
N (5.0 gggﬁilglpr Iol?lylpylr I;—Zglyr g_zo: -3-yl)-2-(2-nit ropﬁenox?%ﬁégﬁﬁgﬁg deéQO.
Kll_%acet oo Hos 301 yl)-2-(5-i sopropyl -2-nmet hyl -1 H i ndol - 3-
] 5-cycl opropy! -1 H pyrazol - 3-vyl 1
s yl) - 234°3- et hoxyphenyl Ldeae:
N <(51 ﬁ cIyl g?g)gglﬁgﬁpgg_[H?igazﬂ-ﬂ+W)—2—(¥ﬂq$pﬂs'§%(°(1§Paﬁﬂ’g?&\%gg,sag{mgﬁﬁg%?2.2 | - benzof
I\I- 5- ; . § . ~ . T .
( 5-37300]1 ONH(Gmyclopreny Hopyrazel-dryll-3-(f-4n e(tﬁyl?reu@l{%&a%ﬁ%%h; T ) i E)a;:)lfli,l—l- chronen- 6

- yl]acetam de; 394. - -
pyr az3¥Q 3-vr(froz-cg’é’-f?ﬁéfll‘\%%ﬁ@l'gfﬂggﬂgf??fﬁ?gﬁ 13- yl ) but anani de; 395

(5 cyey sth ypHeng holarids 2- [ 4- -
yl )phen)ﬂlé)‘%éégﬂ %?3?‘”%9%‘.’ N- ( 5- Cy |[4 (1-oxo- 1, 3-di hydr o- 2H 1 soi ndol - 2-
e (s ertmmiupmenr o Lo MR TIRERT 815
T Lo i e -t

- o} | - ) v \ pr opanam de; 399.
b, 2 e el 6 23S i
SHEET (R FolRfyl)éhexyipieagiyaceemidson 06699 109 400. rC b M SUBSTITUTE

N-(5-cy |- 3.
2- vyl )38;8(r)I%igq%m#@%ﬂ21321%!15?%_0&-)yi)(-iﬁ-(zza&nﬁio(ﬂ-bﬁéé?héﬁy%&hiiMﬁEtmﬂﬂk;i soi ndol -

N (5-cycl | -] . L
% ) lngﬁ{].?g%gflgﬁoﬁg’l;’.fﬁ-ng&othyl)Zz-ﬁaﬁed&cymmda;- phenyl -1 H1, 2, 3-tri azol - 1
- o} . . .
- c385, OpNe(B yclotrqpyk-Aavrarol Pyl 2 PRe RN A PSRRI ace: ani de;
N (5- cycl - A ylox ehyl ) acetam de; 404.
N (5 cyel oProBul ) L B 3pobydiotlalyiR o d:chfGlophetlom)pestmides 2-
389. N—(S—cyclopropyl-1H—pyrazol-3-yl)-2-(2—nitrophenoxy)acetamide;

390. N—(S-cyclopropyl—1H—pyrazol-3 -yl)-2—(5-isopropy1—2—methyl—lH-indol-S—
yl)acetamide;

391. N-(S-cyclopropyl-lH—pyrazol—

392. N-(S-cyclopropyl-1H—pyrazol—3

3—y1)—2—(3-mcthoxyphenyl)acetamide;
-yl)-2—methy1-2-(2-methy1—2,3-dihydro-l—benzofuran-

5-yl)propanamide;
393, N-(5-cyclopropyl-1
ylJacetamide;
394, N-(5-cyclopropyl-
yl)butanamide;
395. N—(S-cyclopropyl—1H—pyrazol—3-yl)—2-[4-(l-oxo-1,3

H-pyrazo1-3-y1)—2-[2-(4-methoxyphenyl)—4-oxo-4H-chromen-6-
lH~pyrazol—3—yl)-2-(6-chloro-2,3-dihydro—lH-inden-3-

~dihydro-2H-isoindol-2-

yl)phenyl]hexanamide;
396. N—(S-cyclopropyl—1H-pyrazol-3-yl)-2-pheny1—
397. 2-[1,1'-biphenyl]-4-yl-N-(5—cyclopropyl—IH-pyrazol-B-yl)butanamide;
-2H-isoindol-2-

3-(4-pyridinyl)propenamide;

398. N-(5-cyclopropyl-1H-pyrazol-3-yl)—2-[4—(1,3-dihydro

yl)phenyl]propanamide;

399. N—(S-cyclopropyl-lH—pyrazol-3-y1)-2—[4—(l-oxo-l,3-dihydro—2H—isoindol—2-

yl)phenyl]butanamide;

| AU
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405.

I\I-.(S-I:ycligg %%I”I H pyrazol - 3-yl ) -2-(5, 6-di net hyl - | H benzp gt gdadRissed V! )acet
am de;

N- (5-cycl opropyl -1 H pyrazol - 3-yl ) -2-(4-pyridyl sul fanyl )acet am de; 407.
N- (5-cycl opropyl -1 H pyrazol -3-yl )-2- (109 tetrazol -1-yl)acetam de; 408.

N-(5- CWUOOIOrN-I(SJcyblbbﬂbwlamlpyi’azbl-liw@‘@s}ﬂr[aqmo&bJl Hdihjyino-2H-astimdod-2-
yl sul f anyl Z_)acet am de;

1, 1' - bi ph¥ ph@ylﬂpmpma(@deycl opr opyl - | H pyrazol - 3-yl ) - 2- hydr oxyacet ani de;

05 AT ISl ST SR R S S BYREL RSO Easga0e) 112

N (5-cycl 9Bf;Hé?1\ﬂaééfhn9MEaZO| 3-yl)-3-brono- 2, 2 di phenyl propanam de; 413.

N ( 5- cyclopropyl-l H pyrazol -3-yl)-4, 4-bi s(4-nmeth hen I) 3 butenam de;
414. N-408- c;nﬁI(ﬁpycippﬂopyl-ﬂmeol-sgl)yz 14-(21-9m-wcd -2-

nmet hyl phenyl ) acet am de;. ,415.

N- (5-cycl 8gP ﬁ 1g‘i’ol 3- yI) 2- (4-nitrophenyl)-2-but enam de; 416.

N- (15- Cyfel30pr I yga,x YacHRdhidy] ) but anami de;
417. 46 cylgR%ﬁ EEIB\}S azo ﬁi@ 68&?&%%“?’“ I uorlophenyl ) acet am de;
418. N-A(OZ— cml(s-pyapyﬂopyl—ﬂﬁmyml-si\'}d)ﬂ ){4—1(343-bisﬂwbéfmr2°re 2- car boxani de; 419.

