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WD 2006/ 003276 PCT/ FR2005/ 001335 1 SUBSTI TUTED

| NDAZOLES, COWVPCSI TI ONS CONTAI NI NG SAME, PREPARATI ON
AND USE The present invention relates in particular to
new chem cal conpounds, particularly to new

substituted indazol es, to conpositions conprjsi .
tWENF00620(33d6t 0 t heir use as nedici nal prodtﬁcﬁmpgmﬂmss

particularly the invention reflates to specific new
i ndazol es di splaying an anticancer activity via the

nodul ation of the activity of proteins, and
par SUBSTITYTED |INDAZRISESTE OMPOS TN S GNTAININGSAME,

commer ci al comound%ﬁgggm|§;ﬁmg@@y 10 pose
substanti al proble of tol erance

on the part of patients. These effects m ght be d
| The treesents ifventing teltefelli GRAEUIFY (RINGYS gl?é‘%'&a'aé?f’mp"”” o

SEIBEUIBNP IS R USRS edioted, ol Empustions Gomyiisiig them.
eal t cells. e . of thg@glutlonsfor limting the
(KLY el useaas BCCiRg| RIR herapy may therefore

consi st in using nedicinal products which act on )
b abphiticulEblypat imesriticor retates do specifie meveindagales displaying an

thes Yyt Q&L enﬁ'}fﬂ} hf BHd NBEhity ioh proteins, and
Caa{ﬁ'ggpgﬁih%@?(fﬁg g%d t\%i C W(])u d be expresseﬁg Iit?l e or
rrrtiawlady of kmasgeal thy cells. Protein kinases are a

cl ass of enzymes which catal yze the phosphoryl ati on of

My i@y | ther Hiéﬁt%it?fofsthécécfﬁamemiat ebmpbesds usedsincthamotherapy
tyrosine, serine . or 20 threqpi [

5o RLbYRRTFLRREmE sy AOe by o o Bratts by the part o
matlepitn1sThéss effestsanuight peolireited kisrfee@spthey magicinal products
| Lo BB ely Bn! i | LighYofaheatdithy cells.
p%%éé@eéflgﬁ\{ﬁ%%Pn%?ﬂeﬁéug;rg??scL_ alféfi‘e)(@{ll éalgfé}?f%e el | y cele
pDoeidf dhevsobiions do1 fimitingdherindssirahle Pg%qts gﬁ%owefw may
\ftﬁle?ﬂéﬁvéd@tist {ﬁ?olﬁ‘é]néhﬁ'ueo\iéihéloqﬁo@@ét‘a funiett 1 aots ohn metabolic

C e actl Vi

[ of “a protei inase. . ls_in ved,
RHDWRHS 1 b S9BSHHERH Seints f es P@ttf\i?ﬁse¥%tf%rg e’g"qfesse_d
tpi@ARFNIn Canesicvdscalls serisesichavolla beexprassediite as et at all in
ﬁgﬁﬁ&fl%ﬂly one of the objects of the present
[ Yi%HSis to provi de conpositions having an
anti cancer activity, acting in particular with respect..
tRrotéinridseses deomglaskoflenasres Wioeh watalyzeiheuprsriiprgation of

%@Ii thﬁ% | 8¢ dsgﬁlc'fff%dprot%ﬂw Adsignag sudiK4s KPbsiaad serine or
i’e e“pr Perr ed. , i ' _ f
threonine residues. Such phosphorylations can widely modify the function o
proteins; for instance, protein kinases play an important part in regulating a
wide variety of cell processes, including, in particular, metabolism, cell
proliferation, cell differentiation, cell migration or cell survival. Among the
various cell functions in which the activity of a protein kinase is involved,
certain processes represent attractive targets for treating cancerous diseases

and also other diseases.

Accordingly one of the objects of the present invention is to provide
compositions having an anticancer activity, acting in particular with respect to
kinases. Among the kinases for which modulation of the activity is desired,
Aurora2, CDK4, KDR and Tie2 are preferred.

The representation of indazoles among marketed pharmaceutical products is
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The representati on of indazol es anong mar ket ed

phar maceutical products is 2 relatively low The
foll owi ng docunments propose the therapeutic use of

i ndazol es substituted in position 3 by an anm de and
in position 6 by a substituted aryl: Patent
appl i cati on WO 03/ 078403 di scloses i ndazol es which are
substituted 5 in position 3 by am des and are useful
for treating nunerous pathol ogies, particularly
g@kﬁgbggb@ﬁ associated with the central nervous
system oncol ogi cal use, although clained, is not

trate Pat ent a ' '
dﬁg%Foi@%ns aeiprEe mAREh ﬁ?ée*“%?%y&&%%g&ﬁf‘ﬁaé‘%'? Substituted
anIppsitivinde by andaraide argkinupositin € byaa sweptidRErAYs

pat hol ogi es, 10 particularly pathol ogi es associ at ed

Vﬁ’%l%n{ Eﬁpﬁ{:ﬂéﬂo{@y@ QJ”BY%E&% QEﬁmseﬁpg%@itgéé Q@l@alarelusabstltuted
al I S u
RSP oRPY e Ry STRES RS AR ARANICLOTSRITG DERTPRY Phthdiogies.
P&aﬁh&ul@ﬂ ?p@ﬂﬁglciglésit@sbtm \Mth MhB3 centrak melvvcam gystem. An
I ne W, a
deutamtirudh e § o Bt Zt.tuem

exhibit a 15 substantial inhibitory activity o bstituted
kH’a’mnésapphmthmW(D AN/e51847agiscloses Korazpias WI"P’%*? argypybstitute

he Bt t ? &é%geah@veﬁﬁtlhéé?ul‘ &)rt@emnﬁmmdusrpathologles
Substitutio

i ndazol e | Siti
arp@m@plarlm B iOIQUISS LASIGEEDUEN sthbs Canl AL heNod! system. An
'Md?bénb@lmé@‘ ditheudth brened KBRcitémbnsratsthot her of t he
rrerlts of the invention 20 is to have found the

ﬁﬁ{ris{q@ﬁmqﬁmw%@%ﬁfgpha hﬁé’tslgﬁhg&g%eéﬂggﬁtuted in position 3 by
b&lmhstltuerﬂ WeiiFRS navitere abk endi B3 8 Aisnids ned Below, and in
aﬁﬁ%ﬁcﬁr‘?%t B{{Va gﬁ l‘ﬂjOnaﬁ@te‘r&‘ﬁromlckbﬂaﬁcﬁﬁat:é@cbsmuegt gxhibit a

roup i i tion
|$Ldzﬁi@mtealbnh|bgt§ryag§m|ty gg)slfl@gﬁq Cc%'qs l%rllyosg%ﬁw%t KDR and
KPB2 and Tie2-inhibitory activity. 25 l\/breover

anot her of the nerits of the invention is to have

denons at ed even ' £

@F‘F"e‘& "9? aRLs O%Jtt‘%dn%%mg’ §p{5)r g%‘r’?i@éﬁé q'?étsthe Slt‘letisLUtlon ©

mdaaolenﬂatviosnfo&mr 6t b am tappgepriate pwietyi BANgs @bquﬁec,u stantial
g A egﬂﬁber @nﬂagﬁs ﬁ‘ﬁ’%ﬁhtﬂ%fdAnét'ﬂePb@%e hieris 66 fHe ivention

|tor I VIt hese pro
csr’roehpwdourod ftoe rﬁ;ﬂbﬁthlpnb@ﬂ Mazge in posrtlgn 3d lE|>y a substituent

NH-M-R3 where M and R3 are as defined below, is a determinant factor in
obtaining satisfactory activity on the two kinases. Accordingly, a change of
functional group in position 3 of the indazole brings about, systematically, a
drop in the KDR- and Tie2-inhibitory activity.

Moreover, another of the merits of the invention is to have demonstrated that,
even when the indazole is correctly substituted by an appropriate moiety, it is
indispensable for the nitrogen in position 1 of the indazole not to be
substituted, in order to preserve a satisfactory inhibitory activity.

These products correspond to formuta (1) below:
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R3 RANMRS N ALIAr NR7 H formula (1) in which:

1) Ais selected fromthe group consisting of: H,

aryl, heteroaryl, 5 substituted aryl, substituted

heteroaryl; 2) Ar is selected fromthe group

consisting of: aryl, heter oargl , Substituted aryl,

substituted heteroaryl; 3) L Ps selected fromthe

group consisting of: bond, CO NH, CO NH NH CO

NH SO NH SO2, NH CO NH SO2, SO2NH, 10 NH CH2,

CH2- NH, CH2- CO-NH, NH- CO- CH2, NH GHA¥CO, CO- CH2- NH,

NH CO-NH, NH CS-NH, NH CO O coinld, CH2NH-CONH,

NH-CO-NH CH2; 4) Mis selRé {Om the group

consi sting of: bond, CO, NH, NIH CS-NH, NH CO

NH SO, NH SC2, CO- NH SC2ArT , CH2- CO- NH,

NH CO- CH2, NH CH2- CO, CO CH2-pH; B) R3 is

i ndependently selected fromthe group consisting of H,

al kyl, al kyl ene, al kynyl, ary Ffteroaryl,

cycl oal kyl , heterocyclyl, uted al kyl,

substituted al kyl ene, substi t ut ed al kynyl ,

SHR&HitR-ut ed aryl, substituted heteroaryl, substituted

cycl oal kyl, 20 substituted heterocyclyl, alkylene,

substl uted al n : roarvl

and R7 are | é%é ég%tffo‘w %eirphgd%ﬁ%ﬁiﬁ eOfg?%uéggd' reroary

consi sting sﬁbstmu;teﬂalryigembs’tmeddmfe@@ )y, OC(O (R2),

OC(O)N(R2)(R1) OS(OQ)(R2) N(RZ)(Rl) N=C(R2) (R1), 25

N R6) 'S O )T R g oy hetereat

R1 S gl R2
qOqR), %FB ﬁ?f{' 4 SRS ERS)
C(=N(CR1)) (R2), S(R2),
3) L is selected from the group consisting of: bond, CO, NH,

CO-NH, NH-CO, NH-SO, NH-SO;, NH-CO-NH-SO-, SO:NH,
NH-CH,, CHx-NH, CH2-CO-NH, NH-CO-CH,, NH-CH>-CO,
CO-CH,-NH, NH-CO-NH, NH-CS-NH, NH-CO-O, O-CO-NH,

CH2-NH-CO-NH, NH-CO-NH-CHz;

4) M is selected from the group consisting of: bond, CO, NH,
CO-NH, CS-NH, NH-CO, NH-SO, NH-SOz, CO-NH-SOg,
NH-CH,, CH,-CO-NH, NH-CO-CH,, NH-CH2-CO, CO-CH2-NH;

5) R3 is independently selected from the group consisting of H,
alkyl, alkylene, alkynyl, aryl, heteroaryl, cycloalkyl, heterocyclyl,
substituted alkyl, substituted alkylene, substituted alkynyl,
substituted aryl, substituted heteroaryl, substituted cycloalkyl,
substituted  heterocyclyl, alkylene, substituted alkylene,

substituted alkynyl;

6) R4, R5 and R7 are independently selected from the group
consisting of H, halogen, R2, CN, O(R2), OC(O)(R2),
OC(O)N(R2)(R1), 0S(02)(R2), N(R2)}{R1), N=C(R2)(R1},
N(R2)C(O)(R1), N{R2)C(O)O(R1), N(RB)C(C)N(R2)(R1},
N(RB)C(S)N(R2)(R1), N(R2)S(O2)(R1), C(O}R2), C(O)O(R2),
C(O)N(R2)(R1), C(=N(R1)XR2), C(=N(OR1))}R2), S(R2),
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4 S(O(R2), $(02)(R2), S(02)AR2), S(02)N(R2)(RL); in
which each R2, Rl, R6 is independently selected from
the group consisting of H, alkyl, alkylene, alkynyl,
aryl, heteroaryl, cycloal kyl, heterocyclyl,
substituted al kyl, substltuted al kyl ene, 5 substltuted
al kynyl, substituted aryl, substi t ut ed het er oaryl ,
substituted cycl oal kyl substi t ut ed het er ocycl yl ,

al kyl ene, substituted al kyl ene, substituted a

k
[ i ch, vB@Y(R2), B KR B (O)REAn SUOINRA X Batin which
on one of qjﬁi_ganﬂ.[ qugeﬁﬂd{aﬁéﬂdé’rﬁa}u'sﬁlé%%d Qrd?ﬂethe group

anot her toq% rlng cts of m.h?
(1), Ar-L-Adnsisitgamfadéourlkyh: alkwexs, Lalkyyl. eryA teroaryl,

whi ch each 3%,0 } ﬁgt@agyegﬂ Isgmewréwnt Lybstielitedt sktylene,

fromN and tedfro i
group Cons.g{hsﬁgﬂg@ ap;ynﬁlm 8y ﬂltu rﬁf\' ,[m d rheteroaryl

OC( O (R2), SXRs@UNER2) &y1galk@S( apeited N(rm¢|(o|ey¢|yl 15alkylene,

N=C( R2) (R1) i g(a ?Il)n which, when R2 and
N R6) Ol O N SEFIRIFS %%‘i gﬁﬁﬁ@‘ RdoRErand R, they
N( R2) S( 02) (R )are Girou{taagousty Orexare)on oue of Ng4iRp rand

S(o2) (o), BPUFOTIB P SR Rty i i caor

i ndependent | ected fr mthe gr oup
ciﬁﬁéﬁﬁ@‘i‘i@ctépffw”&{i%fﬂp A'éi—ﬁ{ﬁe?fsé’ %?9 ? aryl ,

heteroaryl, cycloal kyl, heterocyclyl, subst | tut ed
al kyl , substituted al kyI ene X stituted al kynyl,

substituted aryl, subs(—&—t—a-t-% ryl, substituted
cycl oal kyl, substituted hete )? Lyl > aI kyI ene,
substituted al kyl ene, substitutéd al kynyl i n which,
when R2 and Rl are si rrultaneously present on Ri11,

e T e RS, 50,383 RIS FrgbRplEl 3l (B N ane
HC - 1, Gh wHigh Ryl is MHEactedJEEEB] thengroGpNarBisting of: H halogen R2,
PERI em?@z R4oc§$)@{1‘% ofi® 8)REANR 1COLY D, RRRFC! MR2)(R1),
SHESERBHRN, ONRE)@@)MW):onNI(BE)G\(@) (Ret), cN(RB)CEIN(R2)(R1),

RIS, *, RISt o ORI er 0102,
C(O IN(R2)(R1), C(=N(R1)(R2), C(=N( OR%S R2), S(R2), S(0O)R2),
S(02)(R2), S(0)0(R2), S(O2)N(R2)(R1); in which each R2, R1, R6 is
independently selected from the group consisting of H, alkyl, alkylene,
alkynyl, aryl, heteroaryl, cycloalkyl, heterocyclyl, substituted alkyl, substituted
alkylene, substituted alkynyl, substituted aryl, substituted heteroaryl,
substituted cycloalkyl, substituted heterocyclyl, alkylene, substituted alkylene,
substituted alkynyl; in which, when R2 and R1 are simultaneously present on
R11, they may be linked to one another to form a ring.

Substituents R11 selected from the group consisting of H, F, Cl, methyl, NHz,
OCF3, and CONH; are preferred.

R4, R5 and R7 are advantageously selected from H, F, Cl, Br and methyl.

R7 is preferably selected from the group consisting of F, Cl, Br and methyl, in
which F is more particularly preferred. This is because it has been found that
the substitution of R7 by a fluorine atom provides a significant improvement in
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30 the substitution of R7 by a fluorine atom provides

a significant inprovenent in 5 the biochem cal

activity, especially as regards the inhibitory

activity on kinase, and in particular on Tie2 and

KDR L-A is advantageously selected from NH2, NH A
NH-CO-NHA and N H S02-A. 5 A preferred substituent A

i s advant ageously selected fromthe group consisting

of phenyl, pyridyl, pyrimdyl, thienyl, furyl, _

AME odoHemieskastivity, esgerialyals/tegardssteziohipitory activity on kinase,

i sot hi azol yl : lend M dazol yl, indol yl,
i SargredlanaR e BhY KRR bengoxarol yi . ané

benzot hi azolyl, it being possible for each o e

Ar-&cdi mgvantageouskntssleciese fiopt i Bival | vﬁkﬁbsf"ﬂ'{}béh‘.""/* and
O RT D8 preferred substituent Ais selected from

phenyl;y 1 soxazolyl, substituted phenyl, and

R (R, e R i
Cdﬁig&iﬁiﬁfnbn@fo hedglylpyridql,oggnaim ;}hiﬁyyl, '&lrkly:[é)rfg?WL oxazolyl,
hiszoll i€hhzolyt dsthiazolyl 2prazolyl: NIGEZSHIY | indolyl,  indazolyl,
B e e S
gﬁ%aﬁ%@&i}ﬁ%lsubmhea@% 52 bSHorfady alkydituted.i s preferably

uted by a second substituent selected fromthe

%?#&@@%%@wﬁﬁ@@%@ Iéarggye%/_f is%%%ly%tituted
($HeryB) i kylibsBitlite Gox@pbi .kyl - N(R8) (R9), (C1- C3) al kyl -
(R10), (Cl-C3)alkyl-COON, N(R8)(R9); in which R8 and

8" &t bRASAE d ¥yvS5! fret adinbfi@ehtiseldeteEIa@hkie group
S ST
SOLTTS ,Ufg-ié(lk% @br%,hsfhé’derdd”rﬂy el ting ioptiedally substituted

forma ring; In i C IS r an,al kali t

(s A 6ubsELER: seerteara |CeC Al BT, O- G ERatinh

is Hor a nonaromatic heterocycle optionally

saltis toréferatsly yubaftutednhyi s isegofd tsubdtittienb salesteshiromatiee group
| to.3. hetgetoato C 0 R8)(R9),
srdistdertFa Eﬁhﬁf’é%'ﬁ?"w%ﬁ’ﬁg‘} %O@M'Z‘Qﬂ' N0 CON(RE)(RO)
SR8 RBIL AR BN - EomikfOHKi(BAse N RBIRY), (C1-C)alkyl-
S tegd-fr 2 nd N | Ylin &@tibhbeR®gand RO are
s@t‘s 1 tg?ld@glgwgm%gét No(ﬁ?@iggét i ug sﬂs&eckgﬁ?éé 9RVIOH
Hatlegendenttyl - caglgrted | faMbgehht edCdo 5 K¥g) alky1“ yalkylOH,
8(11%3%}9@«%} (CECEHAHGDEOR (Chatryleyl8OaM; in which, when R8
arst:ILQ_Q ar)easl.iﬁ%lténeously other than H, they may be linked to form a ring; in
which M is H or an alkali metal cation selected from Li, Na and K; and in
which R10 is H or a nonaromatic heterocycle optionally substituted by

comprising 2 to 7 carbon atoms, and 1 to 3 heteroatoms selected from N, O
and S.

A substituent A which is particularly effective for obtaining an inhibition of
kinase activity is selected from phenyl and isoxazolyl, each being substituted
by at least one substituent selected from halogen, (C1-C4)alkyl, halogenated
(C1-C3)alkyl, O-(C1-C4)alkyl, S-(C1-C4a)alkyl, halogenated O-(C1-C4)alkyl,
and halogenated S-(C1-C4)alkyl.
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and hal ogenated S-(Cl-C4)alkyl. 6 Moreover, a

preferred substituent Mw Il advantageously be

selected fromthe group consisting of bond, CO,

CONH, and SO2. R3 is preferably selected fromthe

group consisting of aryl, heteroaryl, substituted

aryl, and substituted heter oaﬁyl . Anore particularly
preferred R3 5 is substituted heteroaryl. Anbng
substituted heteroaryls, thienyl, pyrrolyl, furyl,

imerdaver, ®pesfeiregl substient M/ ill advarteggoysly be selected from the

thi azol yl . i mid Iy i i dyl
@BPR;C%??',SY'BQnghpgiz,ebér?gﬁ)%?%@z%nbf{ g¥;| h)ét eroaryl s
of choice. R4 and R5 are advantageously H This is
e aiss preferakini selected, fransithai gﬁ%@ntconﬁ'ﬁﬁfﬁ%v‘é#w@ﬁf" figteroaryl,
%‘%@%ti%@cﬁ % ¥ E(Jl)rainari éélfzb%ti&ﬁ%a \Hgt]ééroghlﬂmr m&r&g&:gtdeméﬂyn@i@ﬁerred R3
et boterpabohard acbatided R SBERIETlin}” pyrroy
tfhlﬁy|,r mgisﬁ,e@xéztarl?lbistoarazotgntth'paizbyl, isomzdlw,z'snidayolyl, lnciazolyl,
sel ected 11 e u s : = . -
L earrisy) pireyf e PURR Y drghpihopd T AR |

| . e
f@‘\{ @)nézﬂgg 2rg-ativehtagesbislyzZdnEbisi isd1RA24REND) IiferRTe, -2 significant
ﬁf{ﬂig?%ﬂépf’ﬁ%% }f@éw QRBled kP tds ¥btiGiar RRK GBSt to kinases KDR

racHarzieR. 8¢ 198pREa Y an BnroyeRnd HEE-SANRILY f onani de.
Qt her acceptable products, in which R7 is preferably a
hadgrsble "giredu s efearasppniiingortonethe c oegeisgdn ifihikjtary - activity

t he required i nhjbi ctivit Ltjeons and

of it Sﬂaayﬁe%g&é‘% Qgé%r/té%tgp L Cct%ln\%%?i ;H/b:dtﬂ'an anal ogs in

which R7 is other than 20 a hal ogen, By, be sel %cf %d

fTWQ-am;g@dWr@@ﬁg|-§m|)ﬁ§eayl]—3-(2-ﬁuoro-5— rifluoromethylphenyljurea

1-[4-(3-am no-7-fluoro-1 _

H;l]-'{eq]ﬁ%g!s-@icﬁIo}@'b“@rmédesarf&riyﬁm)phénw-n Hlindazoted-piyithiophen-
en urea.

%ﬂ/bgﬁl QERBUR) ri f | uor onet hyl phenyl ) - 3-{4-[ 7-f| uor o- 3-

(t hi ophen-3-yi-carbonyl - am no)-1 ‘

HNi[#q4azohinG-WH Jimdeeo)-6} w)rdengl-2, 3-dichlorobenzenesuifonamide.

N-{6-[4-(2, 3-di chl orobenzenesul f onyl am no) phenyl ] -7-f1

=1 L] ol - if thkgRh s xgmhdRgen, more
{5 LR, NRATRY % rokaibgramiien,
Hpriefetablyl ilrine) shergpPnding taitbe Ireqwkrsh sdykitory activity conditions
S VAR | tivity than analogs in which R7 is other than
1%‘%8@@3?? In fact ?|gl5%?t§r§§fgé|y heny %-.39# 4-14,5,7-trifl
wdhalogen: maygreReigcipd. fremt rsff‘P fig§'syng ot
H i ndazol - 6-yl ] phenyl }urea _
1-]4-(3-amino-7-fluoro-1H-indazol-6-yl)phenyl]-3-(2-fluoro-5-trifluoromethyl-

phenyljurea

1-(2-fluo ro-5-trifluoromethylphenyl)-3-{4-{7-fluoro-3-(thiophen-3-yl-carbonyl-
amino)-1H-indazol-6-yljphenyljurea

N-{6-[4-(2,3-dichlorobenzenesulfonylamino)phenyl]-7-fluoro-1 H-indazol-3-yi}-
(thiophen-3-yl-carboxamide)

N-[4-(3-amino-7-fluoro-1H-indazol-6-yl)phenyl}-2,3-dichiorobenzene-
sulfonamide
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N-[ 6- (4- am nophenyl )-7-fluoro-1

H i ndazol - 3-yl ] (t hi ophen- 3-yl carboxam de). A product
in accordance with the invention nmay exist in a: 5 1)
Nonchiral, or 2) Racemc, or 3) stereoisonerically
enriched, or 4) enantionerically enriched form and
can be optionally converted th salt form 10 A pr oduct
in accordance with the invention can be used for
preparing a nedicinal product which is useful for

t4. @ﬁua.q;T%tﬁﬁud“r@irmaﬂpthempm{m[om,74tnrf:uqoar3t -itoiophen-s3-yl-
can er e se O relates to
g@ﬂﬁm"&o) M@"@W@i‘gﬁg'ﬁ?@ng a product

accor ding to the invention, in conbination wt
ex64gé-@minahhery)-2- ﬂupso-abb@gaaglr%ryﬂﬂam@@@rvlsarwaﬂﬂde)-

accordance with the sel ected node of adm ni strati on.