N (3-cycl opropyl -1 H pyr phenyl - | , 4- benzodi oxi ne- 2- car boxani de;
420. I\I—(Ba%%'f idiiyblox ‘I‘SIJE IagEé‘I’-S yl) - 4- oxo- 4H chr onene- 2- car boxami de;
421.

N-(3- cyc Oprlg &/ lcyflpproyylalzlngygazﬂ ?-y? % &5 6- J;.h Igetgylhly .rb gnzéima%alzglal -P’Rg((::ezg?%lgghm de;
422. 2-go8. | iNg5Ny€18 I_Eﬁwl mrpymdo}-B*ﬂW(apmd)ﬂswfahmm&mlde 423.

N- (5-cycl opropyl -1 razol - 3-yl fluo 1' - bi phenyl ] - 4- 1acetamd
e (424y407 P N-F%S-cyc]opr%)lgyl 1H—pyraz)c/)l-g-yl)-§-(1H-tetrazol-{ yl)acetamlE)ie yHl-4-y1)

N- (5- -I H- 1]-4-yl t d
Y Sl ol 8o ol ol setigdlateny L 1 e
01/12189 fyfﬁﬁk 110 425.

N ( 5- cyclgﬁgpyl-lﬁﬁg?/%azol 3-yl) -2- (3-f|uoro{ gheng/! Q/I)acetamd
e 426.409. 2-[1,1'-biphenyl]-4-yl-N-(5-cyclopropyl-1H-pyrazo -yl) 2—hy roxyacetamid

N (5- CyelooprQRyl s Lt R Tl Rt 354 3B wbadhidgfieny! 1 - 4- 1) acet am
:\Zg = Zg@'l@prﬁqxlcyklb*pﬁ)syﬁmlpy?»az)bl-)swi-aﬁ@lzatﬁﬁm-n{c&bbmhidebeny| ] - 4-yl ) acet am

N- ( 5- cy4:1120prNf(ﬂcyblbpmpyhtH+py&zpl—)!-yl)ri-hrornqq-mfdinlmnammmqea_ 1' - bi phenyl ] -4
-yl )acet am

N- ( 5- cytBopr @T"YPIPPWV]a}%TP-V?ZVI $98):-4.4-bist4msthxIphenyl)-3butpnar lfif 4-yl)acet am
(sz( 5458"& oprlgéfl °YFIP‘8§’I’%§%T"““°I' - 2) &4—h¥droxy-5-1sopron%)f[l-ﬁ(-)xy[ 1, 1 - bi phenyl ] 4-
methylphenyl)acetamide;

415. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4-nitrophenyl)-2-butenamide;

416. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3,4-dihydro-1-naphthyl)butanamide;

417. N-(5-cyclopropyl-1H-pyrazol-3-yI)-2-(2,3,6-trifluorophenyl)acetamide;

418. N-(3-cyclopropyl-1H-pyrazol-5-yl)-1,4-benzodioxine-2-carboxamide;

419. N-(3-cyclopropyl-1H-pyrazol-5-yl)-3-phenyl-1,4-benzodioxine-2-carboxamide;

420. N-(3-cyclopropyl-1H-pyrazol-5-yl)-4-oxo-4H-chromene-2-carboxamide;

421. N-(3-cyclopropyl-1H-pyrazol-5-yl)-2-oxo-1,2-dihydro-4-quinolinecarboxamide;

422. 2-anilino-N-(3-cyclopropyl-1H-pyrazol-5-yl)acetamide;

423. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4’-fluoro[1,1'-biphenyl]-4-yl)acetamide

424, N—(S-cyclopropyl-1H-pyrazol-3-yl)—2~(2’-ﬂuoro[l,1'-bipheny1]-4-yl)acetamide

S T L



yl)acetam de 431. N-(5-cyclopropyl-IH pyrazol-3-yl)-2-(4"-fluoro-3' -nethyl|
1, 1' - bi plwoyl/289 yl ) acet am de 432. PCT/US00/06699

N- (5-cycl opropyl -1 H pyrazol -3-yl)-2-(2',5" -dichl oro[ 1, 1' - bi phenyl ]-4-yl)ace
tam de 433. 410

N (5-cygl opr. | - I3I a bi phenyl ] -4-yl )acetam d
e (43 4&(‘25 P 18%/ cyclop pyl- -pyraz%l-g-yl)-ﬁ-(?-ﬂuorol -blphenyl]-E)l-yl)a}t/:et]amldey )

N i3§y‘f’2§f5g@-@§l€ Olst?&éwﬂ]si #yﬁaﬁg 3 3@% élgég%gg[lll BiphBhANE W aberdntde 2cet ani d

di f 1 uord2f71, IN«(Bicptlepibyt- HH-){iy}a‘ZGEB ﬁ-@penﬂa’iﬁloro[l 1'-b1|pheny1] 4-yl)acetamide
N-(5- cycl opropg/l | H pyrazol -3-y % 5' -dinmeth bi'phenyl ] -4-yl ) ace
t ami de 42837 N- cyclopropyl-lH-pyrazol -yl)-2 (4 -(tnfluoromethoxy)[l 1'-biphenyl]-4-

N-(g cyclgﬁg&%ﬁdngyrazol 3-yl)-2-(2",6-difluoro[ 1, 1'-bi phenyl]-4-yl)acet
am de

N- (5- C)AQDODNIQS’chélberWlaHQJ ¥]- 3-ymg4 Jaﬁ;d}s)py{ %Gﬂhgnﬁ,;%:@?ﬂ}@daﬁw' ) acet ani

de 439. N-(5-cycl opropyl - pyr azol

1, 1' - bi43Ren 15~¢yglbprapﬂt-uihpmazol4m1)-2-(3 -formyl-4’-methoxy[1,1"-biphenyl]-4-

N-(5 cyclorgro%dll-l-pyrazol 3-yl)-2-(5"- quoro 2' -nmet hoxy[ 1, 1' - bi phenyl ] -4-
yl ) acet ant’

N (5- cul OPIeRY kydibuyyRRPipyrizdt 3y iuaufﬁm&b‘tﬁ{eWpihl.h}pheByﬁﬂ?“y'1 4-yl)ac

et am de

N (5-cycl y:k)mn]:npludél—l— pyrazol -3-yl)-2-(2', 6-di met hoxy[ 1, 1' - bi phenyl ]-4-yl)ace
tam de 43.

N (5- cfééop 56y eYsleprepylabispyrazgh-3-yD-2-@2°, 52dishjorof 111 -biphsnpl eyl dcetbmids acet ami”
de 4444

N- ( 5- cyc?op NG r:ycilﬂgro LU Py?zo i}-yg 7 -agptl 1y -piphenyllsdyPacsiamide v ) acet ani

de 44334N (I\B{S;yydlﬁﬁrbpﬁYIH-i;yidz@N}-gBCﬂ -(B=fpthylPr, {"(Aphed§i Y it Rille
1,1 b hen %ﬂrdf yl)acet am de

N- ( 5- c pydloprppylalibpyRzel-3-yD-2-@’,5¢ diftwors[4;1-biphemyd - - )atethmijdeeny | | - 4-

| ) acet ,
KI— % 5- cf/1 ?Fopﬁﬁﬂy‘ilwrﬁwa%?wﬁ'y D25z 0msthyll v, 1'biphgnyHedryDacetangide o c et ani
de 44837. N-(5-cycl - -3-y1)-2-(2’ -
N (5. cycl opt OE)g/cyc o rop);lalzl-{) yrazol yl} 2- Si'l ,0- d1ﬂu<rroP I' b1plBengﬂ }/rlt)a}c im—);/fi? acet am d
e 449438, N cyclopropy -1H—pyrazol-3-yl)-2-(4 -methoxy([1, 1'-b1phenyl]-4—yl)acetam1de

de. 111 o7 PP pre iy A pymad i aoclimett hiphm Ronebepmides | s
N (5-cyel oprony " T B taror 1T 8.3 e FEERBI 1 BB teny1 1 o
yl ) acet arylipsetaf
gj_e( > C%ﬁ op&o&y cycll rgﬁlylaﬁf)pyrazc}/l-g-y 2 (2’ Eisilrt]r?é( oxy[i 1'—b1tp31|1£1r}]'?]r-?/ ])acita%/trludgcet am
N (5 CYa.0PIIByeldBrap1AHERbyrazof 3.5 2@ 6 iimBinbki1°blpheny1] 3 A Mhdde™ V' ) 2
gllrgcg?@ 08Mﬁy‘tycﬂdﬁrmfldfbbyﬂz@@yg'%@”ﬁ*tyqlMmﬁylﬂ-kvﬂ)ac&hﬁh&"'y| 1-4-

25” %I ~(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4’-ethoxy-[1, 1'-biphenyl]-4-yl)acetamide

445, N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-((4’-methylthm)-[l,1'-b1pheny1]-4-y1)acetamide

446. N—(5-cyclopropy1—1H-pyrazol—3-y1)-2—(3’-chloro-4’-ﬂuoro—[1,1‘-biphenyl]-4—

ylacetamide

447, N—(S-cyclopropyl-1H-pyrazol-3-y1)-2—(2’-acetyl—[l,1'-biphenyl]-4—yl)acetamide

448, N-(5—cyclopropyl-1H—pyrazol-3-yl)-2-(4’-ethyl-[1,1‘—biphenyl]-4-yl)acetamide

449, N—(5-cyclopropyl—1H-pyrazol-3-yl)-2-(3’-ethoxy—[l,1'~bipheny1]—4-yl)acetamide

||IIIII| |I|I|| III|| I|I|I |l |II| |
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454,

N (5-cyclonr | H pyrazol -3-yl)-2-(2",3 -dinmethyl -[1, 1' b4 -4-yl)ac

ct o do. HBuTRHs | T PY v VoL bty 4y

N-(5-cycl opropyl -1 H pyrazol - 3-yl) - 2- (3 (trifluoronmethoxy)[1,1"-biphenyl]-4

- yl)acetani de 456.

’\t(S gmgbopﬁ@ey bydibbroyyIeaRpyRayl3-yBd- @ A%nﬂétﬁdngonor'{biphknylwphenyl] 4-yl)ac

et am de

N (5- cyclp\)auemyﬂudél—l-pyrazol 3-yl)-2-(4"-tert-butyl-[1, 1" -bi phenyl]-4-yl)ace

tam de

N- (5- c?‘éﬂop%ﬁfFY‘PlPPrBPY %wygazglrij-yg T @-ethoxy- %11(38‘?&“?1]'%?' Bﬁ%ﬁ%}ﬂd 4-yl)aceta
d 2 ) 11 A

R]I- ( g cyc?opr 065 lcy?lﬂgrow élzI-(I) yrazoﬂ % yl} X 9 5t rd .‘f}mﬁ%r[ {)%rel?%helnylﬂ ¥ yl)acgltag#cel%yl 1-4

yl ) acet4ap] dEN-(5LGchopropy1 lH-pyrazol 3-yl)-2 -(2’,4’-dimethoxy-[1, 1"-biphenyl]-4-

N- (5-cycl opropyl -1 H pyrazol -3-yl)-2-(3"-(hydroxynethyl)[1, 1" - bi phenyl]-4-

yl ) acet anybecetpnide _ _ _

N-( 8- Cy8ly POy oy ibh By PAS s iy B-4-6 3 lalhing iyt X -vibheRAabettnidc et am d

462.
N- (5- cygkop yélﬂgrﬁgyla yﬁszz -2( @’ =(frifhudeametheiydl, )'biphthyBidphenyl ] - 4-
yl ) acet am de cyc opropy H pyrazol -3-yl)-2-(2'-chloro-]|
|, 1" -bi phyzl)gde}a:mdyl )acet anm de 464.

ﬁeg 4 sa. DRSS A ropyt- M bYRSHY3 LD S5 2 MRS LLY il AF A celintibd acet am

N (5 cyeTopropy T CPRKIES pyduth-yl2 ft%“ﬁﬁ“ﬁi’fe‘%‘ﬁf‘ﬁgig‘%ﬁ?ﬂ‘ﬁi Y07

\- (5- CYsBopMdEycydloprppyliibipyBagh-yD-3-6 {agethanida() bl-lanlw yhesetramide 68
I%I- : 3r g%gcgt ‘gxt Qéfgir’%e? %01]-3-’)\}1)(;(4(; >{:l'lhl%) m%M’llyl- ,1-biphenyl]-4-

2-

H

p
[4-(5-cC %“%aghl enyl )phenyl] N (5-cycl opropyl -
pyrazol = cetam de; 470.