) ol%l?d GAPRASIikveMioRBiiaPexit #sent in solid
A]% I qui d %’({)'[E?@%el n thelforn|1 of I?posomas Anong

SO|Id co 03|tlon§ nenti on may be made of powders,

gel atin 1éaNeuFhi@. R tablets. Anong oral forms it is
al so possible to include solid 20 forns protected
agai nst ©he Ragiediic, @nvi ronnent of the stomach. The
carriers used for solid forns are conposed in

parti cul a5 Gb Qs ABRiAN Arichetisopuch as  phosphat es
0)

and carb €s or o anic carriers such as | actose,
cellul oses, starch, or ? The liquid forns are
conposed %fewt@mq;@llyggglégeg YA%  or dispersions. As
di spersive carrier they conprise alternatively water,

afh® Ba® bgajptionally vemiertest foasadt formMP or ot hers) or
mxtures of surfactants and solvents or of conpl exing

eﬁgﬁg%ﬁ}w f’a%cé@jat@faemﬁ ﬂeﬁ%fé&&ﬁé%ﬂ“ﬂé u@éd for preparing a

fmemﬂlmll piedint whichs |$1d~@@@#|af5]retr$@tﬂngg@cﬁa\éﬂqﬁg%lcglscondltlon in
ﬁ(}&iﬁe @aPLedneat es of administration by injection

i'nclude 1 ntravenous, intraperitoneal, intranuscular
aﬁﬁe{fpﬁb°“rhﬁaféﬁfo@3é’%%ﬁ§laa%§ So A RENE o R Birising o
@%d@@ﬂ‘ﬁ@wrdﬁwgolfo thleeinivantion, i iorcombihatien withaan exeigiensywhich is

q?ﬁt%%lt?g%)hgﬁ%%%ea@wgll unC 2B dincehsuiftPUhe QBlected mode of
admlnlstratlon The pharmaceutical composition may be present in solid or
liquid form or in the form of liposomes.

Among solid compositions mention may be made of powders, gelatin
capsules and tablets. Among oral forms it is also possible to include solid
forms protected against the acidic environment of the stomach. The carriers
used for solid forms are composed in particular of inorganic carriers such as
phosphates and carbonates or of organic carriers such as lactose, celluloses,
starch or polymers. The liquid forms are composed of solutions, suspensions
or dispersions. As dispersive carrier they comprise alternatively water, an
organic solvent (ethanol, NMP or others} or mixtures of surfactants and
solvents or of complexing agents and solvents.

The liquid forms will be preferably injectable and, consequently, will have a
formulation which is acceptable for such a use.
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patient and of the patient's condition. The conpounds
of the present invention can be adm ni stered al one or
as a mxture with other anticancer agents. The
possi bl e conbi nati ons include the follow ng: 10

al kyl ati ng agents and especially cycl ophospham de,

nmel phal an, ifosfam de, chl or 8nbuci |, busul f an,

t hi ot epa, predninustine, carnustine, |omnustine,
senustine, steptozotocin, decarbazine, tenozolom de,

Qﬁ(c%@&éﬂﬂél ﬁ@ut@@d dfexaimhratﬂamehamynanqutlam mchide  intravenous,

L t
Shnaniaren. Myl oh ShosHb oy P hE yaverous rout
ibeipgcommbEly préfeeedyci n, mtomycin and dacti nomycin
anti m cr ot ubul e agents such as, in particular,

ogﬁé' {iat |sVéc§}ﬁ[H1s°tétfbeofVch8d&§hﬁ&md§ BortRE bihoentisn will be
tax0|

(pacl1taxe

astwetas by epprach Gane 55 8 JuBs of e Wuis 0l ABTE et to the

| SAiAb bRk b tIRPpaENE tondfiigrexant ron and | osoxantron
topoi somerase group | and group |l inhibitors, such as

d t
e@}%?é@%ﬁgﬂgr&fgﬁ pg’%ﬁ%@nﬁegﬁﬂ%}f gah :qenmg%ﬁﬁggeg%dc ﬁlonée or as a
Smixtuwrer with athér, attichrasd ageossurling PQSS'@?tQQﬂFWEaH% b’b%“de the

gH&QNm .5-azacytidine, cytarabine, gentitabine,
ner capt ormuri ne and 6 t hi oguani ne adenosi ne anal ogs

such as pentostatin, tarabi ne o dar

phosphat®e HEXIakG @QSF an eﬁB?P'ﬁp\é CX‘&'PBH r?aagﬂg'% melphalan,
enzynes andfdé@émwd&hlwambuaﬁ lbuassfam aghicdaps, prednimustine,
hydroxyur ea traﬁ g g%ot@ a&ér#ustﬁ-}élrﬁ?}% zotocin, decarbazine,

dexr azoxan&a My SYie 'herce
est rogeni c tenubzamldgepraﬁarmmﬁ)ﬁéé heesﬁmemémladﬂme
agents such as derivatives of conbretastatin or of

« platinum derivatives such as, in particular, cisplatin, carboplatin
or oxaliptatin

« antibiotics such as, in particular, bleomycin, mitomycin and

dactinomycin

» antimicrotubule agents such as, in particular, vinblastine,
vincristine, vindesine, vinorelbine or taxoids (paclitaxel and

docetaxel)

« anthracyclines such as, in particular, doxorubicin, daunorubicin,
idarubicin, epirubicin, mitoxantron and losoxantron

» fopoisomerase group | and group Il inhibitors, such as
etoposide, teniposide, amsacrine, irinotecan, topotecan and

tomudex

» fluoropyrimidines such as 5-fluorouracil, UFT and floxuridine

» cytidine analogs, such as 5-azacytidine, cytarabine,
gemcitabine, 6-mercaptomurine and 6-thioguanine

« adenosine analogs such as pentostatin, cytarabine or
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col chicine and their prodrugs. It is also possible to

conbi ne the conpounds of the present invention with a

10 radiation treatnent. These treatnents may be

adm ni stered sinmul taneously, separately or

sequentially. The treatnent will be adjusted by the
practitioner as a function of the patient to be

treated. The products of the invention are useful as

agents for inhibiting a reaction which is catal yzed

by a ki nasdiudéRibiaeghdspRater e ki nases for which the

15 products of the invention will be particularly

useful as inhihi . ; s for which these

ki nases ‘ar éﬂ%ﬂé}&%ﬁﬁ% %J&e?oélﬁ\%’zaagel ow. KDR KDR (Kinase
insert Domain Receptor), also known s VE

(Vascul ar VBfi@us henpenes: i CHRPPYR %agﬁf @S Jyaspyaginase,

gxp(r]I essed Wdyomrséldott.fsﬂsu@hﬂ@?l | sicid, ZOSL]_IJQI‘I’BI&I ecExraoxane,
inds to the j ogeni c owt ac

acts as a ﬁﬁﬂﬁ @P t‘mgegﬁg%saﬂ%t?gﬁ §¥E§§?ﬁglgh %ndm@enm

activation Hdrmidnesi ntracel | ul ar ki nase domain. Di rect

i nhibition of the kinase activity of VEG--R2 makes it
possible t h Rityetastdtin or of

t he presenégﬂg é%gréﬁgn@ g%ggggq%ggggﬁggbgﬁgothel|m

G ow h FactQﬂ*(}thlseraeMﬁh@tf PderUgéancer Research, 25

1996, vol. 56, p.3540-3545). This process has been

Q?@B%U@és%‘i’olé Mo demibing l#h@rcohﬂ:ldl@ld‘s’&iﬂ%héaarmmmssentlon with a
e i e R o By Shieoush
rweffara:eyy of ueqnemranynmeureatmmgwutueaadjumd b)é[“?ﬁ @aactltloner

& 2l AR FBRAL P teRledkce act vty of VEGF R

should 30 show only slight toxicity. 10 )
t the tredudatafdherigyention afe L@ﬁ&ffcﬁfeﬁgenﬁyﬁ%dﬁgq‘”g 2'Teaction

R&Hf&ﬁ% cataf/2Bl by%smria%esmlesand Meis2 tdre ;awaa;ﬁgmrowmch the
VEG- contri but’es E t he rﬁurw val eI s

a@ﬁOQHC@%:ﬁB?H'é‘feé‘ﬁ'?na‘(ﬂ beRf ?W@F%Weﬂjﬁaerl PG ng t he

potential synergy of KDR inhibitors with other agents
(Tiee redsoms. foCahiotrthBes darasies ars spEaded aw giveD below:
p. 5565-5570). Tie2 Tie-2 (TEK) is a nmenber of a class
o& Rrosi ne ki nase receptors, specific for

9 helial cells. Tie2 is the first receptor

ossessi ng tyrosi ne ki nase activit
pKDR (Kmage ||¥sert Domain Receptor), alsg known as VEGF-R2 (Vascular

Endothelial Growth Factor Receptor 2), is expressed only in endothelial cells.
This receptor binds to the angiogenic growth factor VEGF and thus acts as a
mediator to a transduction signal via the activation of its intracellular kinase
domain. Direct inhibition of the kinase activity of VEGF-R2 makes it possible
to reduce the phenomenon of angiogenesis in the presence of exogenous
VEGF (Vascular Endothelial Growth Factor) (Strawn et al., Cancer Research,
1996, vol. 56, p.3540-3545). This process has been demonstrated in
particular using VEGF-R2 mutants (Millauer et al., Cancer Research, 1996,
vol. 56, p.1615-1620). The VEGF-R2 receptor does not appear to have any
function in adults other than that related to the angiogenic activity of VEGF.
Consequently, a selective inhibitor of the kinase activity of VEGF-R2 shouid

show only slight toxicity.
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for which both the agonist (angiopoietin 1 or Angl)

whi ch stinulates 10 aut ophosphoryl ation of the
receptor and cell signaling [S. Davis et a! (1996)

Cell 87, 1161-1169] and the antagoni st (angiopoietin 2
or Ang2) [P.C. Maisonpierre et al. (1997) Science
277, 55-60] are known. AngiopUletin 1 can act
synergistically wwth VEG-F in the final stages of
neoangi ogenesis [Asahara T. Circ. Res.(1998)

Zﬁ3aadi9bn_t6nﬂﬁé<?ietnﬁekperei ire thes mg@bgglms:yeanﬁc FBocess, recent
mani pul at1 on 0 e_e 1 QN | :

TEguRY <EhoBRY i MRS ERN & YEDR cBiudy (e survival of
defrert selfsDafter Phenwtherapyl and gadipthesary m@erhei,ng_l@@potentlal
(])%%rr@f' %tf o@(!;?“fﬁhﬁb‘r%?@)wiﬁﬁ bothef Tagdrtd Jq_%é%)ﬂ aTheamigrdRegearch,

S receptor results in
a2AWb ek o Py3285-8R7dF t he ki nase domain of Tie2
which is essential for neovascul arization and al so for
tfye2recrui tment and 20 interaction of the vessels with
pericytes and snooth nuscle cells; these phenonena

ntri .to th t urag,l e
B8 (Fohi8 rhER0RT o ebiel cRAoRhE Kihasd L, sppeitc for
Sendntbeliat z2)ls 5hie@as . the ifitsterecaptor Pospessing taosye kinase activity
lqyvest: w1l 8; 27 i 9 1PN 5stimulat
o e S e e op oot by (1008
-aidopheshiidyiesan g ecarieh aad el sigraing 18 Datisg
NEEASEASEY dewmi aFtagionfsec@r@mmtim@ iatg Ang2) [P.C.
i pjections t r.ace i o< 2 .
| Hefso0a8= alh (LR R S B ALy SrcigpdBin 1 can
i andti dynecgisticzly viith VEGF imthei finsd stages mngnogengms [Asahara
nﬁovg}ﬁ.g_ul R"E‘s.ﬁ%é@n é;?%?ﬁ(ﬂpl D ckbAPRpRInhé@its! Yarld - ansgenic
in drabetic retinopathy, chronic 1nfla t|0ﬂ,. i mals which
prenipatations gotheapuiessiogapic bieg, Ok At &ﬂggaresu in animals whic
f‘%@ﬂ@ﬁ ?éié%ﬂéﬁ%’égidh{dé*é@tst[w.m?%maﬁt eegqnopa) Genes Dev. 8, 1897-
rheumat o] d arthrjti | i 0 :
(R CoK6b8) LB U PRI ERY o, Ao o s
Qfefcébtdif&llgi_sugbliﬁdtrby acyuphosphenyatidenof the kinass siomain of Tie2

. which are actiy i nt i

VB oo el ng eg At e isatlf, FAF IS0 Talihd recrytment and
vinterhctiord of vineh vesselp heitip erigytesi endosmostib spysglecells; these

. i he ce T o Dol ; q
TR Loty a1 Sy e e
v SRISIROCP Maiaergioneeltal (4997 ) Seanse &7, EBEUCHFL ¢ (1997)
Thecgh oph/Bso10morgrelo7oebh s baddPeL o 1@ISAIRNES Ikt 8828834,
%ﬂ%ﬁéb‘é%ﬁﬁﬁgﬁ:&ﬁ'@? S‘iém%?;j%ggrﬂg %@ovgs%ization and also a
decrease in lung metastases during adenoviral infections or during injections
of the extracellular domain of Tie-2 (Tek) in breast tumor and melanoma

xenograph models.

Tie2 inhibitors can be used in situations where neovascularization takes place
inappropriately (i.e., in diabetic retinopathy, chronic inflammation, psoriasis,
Kaposi's sarcoma, chronic neovascularization due to macular degeneration,
rheumatoid arthritis, infantile hemoangioma and cancers).

CDK

The progression of the cell cycle is often controlled by cyclin-dependent
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cancers, the aberrant activity or expression of a
nunber of these cell-cycle regulators has been
described. Cyclin E activates the Cdk2 ki nase, which
subsequently acts to phosphorylate 10 the protein pRb
(retinoblastoma protein), resulting in irreversible
engagenent in cell division Bhd in a transition to
the S phase (PL Toogood, Medicinal Research Reviews
(2001), 21(6); 487-498). Kinase CDK2 and possibly CDK3
Higasws (GBREY Wiich proacteatedrbyi interheticl withayeteingl belonging to
entry into,S phase i ng .. - f ' of
enCall R ahopelRitoRg witiy ST nG! pRoGHBIy ion
reuestraltess phoy vitiaataly, with gRb divisias. incadgditipn fe endogenous CDK
AT WeToW¥o i h t hase claks) pegatieigegulate
s WP are A e R g KA leD 3"3%; o
o DKeavivityd The arewaa Srorrat cetls it el Bag (HAPTSE PREVEST
gér}ﬁ%cgig%y@ﬁéb %ﬁdeén@e?genwaoolm}( iﬁh'rtiitotslrla HnuBder 3 types of
e cyclin Cc ex re ) r [ -
(SR T EPea A SN ar B0 R B, FiaieRe Hloycle
plegsitatofseigsat been degeritd.on of the CDK/cyclin B
conpl ex prevents nornmal cells fromenterin

into S
pysin E astivatestthe an(zplkia@@e,wa@icbééhsmlmw%ﬁt%%phosphorylate
B Bldh bR attiRGslabidnia pRt¥in) arRdultng. in Saesatsidie engagement
e v s B0 T80, s
GxesédicH mnéi\{a@t(zmnaae_(S)zasamtgsyaKioase QIR pnbpossibly CDK3
ositive re at or acti.on ; 1
SRR O 55 P bebRb 1 g fd Dl artfiening ntg § phase During
tther efuteratiohe bhr get compige vatpicgeld y Eactihgy, maéntain  the
i6f oF o lgol 58 1 ibA dfhiee @1 phase t
REAIBEND o B gy e e St e
divesss IroRomplaxes wijk cyclin A, COKRPlRYs 4 Bartan tg dipqiyation o
iE?l::bé\ﬁd H‘ﬁeé@ééa‘@ tyr Gl Gé&‘iiz;é:ﬂ@um'f&sm'ens ‘F‘“ﬁge (tT(D.b[It)ev_zibs et al.
C I | erous cell s. urora n rotel ns
iﬁ%\@@l1$§3’uf3‘wr€%ﬁ§%§g§n\e segregation and spi ndl>/ep
A Doone. Segregal | o!
RS TRk T& RS, REFRLSRbUIET the EBRssRRfl of the cell cycle
nostweegr dgat Gan phbsehaodotiendd ahase.o Naoasiyel sgguwation of the
' hz8dcomi eRforireeliftal 8 ph
 RRIGEIBC I e AT e § phace
rloafpes the 653 phesm s BB TPRCEN dNFr BRIk TBaIZgh i K- Roy
ak&d E.A. Sausville Current Pharmaceutical Design, 2001, 7, 1669-1687).

A level of regulation of CDK activity exists. Cyclin-dependent kinase
activators (CAKs) have a positive regulatory action on CDKs. CAK
phosphorylates the CDKs on the threonine residue so as to render the target
enzyme completely active.

The presence of defects in molecules involved in the cell cycie brings about
the activation of the CDKs and the progression of the cycle; it is normal to
wish to inhibit the activity of CDK enzymes in order to block cell growth in
cancerous cells.

Aurora

Many proteins involved in chromosome segregation and spindle assembly
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5 necessary for chronpbsone segregati on and centrosone
separation. A hunman anal og of yeast Ipll has recently
been cl oned and characterized by various

| aboratories. This kinase, called aurora2, STK15 or

BTAK, belongs to the serine/threonine kinase class.

Bi schoff et al. have shown th@ Aurora2 is oncogeni c

and is anplified in human col orectal cancers (EMBO J,

1998, 17, 10 3052-3065). This has al so been

em@beém adentifiesiainc gessti avo|drosgphfi.t Pigruption ©fitbese proteins

ﬁg@\% Spghg%sgté?i e¢5f c%ﬂ&g%&nénﬁ@@érﬁg{)la‘g&' @i98fyanized
Ewdles nAﬁwrigyﬂHeseefretans ceftaintkinasesd inqlydag, 'aﬁora ‘and Ipl1,

qa’ E%h %%égéeﬁ%q_}ﬁoﬂonﬂ5d@é6§hihhu%'hﬁ Heathnas. f reemevdisiae, are

e substituents e”r]rY ton. A
mawrsarvl-fﬁétwpmwme RAJfEgat Prhe"lfl?{/ %%f% € 'separatio
i‘idr@téﬁyéirﬂ QP y eéstlt e Im‘%ts{‘wcenw leken glenégiand characterized by

u u
1vaI|o&|is¥Jr§ W#?ﬂ??pj'lh E%aﬁed?\f%dh@ﬁ E#’ﬂ@’é or BTAK, belongs to

2ha-shrimerthydqrimp kinasé-aasey | isomff et B )tyave shown that Aurora?2 is

fﬁ#}ﬂg"?ﬂ{i % gmyf dé‘&ﬁéﬁﬁ' el x«{alorécﬁlt Exfidat YEMBO J. 1998, 17.
p’iﬁﬁ%fBOB@)ct'@hls h@@nghso |exemgﬁ|g§§||n %q{@ea%d%@ymg %plthehal

ﬁ{mggﬁcﬁfasq;ﬁeggﬂ@gncesubst ituent. The term "al kyl ene"
ers to a linear or branched hydrocarbon substituent

ﬁvﬁ ﬁ one or nore unsaturations and from2 to 12
PHBRCNYons. The 25 substituents et hyl enyl
1- met hyl et hyl enyl, prop-1-enyl, prop-2- eny
rfEl’hél}érpT ‘Yraidgeniyefereid aneiepept egleated dfiomF, Cl, Br and I
2-di net hyl prop-1-enyl, E-1,2- dinethyl prop-1-enyl,
bﬁf,‘% tf]s[,'ﬁ da!.&ll_,’l]y'rgfegjrsnﬁ W's‘aﬂﬁﬁi@dormiha? eMbrangh@d, hydrocarbon
Y.

t
.r_r?seumilh.jﬂni i‘lawmghfyq)mlj‘gn 12 C@Ft?ﬂf‘ 3 %ﬁ%%%ﬁu%%“&é@%‘e@x ethyl,
por | @Tﬁ‘ém iezwi @g@]‘mHemsmﬁylpmpayl k;ZI-rea’ehyIp}Opyl 1,1-dimethyl-
tEMEI e yairrB% ﬁ%wrp aal k’%ﬁtyﬁnéﬁ)(lr E?nﬁﬁtﬁjt?i 'F@ﬁ’ﬁe%lpropyl
Uﬂ%dmfeﬂﬁylpmybaz Ri-diohetlyytpropa, r1@f£hy}pmpmh| h@gﬂ barmethylpentyl

a%—ggn%pylagﬁg@ i‘t%%rﬁsaby{y?”b?etﬁ@b&@ C§f3b6>iﬂwe€tﬁ§m§yl Th@ptyl 1-ethyl-
ammntvh.nociylynpnylaro@cwamﬁ@yl oancgrsiogpwlnwe £%B l¥§18f1tan alkyl
T:ﬁ?o {"aryl” refers to a nono- or polycyclic

aromatl c substltuent having from6 to 14 carbon

atons. The substituents phenyl, naphth-1-yl;

napht h- 2-yl ;

The term "alkylene" refers to a linear or branched hydrocarbon substituent

having one or more unsaturations and from 2 to 12 carbon atoms. The
substituents ethylenyl, 1-methylethylenyl, prop-1-enyl, prop-2-enyl, Z-1-
methylprop-1-enyl, E-1-methylprop-1-enyl, Z-1 2-dimethylprop-1-enyl, E-1,2-
dimethylprop-1-enyl,  buta-1,3-dienyl, 1-methylidenylprop-2-enyl,  Z-2-
methylbuta-1,3-dienyl, E-2-methylbuta-1,3-dienyl, 2-methyl-1-methylidenyl-
prop-2-enyl, undec-1-enyl and undec-10-enyl are examples of an alkylene
substituent.

The term "alkynyl" refers to a linear or branched hydrocarbon substituent
having at least two unsaturations carried by a pair of vicinal carbon atoms,
and having from 2 to 12 carbon atoms. The substituents ethynyl; prop-1-ynyl;
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ant hracen-9-yl; 1,2, 3,4-tetrahydronapht h-5-yl; and
1,2, 3,4-tetrahydronaphth- 5 6-yl are exanples of an
aryl substituent. The term "heteroaryl” refers to a
nono- or polycyclic heteroaromatic substituent having
from1l to 13 carbon atons and from1l to 4 heteroatons.
The substituents pyrrol-1-yl; 3pyrro| 2-yl;

pyrrol -3-yl; furyl; thienyl; imdazolyl; oxazolyl;

t hi azol yl ; isoxazolyl; isothiazolyl; 1,2,4-triazo|y|;

QLZ?ﬁ*bend bat-Hhjradass okathplesaifravalkyhy| spipstittgnt.
pyrimd yra2|nyl 1,3,5-triazinyl; indolyl;

h@?%?%[ln%f..ur refg g@%bHolﬁFeW Lpoly(r)(ﬂ}éﬁ&%%hatlc substltuent having
deorbe tol §4 carinbraatqmmﬂm @Ut@%ﬁmtwh@ﬂyﬁ%gﬁ@pgé{y yhaphth-2-yt

%’rﬁﬁFéée‘ﬁe@&l 1-5@4tt§frﬁhycﬁ}%h§bﬁl%t@m aed e 2 ef H@tréhycﬁnnaphth-

ast di'valent at om ot h g{ carbon. N O;
a@r&' e %?f%n@%&rﬁilaé‘sar& sups E‘é’ltoatom 15 The term
"cycloal kyl" refers to a saturated or partially

Urﬁ@t et etetrehiye’  refts otar domanabs b t papcydiayihggeroaromatic
m 12.ca 0

%HC«E] 6&e€5ﬁﬁavu}%@ggrg1atb % (t::ga/gb f#{?@% fah%l?c r@P‘le;[]o 4y?{eteroatoms

c‘i]lmda spestitagntsplyrrol- | @yrécdyz y PYETOhS hienyl, imidazolyl;

|
b| < z@ﬂﬁptzﬁ{iag?glcy %&Eazzg?y[ 1] E%mldialylcyq Qqctfr}alzolyl oxadiazolyl;

t d
ath@dé&mm: Gotiorokd. D)o SRS h B PG, jpcont
" g%enzFﬁi]ﬂﬁénsgoln@asgwurt&tr&;dmzlazpbyttazanhq»olyl qumolyl
unsaturated c I.C rocar t et
DR S TN P Asvon
het er oat ons. Pr eferably t he saturat ed or partija
UFisattamat"beterpatane’ hisalrefes o m@ns abgast wiyalen ﬁto%eothef than

n&J'BEEMCNI gJ AN dd AROBRIMBRsDIY hitefdlitd@N 25 at oms

hét er oat ons. Theterm substituted" refers
substltuent ot her than H, E Iexa

aTlR@terrgr yCloalydr (5%1‘,9{,?, ocil,cqaalér orhggglag%y@{s%%?&ed cyclic
ql\)l@fb@é}fbonaédﬁémhnt Qi'é,wngﬁfahk& lto 102- edrbyph etemns0Theygubstituents
tero
S‘F¥C rgp)é C3§|€€t§;yl ﬁ%/é_?ntg( 02§3>@l é}l,'lé )g etgﬁﬂfﬁ%ntadlenyl
36 abkg)keny&sOSCaclphepl&I-lo @yc% eptyl cyclooctyl
I
&?{/jﬁggy#gﬂo%&(c%a%%@ %&dgm%%}ﬁmﬁ% ?(rye ,examples of a
QYO kel ispbstitlent.NHCHO,  NHC( O) - al kyl,  NHC(O) - ary! ,
NH- cycl oal kyl ; and NH heterocyclyl. The present

"ﬁl"{@riéf'rﬁn'h?b??c&&!ﬂv'rgfé?s tihen RRORERR bppapisiyanhswurated cyclic
ptﬁy?drggftarsbo% substntuent%a&: rzg from 1 to 13 carbon atoms and from 1 to 4
heteroatoms. Preferably the saturated or partially unsaturated cyclic
hydrocarbon substituent will be monocyclic and will comprise 4 or 5 carbon

atoms and 1 to 3 heteroatoms.

The term "substituted" refers to a substituent other than H, for example
halogen, alkyl, aryl, heteroaryl, cycloalkyl, heterocyclyl, alkylene, alkynyl, OH,
O-alkyl, O-alkylene, O-aryl, O-heteroaryl, NHa, NH-alkyl, NH-aryl, NH-
heteroaryl, SH, S-alkyl, S-aryl, S(O2)H, S(Oz)-alkyl, S(Oyp)-aryl, SOzH, SO3-
alkyl, SOz-aryl, CHO, C(O)-akyl, C{O)-aryl, C(O)OH, C(0)O-alkyl, C(O)O-
aryl. OC(O)-alkyl, OC(O)-aryl, C(O)NHz; C(O)NH-alkyl, C(O)NH-aryl,



The products according to the invention can be

prepared on the basis of 5 conventional nethods of
organi c chem stry. Schene 1 belowis illustrative of

a nmethod which is used for preparing exanple 6. In

this context it does not <constitute any limtation on
the scale of the invention, far as concerns the

net hods of preparing the conpounds clai med. TfO N. Orf
B(OH)2 CNCNBoc-NH/ CN FHOF TFTOF Bo NF F FH
INACNER, NHCHY)-atkyl; NHC oNaNman-lzma{kyt g Nsbbeterecygly!.

BONl/HHHO/FOHCIHNl FFNCOSNH NN S F
\Tr__%%q %é@%&é (E?%% E W{ ﬂ% IprB@ss’: fdr }_Ffe?a'l’:i'h% p?_'rU%lSJcts of
formula (1).

The products according to the invention can be prepared on the basis of
conventional methods of organic chemistry. Scheme 1 below is illustrative of
a method which is used for preparing example 6. In this context it does not
constitute any limitation on the scale of the invention, as far as concerns the
methods of preparing the compounds claimed.

TfO., .OTf

Boc-NH

HCI /EtCH
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- Schenme 1 It is understood for the skilled worker
that, in order to inplenent the processes according
to the invention that are descri bed above, it may be
necessary to introduce protective groups for the

am no, carboxyl, and al cohol 5 functions in order to
avoi d side reactions. These g?%ups are groups which
can be renoved without affecting the renmai nder of the
nol ecul e. Exanples of protective groups for the am no
function include Pert-butyBcioembdmate, which can be
regenerated by means of iodotrimethylsilane; acetyl,

VYﬂ l% Hgﬁgrs?ﬁ? afgpgtﬂ‘é][ %E‘(Iﬁg(;( 'a\ﬂoﬁ@) f”‘fH olsg? ”@r‘i‘i‘e&"r‘io implement the
ppr@peeses/@cgorwm to dhetlﬁge@tmrb@b@n aqeuﬁgwrﬁ}eq APPYgeit May be
tlli@ceﬂs%ta B ﬁ\%ﬁﬂ@éb’ﬂ@tbﬁwe gﬁ:ﬁlp%rfor lﬂ@ékﬂmfﬁda&boxyl oand alcohol
exa ossi bl e prot ec or
Fnehomin GiSkL iR Vel ST EracpDEnT BT BEHES P gy 608¢ hich can
erx@rreh@;\/edmltﬁdmtcaﬁedamg trmgee:aamded ofnthenmadealile. Examples of
{

L gLl AL RS e 7Eiy capate. wn
Tcaw ber E&gweeatedl by inearss Pf dedsstimedhyisitangs acetity @’é‘ﬂﬁ"b can be
?é ReRSd | h"ﬁr{ % efH;uTl ArodhibRY acld)trer egaeipis). Possible

conpounds are iIs Iat d and c
PRI 38 GTpUDR B AATORAA I FHAT BRI ff?ér?%%rsb@“agoxymethy'

CéMaE %éﬁzé@'elsté?; f@rhéﬁmplegrlaoéwerpmmmetgmupsffor the alcohol
e enant r

CUSTDhS oehl 51 T TBE MR ERATRET Sy can be
| regentrated (ﬁormowmid;come‘dwmuba IQY)CEﬂ@mtJf‘:I bvdr@ggngggnc Other
mﬁgl%hg&ﬁleng%uﬁg {ABI 'cQHadé Yised AR ae‘s%ﬂbé@ BATIW @redakist al. in

'c or rnorganic aci Lion
sRitHeativeacBaowRs: hinn Qrasslic e Synthests, ei'&'ﬁ%l @gg’l‘? oréghPc Wiley-
Sl?llt%r%k nedch as an 25 al cohol, a ketone, an ether or

['ori nat ed solvent. The conpounds of formula (1)

C risin dIC I due be I Qha :

AR Pl G FEo68 SRl B Fbliad py the ueua
Nikri Svag eMsthsddasieh an by arystakiaatien, WhromakagrapBy whiextraction, for
are knl%vm per se. These salts can be obtained by the

aX9BR" of a netal base (al kali nmetal or alkaline earth

nmetal 30 base, for exanple), ammobnia, an am ne ?r an
afiheensatiomers andcdmﬁarﬂplsﬁmelfso@fnmeacqmg)ounq,s gf formula (I) also

Sf&'rr‘ﬁg;gﬁrt ofl'q},h & madhtidror med is separated by customary

ese salts also formpart of the invention.

Compounds of formula (I) comprising a basic residue may be optionally
converted to addition salts with an organic or inorganic acid, by the action of
such an acid within a solvent, for example an organic solvent such as an
alcohol, a ketone, an ether or a chlorinated solvent.

The compounds of formula (I) comprising an acidic residue may be optionally
converted to metal saits or to addition salts with nitrogenous bases in
accordance with methods which are known per se. These salts can be
obtained by the action of a metal base (alkali metal or alkaline earth metal
base, for example), ammonia, an amine or an amine sait on a compound of
formula (I}, in a solvent. The salt formed is separated by customary methods.

These salts also form part of the invention.
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16 When a product according to the invention exhibits

at |l east one free basic function, pharmaceutically
acceptabl e salts can be prepared by reacting said

product with an organic or inorganic acid.

Phar maceutical |y acceptable salts include chlorides,
nitrates, sulfates, hydrogen Kul f at es, pyrosul fates, 5
bisulfates sulfites bi sul fites, phosphates

nDnohydrogen phosphates dlhydrogen phosphat es,
Wh@ﬁ@%ﬁb@masac@jﬂmghmswmtmntlanemhnh;’s at least one free basic

i Ewrg?pg%srm@%pﬁ%@ CCegﬂélMg %Pﬁ¥t2:lé'hy5é3P?épared by reacting said

ecanoat es
rpsrbduait with asuorgamie e lncggam@r%m@sl’ha@nw%@aﬂy acceptable salts

g?h?t e&llontﬁ@é e%ﬁéte U@ﬁfféfe%s h?tlfdg%tnessulfa’:té@rabmsulfates

cef at es, at es sepacates, .o
ﬁ!ﬁdf%t@%,s Slﬂ@ﬁ%oab@s}”f'tﬁﬁt h%"l‘%ﬁ te%retrﬂﬁ'ﬂ%lydr?%%t phosp
Hnﬁ%@éH' fﬁﬁ@é@ﬁate%)" W&phbmﬁtea, piampcm)lsphetes acetates,
ci nhana ut a u s
CLoaneles:  GAaim oo 4 2aRa B! UHiORMES. Elifoates
Idembatms exhldied, snatonbmtsuonleateSeglLaara&so adipatesi Rimelates,

grg{é? seLfgh%géte%Safr‘ége%t 2 r%té%llé&a{&}’ pREnPEESRLRS nhandelates,

nic or_inor
tmacamfar mesder at@al | ybaezegiean| ePBEQEesnc| m&ﬂ1 Albnates.

gyrgfagﬁééitﬂﬁ)n%fte@ K?I'eheﬁ@l‘f@ﬂat@é ahblig)latee, eanmdmatsal glutamates,
ons, such nd Ca, and basic

Li
%MW@“%@@haﬁg gé}ﬁ%wwg'a ©Sar gi ni ne, histidine,

p| peri di ne, norpholine, piperazine, and triet hél am ne.
Tepr 2 fuotiscteacardinggtot thet iInventiore exhibits\ati leashpee free acidic

pfyﬁ?@%rﬁdpﬁa}r?@ealaggﬁ%lm né;écelg@%é %laﬁﬁ ’m%ﬁbé g‘ié’ﬂt)if’fgﬁé’oy {éa@tlng said
(Pt eracrgamcop! dRoPginRaser T |WWPEC@LY gcppptable
so sﬁﬁﬁ&%a‘%g@?gﬁﬂ@%f diegibeales alkdlitel garninetal dadions, such

Liaok. NG i bk ainda PRt RFom TR 95 S Y pfnonia

aérgiryﬁ@smm.ﬁe C@péh@udeonﬁorp}mlmelvbcp’emaase anditrlethydamine.
i nStrunent connected to an HP 1100 devi ce. The

BIIERF BEe SER S et o

rsaige paﬁ:cﬂmﬂyﬁmm hydeoch | caidsdigax, 68y tpeg thngggtqugpf Fﬂf salt form
C&f%ﬁ}ﬁ%%cﬂon@ﬁg@@ﬁgeﬂ@%rﬁo fic asfel redcey@ianaeRitigeknown

data 30 re anal yzed using the
Mechoiges. MassLynx software. Separation was perfornmed
on a Hypersil BDS C18 colum, 3 pm (50 x 4.6 nmm),

et e i@ ntohNs &lso described by the examples below, which are given by
way of illustration of the invention.

The LC/MS analyses were carried out on a Micromass model LCT instrument
connected to an HP 1100 device. The abundance of the products was
measured by means of an HP G1315A diode array detector over a
wavelength range of 200-800 nm and a Sedex 65 light scattering detector.
The mass spectra were acquired over a range from 180 to 800. The data
were analyzed using the Micromass MasslLynx software. Separation was
performed on a Hypersil BDS C18 column, 3 pm (50 x 4.6 mm), eluting with a
linear gradient from 5% to 90% of acetonitrile containing 0.05% (v/v) of
frifluoroacetic acid (TFA) in water containing 0.05% (v/v) TFA over
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i near gradient from5%to 90% of acetonitrile

containing 0.05% (v/v) of trifluoroacetic acid (TFA)

in water containing 0.05% (v/v) TFA over 17 3.5

mnutes at a flowrate of 1 nL/mn. The total analysis
time, including the period for re-equilibrating the
columm, is 7 mnutes. The I\/S]spectra were carried out

usi ng el ectrospray (ES+) technique on a Platformll
(Mcromass) instrunment. The principal ions observed

a3.8 miPLERSST & etk ratbefnehili/min. phietatalvenalysisdioe eicluding the

et o e SO UAGoEERS B S 0 of 26 per

mnute. Purification by LOMS: The producgi ,xéan ﬁe.

plire NS dspegtraOVER cawiasy oat waingr glactraseiayn €E5 nxtecgique on a
COPRS DAdghebMirgindi &fs pelserved are

ﬁlégrsgﬂwnglde@meg{@ésr g\gﬁ%ﬁgtﬁ?@% punrp,qﬁa Vp\gﬂers Reagent

MeseBeddi | ution punp, a Waters nodel 2700

auto-injector, two Rheodyne LabPro nodel valves, a

Wi Frieltimp geint9 S relinostes aed asindetheccapillary teahrinye bga|Mettler

o i ; ° fhiRGtd
doPh LR R, BT G TR g 2 S Y e O

FractionLynx software. Separation was carried out
dPurifigadion|by IfYM@o  Waters Symmetry col urms (C18, 5
NM 19 x 50 mm catal ogue reference 186000210), one

CPhd! ng}oa DERr 88h NGe InaRer &l DO/ msangs% 5\(l)\(a\tér>s) FractionsLynx
wat er/ acetonitrile ture cont : YIAY, del
ste o onete oha WY ot sl bR dliby gl Welters mode
SBTRrejdrenatiar piop, aWaters| Reagentdvianagern ditvtioniming, a4vaters
R di GALn ek Yy ninblkl ®alves, a Waters
c@ﬁ?g( r%?ﬁg %ﬁg#m%:% v oehgtéér){%r?% UL?}b%l;ge%\iA@ acid in " ¢
wacdel 88ftdipae ragray. detRctan B Viaters MAqRIrddLeNass s TE oM eter
ahnda G FJdRI 204 hadtbhEdliectr. The systdm amntorteolied by the
separation col um, one E{ous ndth of the %ftlaHgﬂ]tat '2 n two
Blpdera Rractign b soTBYaTEn SEEARAIN WaS AALITAEY! ARl 2P
W\leﬁ‘er@esgﬁim@t Qbimas (€4 BwMatle of 5O mEnnicatalegumdeference
S e 25 det.ector ' pr ' of wifi5 %5t @55 (viv
B Rabe 5%, SRR coaboRl RS E AR s el Brs. ()
Meateroetdritie traxturd lcentaimiag ndi 87 Yo fv/vhef &iffuqieagetic acid while
(20 | ' [AFEONTRS LbRfH 9 werhelied using a
R ol e
pinetucgradiendsteot 8% by 9% of ae¢tPBRTIPnRORBININEGET/ Prev/v) ©
”Pi'ﬂﬁpl'aagétié %rcl;ﬂ‘lna\ﬁafé‘r ddhRaiBMRES DFY: pr/eduttrBluareacetic acid, at a
Sflljc?ve :'a(%e }319 1t0 emL/min. At the exit from the separation column, one
thousandth of the effluent is separated by means of an LC Packing Accurate,
diluted with methyl alcohol at a flow rate of 0.5 mL/min and sent to the
detectors, in a proportion of 75% to the diode array detector and the
remaining 25% to the mass spectrometer. The remainder of the effluent
(999/1000) is sent to the fraction coliector, where the flow is discarded until
the mass of the expected product is detected by the FractionLynx software.
The molecular formulae of the expected products are supplied to the
FractionLynx software, which actuates the collection of the product when the
mass signal detected corresponds to the ion [M+H]" and/or to [M+Na]*. In
certain cases, depending on the results of analytical LC/MS, when an intense
ion corresponding to [M+2H]"" has been detected, the value corresponding to
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30 FractionLynx software, which actuates the

coll ection of the product when the mass signal

detected corresponds to the ion [MtH + and/or to

[MtNa] +. In certain cases, depending on the results

of anal ytical LC/MS, when an jntense ion

correspondi ng to [ Mt2H] ++ hasl®been detected, the val ue
corresponding to 18 half the cal cul ated nol ecul ar

mass (MW 2) is also supplied to the FractionLynx

it vaee . cadindgtedt asecakndimassnMWiR)l ést atse isupplied to the

tuated whep th i anal__of-the | M2
Frar B penaeTalE o PRAG, PSR gotishE, boflptheEl afto actuated
oohérethednass smnatiofthes sort [Me2H] Eandéen - Net Hicrarg fetected.
; | i Rg268fection, th
R et o e A s
mabergs svarerevaperaieai REISBYa e ghi 4P PeeDglRs M T & contriiuga
flé\}éfb\f‘%tﬁg SHEPRRE Mhhsibs0obf bhedued weatesdetExainsldeby weighing the

-(3-Am no-1 .
Hu ﬁﬂ%‘i‘@w@g gvapp@tion of he SOWBOI o- 5.t ri f I uor onet hyl -
10 phenyl)urea hydrochloride NH2 CF3 NCIH Il N NN
HExamipld 4[ 4- ( 3- Ami nof | uoro-1
H 1 ndazol - 6-yl ) phenyl ] -3-(2-fluoro-5-trifluoronethyl-

Ty i , . Auokyiictyl-
A A R R e
P henylieneachydnoahdetid® 32 (2-f1 uoro-5-trifluoro 15

met hyl phenyl )urea with 37% hydrochloric agid (4.2 nl)

in ethanol at reflux for 24 hours. The rgae€tion
m xture i s con %trated under reduced.pre sur&Hto

give a residueyWhich is stirred w Nof
acetonitrile and then recrys ] aat /from 7 nL of
met hanol . Fi ion @nd d &*:Lum give 70
ng de of 1-[ am ng-1

H i ndazol - 6- yRyphenyt] - Uoro-5-trifluoro- 20

met hyl phenyl ) urea hydroc¢hl ori de, whose characteristics
are as followsk IR spectrum (KBr): 3413; 1656; 1550;
1442; 1340; 1117 & 816 cm 1l 1H NMR spectrum (400 MHz,

(£28) 25RinBal OrPPTina 28 fiypHeyR- 3L (A RubrdL 5 &flioromethyl-
phenyl)urea hydrochloride is obtained by hydrolyzing 0.4 g of 1-(4-{3-
[(thiophen-3-yl)carbonylamino}-1 H-indazol-6-yl}phenyl)-3-(2-fluoro-5-trifluoro-
methylphenyl)urea with 37% hydrochloric acid (4.2 mL} in ethanol at reflux for
24 hours. The reaction mixture is concentrated under reduced pressure, {o
give a residue which is stirred with 10 mL of acetonitriie and then
recrystallized hot from 7 mL of methanol. Filtration and drying under vacuum
give 70 mg de of 1-[4—(3-amino-1H-indazol—6-yl)phenyl]—3-(2—fluoro-5-trifluoro-
methylphenyl)urea hydrochloride, whose characteristics are as follows:

IR spectrum (KBr): 3413; 1656; 1550; 1442; 1340; 1117 & 816 cm™’

"H NMR spectrum (400 MHz, (CD3).S0O, & in ppm): from 7.38 to 7.45 (m, 2H);
from 7.49 to 7.56 (m, 2H); 7.60 (broad d, J = 8.5 Hz, 2H); 7.70 (broad d, J =
8.5 Hz, 2H); 7.90 (d, J = 8.5 Hz, 1H); 8.65 (broad dd, J=2.5and 7.5 Hz, 1H);
8.98 (broad d, J = 2.0 Hz, 1H); 9.42 (s, 1H).

MS spectrum (ES"): m/z = 430 [MH"]
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from7.49 to 7.56 (m 2H); 7.60 (broad d, J = 8.5
2H); 7.70 (broad d, J = 8.5 Hz, 2H); 7.90 (d, J =
Hz, 1 H); 865(broaddd J=2.5and 7.5 Hz, 1 H);
25 8.98 (broad d, J = 2.0 Hz, 1 H); 9.42 (s, 1 H).
spectrum (ES+): mz = 430 [ MH] 19

1-(4-{3-[(Thi ophen-3-yl)carbotyl am no] -1

H i ndazol - 6-yl } phenyl ) - 3-(2-fl uor o- 5-
trifluoronethyl phenyl)urea A solution of 1.

f
61'-(44= :?-[(ﬂhmﬂ\@myfs ))/})Bar[b(ohlylammhe]ail 8- mdalzxaifﬁaph}gh] ?n%r](z flyoro-5-
hndazoltg IK qg §r| de and 0.65 nL of triethylam ne
i ATy oppetylphignyliyre hydrofuran i s adm xed sl owy under
an argon atnosphere with 0.67

2 fdahdion Bf t1.72 | of dirét- ﬁmnpqam@nyl)rm@lgﬁa%% yhgarbonylamino}-

ﬁ-ﬁ"?ﬁda%@“ I:@dir{)e%lbﬁdét bhae@ esit mR4Gff aletlylamimiria 0d mL of
en concentrated under re essur e

Htetratya RNt AmsAd SIPeNI AT oy SePPERereaRi tFe7 mL

(&02 fl@@rozg-tﬁMororr@tWIphgnw isbcymnate. The reaction mixture is stirred
tsgjl %9%539 ESurrée R3WREn (SHcRnh¥teCLHAED rdButel’ Sresklre. The

Jreemu{eas prified plydiass-of irprategsap h anrosiliaacolyay (0 §5y 70 M),
Vﬁﬂﬂﬁ@ l |fhga(§lch for & %ﬂ'\aﬁwet/ﬁﬂ'eftﬂm qmmhb F\Ftﬂm‘lb) Whikture, to give

aracteri s CS are as

(Ed'9 : ofnt sl ({higphen- 3-yl)carbony\am|no] 1 magz& 6- yrr}rﬂnhenyl -3-(2-

Gftdcﬁofyﬂrﬂgﬁhﬁﬁéﬂhylﬁdnwbt@bmms& gHaraetetisting znei asofpllows:
H1 ndazol e hydrochloride 15 A solution of 4.2 g of

4- tert b yC nophenyl ) - 1- [ 3- (t hi ophen- 3-
§W§ g#?ﬁ %EH$Q¥h@ﬂ?ole in 30 nL of methanol is
adm xed mnth 12 nL of 4N hydrochl ori.c di oxane. The
rB}{%t-tﬁiminophe{myl} 8- [(tbimhﬁﬂr?edgﬁ%’bommaﬁbﬁ?]s 1Hyindazole

EﬁBH?@ in the region of 20C and then is
ncéntrated under reduced pressure. The solid

FET AP PR RGN, e ot i S

Ooft\carrlh ngrzmﬁgm)azw B30 titi ofrhethadoyts) adrga;eradwm 42:mL of
am]}éygro(ﬂapp% ox awé/ d'Efg r}%g{:ﬁo?kg‘l %ﬂ?é% @rgﬂ ioid ']@th'o@ﬁs at a
Befrbarature Buttha yegidoonk RAFE rysh & s QOI[l@%f(tta’ﬁ% pihgsr geduced
&r)eég%lkéowl%?g[l ‘?Esﬂiu !S %ﬁrré?%@% £rfd §OkH #db'?l étheb fillered and

Jirsaad wﬂysmﬁmm Siver 8145 9 ot Sau-amingphan i dra fgobhEn-3-)-
aUhsRfamind)- H ko™  hydrochloride, whose characteristics are as

follows:

Hz,
8.5
%S

MS spectrum (ES"): m/z=335 [MH"]

6-(4-tert-Butoxycarbonylaminophenyl)-1-[3-(thiophe n-3-ylcarbonylamino]-1H-
indazole

A solution of 6 g of 6-bromo-1-[(thiophen-3-yl)carbonyl]-3-[(thiophen-3-
yl)carbonylaminofindazole in 350 mL of dioxane is admixed with 4.93 g of
4-(tert-butyloxycarbonylamino)phenylboronic acid. A solution of 4.12g of
sodium carbonate in 90 mL of water is added, followed by 1.93 g of tetrakis-
triphenylphosphinepalladium. The reaction mixture is stired at 90°C for
4 hours and then poured into 120 mL of distilled water. Following extraction
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4-(tert-b utyloxyca rbo nylamino)p henyl boron ic

acid. A solution of 4.12 g of sodium carbonate in 90

nm. of water is added, followed by 1.93 g of tetrakis

30 triphenyl phosphi nepal | adi um The reaction m xture

is stirred at 90C for 4 hours and then poured into

120 nL of distilled water. Fdﬂ]omﬁng extraction 20

with ethyl acetate and then washing of the extracts

W th saturated sodium chloride solution, the organic
phis &thyl seRaRNbRAREN Undshing esfuihedextracts with satuwatgids éodium

(1:%# %ﬁﬁagﬁ_@gﬁ; K g@a\é\,ﬁi ﬁﬁ%éesgg%ﬂ;gr]eing‘gb@’ gé@%ﬁeﬁ%ced pressure,
etougiverd 3vig & o amptitl obichrie petifigd bydeshtchremetograply gn a silica

. , i b
é&{hﬁlﬁﬁtﬁ)e E{ﬁ Ef%ﬁ‘zg %I\thﬁb%hﬁrﬁ%%% 9 Qfclohexane/ethyl acetate (60/40 by

n m nophenyl )-1-[ 3- .
(thumehenixBire] J& s‘r\@oﬁ-ﬂy 5rﬁfrﬁr}f-ieﬁa%ﬂz'i{i%%ﬁ’&”yﬁ%@@phe”V')'1'[3'
C At dFBoRAsmafo]- THndasle, MavtaectcharateBslics are as
el At

6!OBPWRD- 1- [ (t hi ophen- 2-yl ) car bonyl ] - 3- [ (t hi ophen- 2-yl)

car bonyl am no] i ndazole 10 A solution of 10 g of

v spartRmaE 8Y: fifF4RBEOHE in 250 mL of pyridine is

adm xed with 13.8 g of 3-thi ophenecarboxylic chloride.