N- ( 5- cmbopmp&lcyﬂbblppy]a]z!ﬂpyﬁzv]i?-yﬁ-l'@ {(Bydrexymethg) [ i1 -brp}'lpl}sdlrényl ] acet ami de
;o 471, 2- 1- bhenzof uran- 2-y1) phenyl ] -N- (5-cycl opropyl -1 H pyrazol -3

yl)aceta nggam@qz

! (2 I AR i e oS g . 47>

N- (5-cyclopro “(di et hyl am no)

napht hyieps ulN-5ydlopebyio)H-pyidzeld-yheid’ ik octoy i oiphgI 4\ 11 1111
.S SUBSTI TUTE SHEET (RULE 26) c¢ L PCT/USOQO 06699 WD 01/12189 112 474.

2-[ 4- (1 bebhecstamide 2-y|)phenyl |- N-(5-cycl opropyl - | H pyrazol - 3-yl ) acet am de
475.

N- (5- Cyg POp%g’ﬂ?lgprﬁw SIEPYEE ll-:j_yy-%-g (cglofroi[ blghenrw{ 'e‘m)?ceﬁm‘??] acet am de
;\I- ( 45172 46|4 2- [4-$1 31-aenzodloxol—3—y9£>henyl]-N-(5-cyclopropyl—12H-pr)]'razol-|3-yl)ﬁceta1|mde ' .
y4c650pr1\cr)_}:g/ cyclogr%;);llz-loH-pyrazo? -yl) -2- [}-(1-naphthyl)pher&yl]lager{zmzd% enylJacetam de;

466. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(2-naphthyl)phenyl]acetamide;

467. N-(5-cyclopropyl-1H-pyrazol-3-y1)-2-[4-(2-furyl)phenyl]acetamide;

468.  2-[4-(5-acetyl-2-thieny)phenyl]-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;

469.  2-[4-(5-chloro-2-thienyl)phenyl]-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;

470. N-(5-cyclopropyl-1H-pyrazol-3-y1)-2-[4-(5-methyl-2-thienyl)phenyl]acetamide;

471. 2-[4-(1-benzofuran-2-yl)phenyl]-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;

472. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(2-thienyl)phenyl]acetamide;

473. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[3'-({[5-(dimethylamino)-1-
naphthyl]sulfonyl}amino)[1,1'-biphenyl]}-4-yl]Jacetamide;

\\\\\\\\ \\\\\\ |\\\\ \\\\\\\ \\\\
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477. 5-(4-{2-[(5-cycl opropyl - 1H
- pyrazol - 3- vl i no] - 2- oxoet hyl } phenyl ) - 2-f ur oi i d: US00/06699

gt(efafn%tgéﬁ}gg} - 1H pyrazol - 3-yl)-2-[4-(3- mret(:)lhgll aﬂ-l— byrgzgi -4 yl)phenyl ]
| yl_ § ghg'g': ]OZpr OE‘%’ géézg#&?gr;gé?)}lﬂ-l;—yﬁllzl-é 13316%:{?’0’1;?& | r;)ét A L?:l-ﬁkawtﬁﬁm - 4-
'\“(5-Cyé|0|50->7|-ll-l-rl)razol-3- I‘: L4 (3 o - _
¥ (-l aomptioramy aprosiyr)t S PRI P 2ot an e
[ 5- (4476- [stﬁye}o@mpgb-gﬁ:?w%%%%%- -[g—(3-fonnyl-2-thieny1)p enylJacetamide;
Y , . -3-yl)am no] - 2- .).- i
e ot el R

- n, :
?gge?ﬁl gﬂ-gﬂ?wddﬂrbm{%p 1524"6 :[[42‘@ (@éw‘?ﬁg‘ipmz%ﬁényl ] acet ani de; 485,
{ 2- [ ( 5- cyliphepyldgsptamifespy r azol - 3- Y1) ani no] - 2
. -2- h - i
acetal gy 4815 gyclopropyk 1H-pyrazol-3-yl ) 0 A iyl 1Epysolcdr) )7 4+ tndol =Syl
py£22g| %%Mégs&&my%ﬁ%t hy! L8 pyrimi dinyl)phenyl]-N-(5-cycl opropyl -1 H
- 3ne o -
N-(5-cyc rOIOyl-II-Irpyr:azol-'s- =25 - i i di . :
s ats- oy s oopsish ey bt S ohor fFocet e
- it op¥SEyveRoR RO St R Jacatamids; |
e 4 5-(4-{2- (5-cyclopropyl—1H—pyrazol—3-yl)amino]—2-0xo%t1@(fﬂh%h§1¥-|ﬁ-lgﬁﬁgﬂﬁJ acetam d
N-(5-¢C C'ODLO&)yi ‘H—pyrazoI-B- |Y-2-T4-(6-amn no- R
ﬁl,_( 491. yl]acetic acid; y ) [4 (6 am no- 3- pyri di nyl )phenyl ] acetamd
5-cycl opropyl.-| razol,- - A : L i
- - - =3- 2igkol h A% de:

(3 Ul b AR B et v <5
N- ( 5- ci'l%‘} Opﬂagy?xc}%rc&yl-1H—1Jyrazol-3—yl)-2-[4—(2—pynd1nyl)pheny1 acetamide,

razol - 3-yl)-2-[4-(4-1i - i :
494. 485, 1-acetyl-s-(4-{2-[(5-cyclopr¥p;):1-1H-[p§1rra§§1-é%B%‘éir[&?-'zt&%'ewt}%ﬁuﬁﬁmm ami de;

5-(4-{2-](5-cycl opropyl - -
acid:  4%imdol- _ylac%tatgy | H- pyr azol - 3-yl ) ami no] - 2- oxoet hyl ) phenyl ) ni coti ni ¢

N-(5- C%glé.'c)przc_)@_/&-_grm-ngyg_wxyaﬁx,g&h}ad.ﬁyr(rﬁidmyl)phemdbﬂrG5rﬁYGlWByﬂ)ﬂIé]ﬁyI ] acet am

I de;
N(5-cyclg,%gn - dzol - 3-vl) - .
pr 0p3};j| yhitepideol - 3-yl ) - 2-[ 4- (4-pyridinyl ) phenyl ] acet ani de; 497.