;@%@gﬁg? [ @AoBhi S0 dafooril 1 @iopRERT- ARcaabasyiaminclindazole

hours at” a tenperature close to 25C
and then poured into 400_niL of ter. The ' TR
" Salipn PY 19 @@ Coblamng- P BQuL 1A T 350 T o Byridine is
88d riiixedf wititi 818 g bf 8ahphehetarbogylicochlande. [Bhalrdastiontraixture 1s
[ 9.27 f
Cotifeshiinger By PR ATISRES 80 foUs 7L 7y impstetyre close t©
y25iCahdripbamawéd infazlemlnwabwaterh Ingcsusriessiofsisdhgn filtered
agléé B B)é@du% 5\%‘%&8 ngh( B5S+B0 il &Fdvitef, Midted with suction and
- Sk - I I f :
wionie. vl 1bBHR PP -SRI PaEian gt [friophen-2-
20)@HBbrASmMdIhdazeR, Whosk dhndiaaiisticshyrdraatfellowhe

reaction mxture is stirred for 22 hours at refl ux

USSPt A mnrie et PVEd for 50 mnutes (n 200

of distilled water. The suspended solid is isolated
b§-Brotrio- 2tainuing- Whsttdadold t h wat er and treated with
suction. After drying under vacuum 10 g of

ChLRATRSF ArI0Y b s mopusn abuge o 000 rposatano o
nadrmpxes Witk7]29 mbl of hgiragnadydatgcT he reaction mixture is stirred for
22 hours at reflux and then concentrated under reduced pressure. The
residue obtained is stirred for 30 minutes in 200 mL of distilied water. The
suspended solid is isolated by filtration, washed with water and treated with
suction. After drying under vacuum, 10 g of 6-bromo-3-amino-1 H-indazole are

obtained, whose characteristics are as follows:
MS spectrum (ES"): m/z=213 [MH"]

Melting point: 249°C
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21 Example 2 1-[4-(3-Amno-1
H i ndazol - 6-yl ) phenyl ] - 2, 3-di chl or obenzenesul f onam de
hydrochloride N2 N CIH NO" Ol H SAN/ H C d
5 1-[4-(3-Am no-1
H i ndazol - 6-yl ) phenyl ] -2, 3-di chl or obenzenesul f onam de
hydr ochl ori de i s obtai ned by %&drolyzing 0.54 g of
3-t hi ophenecar boxylic acid
{6-[4-(2, 3-di chl orobenzenesul f onyl am no) phenyl ] -1
HExavlproR- 3-yl Janmi de with 37% hydrochloric acid (5

) in 40 nL of ethanol at reflux for 24 hours. The

L
r \ ' lfdaSof8! dBbizehesulfonamide
FREW Ao fdazoPBURIARE HaRMor sz esulior
lhydrochioridet onitrile. Filtration and washing with 10
nmL of isopropyl ether produce 0.46 g of
1-[4-(3-am no-1H i ndazol - 6-yl ) phenyl ] - 2,
di chl or obenzenesul f onam de hydr ochtgyi de V\Ihrﬁ

qu Ii'ﬁBr):

7y 924; 705 &
15 593 cm' 1H NWVR.sp trg 7, ( )2SO, b in

v, | 3
ppm: 7.21 (broad =9 , 2H); 7.29 (broad d,

J = 9.0 H, 24\ (1 s, 1 H: 7.58 (t, J =
7.5 Hz, 1 H) 42 (bgoad d, J = 9.0 Hz, 2H); 7.85
(d, J = 9.0 9 7.93 (dd, J = 1.5 and 7.5 Hz, 1
H: 8.09 (dd, JY= 1.8 and 7.5 Hz, 1 H): 10.95 (broad
s, 1 H,; from 2p 11.9 to 12.4 (highly spread-out m

1i—|). I\/ISspectru(ES+): mz = 433 [ MH] 22 Exanple 3
3- Thi ophenecar boxylic acid

{'614-3-ponipodittindsizobEndbhesull ongichiRTRBgnzenesutionamide
hydrochloride is obtained by hydrolyzing 0.54 g of 3-thiophenecarboxyiic acid

{6-[4—(2,3-dichIorobenzenesulfonylamino)phenyl]—1H-indazol—3—yl}amide with
37% hydrochloric acid (5 mL) in 40 mL of ethanol at reflux for 24 hours. The
reaction mixture is concentrated under reduced pressure, to give a residue
which is stirred with 10 mL of acetonitrile. Filtration and washing with 10 mL of
isopropyl ether produce 0.46 g of 1-[4-(3-amino-1H-indazol-6-yl)phenyl}-2,3-
dichlorobenzenesulfonamide hydrochioride, whose characteristics are as

follows:

IR spectrum (KBr): 3426; 3134; 2902; 2711; 1659; 1404: 1164; 924; 705 &
593 cm™

"H NMR spectrum (400 MHz, (CD3)2S0, o in ppm): 7.21 (broad d, J = 9.0 Hz,
2H); 7.29 (broad d, J = 9.0 Hz, 1H); 7.44 (broad s, 1H); 7.58 (t, J = 7.5 Hz,
1H); 7.62 (broad d, J = 9.0 Hz, 2H); 7.85 (d, J = 9.0 Hz, 1H); 7.93(dd,J=15
and 7.5 Hz, 1H); 8.09 (dd, J = 1.5 and 7.5 Hz, 1H); 10.95 (broad s, 1H); from
11.9 to 12.4 (highly spread-out m, 1H).

MS spectrum (ES*): m/z = 433 [MH"]
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phenyl]-1 Hindazol-3-yl}jamde O HN 1 NS NOOH
SANH C Cd 5 Asolution of 1.72 g of

6- (4- am nophenyl ) -3-[ (t hi ophen-3-yl)carbonyl am no]- 1
H i ndazol e hydrochloride in 69 nL of pyridine is

adm xed at OCwth a solution of 1.14 g of

2, 3-di chl or obenzenesul f onyl oMl oride in 23 nL of

di chl oronmet hane. The reaction mixture is stirred for 3
hours at a tenperature in the region of 20C and then

EABId 3t ed under reduced pressure. The dry 10
residue 1s diluted in ethyl acetate, washed with water

t hen wash no)-
S hiarete Bonslihy pell Tk Ee s RaghieFgberakhEBulfonylamin)
fpjmn)dpﬂbﬁ-m\dazph-3nd}ami®l by flash chronat ography,
eluting with a dichl oronet hane/ net hanol / acetonitrile
(96/2/2 by volunme) m xture, to give 0.6% g of
3-t hi ophenecar boxylic acid §
{6-[4-(2, 3-di chl orobenzenesul fonyl 15;am enyl]-1
H i ndazol -3-yl} am de, whose chdra [ Stilts Jare as
follows: IR spectrum (KBr) 3 |88' 327N 3IG/; 1656;
1528; 1404; 1268; 1167; / & 598 cm' 1H NMWR
spect rum (400 l\/l—lzO cBg) f 6 in ppn): 7.20 (broad d,
: . = 2.5and 9.0 Hz, 1 H);

Hy; 7.62 (broad 20 d, J = 8.5
Hz, —25and50Hz,1H),77(dd,
J = 1. . , H; 7.78 (d, J = 9.0 Hz, 1 H);
7.92 : :1C5 and 7.5 Hz, 1 H; 8.09 (dd, J = 1.5
ad75Hz 8.44 (dd, J:15and25Hz 1H);

1% sogtdtqoq{ %?%5 ]qf'@ &4 ﬁ%lgoéﬁéﬁf@aﬁﬁgﬁlbpﬁén% W)Garﬂé’nyﬂamlno]

1H-indazole hydrochloride ln 9 mL of pyridine is admixed at 0°C with a
solution of 1.14 g of 2.3-dichlorobenzenesulfonyl chloride in 23 mL of
dichloromethane. The reaction mixture is stirred for 3 hours at a temperature
in the region of 20°C and then concentrated under reduced pressure. The dry
residue is diluted in ethyl acetate, washed with water and then washed with
saturated sodium chloride solution and concentrated under reduced pressure.
The foam obtained is purified by flash chromatography, eluting with a
dichloromethane/methanol/acetonitrile (96/2/2 by volume) mixture, to give
0.69g of 3-thiophenecarboxylic acid {6-[4-(2,3-dichlorobenzenesulfonyl-
amino)phenyl]-1H-indazol-3-yl} amide, whose characteristics are as follows:

IR spectrum (KBr): 3388; 3274, 3107, 1656; 1528; 1404; 1268; 1167; 737,
705 & 598 cm™

'H NMR spectrum (400 MHz, (CD3).S0, & in ppm): 7.20 (broad d, J = 8.5 Hz,
2H); 7.29 (dd, J = 2.5 and 9.0 Hz, 1H); from 7.52 to 7.59 (m, 2H); 7.62 {broad
d. J =8.5Hz 2H); 7.67 (dd, J = 2.5 and 5.0 Hz, 1H); 7.71 (dd, J = 1.5and 5.0
Hz, 1H); 7.78 (d, J = 9.0 Hz, 1H); 7.92 (dd, J = 1.5 and 7.5 Hz, 1H); 8.09 (dd,
J=15and 7.5 Hz, 1H); 8.44 (dd, J = 1.5 and 2.5 Hz, 1H); 10.65 (broad s,
1H); 10.9 (spread-out m, 1H); 12.8 (broad s, 1H).

Melting point: 196°C
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'I\/S spectrum (El): mz = 542 [ W] Exanple 4

6- (4- Am nophenyl ) -7-fl uoro-3-[ (thi ophen-3-yl)carbonyl a
mno]-1 H indazole hydrochloride 0 HNNS CH\ H
H2ZN/ 5 F A solution of 0.63 g of

6- (4-tert-butoxycar bonyl am nophenyl ) -1-[ 3-(thi ophen- 3-
yl ) car bonyl ami no] - 7- f | uor o- 1H3 ndazole in 20 nmL of

nmet hanol is adm xed with 1.74 nL of 4N hydrochloric
di oxane. The reaction mxture is stirred for 14 hours

ansspRIPAT ELIN 8/4 2 5ubgM Egi on of 20C and then
concentrated under 10 reduced pressure. The solid

residue i,s stirred with 10 nL of isopropyl ether,
ié&—@?&éby filtration and treated with suction to
give 0.52 g of 6-(4-am no- .
Bredrpininbdenyl)-Riftbysrers-fithiophamns3micarbanylapinaldtt. 1
[ =qachl ori de, whose characteristics are
sgaggﬁﬁg§§?n¥gpggggtrun1(KBr) 15 2932; 1728; 1607;
1519; 1504; 1432; 1380; 1288; 1194; 109%; 914; 758 and
701 cnmf'' "H NWR spectrum (400 MHz, 250, b in
ppm: 7.18 (dd, J = 7.5 and 8.5 HzN ; 7.33 (broad
d J =85H, 2H); from?7.62 ) :
(m 1 H); 10.9 (s, 1 H; fromFEF3to 138.6
spread-out m 1 H 20 N S
6-(4-tert-Buto ar bon =snytN - 1- [ 3- (t hi ophen- 3-
yl) car bonyl am noJ - 7- i nddzol e A solution of
0.54 g of
6-(4-tert-but oxyHaNbony am nophenyl ) - 3-am no- 7-
fluoro-1 Hindazole in 10 nL of pyridine is adm xed at

RSl PR S e il bRl BRI A 88MET -5 J¥iopen-3

tydjaebantaminiol- 2-fieonoet}i-andazole 0C2@ mal o srethrnak ispdmixed with
5‘9721111I9f0f 4N hydrochloric dioxane. The reaction mixture is stirred for
14 hours at a temperature in the region of 20°C and then concentrated under
reduced pressure. The solid residue is stirred with 10 mL of isopropyl ether,
isolated by filtration and treated with suction to give 0.52 g of 6-(4-amino-
phenyl)-1-[3-[(thiophen-3-yl)carbonylamino]-7-fluoro-1 H-indazole hydro-
chioride, whose characteristics are as follows:

IR spectrum (KBr)

2932: 1728: 1607; 1519; 1504; 1432; 1380; 1288; 1194; 1091, 914; 758 and
701 cm™”

"H NMR spectrum (400 MHz, (CD3).S0, 8 in ppm): 7.18 (dd, J=7.5and 8.5
Hz, 1H); 7.33 (broad d, J = 8.5 Hz, 2H); from 7.62 to 7.76 (m, 5H); 8.49 (m,
1H); 10.9 (s, 1H); from 13.3 to 13.6 (very spread-out m, 1H)

6-(4-tert-Butoxycarbonylaminophenyl)-1-[3-{thiop hen-3-yljcarbonylamino]-7-
fluoro-1H-indazole

A solution of 0.54 g of 6-(4-tert-butoxycarbonylaminophenyl)-3-amino-7-
fluoro-1H-indazole in 10 mL of pyridine is admixed at 15°C with 0.23 g of
3-chlorocarbonylthiophene. The reaction mixture is stirred for 12 hours at a
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di chl or onet hane and washed with 4 x 50 nL of distilled
wat er. The organic phase is then concentrated under
reduced pressure. The solid residue obtained is
stirred with 10 nL of isopropyl ether, filtered and
treated with 5 suction, to give 0.63 g of

6- (4- ami nophenyl ) - 1- [ 3- [ (t hi o¥hen-3-yI) -

car bonyl am no] -7-fluoro-1 Hindazol e, whose
characterlstlcs are as follows: IR spectrum (KBr

é;%xerﬁt%?& il 78% Ahfién D5920°Q538d 1bén; dilpssi )11165)0 mbL  of

and 805 cm 1 1H, N cLr 4 )
apegan gvasgﬁ)'é{Rw@I?% M Q_ del%d (J\%@ 2I$@- orgamc
hehask 19 thén560ro¢ﬁmaede@ ugder gedudad, PPERSUIEr diney SgbdtaaS'due

fb?%ln%g] dlssggrrecizrgﬁp 1gdgrL of Tso?p 8 ”Q’th@r Ofllkﬂ?redlarhﬂ treated with
sustiono He, 10v§: 8.899(sof1 ﬁ;(}E mgp gn Ig Fﬁ;[l]tmp}ﬁen 3-yl}-

Q*.Hr@@u‘i'y!ﬁm:ﬂo]fb _fluoro-1H-indazole, whose characteristics are as follows:
- Am no- 7-fl'uoro- 6- (4-tert- but oxycar bonyl am nophenyl)

e saRlig LIS RS

bysand 8B0Bemh 25 mL of absol ute ethanol is adm xed
with 0.35 nL of hydrazine hydrate. The reaction

rrN‘rUir@ sgéaﬁyﬁ;@%gorﬂgi;m SDHK0S 6§h BoMe): r1?;2d(@< obf); 7HPedd, J =
ThE anel 5. Mo B 54 Broes & ddr B R4 hredt 710D, | pag™ 3
vwavgr(dde Lt2petheh ¢ Mastierd A4 (dd K=1. 5nandf5 0 Hz, 1H); 8.50 (dd,

T T e

but oxycar bonyl am nophenyl )-1 Hindazole is obt | ned,
vihdsrinoHafl aaioed (4 tert-butanysagomyamisaehenyd)-d
(KBr): 3422; 3374; 2981; 1732; 1612; 1530; 1368 1222;

145gol E%g5§f @é”f gart?f Qoﬁdﬁﬂblolﬂﬂiyﬂ—mﬂ@iyfdanmﬁﬂ@ﬁmnophenyl)

ztger(zoglgnkeddn %5 kP aq%soéu 5 By ipky 5 a0l i, F¥5 mL of
Thyfkatife r@'d}ate9Tﬁ8 reactidn hixturd ks Qtlr(énL foad Sshourskyt the reflux of

ﬁthgrsf%l\geln oagw%' tmefwg&#n%f%trg{étdo&%?earrlgaUé{é@'ﬂ'&%@p@ Ml BEIRE Aesidue
Jis Btidicid with @54miLr of Histiledretaign, Sitereshpndwashegowith 3 ke> mb of

a@ﬁﬁ@{ﬁ”?e At hﬂ??%&‘oﬁg?ﬁ 5@@% ofR-BhHR07 -fluoro-6-(4-tert-

thuatpkygoarbanyismnent FH D cobéélﬂed whose ghagpcteristics

f sodium carbonate in 15 nL of water is
Oéc(géacfo]% 8Y\@'ovved by 0.48 g of tetrakis 25

LR e RNE h'gq,z%alelsai‘i' Wha1 71835364 500548, X4486° 12%2; 1159;
1050; 844 and 806 cm’™”

'H NMR spectrum (400 MHz, (CD3)2S0, 8 in ppm): 1.52 (s, 9H); 5.50 (s, 2H),
6.98 (dd, J = 6.5 and 8.5 Hz, 1H); from 7.48 to 7.681 (m, 5H); 9.48 (s, 1H),

11.9 (broad s, 1H)
2 3-Difluoro-4-(4-tert-butoxycarbonylaminophenyl)benzonitrile

A solution of 2,3-diflucro-4-trifluoromethylsulfonyloxybenzonitrile in 60 mL of
dioxane is admixed under an argon atmosphere with 1.24 g of 4-(tert-
butyloxycarbonylamino)phenyfboronic acid. A solution of 1.03 g of sodium
carbonate in 15 mL of water is added, foliowed by 0.48 g of tetrakis-
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3 hours and then poured into 80 nL of distilled water.
Foll ow ng extraction wth ethyl acetate and then

washi ng with saturated sodi umchloride solution, the
organi c phase is concentrated under reduced pressure,

to give 0.8 g of 5

2,3-difluoro-4-(4-tert- butoxy%%rbonylan1nopheny|)benzo
nitrile, whose characteristics are as follows: IR
spectrum (KBr): 3345; 2981; 2247; 1719; 1595; 1532;
Jtﬂaﬁenyllﬁﬁas hid&5slladili?®9 Thil 58actids MixBg8: isazbredest HAFC for

S i i
ggéoﬁsf ARG, 'ﬁqoﬁréj#nué}rg osgrr%trﬂL u@%%ﬂne[dllv{gél e(rEzocl)kr)}\leg Fxtraction
Avigio letihyil meta‘temrgi ihien washing Wlth saturated sodlum chlorlde solutlon
ﬁh c?rjﬁgh Obiack [}g 'EEcPrdthéf |r@dddéd29ré§1sufé to give 0.8 g of

r&ardnﬂmorpff{ Ghiar-buisy ERBREY BT pRPh I hedzoaL ey | whose

LHdrhétegstds arbherliohenperature, 4.84 g of
N- phenyl trifl uoronet hanesul foni m de are added. After

hours of o) a t r e t ip@n 1325;
IR seecru KBl LB By apd7 S7RE PO B o, o0
o 239; 11168 15 &r8%H) B26x 662 @nddbind @ﬂﬁ ethyl acetate. The
organi c phase is washed with saturated sodi um

erlels &%Uﬁ?gﬁ*)oﬁ/ﬁﬁi’,ﬁm jconcentrated under reduced

pres ure i've 3.68 g of an oil which is purified

by flash chromatography.on a |I|c  um (60; 35-70
V\KIP -Difpaia-Adrilivera QﬁS%iPan{ 5H€?®Fﬁ€ acetate (92/8

by volune) m xture; 0.52 g of 2,3-difl uoro-4-

tAi fdolutionmesthy2 syl fafny2, Bsdiereshhydrokpbenzastiria nisd, 20 mL - of

AEORITENARS et s o g resggiag, 1 oo
MIOBQBMWﬂ@BﬂWt@pé&tﬂIHﬂQE PMbiEAL 3e Fr\ﬁiﬁlj %84 g of

?gat{F%n?Itﬁfé c{l i Whmgéﬁrgr@gﬁ ﬁgter 10 hours of stirring at a
ftp[]@ﬁﬁjﬁh@ﬁw} q@gl%ggéﬁp@ ﬁp}regﬁl% ﬂaxt)%?ﬁ %ourﬁd into 100 mL
of distilled water and extracted with ethyl acetate. The organic phase is
washed with saturated sodium chloride solution and then concentrated under
reduced pressure, to give 3.68 g of an oil which is purified by flash
chromatography on a silica column (60; 35-70 uM), eluting with a
cyclohexanefethyl acetate (92/8 by volume) mixture; 0.52 g of 2,3-difluoro-4-
trifluoromethyisulfonyloxybenzonitrile is obtained, whose characteristics are

as follows:

IR spectrum (KBr): 2245; 1497; 1442 1232: 1138: 1035; 960; 834 and
603 cm™’

MS spectrum (ES™): m/z=288 [MH"]
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O /OH S'NF HdOA d 5 A solution of

6- (4- am nophenyl ) -7-fl uoro-3-[ (thi ophen-3-yl)carbonyl a
m no]-1 H indazol e hydrochloride in 20 nL of pyridine
is added at 0OCto a solution of 0.315 g of

2, 3-di chl orobenzenesul fonyl chloride in 6.5 nL of

di chi oronethane. The reacti o mixture is stirred for
16 hours at a tenperature in the region of 20C and

t hen concentrated under reduced pressure. The dry

Eeampfe 5s 10 diluted in dichioronethane, washed with
water and with saturated sodium chloride solution and

t .concent rat ed..und u - ino)-7-
S BisRRE e ey By (i SRR e A lamino) 7
viludrcphoirgii]-OHeineiazah3/y1} antidenol / acetonitrile (96/2/2

by volune) m xture, to give 0.2 g of 3-thiophene-
carboxylic acid O
{6-[4-(2, 3-di chl orobenzenesul f ony! am aly
[1-1 H 15 indazol -3-yl} am de, whose
are as follows: IR spectrum (K
1405; 1340; 1166; 1091; 913; 7
NMR spectrum (400 MHz, (

J =6.5 and 8.5 ,A?lH)
2 = from 20 7.53 to

2H); 7.51 (broad™th ;
67 eigs and 5.0 Hz, 1 H); 7.71

7.62 (m 2H) ¢ ' .
(dd, J = 1.9 5.0 4z, 1H); 7.92 (broad d, J = 7.5

Hz, 1H); 8. 10 (g J = 1.5 and 7.5 Hz, 1H); 8.46 (dd,
J=1.5and 26 HCl1 H; 10.75 (broad s, 1 H: 11.0
(spread-out mgyp 1 H; 13.35 (broad s, 1 H . 27 M
spectrum (El'): m'z = 560 [ M+y] Exanple 6 _

&.{j& Faéﬂji;@r lofgé)-;ég-iagﬁ[@étglpér?ﬁ)h-%r:‘l_u%_rg-lﬁ[‘(:tﬁlro%%g}ql-Cﬁ%ggll)brl]ylamino]-1 H-
3né3281k URfPobhibridié ik QUORRL by byiving li9 udded # 09C % a solution of
0.315 g of 2,3-dichlorobenzenesulfonyl chloride in 6.5 mL of dichloromethane.
The reaction mixture is stirred for 16 hours at a temperature in the region of
20°C and then concentrated under reduced pressure. The dry residue is
diluted in dichloromethane, washed with water and with saturated sodium
chloride solution and then concentrated under reduced pressure. The foam
obtained is purified by flash chromatography, eluting with a dichloromethane/
methanol/acetonitrile (96/2/2 by volume) mixture, to give 0.2 g of 3-thiophene-
carboxylic acid {6-[4—(2,3-dichlorobenzenesulfony!amino)-?—fluorophenyl]-1H-
indazol-3-yl} amide, whose characteristics are as follows:

IR spectrum (KBr): 3421; 1659; 1527; 1405; 1340; 1166; 1091; 913; 739,
705 & 598 cm’’

"H NMR spectrum (400 MHz, (CD3)2S0, 8 in ppm): 7.10 (dd, J=6.5and 85
Hz, 1H); 7.21 (broad d, J = 8.5 Hz, 2H); 7.51 (broad d, J = 8.5 Hz, 2H); from
7.53 to 7.62 (m, 2H); 7.67 (dd, J = 2.5 and 5.0 Hz, 1H); 7.71 (dd, J = 1.5 and
5.0 Hz, 1H); 7.92 (broad d, J = 7.5 Hz, 1H); 8.10 (dd, J=1.5and 7.5 Hz, 1H);
8.46 (dd, J = 1.5 and 2.5 Hz, 1H); 10.75 (broad s, 1H); 11.0 (spread-out m,
1H); 13.35 (broad s, 1H) .
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CF3NSON H F NNHH 5 F Asolution of 0.88 g
of 6-(4-am nophenyl)-7-fluoro-I-[3-[(thiophen-3-yl)-
carbonyl am no] -1 Hindazol e hydrochl oride in 80 nL of
tetrahydrofuran is adm xed with 0.46 g of
2-fluoro-5-trifluoronethyl phenyl isocyanate and 0.636
nmL of triethylam ne. The reaction mixture is stirred
for 12 hours at a 10 tenperature in the region of 20C
and then concentrated under reduced pressure.
F;\wglg‘ﬁe@ﬁurrp(Elgyrnfj AsB0¢M gmat ogr aphy on a silica

col umm ( 60; 70 pM, eluting with a

cE chl o; OE1Et hane/ acetonitril e/ nmet hanol (96/2/2 by
V € Rixture, glve5051gof
1-(4-{7-fluoro-3-[(thiophen-3 carbon

H—(4Ha'é-f¢|uom—9+[]tpimww)-33yloqawhqmﬂ%mm?lr #'T'Ua?ﬁ%%w;lp&?“y')'
. lmﬂﬁ% fda cs are as foll ows:
%%%IPEEQ(SK%?)I 3418; "1659; ﬂ2%08 1542; 1442; 1339;
1264 1200; 1122; 741 and 614 cm 1 1H NWR @pectrum
(400 MHz, (CDG)ZSO, 6 in ppm: 7.20 (ddHJ 7.5 and
9.0 Hz, 1H); 7.42 (m 1H); 7.53 (dd, JN"9N0 and 10.5
f .

Hz, 1H); from7.60 to 7.72 20 ( 7.74 J =
1.0 and 5.0 BF, 1H); 8.49 (dd, J :
1H); 8.65 (dd, *J :25and75 ' 04 (Broad m
1H); 9.44 ad s, 4H); N1H,; 13.4
(very broag 1

H i ndazol - 6-
met hyl phenyl purea hydrochloride N2 CF3 I \ NCH H
F

A solution of 0.88 g of 6-(4-aminophenyl)-7-fluoro-1-[3-[(thiophen-3-yl)-
carbonylamino]-1H-indazole hydrochloride in 80 mL of tetrahydrofuran is
admixed with 0.46 g of 2-fluoro-5-trifluoromethylphenyl isocyanate and
0.636 mL of triethylamine. The reaction mixture is stirred for 12 hours at a
temperature in the region of 20°C and then concentrated under reduced
pressure. Purification by flash chromatography on a silica column (60; 35-
70 uM), eluting with a dichloromethane/acetonitrile/methanol  (96/2/2 by
volume) mixture, gives 0.51g of 1—(4—{7-ﬂuoro-3-[(thiophen-3—yi)carbonyl-
aminol-1 H-indazol-B-yI}phenyl)-3-(2—fluoro#5-trifluoromethylphenyl)urea,
whose characteristics are as follows:

IR spectrum (KBr): 3418; 1659; 1608; 1542 1442; 1339; 1264; 1200; 1122;
741 and 614 cm™’

'H NMR spectrum (400 MHz, (CD3)2S0, & in ppm): 7.20 (dd, J=75and 9.0
Hz, 1H): 7.42 (m, 1H); 7.53 (dd, J = 9.0 and 10.5 Hz, 1H); from 7.60to 7.72
(m, 6H); 7.74 (dd, J = 1.0 and 5.0 Hz, 1H); 8.49 (dd, J=1.0and 3.0 Hz, 1H);
8.65 (dd, J = 2.5 and 7.5 Hz, 1H); 9.04 (broad m, 1H); 9.44 (broad s, 1H);
10.8 (broad s, 1H); 13.4 (very broad s, 1H).
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NNHH F51-[4-(3-Am no-7-fluoro-1

H i ndazol - 6-yl ) phenyl ]-3-(2-fluoro-5-trifluoronethyl -
phenyl )urea hydrochl oride is obtained by hydrol yzi ng
1-(4-{7-fluoro-3- [(thiophen-3-yl)carbonylamno]-1

H i ndazol - 6-yl } phenyl )-3-(2-fl uoro-5-trifl uoro-

nmet hyl phenyl )urea with 3796hy%&ochloric acid (4.2 nlL)
in ethanol at reflux for 24 hours. The reaction

m xture is concentrated under reduced pressure, to 10
OFF X |& @si due which is stirred with 15 nL of
acetonitrile. Filtration and drying under vacuum

g Yﬁzg%ﬁsﬁ 0%?{5[-4% ina22b 8y fpHeyiR3 42-fluoro-5-trifluoro-

Smefhﬂbhenql)ﬁrea hﬁrdmldnelld%ﬂ phenyl ) ur ea
hydr ochl ori de, whose characteristics are as foll ows:
IR spectrum (KBr): 3327; 3168; 1653; 1601N|'t12544' 1443;
1342; 1322; 1187; 15 1117; 1070; 1Q_and( 615 " 1H
NMVR spectrum (@69 MHz, (CD3) 2SO, - C&?(d

J =6.5and 8.0 Hz, 1 H); rom7.49 to
7.65 (m 6H); 85 (dg, J . , 1 H;

8.99 (d, J = M I:1|—|) from1l.8 to
12.5 (very spkead i 29 Exanpl e 8

1-[4-(3-Am no- H H
H i ndazol - 6-yl - 7-f I uor ophenyl ] - 2, 3-di chl or obenzene-
sul fonam de hydrochloride N2 CCH NN O /OH S'NF

n&gf 4P~ %“@P)%—?L?F%iﬂd%mhg@h%ﬂyd F3(2- fluorqb5 trlﬂuoromethyl—

sphéryiamdal e hiyglicobbdrider i ide oixtalobdaMYedWWOngol ],—,gt,'l-,{é-ﬂuoro -3-
[(tjn?o;%e%f-3-§ﬂ)‘cgb%%‘}f‘d?ﬁmo] 1H-indazol-6-yl}phenyl)-3-(2-fluoro-5-trifluoro-
methylphenyl)urea with 37% hydrochloric acid (4.2 mL) in ethanol at reflux for
24 hours. The reaction mixture is concentrated under reduced pressure, to
give a residue which is stirred with 15 mL of acetonitrile. Filtration and drying
under vacuum gives 0.38 g of 1-[4-(3-amino-7—fluoro—1H—indazol-6—yl)phenyl]-
3-(2-fluoro-5-trifluoromethylphenyl)urea hydrochloride, whose characteristics

are as follows:

IR spectrum (KBr): 3327; 3168; 1653; 1601; 1544; 1443; 1342; 1322; 1187,
1147: 1070; 809 and 615 cm™

'H NMR spectrum (400 MHz, (CD3),S0O, & in ppm): 7.08 (dd, J = 6.5 and 8.0
Hz, 1H); 7.42 (m, 1H); from 7.49 to 7.65 (m, 6H); 8.65 (dd, J =2.5 and 7.0 Hz,
1H); 8.99 (d, J = 3.5 Hz, 1H); 9.40 (s, 1H); from 11.8 to 12.5 (very spread-out

m), 1H.
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carboxylic acid {6-[4-(2, 3-d

i chl orobenzenesul f onyl am no) - 7-f | uor ophenyl ] -1 H

i ndazol -3-yl} amide with 37% hydrochloric acid (1.36
m.) in 11 nmL of ethanol at reflux for 16 hours. The
reaction mxture'is concentrated under reduced 10
pressure, to give a residue wh ch is stirred with 5 nL
of acetonitrile. Filtration gives 90 ng of

1-[ 4-(3-am no- 1Hi ndazol - 6-yl )-7-fl uorophenyl]-2, 3-dic
e xsmpldBnzenesul f onam de hydrochl ori de, whose
characteristics are as follows: IR spectrum (KBr):

3 56 -

PP éé@e%é%%%ﬁm*ﬁ%sﬂ%%& Rkt

Bmmmm;delhydmcaﬂanwe 15 8.5 Hz, 1 H); 7.22 (broad d,

J =8.5 Hz, 2H); 7.50 (broad d, J = 8.5 Hz, 2H); from
J =

7.54 to 7.62(m 2H); 7.94 (dd, 1.5 \ZIHHZ 1
H; 8.10 (dd, J = 1.5 and 7.5 )4 11.0 (broad

s, 1 H. M spectrum (El): mz [WNSO Exanpl e
9

1-(4-{4,5,7-Trifl yoro- Iﬁ -ylmcar bonyl am no]
-1 Hindazol - 6-yl E

phenyl) - 3-(2- S}N ot onet 'hyl phenyl )urea O F
H CF3 F I \ ONKHW \ NHHF F 5 A solution of
0.175 g of

6- (4- am nopheny )-4,@, 7-trifluoro-I-[3-[(thiophen-3-yl
)- carbonyl am ng]-1 Hindazol e hydrochloride in 10 n
of tetrahydrofuran is admxed with 84.5 ng of

2-fluoro-5-trifluoroneth henyl i saocyapate 58 L

of-[4+3-érnhipbatti-iedazphs- )f')séd’ﬁioé?\o]?ﬁr%]@é 41&@@%19%9”? or
I%‘ﬁ'éhﬁdé‘tht r?ékﬁ@ﬂkfé ¥ ebRaihey g?l afd@@yzmgdj ‘lanCoﬁBethlophene-
en concentra r. reduce )

r%%fp%ﬂ'coﬁf-’ﬁll ﬁ%ﬁ“‘ igéﬁ;?lp qrﬁerﬁg&ﬁlﬁ arﬁwﬁ%? Norepheny!}-1H-

aRdakdERy| }farﬁblervadw amel hydmichbbrici adid $1.86iroh) tno1‘gmle0f29thanol

B%e%fﬂgll %54p Brr?yﬂrﬁﬁf lréjzfcft@)nsnﬂuthr@ f concentrated under reduced

HriesdaEote Give & pesidye wisclt 3s stifed ovith-§ mls pf,gegtonitrile. Filtration
gives 90 mg of 1-[4-(3-amino-1H-indazol-6-yl)- -7-fluorophenyl]-2,3-dichloro-

benzenesulfonamide hydrochloride, whose characteristics are as follows:
IR spectrum (KBr): 3435; 1656; 1507; 1404, 1164; 1139; 912; 704 & 593 cm’’

'H NMR spectrum (400 MHz, (CD3);S0, & in ppm). 7.00 (dd, J =65 and
8.5 Hz, 1H); 7.22 (broad d, J = 8.5 Hz, 2H); 7.50 (broad d, J = 8.5 Hz, 2H);
from 7.54 to 7.62 (m, 2H): 7.94 (dd, J = 1.5 and 7.5 Hz, 1H); 8.10 (dd, J =
1.5 and 7.5 Hz, 1H); 11.0 (broad s, 1H).

MS spectrum (El): m/z = 450 [M™°]
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met hyl phenyl ) urea, whose characteristics are as
follows: IR spectrum (KBr) 15 3288; 1686; 1635; 1535;
1440; 1319; 1126 & 992 cm' 1H NMR spectrum (400 MHz,
(CD3) 2SO, b in ppm: 741(m 1H); from7.48 to 7.57
(m 3H); from7.60 to 70(@04 8.41(broad s, 1
H; 8.63 (broad d, J = 9.01 (broad m 1
H; 9.43 (broad s, 1 H); 10.6 (spread-out m 1 H);
from13.6 to 14.0 (very spread-out m 1 H) 20 M5

SER& (ESt): mz = 594 [ MH]
ﬂf_%ophenyl) 4,5, 7-trifluoro-1-[3-[(thiophen-3-yl
)f %Qg?’ 4 athpucgro]s Tlthiop RS S1yRaPb AT indg-H-idasidl Blyl}-

6pI(lanyle)e-r3t-(-2bﬂtlow5drﬁbtwpmﬁthwknwlbu@a[ 3- (t hi ophen- 3
31 yl)carbonylamno]-4,5,7-trifluoro-1Hindazole in
10 mL of nethanol is adm xed wth 1.66 nL 4N
hydrochl ori c di oxane. The reactiongm xt 7 s stirred

for 48 hours at a tenperature in the reggion 20C,
then filtered and treated wth~_s At 0 gi}\/e .21 g
of 6-(4-amn nyl)-1-[3-[(thio N 5 S

car bonyl am nq| - 4, 5, 7tr|f ol e

hydr ochl or ifd
M5 spectru ]

6- (4-tert - Bohoxye 0 Y phenyr)-l-[s-(thiophen-3-
yl) carbonyl ami no]H4 4, H, 7-trifluoro-1 Hindazole 10 A
solution of 0.5 g of

6-bronn 1-[3-[(t hi ophen- 3-yl)carbonyl am no] -4, 5, 7-

t,E\i oflﬁ?g%:g:% f4 IhifSpdnytia & PXdRRrb S -RATENEshen-3-yi)-
bmmboxbauan@]oﬂsw ohetioeeridai i 46 mL fstatiahygrpfuran is
%%91 fg‘f @'rHQ“ of P- ﬂ@&@;—@ttmf{udiarm‘ubtmpmwrIsosyanate and
e 0 of tetraki.s
C59 ooy 1PN B R ea AR TRXEEA R SIS (71,19 hgurs at 2
Sfénﬁ;ﬁ@ﬂtu’fté l?ﬁlofﬁé:f @é%ld)ﬁ dR 2b8Qr andirthen Imqutratﬁﬂ iumder 4@duced
i|led wa r
d?'@"?‘ISHF%ﬁ@IenEﬁ?éd%BB aijl%{co\%ag\ﬂdré‘@ .ﬁ%{shﬁg t%foé}hYMéééttat anqu then
ciltered dend Seohiati with stbtortegivec2Pmag &f i 1s(4c{9n%3nﬂrlﬂu@@d [(thio-

AN TRl Ll Sﬁab@%%ﬁ’%@*ﬂ"” e amuoro-
(B&thydshernb)upeg, whdse chayagier) ﬁ Ies Q%P%I@L@a‘ﬁe/ et hyl
acetate (50/50 by volunme) m xture, 20 to give 0.65 g

o]‘ spectrum (KBr)
-(4-tert-butoxycarbonyl am nophenyl ) - 1- [3 (t hi ophen- 3-

yg%SB; 1686; 1635; 1535; 1440; 1319; 1126 & 992 cm’™

'H NMR spectrum (400 MHz, (CD3).S0O, & in ppm): 7.41 (m, 1H); from 7.48 to
7.57 (m, 3H); from 7.60 to 7.70 (m, 4H); 8.41 (broad s, 1H); 8.63 (broad d, J =
7.5 Hz, 1H); 9.01 (broad m, 1H); 9.43 (broad s, 1H); 10.6 (spread-out m, 1H);
from 13.6 to 14.0 (very spread-out m, 1H)

MS spectrum (ES*): m/z = 594 [MH"]

6-(4-Aminophenyl)-4,5,7-trifluoro-1 -[3-[(thiophen-3-yl)carbonylamino]-1H-
indazole hydrochioride

A solution of 0.65 g of 6—(4—tert-butoxycarbonylaminophenyl)—1-[3-(thiophen-3-
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carbonyl am no]-4,5,7-trifluoro-I Hindazole, whose

characteristics are as follows: M spectrum (ES'):

m z=489 [ MH+]

6- Brono-1-[3-[(thi ophen-3-yl)carbonyl am no]-4,5, 7-trif

| uoro-1 Hindazole 25 A solutjion of 1.8 g of

6- brono-1-[ (t hi ophen-3-yl) car})]onyl ]-3-[(thiophen-3-

yl) carbonyl am no] -4, 5, 7-trifl uoroindazole in 130 nL of

di oxane is added to 1.1 g of sodium carbonate in
Siylamird-416, 7ok iflwateet H-ifdazoledc  Donl of riafhancliig admixed

@iﬂﬁﬁ@g t lggé:tfj\g hyé[ooc gqr&eaf&at]?e?héqgﬁﬁmr{ %ﬂ@ré’@'%ﬁrred for
b4/8 ﬁbaﬁshatcah It@ﬂ'ﬁb[ﬂjlﬂl@plh)the negiogiafiZPaCe menﬁtlteggd(ag@t treated with

3%43:%%@'\"\% kil ng 4 Lhy 2 gy CBonexARepALhY)- 1etinlcbhen-3-yi)

t .
(o bomamina 4 B hirfeeh Bpepedrbony| dNOTiaride;.  whose

téﬁgrbefyngﬂéé-bfé’lggmlows whose characteristics are as
spectrum (ESt): m z=377 [ MH]

= 35 rbonyl ]-3-[(thiophen-3-yl)
CM%DWU %? %ggwg'cfuorm ndazol e A sol ution of
Bgof6brom)3amno4571H-|ndazole|n60 nL of
Py-(4 demBLitexycaromylaminopheny: 13 3y(tbipphen-3- yl)carbonylamino]-

.ti],'S(,)P-pﬁptﬁrg’ 1‘F—anl%%’2¥|e' c chloride. The reaction m xture

rred under an argon atnosphere for 16 hours at

t | t 25C h

oh SPRHianeP! Crhe ds g parpRN- LR SR D e R a1+ 5.7-
Otfnﬂdbﬁdﬁhpitugﬂat%dﬂang 40anlt Iwrdlix}rteersedgn'ﬁx%hnﬁb 3fihg of 4-(tert-
S DSy A8 3d £ 042 g of sodium
eV IRy Car mi Hlﬁt\e\%y Yéni b dr A ion. o ] g
O eaatt by Bl o ki

haflp hepaiiddiam, [ Phe %ctlort\/ﬁnﬁdﬂﬁ@t rsurﬁtlh*éat')at 90°C for
2552@) @%%%aqf;gg&ieg p;%pred n?toa4n01 rl‘]‘l’?l. of dlSZlIIed water af—zoqllowweg extraction
%Rﬁoﬂﬁh%rgm%tlﬁaﬁeﬁdrﬁlf |tk Qba@mnglf with| eafunated sbdipim chloride

anol . is a e
THOPaBnE QoA RS s Conpentiied prdprag it pReSsaiet o aive o
r@cﬁlldJWhtmﬁ ist panfien byeitdshatiemmatdgraphydere édsific@ olHman (60; 35-
I?g gL{Ltmgl @hﬁ\é?gelbﬁeﬁéﬁé/éﬁgl eeétaa@ éS(P/BUtt?yvalﬁn&Q mixture,
oigiee0.5/ o o 18- deshpUiderRBoRVERTIOBRETY )k -1 ipphen-3-y1)-

‘%Bonz!légﬁlht? 04 3Ny JffEL%‘??t‘er Jrda2brd Whodgo dﬁar@éteﬁgﬂ’bd are as

Iat’e iltration, to give 1,03 g of
6fUchm$D 3-am no-4, 5, 7 1H i ndazol e, whose
characteristics are

MS spectrum (ES*): m/z=489 [MH"]
6-Bromo-1 -[3-[(thiophen-3-yl)carbonylamino]—4,5,7-triﬂuoro-1 H-indazole

A solution of 1.8 g of 6-bromo-1-[(thiophen-3-yl)carbonyl]-3-[(thiophen-3-
yhcarbonylamino}-4,5,7-trifluoroindazole in 130 mL of dioxane is added to
1.1 g of sodium carbonate in solution in 45 mL of water. The reaction mixture
is heated at 90°C for 4 hours and then concentrated under reduced pressure,
to give a solid which is purified by flash chromatography on a silica column
(60; 35-70 uM), eluting with a cyciohexane/ethyl acetate (85/15 by volume)
mixture to give 0.32 g of B6-bromo-1-[3-[(thiophen-3-yl)carbonylamino]-4,5,7-
trifluoro-1H-indazole, whase characteristics are as follows:
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20 as follows: M spectrum (ESt+): m z=267 [ MHt]
Exanple 10 1-(4-{3-[(Thi ophen-3-yl)carbonyl am no]-1

H i ndazol - 6-yl } phenyl )-3-(2- fl wuoro-5-trifl uoronethyl
phenyl)u rea O HN CFR31 \ N'"' S O/ N\ I H NNH
H F 5 Wrking in accordance with the procedure
described in exanple 1, 1-(4--{23-

[ (t hi ophen-3-yl)carbonyl am no] -1

H i ndazol - 6-yl } phenyl )-3-(2-fluoro-5-trifl uoro-

mshsdeeheny (HSTem/z-37abiMiHTled in the formof a yellow
solid, whose characteristics are as follows: IR

R e S
riflnommindazoke 39 (dd, J = 1.5 and 9.0 Hz, 1 H); 7.41
(partially masked m 1 H); 7.51 (dd, J = 8.5 and 11.0

X sogdti%fof 3§ b IorsMo-9-afnifi8-4, 877 THlinddizcld i 60 . of yi@dine is
(3fimixgd withs3 g,%%%@op&énqﬁ;qargp@gib(% de, _llg?ﬁ re%cﬁ%rf_l)n?ixture is
Stipfed (APeead- argonnatriodpherd Go7 16bhaiars at, a terperatara close to
fgﬁ;ﬁ[{f %‘ﬁg ?H@%;e%?néo 11?0%9%5@:‘.“1’55%&#)%@% % BAhed with
12 (419 L wdrdicBlopgmpitepreans-then dhiesemhyiraaedoyith suction and

fidHlag %‘i\ié’l gé_s} gﬁ 8-bromo-1 ggthio_phen-3—yt)carbonylE]-g—[(thiophen-3—yl)-

E;a%ggr?ﬁa%?gcla]-dfg, -triﬂuorcglrngézoitte,r\}v géjeo Eﬁgerétc@/rls%cs QYA zag?glﬂ;ws:

MS spectrum (ES"): m/z=487 [MH"]
6-Bromo-3-amino-4,5,7-1H-indazole

A solution of 5 g of 4-bromo-2,3 5,6-tetrafluorobenzonitrile in 90 mL of ethanol
is admixed with 9.7 mL of hydrazine hydrate. The reaction mixture is stirred
for 17 hours at reflux and then concentrated under reduced pressure. The
residue obtained is stirred for 30 minutes in 80 mL of distilled water. The
suspended solid is isolated by filtration, washed with water, treated with
suction and then triturated in 200 mL of ethyl ether and isolated by filtration, to
give 1,03 g of 6-bromo-3-amino-4,5,7-1H-indazole, whose characteristics are

as follows:

MS spectrum (ES"): m/z=267 [MH"]
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N FFNSN H NNFHHFFS5 Asolution of 0.610 g
of (7-fluoro-6-{3-fluoro-4-am nophenyl}-1

H i ndazol - 3-yl ) - thi ophene- 3-carboxam de hydrochl ori de
in 30 nL of tetrahydrofuran is adm xed with 0.3 g of
2-fluoro-5-trifluoronethyl phenyl isocyanate and O0.211
mL of triethylam ne. The reaction mixture is stirred
for 12 hours at a tenperature in the region of 20C

t hen concentrated under reduced 10 pressure. Foll ow ng

PExamipt@tigon by flash chronatography on a silica
colum, eluting with a mxture of cycl ohexane and

A5 ft@eﬁ bﬁeﬁi‘)—gggahym}(ﬁgm;@ﬂ1ﬁﬁ\ﬁﬁ% tstw;pﬁényme (2-

ow powder ich’s

ribeorsberi imgmatbulnhewll)%eét ate. This gives 0.154 g

of 1-(4-{7-fluoro-3- [(thiophen-3- yI)carbonélanlno]
H i ndazol - 6-yl } - 2-fl uorophenyl ) -3-(2-fluoroy5 15
trifluoronethyl phenyl)urea in the form whi te
solid, whose characteristics are as fol :
spectrum at 3 MHz on a BRUKER
spectroneter Wiz h the chem ca
di met hyl sul floxi de- d6

ref erenced
Hz, 1H); 7.
7.59 (broatxe

N~ —oN
Hz, 1 H); 7.9(deHJH25and50 .
(dd, J = 1.5Rnd 5.0 H, 1H); 8.32 (t, 8.5 Hz,
1H); 8.48 (broadmlH) 8.67 (dd, J = 2.5 and 7.5

or%}lﬁ% .g%&%réé{l{e%ﬂg%é ﬁbc&&ﬂre d@s&%e@sw eashplet 1 mi-(4-(3-

(|

JithinRnen, - )FprboasIamIRO L b P e e eBA 2 gl 53 fuoro-
%@?h | E)ulé’élrs BH8ined 209; thEl X8rmé 0822 gmlléwMSoiid, whose

I’Ieacrtag%rl'rI]S{ICS 328 ag{(O%|0\:I‘ISS76 [ IVH+]

IR spectrum (KBr): 3406; 1656; 1536; 1441; 1339; 1265; 1118 & 808 cm’”

'"H NMR spectrum (400 MHz, (CD3)SO, & in ppm): 7.39 (dd, J=1.5and 9.0
Hz, 1H); 7.41 (partially masked m, 1H); 7.51 (dd, J = 8.5 and 11.0 Hz, 1H);
from 7.55 to 7.78 {m, TH); 7.71(d, J = 9.0 Hz, 1H); 8.47 (dd, J = 1.5 and 3.0
Hz, 1H); 8.63 (dd, J= 2.5 and 7.5 Hz, 1H); 8.98 (spread-out m, 1H); 9.35
(spread-out m, 1H); 10.7 (broad s, 1H); 12.8 (spread-out m, 1H).