N (5-cycl SITH .. ) :
498.487. N-(s-cyclopr%;flzﬁ-'py?az%{-%-y?)'-i-fJ-Eéﬁmiﬂylyphbﬁmmwahim nyl ] acet ami de

N ( 5- _
N (5 oyl 0P QO L R PRl -3 4-Bptiny ety lpasaaige acet ani e

2|4 (ot Skt g oy IR Facer am e
PCT] USORp66s-<yeiopngy -1 B puase Litiiddiddasyrighny Weheiihesatids
by az4(1)91.3 Kll—es?c@c o%]répzy_l-q%ﬁﬁ}‘rgiglbpﬁ%@y[h)(sibyﬂdim@phen’s'llgtetamide;
492, N-(S-cyclopropyl—1H-pyrazo1—3-y1)-2-[4-(3-quinolinyl)phenyl]acetamide;
-2-[4-(4-isoquinolinyl)phenyl]acetamide;
-2-oxoethyl}phenyl)nicotinic acid;

493. N-(5 -cyclopropyl—lH—pyrazol—3 -yD)
494. 5-(A-{2-[(5-cyclopropyl- 1H-pyrazol-3-yl)amino}
495. N-(S-cyclopropyl-1H—pyrazol-3 -yl)-2-[4-(2-amino-

496. N—(S-cyclopropyl—1H-pyrazol-3-y1)-2-[4-(4-pyridiny1)phenyl]acetamide;
-thienyl)phenyl]jacetamide;

5-pyrimidinyl)phenyl]acetamide;

497. N-(S-cyclopropyl—lH-pyrazol-S -y1)-2-[4-(5-acetyl-2
498. N-(S-cyclopropyl-1H-pyrazol-3-yl)-2—[4—(9H—purin-6-y1)pheny1]acetamide;
499. 2-[4-(1-benzothien-3-yl)pheny1]—N-(5-cyclopropyl—1H—pyrazol-3-yl)acetamidc;

soomenerrone [N



acetate; 501. N-(5-cyclopropyl-I|H pyrazol-3-yl)-2-[4-(2, 4-di met hoxy- 5- :
pyrim d| |] acetam de; 502. T/US00/06699
N-(5 cycl % @EﬁFyl H pyrazol - 3-yl)-2-[4-(2-chl oro- 3-thi enyTg Henyl acet am de

N-(5 cycI opropyl -1 H pyrazol - 3-yl ) - 2- [ t43( 6- net hyl - 2- pyri di nyl ) phenyl ] acet am’
de; 5G60. 5-(4-{2-[(5-cyclopropyl-1H-pyrazol-3-yl)amino]-2-oxoethy!} phenyl)-1H-indol-3-yl

N- (5-cycl opropyl -I'H pyrazol - 3-yl')-2-[4- (] Him dazol -5-yl) phenyl ] acet am de;
505. 2- [4a<(681tam no-5-ni tro-3-pyridinyl)phenyl]-N(5-cycl opropyl -

H pyra - 3- et am :
N- % c rtgﬁ/) gprawld@g-lp%agbll-§-y?:%—h{-glz"i—gl,r%?tl%qliyéﬁ af | uor o- 4-
di I H07.
RIYEIS L% %%?g%l:“}q H p)}?gg‘gﬁn% yl) - £4 £4 met h E)yrl di nyl ) phenyl ] acet am
de; 5082. N—(S-cyclopropyl -1H-pyrazol-3-yl)-2-[4-(2-chloro- thleny )phenyl]acetamide;

glg)s(;S g%(@lzomﬁ"? -cycloplp 1\;)'1 -pyrazXf %-y?) i [4—66%me81¥lf QZO' dmyﬁpl)leony‘i"]nget;ﬁ%} am de;
{21 (5-504C! QY SRy IobohP MBStz 35T Aol Aniasistyptefigiacelanddé;l ophene

aci d

N- (5- C Y505 0 pr2efay{6-arhinpys-nitrol 3-Byrydihy phienyl]-N-(fecyolopropyl d¥-pyiiarglt3-pheny| ] acet am

i de; 511. 6- §4-_ {2-[(5-cycl opropyl -1

H pyr azol yl@acy. a9‘%lfé’r?sno] 2- oxoet hyl } phenyl) - 2- pyridi necarboxylic acid; 512.

gt:gfacsgﬁéom IR Ly dibRy EFiR pyridtd A f-(23 S pdetedthidras- pyrimi diny! ) phenyl |

N-(5 cycl ppidifyl)pHehyavetdtide;3- y1 ) - 2- [ 4- (4- et hyl - 3- t hi enyl ) phenyl ] acet ami de
514

N- ( 5- ¢ \56 o p M6§-cyelepropylabibipymzgl-3-yD-3--(smetby kg pyridingDphsnytlacgiamides ani de:
51
N- ( 5- cf((,)%pl'l%gflcy‘fl??rﬁw %]pygazyll 3'}9%'&4'21%1 Rﬁa%%l-%y%g/ ace a)n.f)lﬁenyl ] acet am d

e, 51Gg9, 5-(4- fZ—Fﬂ_'_cyclopropyl-1H-pyrazol-3-yl)ammo] 2-oxoethyl}phenyl)-2-th10phene
N-(5-cycl opropy pyrazol - 3-yl')-2-[4-(8-qui nolinyl)phenyl]acetam de; 517.
N- ( 5- cycl agdiopyl - | H- pyrazol - 3-y1) - 2- [ 4- ( 5- et hyl - 2- pyr| di nyl ) phenyl ] acet am
de;

N (5- c;jﬁipt)prI}I)ﬁ?/'I"Y‘fIPPrBWIa%'Ipy?Zy\'%'yD T £14"f63>memt°ﬁ3§g- : |y1)3hen 1; %Irtllyl/ acet am

de; 5k93. 6-(4-{2-[(5-cyclopropyl-1H- azol- 1)amino]- 2-oxoethyl}pheny1)-2-
N- (5-cycl opro(pyf F(H- gyrgzg 3- yqyr 1)( 1H i ndol - 7-yl ) phenyl ] acet am de;
520. pyndlnecarboxyhc acid;

:\ZS cycl Oprlgpg cyclopx%\t;yl- pyrain %-y?) 18 . f2 4 B hoxy- 3- pyri di nyl ) phenyl ] acet am
N-(5 cycl B%IBMJI}’IWGHME&E%I& yl)-2-[4-(2-am no-9H purin-6-yl) phenyl ] acet am

i de 522.
N- (5- cysa Boerchyctlbbtppylaﬁﬂpyﬂzyl-; yD-7-I-(Lmethyhithieryhpheoyllsetamideieny | | acet a

F\nl- ((jg ngﬁoprlgﬁ%cyqlpprﬁpyla%wy@zgl 3-yD-3If- (SGfQW‘XIO? 5‘“?!)89‘?‘\3’9?%‘37?‘5‘191’?9 nyl ] acet ani
gi ) 121?3?' gﬁ-ﬁ%—%@gég% - p9z0l-3 Y1) 3-[4-{6-hitrbl3-prddingijphenyliackiatdide;C L M s VO
516. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(8-quinolinyl)phenyl]acetamide;
517. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(5-methyl-2-pyridinyl)phenyl]acetamide;
518. N-(5-cyclopropyl-1H-pyrazol-3 -yl)—2-l4-(3 -methyl-2-pyridinyl)phenyl]acetamide;

519. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(1H-indol-7-yl)phenyl]acetamide;

520. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(6-methoxy-3-pyridinyl)phenyl]acetamide;

521. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(2-amino-9H-purin-6-yl)phenyl]acetamide;
522. N-(5-cyclopropyl-1H-pyrazol-3-y1)-2-[4-(2-methyl-1H-indol-5-yl)phenyl]acetamide;
523. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-[4-(6-fluoro-3-pyridinyl)phenyl]acetamide;
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114 524.