MS spectrum (ES*): m/z = 540 [MH"]



10

25

(7-Fluoro-6-{3-fluoro-4-am nophenyl }-1

H i ndazol - 3-yl ) -t hi ophene-3- 5 carboxam de: A sol ution
of 0.99 g of

(7-fluoro-6-{3-fluoro-4-tert-butyl oxycarbonyl -

am nophenyl }-1 Hindazol - 3-yl )t hi ophene- 3- car boxam de
in 30 nL of nethanol is adm-Xed at anbient
tenperature with 2.63 nL of a 4N sol ution of
hydrochloric acid in di oxane. The reaction mxture is

r@@é,ﬁ@@ﬂﬂoc for 4 h 10 and then concentrated to

ryness under reduced pressure. The solid obtained is

H H ﬁﬁﬁﬂrég[ﬁ%’ﬁ REN3 ﬁ@é‘ﬁboﬁ‘{‘yﬁ’amﬁ%sjaiﬁdnadzol -6-yl}-2-

under”’ vacuum® gi ve
(deﬂapchmyﬂS)—@-:ﬁZfﬂumpé-lﬂﬂHPFwﬂﬁﬂﬁaPPeﬂy lurea
Hindazol - 3-yl) - thi ophene-3-carboxam de in the form
of a yellow solid, whose characteristics, ar Pe as

follows: 15 MBS spectrum(EI): m z=370 [ //
(7-Fluoro-6-{3-fluoro-4-tert-butyl oxycar ony _, nophen
yl}-1 Hindaz 3-yl)- th iophen oxa

s

sol uti on of g of tert-butyl N
[4-(3-amino- Z-fluoro-1Hin

phenyl ] car baimate i n (84 adm xed at
15C with 0. 61 of 0t ne- 3=car bonyl chloride
The reacti orm re ed for 18 h and then

poured into distiH ed Mater' and extracted with ethyl
acetate. TheForganic phasefis washed a nunber of
times with distilled water and then wth saturated

RS cgdrbd ?Rg.ﬂbf’ 78601295 8 Jf9Bro- drarﬁmosMeﬁquginmaazma yi)-

ncentrated to dryness UPO{[ £
rtbmm@deﬁesmmld\m §Y@r0\¢é@ftﬁ‘358n é5l‘f§+ etrahydrofuran is
(5-17 rflli(%er ngﬁ {34 guwoeﬁlﬂm&btsimﬂwr@mwmm aiooyphate  and
a

zol t hi ophene- 3-car t
fQ) i oL of drighivar ”@r dénes Bacon [RBLde 'Sh%ﬁ gorrl S I‘l?)%rs at a
Aethpgaiued | pstheMeegipacof uRD{E! Jthem? tzcimtr[amq under teduced
gr%%alg#;g?goélkwr;g Euﬁ{}% gl %}é?lgﬁ?car%matographoy on a silica column,
selltihg avitrof mmgregobt:yclehexm wnd ethyl acetate (50/50 by volume),

C%‘ﬁp%ﬁgf@n %f 3'sp \fe'Pfté Ltﬁvég)'tpﬁ‘@f‘ 0143y II§\§ powder which is

anol

mcmlmmérwde&wz agalata. naRIS 1 aR L 1R50; 8 nisk£fffuoro-3-

thr Htelrﬁxit% fggﬁarjfﬁ)n lanfinB]-h BiaktELs!- GI?I@JZumUorSphenyl) -3-(2-fluoro-5-
ntra

ness under r duced
rt@gpgmnetgykpg@gw Wi&a thg; Tofm q> m&;étleegoh hS{H{ e Eﬁlf‘agter:stlcs
t vaSadilaiveed i s i soI ated by filtration and then

'H NMR spectrum at 300 MHz on a BRUKER AVANCE DPX-300
spectrometer with the chemical shifts (5 in ppm) - in dimethyl sulfoxide-d6
(DMSO-d6) as solvent, referenced at 2.50 ppm:

7.21 (dd, J = 6.5 and 8.5 Hz, 1H); 7.41 {m, 1H); 7.50 (t, J = 9.0 Hz, 1H); 7.59
(broad d, J = 12.0 Hz, 1H ); 7.63 (d, J = 8.5 Hz, 1H); 7. 69 (dd, J =2.5and 5.0
Hz, 1H); 7.72 (dd, J = 1.5 and 5.0 Hz, 1H); 8.32 (t, J = 8.5 Hz, 1H); 8.48
(broad m, 1H); 8.67 (dd, J = 2.5 and 7.5 Hz, 1H); 9.34 (spread-out m, 1H);
9.46 (spread-out m, 1H); 10.8 (very spread-out m, 1H); 13.45 (very spread-
out m, 1H).
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5 dried. This gives 1.5 g of tert-butyl

[4-(3-am no-7-fluoro-1Hindazol -6-yl) - 2-

fl uorophenyl ] carbamate in the formof a white solid,
whose characteristics are as follows: MS spectrum
(El): mz=360 [ M+] tert-Butyl

(4' -cyano-3,2',3 -trifluorobiphenyl -4-yl)carbamate: 10
A sol ution of 3.75 g of 4-cyano-2, 3-difl uorophenyl
trifluoronethanesul fonate in 220 nL of dioxane is

afmigpedirain AKBHErB435eNTRIG! U547, Wi 4425 1G40f 196B0ct200; 1127 &
a&go 3-fl uorophenyl boronic acid, 3.87 g of sodium

fMate in solution with 56 mL of distilled water
and then 1.81 g of tetrakistriphenyl phosphi ne-
pellS! syekiotmm (B®7)r erdz =i D10 [idtlure i s heated for 3 h at
reflux and then poured, 15 after cooling, into the

dg'gsﬁ'u'oh?@ {ﬁ’afhﬁfro-ﬂm ey el H%o@kb(—@@lﬁmldpﬁdheeiww

e organi c phase’i's decanted, washed a
reafBeramide; i mes with distilled water, then with
saturated aqueous sodi um chloride sol ut| on, dried
oNer sprgpesi om b gt e cind(%- ﬂmroe@)ﬁi&éiubrraﬂéaﬁtwfyloxycafbmy'-

dﬂ%gmg Qellt]-g %%%stg syll)'ﬂ{lgﬁﬁéﬂee =3- eg?ﬁo%lo‘e |ﬂb3@|"rﬂ‘_eé# rhéthanol

I'Ca Co
aycbdhexmeateahmlemcéerap@ratgr@/ 0ty 63| mlﬂa)of a 4N solution of

L:I‘{)?d?’%ﬂbh@%cﬁd)lrgﬁm‘éﬁé q’ﬂ@er'éacf @tﬁi%lﬁﬂlrﬁr§$}%@[éﬁ af 40h@ for 4 h

trons contal ni ng RSCt ed duct ‘?ﬁ‘ 8 ngt d
gamﬁl thesy gonsignirated to dryness uhder reduce press & TRe sali aine
(1§ tnﬁ)\f&ﬂé@ iR, |gopr%pP/t &ihiel rlafhﬁQboIalmw-fmtfatic)me[brlymgammierwacuum

s a6 BAL USRS LB s )

4th©1:ﬁmre23—3acbdxlanudepﬂné‘nwlfom iof Busionesolish vdiseosharacteristics

0 of 5 g of
%% #th”g@rso 4- hydroxybenzonitrile in 60 nL of
di net hyl formam de i s adni xed at amnbi ent tenperature

wMighspeatsing (B méa3 /9dM Um hydri de and then 12.09 g of

N-phenyl trifl uoronmet hanesul foni m de. The reaction

nqj 7XE MibFo- BS{SSﬂddrbﬂldteairb@ﬂthx?OérbtoapmmIabphen;ﬂbﬁ Hiisdazalrityl)-
n 30 g,g)_ |nt dlstllled water. This mxture is

e@t‘ﬂqpﬁﬂng “acetate and the organic phase i's
decant ed, vvashed a nurrber of tinmes with distilled

watsariytiort e, Sng tf terthutdt[dd 3samivous flyee-tinripAaznlifg)-2-fluoro-
;grhé@rl']? t:ta%détgdmo%ﬁrmﬂagp hc’i‘|me3§ a§r’1‘||i>fe%t gt aBaCt R 0.61 g of

to dryness er reduced pressure.

sﬂilllcbnilen@b'ﬁﬁafmyi shigiidenathsy regsicn aHxtireis |S<f:'éfeéo{°unjr18 h and

'eH%Bure&X%%@Pﬂ%ﬂewgiéhénd éﬁt&écﬁé@w@ﬂéﬂ@l Ayetatd. UFe) organic
pﬁas%r ?élvegsﬁe% ar nﬁﬁgerugg t:mes WI r?dd:gtlllsesc’iSWa“?ero and then with
saturated aqueous sodium chloride solution, dried over magnesium sulfate
and then concentrated to dryness under reduced pressure. This gives 1589
of (7—f|uoro-6-{3-ﬂuoro—4-tert-butyloxycarbony[aminophenyl}-1H-indazol-3-yl)-
thiophene-3-carboxamide in the form of a cream-colored solid, whose
characteristics are as follows:

MS spectrum (EI): m/z=470 [M™]
tert-Butyl [4-(3-amino-7-fluoro-1 H-indazol-6-yI)-2-fluorophenyljcarbamate:

A solution of 1.49 g of tert-butyl (4'-cyano-3,2',3-trifluorcbiphenyl-4-yl)-
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30

the fractions containing the expected product gives
3.34 g of 4-cyano-2,3 5 difluorophenyl
trifluoronmethanesul fonate in the formof a nobile oil
whose characteristics are as follows: MS spectrum
(El): mz=287 [M] Exanple 12
1-(4-{7-FIuoro-3-[(thiophen-32®l)carbonylan1no]-l

H i ndazol - 6-yl } phenyl )- 10 3-phenylurea 0 HN N %5
NH FNN HHWrking in accordance with the

PEABaRLHE 'ﬁmmw@ﬁeﬂh@nekmdﬂmnﬁd Wit £.§4-g of hydrazine hydrate
flu th hen c

Hn élagz%ltké rm Lgrﬁelﬁyg?g%b %:eﬁéjrurea ﬂﬂsw ggteareﬁgtlon medium is
t tendemitnated ta dywidsswirsdgri r@dum%emea’gheequﬂqq:gs ga,lg@n up in
ﬁi}gﬁ%@ Rifer, égd tHe RIS PRIe! bl %OQ:OMTBdQ:W AItRRLKERd then

(driech ppis) givepnl EPE;&L%”EESM g%(%@mlag%%“g%am)slﬁ%f to? B-yl)-2-

SFRJd/r%BF]en a?lﬁ&ﬂﬁ%dmaﬂhezoﬁﬁ o pnvhite 88lid bwioesk thardcteristics are
719(dd J =6.5and 8.5 Hz, 1H); 7.30

(%?8%{W3t = 7.5 Hz, 2H): 7.49 (broad d, J = 7.5 Hz,
2H) ; from7 52to765(m 5H) 20 7.69 (dd, J = 3.0
aM& Spektidm (EB) m/Z=360 [Mtload d, J = 5.0 Hz, 1H); 8.48
(broad m 1H); 8.83 (broad s, | H); 8.95 (broad s,

| . IR
S pec?a@im@( -&%Eﬁ@%?’% 936 Jﬂl1h1“605r %§|p§§83§imyg%é2’rb%£n 4%2631_0 1234,

ég;ﬁaﬁ; Ep%i@fc\’im?S g of 4- c?a rZ%md(1‘ItJor3phenyFtrl"flu ozm[eMé""n]eséf?onate in
123 @ nil7 oF ldisiaere3is| 4drhixedhatnaBibidny damperstlearivitd] 5 g of N-Boc-4-
Hérinri]rgoagcﬂuoro;yhélr%rb %l’l & acid, 3.87 g of sodium carbonate in solution with
56 mL of distiled water and then 1.81 g of tetrakistriphenylphosphine-
palladium. The reaction mixture is heated for 3 h at reflux and then poured,
after cooling, into the distilled water. This mixture is extracted with ethyl
acetate, the organic phase is decanted, washed a number of times with
distilled water, then with saturated aqueous sodium chloride solution, dried
over magnesium sulfate and then concentrated to dryness under reduced
pressure. The solid obtained is chromatographed on a silica column (eluent:
cyclohexane/ethy! acetate, 90/10 by volume). Evaporation o dryness under
reduced pressure of the fractions containing the expected product gives
0.75g of tert-butyl (4'-cyano-3,2',3-trifluorobiphenyl-4-yl)carbamate in the
form of a pale pink solid, whose characteristics are as follows:

MS spectrum (El): m/z=348 [M*]
4-Cyano-2,3-difluoropheny! triflucromethanesulfonate:

A solution of 5 g of 2,3-difluoro-4-hydroxybenzonitrile in 60 mL of
dimethylformamide is admixed at ambient temperature with 1.05 g of 75%
sodium hydride and then 12.09 g of N-phenyltrifluoromethanesulfonimide.
The reaction mixture is stired at ambient temperature for 18 h and then
poured into distilled water. This mixture is extracted with ethyl acetate and the
organic phase is decanted, washed a number of times with distilled water,
then with saturated aqueous sodium chioride solution, dried over magnesium
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3-(5-tert-butyl isoxazol-3-yl)urea 0O NHN NOH F
NNNHHS5 Wrking in accordance with the procedure
described in exanple 6, 1-(4-{7-

fl uoro-3-[(thiophen-3-yl)carbonyl am no] -1

H i ndazol - 6-yl } phenyl )-3-(5-tert-

butyl i soxazol -3-yl)urea is obtained in the formof a

yel | ow solid, whose characteristics are as foll ows:

1H NMR spectrum at 300 MHz on a BRUKER AVANCE DPX- 300 )
18IB0e chdaeh atorsehiratdtetocipmiesalunsier reduqes! pigsgprg. Lhe solid

in.dinmethyl, s I de-d6 L Aran Jethvl
 SrEinER By YR gn G Vs glyih e bvoppranciethy
7ack8aieh BO&Y by volume), Evaporation)to drypgss7ungerTgdyced, p(gRsure o
; Wit ives/ 3734 gbobacyano-2,3-
s b R B g O o wnose
(difiwerspheny! Filuoramethgnesuifanate - i fan o @ mopie Pl
(Hnasteridbesaralagfollohd: 35 (spread-out m 1 H). IR
spectrum (KBr): 3434; 1607; 1531; 1277; 803 & 741 cm 1

spectrum L EStH); 519 [ MH] 39 Exanple 14
:'tﬁ&gqefttrm&élg@)%_ggﬁ%ﬂen 3-yl)carbonyl am no] -1
H i ndazol - 6-yl ) phenyl )- 3-(2-fluorophenyl)urea 0 H N

Example 12

1-(4-{7-Fluoro-3-[(thiophen-3-yl)carbonylamino}-1 H-indazol-6-yi}phenyl)-
3-phenylurea

©\ Cl)
N~ N
H H

Working in accordance with the procedure described in example 6, 1-(4-{7-
fluoro-3-[(thiophen-3-yl)carbonylamino]-1 H-indazol-6-yl}phenyl)-3-phenylurea
is obtained in the form of a yellow solid, whose characteristics are as follows:

'"H NMR spectrum at 300 MHz on a BRUKER AVANCE DPX-300
spectrometer with the chemical shifts (3 in ppm) - in dimethyl sulfoxide-
d6 (DMSO-d6) as solvent, referenced at 2.50 ppm:

6.99 (broad t, J = 7.5 Hz, 1H); 7.19 (dd, J = 6.5 and 8.5 Hz, 1H); 7.30 (broad
t J = 7.5 Hz, 2H): 7.49 (broad d, J = 7.5 Hz, 2H); from 7.52 to 7.65 (m, 5H);
7.69 (dd, J = 3.0 and 5.0 Hz, 1H); 7.72 (broad d, J = 5.0 Hz, 1H); 8.48 (broad
m, 1H); 8.83 (broad s, 1H); 8.95 (broad s, 1H); 10.8 (broad s, 1H); 13.35
(broad s, 1H).

IR spectrum (KBr): 3396; 1650; 1597, 1532; 1498; 1234; 742 & 693 cm’’

MS spectrum (ES*): m/z = 472 [MH]
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O H N~NI FHH F 5 Wrking in accordance with the
procedure described in exanple 6, 1-(4-{7-

fl uoro-3-[(thiophen-3-yl)carbonyl am no] -1

H i ndazol - 6-yl } phenyl )-3-(2-fluoro- phenyl)urea is
obtained in the formof a yellow solid, whose
characteristics are as follo¥s: 1H NMR spectrum at
300 MHz on a BRUKER AVANCE DPX-300 10 spectroneter
with the chem cal shifts (6 in ppm) - in dinethyl
spkampled3d6 (DVSO d6) as sol vent, referenced at 2.50
ppm: /. (m 1 H; from7.10 to 7.30 (m 3H); from

7 7, . - = _ H,en }-
[y E47 F3lofg siffniobhen 5 ieqonyidingl-$andazolle PiprionyD
advi5-tertcbuty)isoxagol-Byhar¢droad m 1 H); 8.65 (broad m

1 H; 9.30 (broad s, 1 H); 10.8 15 (spread-out m 1

H)y; 13.35 (spread-out m 1 H). IR spectrung(KBr):

3267; 1650; 1598; 1532; 1455; 1249; 1184 746 cm 1

M5 spectrum (ES' ): miz = 490 [ MH] 40 MXa 15

1- (4-{7- Fl uor o- 3-[ (t hi ophen- 3-yl ) earhody! am no}- 1
H i ndazol - 6- nyl)- 3-(5-tri oﬁ&th enyl)u
reae0 HN / 5 \ HF

\
Working in acc%aﬁ ce WMth

FNNNHH F 5
@ procedufle described in
exanple 6, 1-( F

fluoro-3-[(thi ophen-%- yl ﬁcar bonyl am no] - 1

H i ndazol - 6-yl } phenyl )-3-(5-trifl uoro-

Working in accordance with the procedure described in example 6, 1-(4-{7-
fluoro-3-[(thiophen-3-yl)carbonylamino]-1 H-indazol-6-yl}phenyl)-3-(5-tert-
butylisoxazol-3-yl)urea is obtained in the form of a yellow solid, whose
characteristics are as follows:

'H NMR spectrum at 300 MHz on a BRUKER AVANCE DPX-300
spectrometer with the chemical shifts (3 in ppm) - in dimethyl sulfoxide-d6
(DMSO-d6) as solvent, referenced at 2.50 ppm:

1.30 (s, 9H); 6.52 (s, 1H); 7.18 (broad t, J = 7.5 Hz, 1H); from 7.52 to 7.64 (m,
5H); 7.68 (dd, J = 3.0 and 5.0 Hz, 1H); 7.72 (broad d, J = 5.0 Hz, 1H); 8.48
(broad m, 1H); 9.19 (spread-out m, 1H); 9.72 (spread-out m, 1H); 10.8 (broad
s, 1H); 13.35 (spread-out m, 1H).

IR spectrum (KBr): 3434; 1607; 1531; 1277, 803 & 741 cm’”

MS spectrum (ES"): m/iz = 519 [MHT]
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met hyl phenyl )urea is obtained in the formof a white
solid, whose characteristics are as follows: 1H NWR
spectrum at 300 Mz on a BRUKER AVANCE DPX- 300 10
spectronmeter with the chemcal shifts (5 in ppm - in
di met hyl sul foxi de-d6 (DWVMSO d6) as sol vent,

referenced at 2.50 ppm: 71939( J:65and 8.5 Hz,

1 H; 7.31 (broad d, J = 7.5 Hz, 1 H; 7.52 (t, J =

7.5 Hz, 1 H); from7.55to 7.68 (m 6H); 7.68 (dd, J =
J 1.5 and 5.0 Hz, 1

(
ELamile 940 Hz, 1H) 772 (dd,
broad s, 8.48 (dd, 1.5 and 3.0 FE

l‘g(% {f%’ljgggg—é-ﬁq{ Q@ﬂeﬁf %I%E%lbbrcgyggmq fif‘ﬂ-lﬁdaioi'%-yl}phenyl)-

spé2fluoropkenyl)usss4; 1691; 1644; 1534; 1341 1114;
807 & 699 cm1l WMS spectrum (ESt): mz = 540 [ MH] 41
Exanpl e 16

1- (4-{7- Fl uor o- 3- [ (t hi ophen- 3y|)carbon31ﬂ no]-l

H i ndazol - 6-yl } phenyl ) -
3-(5-tert-butyl-2-p-tolyl-2H pyr
NS HN 011 NONNF HHS5

‘—lII

butyl - 2-p-t0© 3 yI)ur[(:ea is obtained in

- RZ! I et
the formof a yel How sdlid, whose characteristics are
as follows: Kelting point: 196-197C 10 1H NVR spectrum
at 300 MHz on a BRUKER AVANCE DPX-300 spectroneter

V\%H}Ighg38C%%@r&aaAceSWitﬁttﬁe(pﬁoEQdlﬁ%n?ies'cribréddiinr@iilﬁble 6, 1-(4-{7-
fluoro-3-[(thiophen-3-yl)carbonylaminc}-1H-indazol-6-yl}phenyl)-3- (2-fluoro-
phenylurea is obtained in the form of a yellow solid, whose characteristics

are as follows:

'H NMR spectrum at 300 MHz on a BRUKER AVANCE DPX-300
spectrometer with the chemical shifts (6 in ppm) - in dimethyl sulfoxide-d6
(DMSO-d6) as solvent, referenced at 2.50 ppm :

7.02 (m, 1H); from 7.10 to 7.30 (m, 3H); from 7.52 to 7.65 (m, 5H); 7.68 (dd,
J=3.0and 5.0 Hz, 1H): 7.72 (broad d, J = 5.0 Hz, 1H); 8.18 (dt, J = 2.0 and
8.5 Hz, 1H); 8.47 (broad m, 1H); 8.65 (broad m, 1H); 9.30 (broad s, 1H); 10.8
(spread-out m, 1H); 13.35 (spread-out m, 1H).

IR spectrum (KBr): 3267; 1650; 1598; 1532; 1455; 1249; 1184 & 746 cm™

MS spectrum (ES™): m/z = 490 [MH"]
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(DVMSO- d6) as solvent, referenced at 2.50 ppm 1.29 (s,
9H); 2.39 (s, 3H); 6.37 (s, 1H); 7.16 (m 1H); 7.32
(broad d, J =85 Hz, 2H); 7.42 (broad d, J = 8.5 Hz,
2H); 7.56 (broad s, 4H); 7.61 (d, J =8.5 15 Hz, 1
H; 7.68 (broad m 1 H); 7.72 (dd, J:15and50I—Iz
1 H; 8.47 (broad m 1H); 8. é"p(spread out m 1H);
9.42 (spread-out m 1H); 10.75 (broad s, 1 H); 13.45
(spread out m 1 H). IR spectrum (KBr): 3435; 1646;
Bdanplkd1d; 1202; 823 & 741 cm1l NS spectrum (ESt):
608 [ MH#] 42 Exanple 17

h-fzﬁ-éf F(gﬁ&%:o&‘t tﬁh@ﬁgﬁgﬂ}’cé’ﬂmm“maﬂmﬁhaiol-s-yl}phenyl)

(:2(5-Itmbuorcanethyﬂphe fed/| phenyl )urea 0 H O (YN /| F
O\H FFNNF HHF 5 A solution of 223.7@
1-[4-(3-ami no-7-fluoro-1Hindazol - 6-yl) phepyl }* 3- ( 2-

fluoro-5-trifluoronethyl phenyl)urea (obtai %
accordance with the procedure descri bed |/n ex e 7)

in 5 nm of pyridine is adm xed at terrperatéjre
with 65.3 ng of 2-furoyl chloride. eac{ql onxx
mxture is stirred at anbie ‘ ‘for 48 h

Thi g3 10 m xture
e organi ¢ phase

i s decanted ey, times with distilled

water, then w th satHurat ed aqueous sodi um chl ori de
sol uti on, Hried over magnesi um sul fate then
concentrated to dryness under reduced pressure. The

SBlo; 6 h UrBBRiA O HATRL AHEBORTE BBeGiped b oraplLENt-(4-(7-
11’516&06?@[11%%?@&&11 5@%33%%%&2&%&95%65 Shabeti kI iiuoro-

t ot alhingdt he texpRekedopradubitegisoéd, whose
@%ﬁ%ﬂﬁ%ﬁg@mﬁeé: E?o?ows’ which is purified again by

and then pourt
is extragcFed

characteristics are as

'H NMR spectrum at 300 MHz on a BRUKER AVANCE DPX-300
spectrometer with the chemical shifts (5 in ppm) - in dimethyl sulfoxide-d6
(DMSO-d6) as solvent, referenced at 2.50 ppm

719 (dd, J = 6.5 and 8.5 Hz, 1H); 7.31 (broad d, J = 7.5 Hz, 1H); 7.52 (t. J =
7.5 Hz, 1H): from 7.55 to 7.68 (m, 6H); 7.68 (dd, J = 3.0 and 5.0 Hz, 1H); 7.72
(dd, J = 1.5 and 5.0 Hz, 1H); 8.04 (broad s, 1H); 8.48 (dd, J = 1.5 and 3.0 Hz,
1H): 9.28 (broad s, 1H); 9.42 (broad s, 1H); 10.8 (broad s, 1H); 13.35 (broad

s, 1H).
IR spectrum (KBr): 3334; 1691; 1644, 1534; 1341: 1114; 807 & 699 cm’”’

MS spectrum (ES™): miz = 540 [MH"]
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fluoro-5-triflN6romet hyip

LCVMS. This gives 22.7 ng of
1-(4-{7-fluoro-3-[(furan-2-yl)carbonylamno]-1 H

i ndazol - 6-yl ) phenyl )-3-(2-fluoro-5-trifluoronethyl phen
yl)urea in the formof a pale yellow solid, whose
characteristics are as follows; 20 Melting point:
152-153C 1H NMR spectrum at 46]0 MHz on a BRUKER AVANCE
DRX- 400 spectronmeter with the chem cal shifts (Sin
ppm - in dinmethyl sulfoxide-dé6 (DVSO d6) as sol vent,

rekea gemat250ppm 6. 72 (dd, J:20and35Hz
1_F|S%(dd J =6.5and 8.5 Hz, 1 H); 7.40 (m 25
1H)( 43 @g‘ﬁké fﬁg{ %Dﬁfﬁ%&ﬂhg?ﬂanygéﬁ?ﬁbf 1ﬁ8intd<az3| @@ii;ﬁmenyl)

7345 rt-butyj-2-p-tobyl2b-pxeRzel-3ryBurea) 7, 1 H) 9 41
(broad s, 1 H); 10.85 (broad s, 1 H); 13 4 (broad s,
1 H. IR spectrum (KBr): 3435 1669; 1603 1545; 1442,
1341; 1122; 711 & 614 cm' 5 MS spectru (,Ekﬂmz =
541 [ M+] Exanple 18

1- (4-{7-Fl uor o 3-[ phenyl car bonyl amfig]

H i ndazol - henyl ) - 3- ( 2- N
fluoro-5-trifhuoromet hyl pheny / NFON /
H NFF \ NFpHH® 10 i on ofH4223.7 ng of

1-[4-(3- amnN?quor -1H - 6yl ) phenyl ] - 3- (2-

accordance with thél prétedure described in exanple 7)
in5 nm of ndine is adm xed at anbi ent

Working in accordance with the procedure described in example 6, 1-(4-{7-
fluoro-3-[(thiophen-3-yl)carbonylamino]-1 H-indazol-6-yl}phenyl)-3-(5-tert-
butyl-2-p-tolyl-2H-pyrazol-3-yljurea is obtained in the form of a yellow solid,
whose characteristics are as follows:

Melting point: 196-197°C

'H NMR spectrum at 300 MHz on a BRUKER AVANCE DPX-300
spectrometer with the chemical shifts (3 in ppm) - in dimethy! sulfoxide-d6
(DMSO-d6) as solvent, referenced at 2.50 ppm:

1.29 (s, 9H); 2.39 (s, 3H); 6.37 (s, 1H); 7.16 (m, 1H); 7.32 (broad d, J = 8.5
Hz, 2H); 7.42 (broad d, J = 8.5 Hz, 2H); 7.56 (broad s, 4H): 761 (d, J =85
Hz, 1H); 7.68 (broad m, 1H); 7.72 (dd, J = 1.5 and 5.0 Hz, 1H); 8.47 (broad
m, 1H); 8.67 (spread-out m, 1H); 9.42 (spread-out m, 1H); 10.75 (broad s,
1H); 13.45 (spread-out m, 1H).

IR spectrum (KBr): 3435; 1646; 1533, 1410; 1202; 823 & 741 cm”’

MS spectrum (ES™): m/iz = 608 [MH"]
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tenperature with 70 ng of benzoyl chloride. The
reaction mxture is stirred at anbient tenperature
for 48 h and then poured into distilled water. This 15
m xture is extracted with ethyl acetate and the
organi c phase is decanted, washed a nunber of tines
wth distilled water, then\M44lsaturated aqueous

sodi um chl ori de solutlon dri ed over magnesi um sul fate
then concentrated to dryness under reduced pressure.

Beample @7 obt ai ned i s chromatographed on a silica

colum (eluent: cycl ohexane/ethyl acetate, 50/50 by

v, 9, henyl)-3-
LT Ig-sifRFad 2 PlcabdiaRiSoLpahdREshs Shpheny])-
dﬂefdmuo gftm&uoxqmeﬁ’gvlmme@yﬂa)argé gray solid, which is
purified again by LCVMS. This gives 46 ny of
1-(4-{7-fluoro-3-[phenyl carbonyl am no] - 1H O

i ndazol - 6-yl } phenyl )-3-(2-fl uoro- 5- trifluog gt hyl phen
yl)urea in the formof a pale yeIIowsoll,, ©
characteristics are as follows: 44 Ak A
206-207C ' H NVR spectrum at 400 7
DRX- 400 spectrometgr with t
ppm - in dirm as sol vent,
ref erencel at 0 ppm: 5 J = 7.5 Hz,
1H); 7. ) o4 a (m 9H) 8. 09
(broad d, = 8.5 HH{ 2HH 862(dd J =2.0and 7.5
Hz, 1 H); Blg(broads 1 H; 9.60 (broad s, 1 H);
109(broads H; 13.4 (spread-out m 1 H. IR

Ao unf'iﬁ‘lcg"?%%? n?fé??g - éﬁ@iamﬁ'@?dﬂi%ﬁiéilﬁgég? 69 éhir:yll -3-(2-

rﬂtmr@-ﬁwﬂupmethwc&w@waum@ 1{ptaredamito agcer ith  the
mrbegﬁr‘él d@sc)ﬁbb@hﬁ@ﬁa}%ﬁe ('%nﬁ 15 rfnLLtSTfpam@Iirfwis admixed at ambient
temperatllj.lrrg ?Nlth 65.3 mg of 2-furoyr|c:hlorldeJ ?he reglctgn':mlxture is stirred
at ambient temperature for 48 h and then poured into distilled water. This
mixture is extracted with ethyl acetate and the organic phase is decanted,
washed a number of times with distilled water, then with saturated aqueous
sodium chloride solution, dried over magnesium sulfate then concentrated to
dryness under reduced pressure. The solid obtained is chromatographed on a
silica column (eluent: cyclohexane/ethyl acetate, 50/50 by volume).
Evaporation to dryness under reduced pressure of the fractions containing the
expected product gives 72 mg of a white solid, which is purified again by
LCMS. This gives 22.7 mg of 1-(4-{7-fluoro-3-[(furan-2-yl)carbonylamino]-1H-
indazol-6-yl}phenyl)-3-(2-fluoro-5-trifluoromethylphenylurea in the form of a
pale yellow solid, whose characteristics are as follows:

Melting point: 152-153°C

'"H NMR spectrum at 400 MHz on a BRUKER AVANCE DRX-400
spectrometer with the chemical shifts (8 in ppm) - in dimethyl sulfoxide-d6
(DMSO-d6) as solvent, referenced at 2.50 ppm:

6.72 (dd, J = 2.0 and 3.5 Hz, 1H); 7.19 (dd, J = 6.5 and 8.5 Hz, 1H); 7.40 (m,
1H); from 7.47 to 7.54 (m, 2H); from 7.58 to 7.65 (m, 5H); 7.98 (broad m, 1H);
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20

15 A solution of 150 ng of

6- (4- am nophenyl )-7-fluoro-1 Hindazol-3-ylamne in 7

nmL of anhydrous tetrahydrofuran is adm xed at anbi ent
tenperature with 128.7 ng of 3-trifluoronethyl phenyl

I socyanate. The reaction mxture is stirred at

anbi ent tenperature for 18 h d then concentrated to
dryness under reduced pressure. The solid obtained is
purified by LCMS. This gives 84 ng 20 of

1852 (dd; 3m 1G-ahd ¥ BoHp- 1H); 9.02 (broadd J = 2.0 Hz, 1H); 9.41 (broad

he ] | ronethylphenyl)
R e e o

characterlstlcs are as foIIows ' ectr t
MRz spectiuBRUKBR: AVNCE 168 3 sb‘%’c‘i g 34T zﬁ 11 &
C Lged shifts (6 in ppm) - in dinmethyl sulfoxide-d6
( d6) as sol vent, referenced at 2.50 ppm 45 5.47
(broad s, —65and85Hz 1 H;
™ %SRW%%%' W/L'ﬁggd[ H; from7.47 to 7.69
(m 7H); 8.04 (broad s, 1 H); 9.60 (spread-out m 1
HExafhpl@18spread-out m 1 H); 11.85 (broad s, 1 H). IR
spectrum (KBr): 3403; 1658; 1605; 1533; 1448; 1338;

1@5 {77rgﬁ§§b L %%Nf{ﬁrbo'}ﬁiﬁaﬁfé]tﬂmu6E§zm-6m}4:hen§r3)03 (2-

| uoro-1
I—ﬂﬂﬁbra-ﬁdr %lphﬂ?"tyu 8Rsion of 3 g of tert-butyl
[ 4-(3- amno quoro 1 H-|ndazol 6-yl ) phenyl ] -

carbamate in 60 nL of dichloronethane is aﬁm d at
I

anbi ent tenperature 10 with 6 nL of trif acetic
acid. The reaction mxture is stirred at aibie
tenperature for 18 h and concentrate 0 ynee/s u} er

reduced pressure. The solid obtai s taken
ethyl acetate and tlre sol uti varth
aqueous sodi dr oxi®de sol utign and t hepg decant ed
The organFc e is si;ubse(l,]ueplly weshed with

distill Wi N S rated 15 aqueous sodi um
chl ori de soI ution, ¢&iedHover magnesi um sul fate,
filtered and then concentrated to dryness under
reduced pressure. The yellow solid obtained (2.08 g)

estE@th)” 5%@%%‘2 156, M- f-bhfifo- IR 1 RIrkRRbLL6 ShibnyI-3-(2-

ion Fyness under —
pﬂmﬁ—mftuormmetffyﬂphﬁtﬁyaﬁéea cdabt@ingthg i hea%% ey Wit €

pﬁ@éﬁggg b]edgirﬁh e%ka‘?rfr nlét7()gn W&O&'Wﬂdn)e 73 édimcfed Aambient
@er@ﬂgeg@t@%@ &ng ot bgpgoy (,galqryn 3{}0@ re¥ae ion mr%regs stirred at
ambient temperature for 48 h and then poured into distilled water. This
mixture is extracted with ethyl acetate and the organic phase is decanted,
washed a number of times with distilled water, then with saturated aqueous
sodium chloride solution, dried over magnesium sulfate then concentrated to
dryness under reduced pressure. The solid obtained is chromatographed on a
siica column (eluent: cyclohexane/ethyl acetate, 50/50 by volume).
Evaporation to dryness under reduced pressure of the fractions containing the
expected product gives 115 mg of a beige-gray solid, which is purified again
by LCMS. This gives 46 mg of ‘i-(4-{7-f|uoro—3-[phenylcarbonylamino]—1H-
indazol-6-yl}phenyl)-3-(2-fluoro-5-trifluoromethylphenyljurea in the form of a
pale yellow solid, whose characteristics are as follows:
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20

M5 spectrum (El): mz=242 [M-] tert-Butyl

[4-(3-am no-7-fluoro-1 Hi nd azol -6-yl)phenyl]ca rbam
ate A suspension of 7.89 g of tert-butyl

(4' -cyano-2', 3" -difluorobi phenyl -4-yl)- 25 carbamate
in 50 nL of isopropanol is heated to 50C and then

adm xed at that tenperature f#th 5.8 nL of hydr azi ne
hydrate. The reaction mxture is stirred at refl ux
for 18 h and then poured, after cooling, into 500 niL

ometh@t dihe@osv@0EC The white precipitate forned is
i sol at ed by filtration and dried under vacuum at 50C

Tﬁ}hsgﬁgﬁf Sp8ctiint & 4 WPY'¥n a BRUKER AVANGE DRX-400
| WMmﬂWIWlﬂhmwp@wwmn@s i( ipHREMbr rin Himetid| sulfpxide-ds

gjru o%gég)soﬁ)%yw argfe%hééd 56280%ma:fol lows: 46 M5

ectrum tert- Butyl

S5116k toReaf #S-ng’fr Ha A 2@1 S e %2.%3@5? () 9H); 8.09

t irbhd @, Qrethanes WBH R a2 (tdd, J 40D.0ndndf . ﬁszxdlh'B P<19 (broad s,

o160 SoreBlic ihen§ %{%%#‘561 38yt .

carbonate in solution in 100 nL of dlstllled wat r,
IR) spRotuD, GEBY: 361000 BERI 3699 pHETY ISR pHidRs. 119% 1118; 804
p mihe reaction mxture is heated at 90C for 3
%bg‘%% concentrat ed to dryness under reduced
p ssure SO|Id ned is taken up in ethyl

aRect Lirﬂ l)oF‘Hénlg401 @é\ E i s washed a nunber of
tlrres with 10 distilled water and then with saturated
sBstampleMiQori de sol ution, dried over nagnesium
sul fate and then concentrated to dryness under reduced
pﬁ&igﬁrﬁm%‘% ﬁﬁ{ahﬁwﬁrﬂa&%f-mﬁ)ﬁ}m B QoL ihRSoRbthyl-

a col um uent cycl oheXane/ hyI acet at e,
opheoylyres| une). Evaporation to dryness under
reduced pressure of the fractions containing tNhIS
expected product gives 15 7.89 g of tert but yl,
(4'-cyano-3,2',3" -trifluorobip henyl -4-y
the formof a creamwhite solid, vvho
characteristics are_as foll ows:

m z=330 [ M¥{] Ex ey 20 B[ 4- (7
Hi ndazol - 6- y¥) phenyli] - 3- phenyl
F_ N N/\N

H H

A solution of 150 mg of 6-(4-aminophenyl)-7-fluoro-1H-indazol-3-ylamine in
7 mL of anhydrous tetrahydrofuran is admixed at ambient temperature with
128.7 mg of 3-trifluoromethylphenyl isocyanate. The reaction mixture is stirred
at ambient temperature for 18 h and then concentrated to dryness under
reduced pressure. The solid obtained is purified by LCMS. This gives 84 mg
of 1-[4-(3-amino-7—fluoro-1H—indazoI-6—yl)phenyl]—S-(S—trifluoromethylphenyl)-
urea in the form of a white solid, whose characteristics are as follows:

'H NMR spectrum at 300 MHz on a BRUKER AVANCE DRX-300
spectrometer, with the chemical shifts (5 in ppm) - in dimethyl sulfoxide-d6
(DMSO-d6) as solvent, referenced at 2.50 ppm:
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25

30

ON H NNF 20 HH Wrking in accordance with the
procedure described in exanple 19, 1-[4-(3-

am no-7-fluoro-1 Hindazol - 6-yl) phenyl]-3-phenyl urea

is obtained in the formof a white solid, whose
characteristics are as follows:; 1H NWVR spectrum at 300

Mz on a BRUKER AVANCE DRX- 30®° 25 spectronmeter with

the chemical shifts (S in ppn) - in dinmnethyl

sul f oxi de- d6 (DVSO d6) as solvent, referenced at 2.50
PRAT (BroadsA8H(;B.0adde, J2H5.5 6n@8.5 iz, H); 78020read gad = 7

t, J,=.8.0 Hz, - . 1 T i}
(4 STl 7 101750 3 08 (ol %0 Gpc-out m
(brp&a78 Spr&adﬁoutmﬁﬂedﬂrwb(fm p: 1B415; 1646; 1598;

1532; 1443; 1316; 1234; 752 & 5 693 cm 1 MS spectrum

' B : : I 1 : - 1338, 1125; 798 &
(&gzﬁp{%ﬁm (R@h.[%ﬁs, Efasp WOBL 1533 1448; 1

no- 7-f | uoro-
th@dzol - 6-yl ) phenyl ]-3-(5-tert-butylisoxazol - 3-
yl)urea NH2 N OHONMN-~NN/ F 10 HH Wrking in

aISos skt en VES: ife =t 3T Pddfle descri bed in exanple 19,
1-[4-(3- amino-7-fluoro-1

B D e b A A
VPGS oReRSIBRUKERD AV ARCE U J8 TS SHURTF SHEDF 2 a6 fpnenyl
t Sgrpahfii GRIG0SHILF 68 dichidrompmne is adwtieat by Bmbient temperature
S 8 057 und GRS o ER el FUAURISS B e dmoien
6tePBpdrdtlire or 18.15 aaddc@c@nkiated to dryness under reduced pressure.
The solid obtained is taken up in ethyl acetate and the solution is treated with
4N agueous sodium hydroxide sofution and then decanted. The organic
phase is subsequently washed with distilled water, then with saturated
agueous sodium chloride solution, dried over magnesium sulfate, filtered and
then concentrated to dryness under reduced pressure. The yellow solid
obtained (2.08q) is chromatographed on a silica column (eluent: ethyl
acetate). Evaporation to dryness under reduced pressure of the fractions
containing the expected product gives 1.88 g of 8-(4-aminophenyl)-7-fluoro-
1H-indazol-3-ylamine in the form of a yellow solid, whose characteristics are

as follows:
MS spectrum (El): m/z=242 [M"]
tert-Butyl [4-(3-amino-7-fluoro-1H-indazol-8-yl)phenyllcarbamate

A suspension of 7.89 g of tert-butyl (4'-cyano-2',3'-difluorobiphenyl-4-yl)-
carbamate in 50 mL of isopropanol is heated to 50°C and then admixed at
that temperature with 5.8 mL of hydrazine hydrate. The reaction mixture is
stirred at reflux for 18 h and then poured, after cooling, into 500 mL of distilled
water. The white precipitate formed is isolated by filtration and dried under
vacuum at 50°C. This gives 8.39 g of tert-butyl [4-(3-amino-7-fluoro-1H-
indazol-6-yl)phenyl]carbamate in the form of a yellow solid, whose
characteristics are as follows:
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1 H,; from7.50 to 7.61 (m 5H); 9.22 (spread-out m 1
H; 9.79 (spread-out m 1 H); 11.85 (broad s, 1 H).
20 IR spectrum (KBr): 3414; 1696; 1607; 1530; 1431;
1317; 1202; 912 & 800 cm 1 MsS spectrum (El): mz =
408 [ Mt] 48 Exanple 22 1- [4[;3 Am no-7-fluoro-1

H i ndazoi - 6-yl ) phenyl ] -3-(2-f ‘%orophenyl)urea NH2 N
OH F HHF Wrking in accordance with the
procedure described in exanple 19, 1-[4-(3- 5

e7ctifdnh1‘()IES; In/z=343 [MH"]
H-|n azol - 6-yl ) phenyl ]-3-(2- fluorophenyl)urea IS

tét?lggﬁ’g J[ ﬁy%’eg 53 H’]g%%oﬁ ﬁ{%\@ﬁ4§ﬁ}dﬁ¢m spect rum at 300

I\/Hz on a BRUKER AVANCE DRX- 300 spectroHEter %&3 Lﬂ@) te in
chemlumn i % gsof 4-ayanpph-difiyaroahery! HjfuIQMGRARRSYFNate

b dé% dBRaRe ||§/§diﬁ11xerdeéteirﬁﬂléﬂﬂteﬁhpé?raﬁﬂep/mth 8.670g bf N7Boc 4-
r oa

7ar@5|g1c( ﬁrﬂuprcpghenqugo Fb?cd‘id-"@% e ar §°‘§'UE?Z E%W @7 rbiolutlon in
(dlggl, md &f Aiddii8dSwatet, BAdOtHen, 3138 ;g ©of detrakistriphesylphesphine-

(Bhyatliyn, oy fefiriph iyl ARTnEaRed et B0t 1dF 30h and then
ﬂﬁ"é

( bonehtsted tadninRss pasier B pressyrey; %g@ld qte’r@g'ned is taken
1@?% ér'rtﬁgﬁac%%gé th?ﬁ'l%g%ar?@%ﬂ%selé waghsdna niEntspestt times with

ikl watero ROd SNET Wb SAEH A R SHATR fRtin. aried over
HrizdfgRim Bsiikdte 2andettheh pbemdntraded 2id | dryness- unden reduced

USFe%réEEé‘ Aﬁhenchi )oB{alneoO is chromatographed on a silica column (eluent:
cyclohexane/ethyl acetate, 90/10 by volume). Evaporation to dryness under
reduced pressure of the fractions containing the expected product gives
7.89 g of tert-butyi (4'-cyano-3,2',3-trifluorobiphenyl-4-yl)carbamate in the
form of a cream-white solid, whose characteristics are as follows:

MS spectrum (EI): m/z=330 [M"]

Example 20

1-[4-(3-Amino-7-fluoro-1 H-indazol-6-yl)phenyl]-3-phenylurea

NH,

A

| N

e (r T
‘\ /L P F

Working in accordance with the procedure described in example 19, 1-[4-(3-
amino-7-fluoro-1H-indazol-6-yl)phenyl]-3-phenylurea is obtained in the form of
a white solid, whose characteristics are as follows:

'H NMR spectrum at 300 MHz on a BRUKER AVANCE DRX-300
spectrometer with the chemical shifts (5 in ppm) - in dimethyi sulfoxide-
d6 (DMSO-d8) as solvent, referenced at 2.50 ppm:
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HN FFN~S ONH NNFFHHS5 Wrking in

accordance with the procedure described in exanple 11,

1-(4-{7- fluoro-3-[(thiophen-3-yl)carbonylamno]-1

H i ndazol - 6-yl }- 2- et hyl phenyl ) - 3-

(2-fluoro-5- trlfluoronethylphenyl)urea is obtained in

the formof a pale yellow sdti d, whose

characteristics are as fol | ows: Melti ng point:

312 313C 10 1H NWMR spectrum at 400 MHz on a BRUKER
ADQErdIDs 4D9); B98¢, @t Er29brbad hel etk hittal2Hhiffong 7.45 to

EH{O pfﬂ)&&%@'@%ﬂ%@%%éﬂa"é'd*e%ﬂﬁef*%ﬁ?w Pl #4.85 (broad

(sjdH)J 6.5 and 8.5 Hz, 7.39 (m 1H); from? 43

to 7.54 (m 3H); 7.62 (d J = 8.5 Hz, 1 H); 8.68 (dd,
71?’3@8 Hdd1448:=1316;, 4864; 752 &

3R éze%tr?ﬁf (RE, @4@ %46 5 Hz, 1H): 8.47 (broad m

B93cm 62 (s, 1H); 8 69 (dd J=25and 7.5 Hz, 1H);

9.41 (broad s, 1H); 10.8 (broad s, 1 H,; 13.4

(BT acttm (B1): /A4 36MRIMB¢ct rum (KBr): 3301; 1660;

1542; 1442; 1339; 1263; 1126; 819; 742 & 619 cm' 20

I\@s 1||m(CI) mz = 572 [ M+] 50 Exanple 24

T = uor o- 3-[ (t hi ophen- 3-yl)carbonyl am no] -1

uﬂgzﬁ%!%%rdﬂgra-glﬁn'bdaml% yi)l:éhz : ll]gg-(g—t%ttlgtljtfylhsoxazol 3-

yl)urea

Working in accordance with the procedure described in example 19, 1-[4-(3-
amino-7-fluoro-1H-indazol-6-yl)phenyl}-3-(5-tert-butylisoxazol-3-yl)urea is
obtained in the form of a white solid, whose characteristics are as follows:

'"H NMR spectrum at 300 MHz on a BRUKER AVANCE DRX-300
spectrometer with the chemical shifts (8 in ppm) - in dimethyl sulfoxide-d6
(DMSOQ-d6) as solvent, referenced at 2.50 ppm :

1.30 (s, 9H); 5.47 (broad s, 2H); 6.52 (s, 1H); 6.98 (dd, J = 6.5 and 8.5 Hz,
1H); from 7.50 to 7.61 (m, 5H); 8.22 (spread-out m, 1H); 9.79 (spread-out m,
1H); 11.85 (broad s, 1H).

IR spectrum (KBr): 3414; 1696; 1607, 1530; 1431; 1317; 1202; 912 &
800 cm™

MS spectrum (El): m/z = 408 [M™°]
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N I FNNN HH F 5 Wrking in accordance with the
procedure described in exanple 11, 1-(5-{7-
fluoro-3-[(thiophen-3-yl)carbonyl am no] -

H i ndazol - 6-yl }pyridi n-2-yl)-3-(2-
fluoro-5-trifluoromethyl phenyl)urea is obtained in the
formof a solid, whose charatleristics are as
follows: 1H NWR spectrum at 400 MHz on a BRUKER AVANCE
DRX- 400 10 spectroneter with the chem cal shifts (6

iExQﬂ&ezzi n di met hyl sul foxide-d6 (DVSO-d6) as
sorven referenced at 2.50 ppm 7.24 (dd, J = 6.5 and

g Biariindy-lygrd-ABliphaghi-6 gﬁ:‘rtérﬂﬁ]ngiz fordphbhylurea

= 1.5 and 5.0 Hz, 1H); 8.11 (dm J = 5HNH H) ;
8.47 (m 1 H); 8.58(m 1 H; 8.69 (dd, J = 2.5 and

7.5 Hz, 1 H; 15 10.1 (s, 1 H; 10.8 \H), 11.6
(broad s, 1 H); 13.5 (spread- out m ;i1 H), NMSNspectrum
(ES+): mz =5 C 8. N

1-[4-(3- Am no-
H i ndazol - 6-yl F2-p-tolyl-

2H- pyrazol - 3-yl yu Tt éay N Il FH NNNH
H5 Wrking in accord-ahnceHMth the procedure descri bed
in exanple 19, 1[4(3 am no-7-fluoro-1

H i ndazol - 6-yl ) phenyl ]-3-(5-tert-butyl -2-p-tolyl-2H py
rw&lémﬁ -ipYadddf @hdeSwith R RPdodduretiesofiben of e&awmlé @9, 1-{4-(3-

ose ar act eé
amino-7-fluoro-1H-indazo!

the form of a white solid, whose characteristics are as follows:

'H NMR spectrum at 300 MHz on a BRUKER AVANCE DRX-300
spectrometer with the chemical shifts (3 in ppm) - in dimethyl sulfoxide-d6

(DMSO-dB) as solvent, referenced at 2.50 ppm .