N- (5- cyclwonomyise | H pyrazol -3-yl)-2-[4" - (et hyl sul fanyl) [ 1ptTridot)bsey! 1 - 4-

yl ] acet am de; 525.

N- (5-cycl opropyl -1 Hpyrazol -3-yl)-2-(3",4"-dinmethyl [1, 1' - bi phenyl ] -4-yl)ace
tam de; 526. 114

N- ( 5- cyi@RopMBii§cy¢lepropylabiBipysazyl-3-y2)-2-44'-(blisubfary)[ 1,1 -bipreyilyd-] - 4- y| ) acet ani
de; 527. ?ﬁ?} §é4 -{2-[(5-cycl opropyl -1 H pyrazol::3-yl)am no] - 2- oxoet hyl }

[1, 1" -biph yl)-2-propenoi c acid; 528.

;T](ch%sgﬁqog; -Q%ﬁélbb&ﬁlaf-ﬂlpyl?hdi 3338 4£afnaeftﬁyiﬁr9'ﬁ‘ﬁﬂ&i§ml41yﬂace{%&rﬁﬁény' I-4-
N- (5, cyp@BopNf-cytlopmpy iiiipyfaal-3-y0- 144 ydtcey[ L I-biphebyipieptyicktaduii) acet ani d
N (5 (5- 3@7opr(85w «(f #%U?‘&XB‘PP@P%'}H?W@Ol'?ﬁﬂlaﬁyv%]cﬁﬁwyﬁE!;l_i“blnhepﬂéﬁy| ]-4-
%/ ] icehﬁgkggﬁx?ﬁéml%g}l (2)x£/I( ISCCZIE: gpr gggl | H pyrazol - 3-yl ) am no] - 2- oxoet hyl )
3-

(4 - {528] ( N-QS—eyﬂOpmpyll-}HJﬁymbm-@vﬂ) 3{311(ﬁrﬁmoﬁﬁiletﬁylgmqebiméh 13
[1, 1" - bi phenyl]-4- yl)propanoic acid; 533. 2- enzyloxy
1,1 -bi phﬂ&aﬂe}mm §1] - N- (5-cycl opropyl -1 H pyrazol 3-yl)acetam de; 534.

N- (5 CgﬁbOpg@_@ yél|o+ lgf;ylaﬁ? pyrazXf g-yl?) é %4' methﬂtl {]-b%h% %I]]A-yl?l %tharenq é] 4-yl)ace

tam de;

N- ( 5- cmbopwbydlbb@yylan@py&zm 3-yBed- B e lsamiynt 1Y -sBhelapyl 1 - 4-yl) acet a

m de;
N ( 5- cyclﬂﬂﬂcsmlddb,l-l- pyrazol 3-yl)-2-[4- (3 forrryl 2-furyl)phenyl ] acet am de;

[5371 ( §Si>‘ner‘1'y?¥ Ié?z ){9 g#m@ 35% -oxoet%yl)}?ml'[]b?]]ahe%yi)zo-et hyly

N-(5- cycl&m;(ga,gllca[, pyrazol 3-yl)-2-{4"- [(E) 2-nitroethenyl][1, 1 -bi phenyl]
-4- yl}aceta 2-(4' -chloro]

1, 1' - bi5SpRe nw@—p-yqs}eymo@semammm&ﬂ)dmw mbetﬁ Dg[]) , BQsipley ﬂ 540.
N—(5 cycl 0 | H pyrazol -3-yl)-2-(3" -methyl [I, | phenyl ] - yI )acetam d
e; 541. 31%'19 [ 1,1'-bi phenyl]-4-yl)-N-(5- cycl opr opyl -

H- 3 1 .

N- %r 233, g# op%“; W&fg Eli%)l'b?é?enw"tiyl 2 '(5'%0%‘3’xyf3§ 1H-pyrageldiyl )Tceﬁmﬂ}’tdf'ac et ani
de; . 5434. N-(S-cyclopropyl—1H—pyrazol 3-y1)-2-(2' 3'-d1chloro[[l »1'-biphenyl]-4-yl)acetamide;

N- (5-cycl opro?g - H pyrazol -3-y J‘r for nyl - bi phienyl’] - 4-yl )acetani d
e; % -gypleprepyl- lﬁ-myraml azla;a 11' nsopmpyml (15bmbm§db4qb)y.¢etamlde

K ?35” gég op? O@ Wﬁ?(#ﬁg%)ﬁglzl% yrgzolﬁ-yl) 2(-%1. (3f%)m]| %—furyl)phenyl]acetamxde
%6 )1 . -b 3\%7;81 )2 /Zilpﬁf.);} iétﬁhifig@%g%yu1Hprta§b1131§l§mﬁtdo]-121&xo§H§§Ti JWibnetyeRd- (RULE
538.  N-(5-cyclopropyl-1H-pyrazol-3-yl)-2- {4'-[(E)-2-nitroethenyl][ 1,1 '-biphenyl]-4-
yl}acetamide;
539. 2-(4'-chloro[1,1"-biphenyl]-4-y1)-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;
540. N-(5-cyclopropyl-1H-pyrazol-3-y1)-2-(3"-methyl[ 1,1'-biphenyl]-4-yl)acetamide;
541.  2-(4'-phenyl[1,1"-biphenyl]-4-yI)-N-(5-cyclopropyl-1H-pyrazol-3-yl)acetamide;
542.  N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(4'-phenoxy[1,1'-biphenyl]-4-yl)acetamide;
543.  N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(2'-formyl[1,1'-biphenyl]-4-yl)acetamide;
544, 2-(3'-chloro[1,1'-biphenyl]-4—y1)-N—(5-cyclopropyl—1H—pyrazol-3-yl)acetamide;

545. N-(5-cyclopropyl-1H-pyrazol-3-yl)-2-(3"-formyl{ 1,1"-biphenyl]-4-yl)acetamide;

T
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115 546. tert-butyl

2-(4-{2- - propyl -1 H pyrazol - 3-yl ) am no] - 2- oxoet hyl 3@Hg H
pyrrole- [vaépié?rih%xyl ate; 547. 2-(3'-cyano] ’ Shilokcsh

1,1 -bi phenyl]-4-y1)-N(5-cycl opropyl -1 H pyrazol -3-yl)acetam de; 548.

N- (5-cycl opropyl - | H- pyrazol - 3-yl ) - 2- (Asdi benzo[ b, d] f ur an- 4-yl phenyl ) acet ani

de; Or48, ph&img@gl(hqaL[kycmsﬁgpﬁbﬂmpyﬁlzbl-s-pnmm-22:&oethynphaga);1Hor
preparing the 3-am no-pyrazol e derivative of Caim 14, or the

phar maceupyreeledlycashaxatateibl e salt thereof, conprising: (a) reacting a
conmpou represente J.or myl ' - I ' s defi ned

i anI faigglmgé dzl@°f’sP%W@#&&'&E‘“W@%M@%%@% esence of
a basi @489 (5.l 101 L pGRZBIO3LYT- 1-eRaiB el s &) fidn Datetanhide;

R- CO CH§ CNr}?.I(I I%%@e Rpl S as ggf i ﬁgd aboveid] (b) %gﬁl?'n)g aéﬁclor?pound

r epr es ontaptaimyackoticallly acdeptable saltttherbofir azi ne hydrate to obtain a conpound

represented by fornula (1V): NH2 R NIN(1V) Hwhere Ris as defined
above; (c) oxidizing a conpound represented by formula (I1V) to obtain a

conpound 1 egr e?ﬁ?}o@gssb%sr &,%1;31-1{1% tﬁé/)si.aé;lﬁgé- rggmemr(v){ﬁve B \WIShE 1R b RS

defined abové; reacti ng a compoun ented by formula (V) with
t er t - bshavyaeenticallylaccepribleckaltdrered® cafipriding:obt ai n a conpound represented by

formula (M): * C L SUBSTITUTE SHEET (RULE 26) WO 01/12189 PCT/ US00/ 06699
116 NO2 (a) reacting a compound represented by form a%ll'}:
R-COOR, (II)
where R is as defined in Claim 14 and R, is an alkyl group, with acetonitrile in the presence
of a basic agent, to obtain a compound represented by formula (III):
R-CO-CH,-CN ([I)
where R is as defined above;
(b) reacting a compound represented by formula (II[) with hydrazine hydrate to
obtain a compound represented by formula (IV):
NH,

N\
R N,N : (V)
H

where R is as defined above;

() oxidizing a compound represented by formula (IV) to obtain a compound
represented by formula (V):

NO,
\
R / m,N V)

where R is as defined above;

(d) reacting a compound represented by formula (V) with tert-butoxycarbonyl
anhydride (Boc,0) to obtain a compound represented by formula (VI):

LW L
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R/ NNNO O~ Owhere Ris as defined above; (e) reducing a conpound

repr esenwaglofmeigoor mula (VI) to obtain a conpound represertEUSIHBPs6D Nul a
(VII): NH2 R/ N1 (VII) O-Owhere Ris as defined above; (f) reacting a
conpound represented by formula (VMII) with a conpound represented by
formula (M 11): RL-COX (VII1) where X16s hydroxy or a suitable |eaving
group and R is as defined in claimAN,to obtain a conpound represented
by formula (I1X): H NRLI /NOJfRW OX) O Owhere R and Rl are as defi ned
above; and (g) hydrolyzing a ouNd repres®fled by fornula (1X) in an
acidic mediumto obtain a co'%pou of formula (1), where R and R are as
defined above. SUBSTI TUTE SHEET (RULE 26) J 11111111NI11121121111121121111 CL
M S WO 01/12189 PCT/ US00/ 06699 OT17®22. A process for preparing the

3-am no-pyrazol e derivative of Claim14, or the pharmaceutically

acceptabl e salt thereof, conprising:| tta) reacting a conpound represented by
formula (IV): NH2 R'/ N (IV) N

where R is as defined above;
(e) reducing a compound represented by formula (VI) to obtain a compound

represented by formula (VII):

/ \N (Vi)

where R is as defined above;

() reacting a compound represented by formula (VII) with a compound represented

by formula (VIII):
R,-COX v
where X is hydroxy or a suitable leaving group and R, is as defined in claim 14, to obtain a

compound represented by formula (IX):
' H
_ N R1
Vali
R N/
)\ (IX)
J\

where R and R, are as defined above; and

0

(g) hydrolyzing a compound represented by formula (IX) in an acidic medium to

obtain a compound of formula (I), where R and R, are as defined above.
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H with a conmpound represented by formula (M11): R -COX (VIIl) where R
and R, arﬂ,@(ﬁ/ﬂﬁ?i ned in claim14 and X is hydroxy or a Sli,ictrﬂ;gg %&@VI ng
group suc as chlorine or bromne, to obtain a conpound representéed by
formula (X): H NYR RNO/~ (X) ORL where Rand R are as deflned
above; and (c) selectively hydrol yzi ngta conpound of fornula (X) in a basic
medium to obtain a conpound represented by fornmula (I). 23. A process for
prepari ng the 3 am no- pyrazol e_derivative of C aim14, or_ the

phar maceut i c&2- YA 2EQeesy 507 preparing theed-amino-pisasole demvative f Cleimal4 ergbend
represe (IV) NH wth a conmpound
represeéﬁaﬂg g%g“hf%l&myﬁéé&?é!%%tm&%&@fé%‘ﬁl) wherein R and R, are as
defined in ¢ lrﬁiolﬂa%ﬁn%hﬂ&%?reﬁﬁﬁﬁb 12@V):! 111 e g
111(111 t!II&% L isgl WO 01/12189 PCT/{JSOOI 06699 118 24. A process for
preparing the 3-am no-pyrazole deriv e of Claiml14, or the

phar maceutical |y acceptable salt reof, conprising reacti ng a conpound of
formula (1) wherein R is a 4- no-phenyl@qjatyl group, or a polyner
supported formof it (I1b) -R™X

with a compound represented by formula (VIII):
R,-COX (vIID)
where R and R, are as defined in claim 14 and X is hydroxy or a suitable leaving group such

as chlorine or bromine, to obtain a compound represented by formula (X):

H
N._ _R,
/[_\( T
RN O

0] R

X)

where R and R, are as defined above; and
(©) selectively hydrolyzing a compound of formula (X) in a basic medium, to

obtain a compound represented by formula (I).

23. A process for preparing the 3-amino-pyrazole derivative of Claim 14, or the
pharmaceutically acceptable salt thereof, comprising reacting a compound represented by
formula (IV):

NH

2

/3 av)

with a compound represented by formula (XI):
R,-COCCl, (XI)

wherein R and R, are as defined in claim 14.

SUBSTITUTE SHEET (RULE 26) | IIllIII |||||l IIIII IIIlI ll ||I|



HXN4H HNONNO Poll (1) (Ib) wherein X is a halogen atom such as
brom ne o #@digye, with a conpound of forrmula (XI1) OH Rrusidoeeddl ) where
R3 is an aryl group, to obtain a conpound of. forrmula (I) wherein R3 is
aryl, or a polynmer supported formof it (Ib) HRS HRs N/ NNNONNO
H Pol' (1) ;I b) and, in the case of 48pol ymer supported conpound (1b),
hydr ol i zi ng2f+ #ypraesssifer prepating the wminerpyragolerderiypive of SA@BuAd, oF theor nul a

. f : i - apd No- -az0l i i :
1) or BhwEaREREE cofimir Rt dhddeos SompREnE voRitcE SmSid BE iy @ 2
react i jherit RTRUWNHalegerddplitnyRcéty grobigRiahoimérsuppattdddbae bpit gy ny| acet yl

group, or a polynmer supported formof it (Ib) with a pinacol ester of a
di boron conpound, to obtai onpound of formula (XII1) or | yner

supported formof it (X FEEEy it b rrrrnd X
SUBSTI T SHEET (R /12189 PEN US00/ 669R} 9 N'NN H
O O Pol ~B OB 2
_ / O / 0]
N—N /N—-N
H Pol
)] (Ib)
wherein X is a halogen atom such as bromine or iodine, with a compound of formula (XII)
(I)H
B< )
R; OH

where R, is an aryl group, to obtain a compound of formula (I) wherein R, is aryl, or a

polymer supported form of it (Ib)

H 4 R, H Rs
By St
N—N © N—N °
H 4

Po
) (Ib)
and, in the case of a polymer supported compound (Ib), hydrolizing it by acidic treatment to

obtain the above compound of formula (I).

25. A process for preparing the 3-amino-pyrazoéle derivative of Claim 14, or the
pharmaceutically acceptable salt thereof, comprising:

a) reacting a compound of formula (I) wherein R, is a 4-halgeno-phenylacetyl
group, or a polymer supported form of it (Ib) with a pinacol ester of a diboron compound, to

obtain a compound of formula (XIII) or a polymer supported form of it (XIIIb)

R
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O O Db) reacting a conpound of fornmula (XI11) or a polymer supported form of
it (Xl ] conpound of forrmula (XIV) R3X (XI'V) wh i ryl and
Xis bromwnoewtl)ltrﬁﬁggdi ne, to obtain a conpound of fornula (%&\lfﬁé%l%&m is
aryl or a polymer supported formof it (Ib) HH NN HNONN O Pol
[TR(I) (Ib) c¢) and, in the case of aipwlynmer supported conmpound (IDb), )
hydroli zixpg it by aﬁi dic treatnent to olgtain the aheove conpound of formula
(. ZG.W?Naccordi ng to any o (s Nrom21 to 25, further
conprising c¥nveytind 8 _3-am no- pyrazol e riyativy nted by
formula (1) injopnanothe i ve represenppdNby f and/ or
into a salt threof. &7. A pund represgaf/ed by foPnul a NO2 R NN
(V) H wherein Ris a C3-CoNgyehoal kyl group optionally sub ted with a

strai ght or branched Cl-C6 al kylB I T~ 10 ="~ 11" 1B—P
SUBSTI TUTE SHEET (Rﬁ}gﬁ 26) c L M 01/12189 (Ij{ﬁT,é)USOO’ 0669 1 8.
A pharmaceutical co ogi tion, co Si ng the 3-am no-pyrazol e deMwdti ve of

Claim 14 and at | east one pharmaceytlically acceptable carrier and/
di luent. 29. A pharnaceutical conposition according to claim28 further

conpri si ng ok or reapting:a eonepavndof formwls XIHy ene polymsr sypperted form fdbpri si ng a

conpoun I ical conposition thereof as defined in
Claim 2@@%&%@%&%@@5&@%&?@%m c agents, as a conbined
preparation for sinultaneous, separatrr seuweptial use in anticancer

t her apy.
where R, is aryl and X is bromine or iodine, to obtain a compound of formula (I) wherein R,

is aryl or a polymer supported form of it (Ib)

Ry Ry
(1 (Ib)
c) and, in the case of a polymer supported compound (Ib), hydrolizing it by

acidic treatment to obtain the above compound of formula ().

26. The process according to any one of Claims from 21 to 25, further comprising
converting the 3-amino-pyrazole derivative represented by formula (I) into another derivative

represented by formula (I), and/or into a salt thereof.

27. A compound represented by formula (V):
NO,

/ \N V)

wherein R is a C,-C, cycloalkyl group optionally substituted with a straight or branched C,-C,
alkyl group.
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31. A conpound as defined in C
conmpoundwasoiisoned in C aim 14
antitunmor activity. 1TILITIL T1I
SUBSTI TUTE SHEET (RULE 26)
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t he manuf acture of a neCiyUS0M®EE9 Wit h
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120
28. A pharmaceutical composition, comprising the 3-amino-pyrazole derivative of

!m14 for use as a nedicanent. 32. Use of a
in
11

Claim 14 and at least one pharmiaceutically acceptable carrier and/or diluent.

29. A pharmaceutical composition according to claim 28 further comprising one or

more chemotherapeutic agents.

30. A product comprising a compound of Claim 14 or a pharmaceutical composition
thereof as defined in Claim 28 and one or more chemotherapeutic agents, as a combined
preparation for simultaneous, separate or sequential use in anticancer therapy.

31. A compound as defined in Claim 14 for use as a medicament.

32. Use of a compound as defined in Claim 14 in the manufacture of a medicament

with antitumor activity.
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