5.47 (broad s, 2H); 6.98 (dd, J = 8.5 and 8.5 Hz, 1H); 7.03 (m, 1H); 7.15
(broad t, J = 8.5 Hz, 1H); 7.24 (ddd, J = 2.0-8.5 and 12.0 Hz, 1H); from 7.50
to 7.61 {(m, 5H); 8.16 (dt, J = 2.0 and 8.5 Hz, 1H); 8.65 (spread-out m, TH),

9.27 {broad s, 1H); 11.85 (broad s, 1H)

IR spectrum (KBr): 3347; 1655; 1603; 1533; 1457; 1251; 1183; 797 &

752 cm’”

MS spectrum (El): m/z = 379 [M™]

yﬁphenyl?g 2afFuoropheny\ﬁJrea is obtained in
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tenmperatur8 with 1 nL of a 4N a

filtration.

1H NMR spectrum at 400 MHz on a BRUKER AVANCE DRX-400
10 spectroneter with the chemcal shifts (8 in ppm -
i n dinethyl sulfoxide-dé6 (DVMSO d6) as sol vent,
referenced at 2.50 ppm: 1.29 (s 9H); 2.38 (s, 3H);
5.48 (broad s, 2H); 6.38 (s, H; 6.97 (m 1 H),; 7.34
(broad d, J = 8.5 Hz, 2H);: 74491 (broad d, J = 8.5 Hz,
2H); from7.48 to 7.57 (m 5H); 8.40 (broad s, 1 H;
9.17 (broad s, 1 H); 11.85 (spread-out m 1 H). 15 M5
SIPRAN GESt): mlz = 498 [MH] 52 Exanple 26
'Tﬂ_%glnfl'uoro 3-[(L-pyrrolidin-2-yl)carbonyl am no] -1

TP Fibale ¥ HiyiBPRRKS-yicartiory iRt oT Riibiteore b,

Anmblhylphenyﬁﬁ?;-m{mogo&-tnﬂuoromethylpheny urea

1-(4-{7-fluoro-3-[(NBoc-L-pyrrolidin-2- yl)%arbonyl
am no] -1

H i ndazol - 6-yl } phenyl )-3-(2-fluoro-5-tri %thyl ph
at

enyl)urea in 20 nL of dioxane is adm x i ent

ol uti/on g{
hydrochl oric Jacpd. The reaction i xtures pjjs Stiyied at
50C for 3 hJand then concentra d fyness under

I nedyi s taken up in
di chl or omet hane | and ' is Isolated by
' is purified by

LCVS. This gi
1-(4-{7-fluorfo-3-[ (L-pyrrolidin-2-yl)carbonyl am no] -1
Hi ndazol - 6-yl } phenyl ) - 3-

7 S5-trifl 9 ¢ .
NeakigE 8 e eap RN T POt dsEAntd lggﬁaﬁflé“ﬁg 1-(4{7
fluoro-3-[{thiophen- 3-yl)carbonylam|no] 1H-indazol-6-yl}-2-met ylp enyl)-3-

(2-fluoro-5-trifluoromethylphenyl)urea is obtained in the form of a pale yellow
solid, whose characteristics are as follows:

Melting point: 312-313°C

'"H NMR spectrum at 400 MHz on a BRUKER AVANCE DRX-400
spectrometer with the chemical shifts (3 in ppm) - in dimethy! sulfoxide-d6
(DMSO-dB) as solvent, referenced at 2.50 ppm :

2.37 (s, 3H); 7.18 (dd, J = 6.5 and 8.5 Hz, 1H); 7.39 (m, 1H); from 7.43 to
7.54 (m, 3H); 7.62 (d, J = 8.5 Hz, 1H); 8.68 (dd, J = 3.0 and 5.0 Hz, 1H); 7.72
(dd, J = 1.5 and 5.0 Hz, 1H); 8.03 (d, J = 8.5 Hz, 1H); 8.47 (broad m, 1H);
8.62 (s, 1H); 8.69 (dd, J = 2.5 and 7.5 Hz, 1H), 9.41 (broad s, 1H); 10.8
(broad s, 1H); 13.4 (spread-out m, 1H).

IR spectrum (KBr): 3301; 1660; 1542; 1442; 1339; 1263; 1126; 819, 742 &
619 cm’

MS spectrum (CI): m/iz = 572 [MH']
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15 1R spectrum (KBr ): 3271; 1703; 1625; 1538; 1442;
1341; 1257; 1198; 1117 & 807 cm 1l MS spectrum (El):
mz = 544 [ Mt]
1-(4-{7-Fluoro-3-[(N-Boc-L-pyrrolidin-2-yl)carbonyl am
nol-1 Hindazol -6-yl}-

phenyl )-3-(2-fluoro-5-trifl uo?®net hyl phenyl )urea: 20
Working in accordance with the procedure described in
exanmple 17, 1-(4-{7-

fERSmPIsS24( N- Boc- L- pyrrol i din-2-yl)carbonyl am no] -1
I—ﬁﬁféﬁzﬁ_—& yl } phenyl) - 3-

t(ﬁé&'r{gﬁﬂﬁg?o;rféﬁuéﬁfngg‘;#%ﬂbﬁ&mséﬁ ﬁﬂ%g gl-iﬂh‘aﬂbrlﬁsinjﬁyridin-
cdyt s 2Alustrocs trfleorsmethylphenylBremect rum (ES): nf z
= 645 [MH+] 53 Exanple 27

1- (4-{7-Fl uor o- 3- acet yl ani no- 1 O
H i ndazol - 6-yi } phenyl )-3-(2-fluoro-5-triH __/
fl uoronmet hyl phenyl )urea 0 HJ'" F N F AN NN F

HHF 5 Wrki
described in
fl uoro-3-acetlyl am no-1

| in accordance w

H i ndazol - henyd) - 3- -t erI uor onet hyl -
phenyl ) ure tailhed i. of a bright yellow
solid, whose:x: i-Sti s follows: 1H NMR

spectrum at 400 onHa BRUKER AVANCE DRX-400 10
spectronmeter M th the chemcal shifts (Sin ppm - in
di net hyl sul foxi de-d6 (DWVSO d6) as sol vent,

: d at 2.50 2. " 4 ;y 1-(5-{7-
SRRt Ml il gl ke 0 150
f flworo73-HEhibphéh-84yl foarbamylaminog7 H-thd azol:G-g'_l}gymﬁlp-&yﬁ)ﬁC’»’—(Z—
8f|@&ogﬁﬂiflu%rém%tﬂlﬁ{%yﬁu%a is obtained in the form of a solid, whose

characteristics are as foliows:

'H NMR spectrum at 400 MHz on a BRUKER AVANCE DRX-400
spectrometer with the chemical shifts (5 in ppm) - in dimethyl sulfoxide-d6
(DMSO-d6) as solvent, referenced at 2.50 ppm:

7.24 (dd, J = 6.5 and 8.5 Hz, 1H); 7.45 (m, 1H); 7.55 (dd, J=8.5 and 11.0 Hz,
1H); from 7.63 to 7.70 (m, 3H); 7.73 (dd, J = 1.5 and 5.0 Hz, 1H); 8.11 (dm,
J =85 Hz, 1H); 8.47 (m, 1H); 8.58 (m, 1H); 8.69 (dd, J =2.5and 7.5 Hz, 1H);
10.1 (s, 1H); 10.8 (s, 1H); 11.6 (broad s, 1H); 13.5 (spread-out m, 1H).

MS spectrum (ES™): m/z = 559 [MH']
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Hz, 1H); 9.11 (broad s, 1H); 9.50 (broad s, 1H); 10.5
(broad s, 1H); 13.2 15 (broad s, 1 H). IR spectrum
(KBr): 3422; 1710; 1670; 1604; 1550; 1442; 1341; 1125;
818 & 614 cm' WMS spectrum (ES+): mz = 490 [ MH] 54
Exanpl e 28 1-(4-{7-Fl uoro-3-fornyl am no-1

H i ndazol - 6-yl } phenyl )-3-(2-f§horo-5-tri - fl

uoronet hyl phenyl)urea 0 HN FFH FNONHF N
NHH F 5 Asolution of 0.633 nL of acetic anhydride
aaﬂam§5&5m of formc acid is heated at 50C for 2 h

an en adm xed dropwi se with a solution of 300 ny

D43 Aring;T-fuoto; Hgingazok gy Ighenyi]-Sff tert-butyl Zip-tolyt-
udHepyrazol-Btyipureaet hyl - phenyl ) urea (obt ai ned in

accordance with the procedure described in xampl e 7)
in 7 nmL of pyridine. The reaction mxture |s arred

at anmbient 10 tenperature for 24 h and bour ed
into distilled\@er. This mxture i$ d and
then the solldotalned(256rrg ' eo’I\I-yLCMS.

This gives
1-(4-{7- quoro N- fo\nyl 2-21\% I‘H—ln azol - 6- yl"iphenyl) 3
-(2-fluoro-5- tr| )uré:alntheform
of a beige solid,; vvho ch acterlstlcs are as

follows: 15 1H spectrum at 300 MHz on a BRUKER
AVANCE DPX-30Q " spgctronmeter with the chemical shifts
(6 in ppm - v _di‘ethyl sul foxide-dé6 (DMSO d6) as

solvent, referenced at 2.50 ppm foll ow ng addition of
one drop /

Working in accordance with the procedure described in example 19, 1-[4-(3-
amino-7-fluoro-1H-ind azol-6—yl)phenyl]-3-(5—ter’t-butyl-2—p-tolyl-2H-pyrazol-3-
ylurea is obtained in the form of a white solid, whose characteristics are as

follows:

'H NMR spectrum at 400 MHz on a BRUKER AVANCE DRX-400
spectrometer with the chemical shifts (8 in ppm) - in dimethyl sulfoxide-d6
(DMSO-d8) as solvent, referenced at 2.50 ppm :

1.29 (s, 9H); 2.38 (s, 3H); 5.48 (broad s, 2H); 6.38 (s, TH); 6.97 (m, 1H); 7.34
(broad d, J = 8.5 Hz, 2H); 7.41 (broad d, J = 8.5 Hz, 2H); from 7.48 to 7.57
(m, 5H); 8.40 (broad s, 1H); 9.17 (broad s, 1H); 11.85 (spread-out m, 1H).

MS spectrum (ES™): m/z = 498 [MH"]
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of acetic acid -d4 (CD3COOD): A 60% 40% m xture is
observed of the two imno al cohol fornms of the 20
expected product: 7.19 (m 1H,; 7.40 (m 1 H; 7.51
(m 1 H,; from7.55to 7.65 (m 4H); 7.69 (d, J = 8.5
Hz, 0.6H); 7.77 (d, J 8.5 He 0.4H); 8.32 (s, 0.4H);
8.65 (dd, J = 2.5 and75|—|2321 H); 8.98 (s, 0.6H).

I R spectrum (KBr): 3372; 3308; 1680; 1604; 1551; 1443;
1341; 1263; 1118; 55 812 & 614cm'l MS spectrum (El):

'E:Zanﬁ B[ Mt]  Exanpl e 29
nophenyl )-7-fluoro-1

Wﬁ-ﬂ@ﬁqgog% L PO 2y EQEW%noﬂmﬁndeoNs%n}i

Gplianyipat(2efivoro-Setrifbrpromathylhanyl)urea) 3- (t hi ophen- 3-
trifluoroacetic acid and 1 nL of water. rlg /reapltion
reduced pressurg. The solid residue is t'agen n

of 9 is obtai ne‘ , at;whic p0| nt i is washed with

N-[ 6- (4- am ndphenyl ) -7-fl uoro-|

tannmo]zl I-!}mdaml—ﬁhé}petrganyhé%gﬂs gro- 5—tnf|uoromethylphenyl)urea in
for 3 h and then concentrated to dryness under reduced pressure. The solid
1-(4-{7-fluoro-3-[(L-pyrrolidin-2-yl)carbonylamino}-1 H-indazol-6-yl}phenyl)-3-

yl ) carbonyl am no] -7-fluoro-1 Hindazole in 20 ni of
di chl oronmet hane is adm xed with 10 nL of
m xture is stirred for 16 hours at a tenperaturl in
t he regi onFof 2BC and then 10 is rated under
ethyl acetate and washed ~sodi um
bi car bonat e~solyt i orOunt|H1 aﬁh aqueous ghase with a pH
wat er. The “£oncentrated under reduced
pressure, to Qi veHl OB g of
H-i ndazol - 3-yl ] t hi ophene-3- 15 carboxam de, wth a
held we of gl ﬁof?dhﬁ ?_ﬁ Ncarbonyl-
7h BN Bh aap, Of o RGeS LB pyROMIR A Fhcarbony
g§ Halt YrtaiBRAGXYS A draiRsli R BRpRaRYlemperb@ré twitophent: Bf a 4N
aqueous solution of hydrochloric acid. The reaction mixtures is stirred at 50°C
obtained is taken up in dichloromethane and the precipitate is isolated by
fittration. The solid obtained (96 mg) is purified by LCMS. This gives 16 mg of
(2-fluoro-5-trifluoromethylphenyljurea in the form of a beige solid, whose
characteristics are as foliows:

IR spectrum (KBr ): 3271; 1703; 1625; 1538; 1442; 1341; 1257; 1198; 1117 &
807 cm’’

MS spectrum (El): m/z = 544 [M"°]

1 -(4-{7-F|uoro—3—[(N-Boc-L-pyrrolidin-Z—yl)carbonylamino]-‘[ H-indazol-6-yl}-
phenyl)-3-(2-fluoro-5-trifluoromethylphenyljurea:

Working in accordance with the procedure described in example 17, 1-(4-{7-
fluoro-3-[(N-Boc-L-pyrrolidin-2-yl)carbonylamino]-1 H-indazol-6-yl}phenyl)-3-
(2-fluoro-5-trifiuoromethylphenyl)urea is obtained in the form of a bright yeliow
solid, whose characteristics are as follows:

MS spectrum (ES): m/z = 645 [MH"]
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15

carbonyl am no] -7-fluoro-1 Hindazole is described in
exanple 4. 20 Exanples 30 to 39 A solution of 100 ny
(0.284 nmmol) of N [6-(4-am nophenyl)-7-fluoro-1 H

i ndazol - 3-yl ]t hi ophene- 3-carboxam de in 4.5 nL of
pyridine is admxed at 0C with solutions of 0.284
mmol of sul fonyl chlorides i P31 mL of dichl oronet hane.
56 The reaction mxtures are stirred for 72 hours at
a tenperature in the region of 20C and then

ogm?_]ég'yed under reduced pressure. The dry residues
are aken up in nethanol and concentrated under

r ressur.e. Y S i-
PR TIPOE ROl St hB ke R S 2 frd. 5ot
nflxo romeethydphbenyliured by preparative LC MS. The NMR

anal yses are conducted as follows: 'H NVMR spectrum at
400 MHz on a BRUKER AVANCE DRX- 400 spectrorre;%r, with
the chemical shifts (6 in ppm - in dinet /

sul f oxi de-d6 (VSO d6) as solvent, referenced at 2.50
ppm : 10 The_prioducts are descri bed-in thé fol | owi ng
tabl e: 57 @arrpl Structure Nane
Anal yses N. chloride precu

Thi ophene- 3- 99 IR S Br ﬁar boxylic
1530; 1338; c 30 F I

acid ol 3404; ; N,

{7-fluoro-6-[ 34 R i N (rﬁapht hal ene-1- 64%
NVR sul fonylamino)y 7.08 (dd, J = 7.0 and 8.5 Hz, 1
H; phenyl]-1/F 7.17 (broad d, J = 9.0 Hz, 2H);

i ndazol -3-yl}- 7.45 (broad d, J = 9.0 Hz, 2H); amde

7W?>éklg18r|ra 5&0?%3?10@2\%!'[% t}ﬁ:% prticf%ﬂrg e3clifed irf &xhMplettly; 1-(4-(7-

fluoro-3-acetylamino-1H-indazol- 6-yl}phenyl)-3-(2-fluoro-5-trifluoromethyl-
phenyljurea is obtained in the form of a bright yellow solid, whose

characteristics are as follows:

'H NMR spectrum at 400 MHz on a BRUKER AVANCE DRX-400
spectrometer with the chemical shifts (3 in ppm) - in dimethyl sulfoxide-d6
(DMSO-d6) as solvent, referenced at 2.50 ppm :

2.11 (s, 3H); 7.14 {m, 1H); 7.40 (m, 1H); 7.50 (dd, J = 8.5 and 11.0 Hz, 1H);
from 7.55 to 7.64 (m, 4H); 7.67 (d, J = 8.5 Hz, 1H); 8.62 (dd, J = 25and 7.5
Hz, 1H): 9.11 (broad s, 1H); 9.50 (broad s, 1H); 10.5 (broad s, 1H); 13.2
(broad s, 1H).

IR spectrum (KBr): 3422; 1710; 1670; 1604, 1550; 1442: 1341; 1125; 818 &
614 cm™

MS spectrum (ES™): m/z = 490 [MH"]
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8.09 (broad d, J =8.0Hz, 1 H; 8.24 (broad d, J =
8.0 Hz, 1 H; 8.30 (broad d, J = 8.0 Hz, 1 H); 8.45
(broad d, J = 2.5 H, 1 H,; 876 (broad d, J = 8.5
Hz, 1 H; 10.75 (s, 1H); 10,9 (broad s, 1 H ; 13,3
(s, 1 H. 58 cl s s=o Thi ophene-3- o~ | R spectrum
KBr N ~g=0 carboxylic acid 343 ng 3425; 1650; 1528;
1340; 1159; 31 FJ Ns {7-fluoro-6-[4- 729 & 593 cm
N N 80% O (thiophene-2 sulfonylanm no)- NWR

pERAKdIe2gH from 7.10 to 7.16 (m 2H);
|T1’dﬁg_-3-_yl}- 7.28 (broad d, J = 9.0 Hz, 2H); amde

7 -
1G58 oy By Az Bp SRy -f Rors o
dfiudremetiiylphenyl)tyea 7.93 (broad d, J = 5.5 Hz, 1H);
8.47 (broad d, J = 2.5 Hz, 1 H); 10.65 (broad s, 1

H; 10.8 (s, 1 H; 13.4 (s, 1 H. 0 s Thi opf¥ne- 3-

~c 121 ng IR spectrum KBr «cl-s' | carb )LL[i/\c aci d
3360; 3174; 1652; 1541; 1529; 32 F N ~5
[6-(4-benzené-_ 13A1; 1159; 913; NN

I
i

BN

A solution of 0.633 mL of acetic anhydride and 0.253 mL of formic acid is
heated at 50°C for 2 h and then admixed dropwise with a solution of 300 mg
of 1-[4—(3—amino-7-ﬂuoro-1H-indazoI-B-yI)phenyl]—3-(2-ﬂuoro—5—trifluoromethyl-
phenyl)urea (obtained in accordance with the procedure described in
example 7) in 7 mL of pyridine. The reaction mixture is stirred at ambient
temperature for 24 h and then poured into distilled water. This mixture is
filtered and then the solid obtained (256 mg) is purified by LCMS. This gives
34 mg of 1—(4-{7-fluoro—3-formylamino—1H-indazol-6-yl}phenyl)—3-(2—ﬂuoro-5-
trifluoromethyiphenylurea in the form of a beige solid, whose characteristics
are as follows:

'"H NMR spectrum at 300 MHz on a BRUKER AVANCE DPX-300
spectrometer with the chemical shifts (3 in ppm) - in dimethy! sulfoxide-d6
(DMSO-d6) as solvent, referenced at 2.50 ppm following addition of one drop
of acetic acid -d4 (CD3COQD):

A 60%-40% mixture is observed of the two imino alcohol forms of the
expected product:

7.19 (m, 1H); 7.40 (m, 1H); 7.51 (m, 1H); from 7.53 to 7.65 (m, 4H); 7.69 (d,
J=8.5Hz 0.6H);: 7.77 (d, J = 8.5 Hz, 0.4H); 8.32 (s, 0.4H); 8.65 (dd, J=2.5
and 7.5 Hz, 1H); 8.98 (s, 0.6H).

IR spectrum (KBr): 3372; 3308; 1680; 1604; 1551; 1443; 1341; 1263; 1118,
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sul fonyl am no- 687 & 580 cm phenyl)-7-fluoro- NVR 1
H i ndazol -3-yl]- 7.10 (dd, J = 7.0 and 8.5 Hz, amde
1H); 7.24 (broad d, J = 9.0 Hz, 2H); 7.52 (broad d, J
= 9.0 Hz, 2H); from7.56 to 7.65 (m 4H); 7.67 (dd,
J =3.0and 5.0 Hz, 1H); 7.71 (broad d, J = 5.0 Hz,
1H); 8.84 (broad d, J = 8.5 2 2H); 8.46 (broad d, J
= 2.5 H, 1H); 10.5 (s, 1H); 10.8 (broad s, 1 H);
13.35 broad s, 1 H. 59 0 oNi sp o Thiophene-3- ~ci
1912g a@ &' N 0= 33 carboxylic acid N o
{6-[4-(4-acetyl- [MtH + = 550.2 12% am nobenzene-

r ' I @R 2 i Bh+dN sul fonylamno)- I11{ O
p'ﬁ?ﬁé}%‘ﬁ‘g’”ﬁ (EF; s 2478 By |-3-yl}- anide F N O

Thi ophene-3- \S, 82 ng IR spectrum KBr O0s,01l ~s NL
cExampe 28 acid Cl/ 3362; 1646; 1529, 1332; 1149; 34
[7-fluoro-6-(4- 67%971; 542 & 507 cm ]
N-[6-(4-Aminophenyl)-7-fiuoro-1 H-indazol-3-ylJthiophene-3-carboxamide

0
H
N
_
N S

N
H

A solution of 1.46 g of 6-(4-tert-butoxycarbonylaminophenyl)-1-{3-(thiophen-3-
ylcarbonylamino]-7-fluoro-1H-indazole in 20 mL of dichloromethane is
admixed with 10 mL of trifluoroacetic acid and 1 mL of water. The reaction
mixture is stirred for 16 hours at a temperature in the region of 20°C and then
is concentrated under reduced pressure. The solid residue is taken up in ethyl
acetate and washed with saturated sodium bicarbonate solution until an
aqueous phase with a pH of 9 is obtained, at which point it is washed with
water. The organic phase is concentrated under reduced pressure, to give
1.02g of N-[6-(4-aminophenyl)-7-fluoro-1H-indazol-3-yl}thiophene-3-
carboxamide, with a yield by weight of 91%.

The characteristics are as follows:
LCMS analysis: [M+H]+ = 353.2; retention time: 2.92 min

The synthesis of 6-(4-tert-butoxycarbonylaminophenyl)-1-[3-(thiophen-3-yl)-
carbonylamino]-7-flucro-1H-indazole is described in example 4.

Examples 30 to 39

A solution of 100 mg (0.284 mmol) of N-[6-(4-aminophenyl)-7-fluoro-1H-
indazol-3-yl]thiophene-3-carboxamide in 4.5 mL of pyridine is admixed at 0°C
with solutions of 0.284 mmol of suifonyl chiorides in 1 mL of dichloromethane.
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met hanesul f onyl am nophenyl
3.06 (s, 3H); amde 7.16 (d J

1H); 7.34 (broad d, J = 9.0 ,

= 9.0 Hz, 3H); 7.68(dd,J=3.0and 5.0Hz 1H), 7.72

(broad d, J = 5.0 Hz, 1H); 847(broadd J = 2.5 Hz,

1 H; 9.93 (broad s, 1 H,; 10?8 s. 1 H; 13.4 (broad
s, 1 H. 60 cl c Thiophene-3- AN/ 122 n9 IR

spectrum KBr s o/ 3425; 1659; 1528; 1339; 1157;
Ciﬂh@%utﬁcﬁh Artitdres-arc0diired dr &2 boBreat a temperature in the region

oG Anifanel bon g SPP Y pepfretoie. Ihe dhegidyes are
Hakein p in Dethanaiians) pReegaated lmdﬁh Eohped presggre. The dry

| @ih@”élléteflcfﬁ’écidﬁdﬁmaﬂw sulfoxide
e s A 2525?“’"5”& e
I—letUEﬁrﬁG‘éPfJf'Bﬂﬁ’ *Pymewa*?v% %( S.. 4H) 7 68 (dd J =
3.0 and 5.0 Hz, 1 H); 7.73 (broad d, J = 5.0 Hz,
Hrhe WRSaléélyéwada cdndudded alslzfpllawﬁ)iH NMR spectrum at 400 MHz

on a BRUKER AVANCE DRX-400 spectrometer, with the chemical shifts (3 in
ppm) - in dimethyl sulfoxide-d6 (DMSO-d6) as solvent, referenced at

2.50 ppm :

NVR:  1H i ndazol - 3-yl ] -
7.0 and 8.5 Hz,

) -
d, =
Hz, 2H); 7.63 (broad d, J

The products are described in the following table:



10.1 (s,

1H);

10.8 (s,

1H);

13.4 (broad s,
Cl 5=0 Thi ophene-3- 101 ng IR spectrum KBr

carboxylic acid 3351; 3175; 1642; 1528; 1332,

[ 6-(4-cycl o-
propanesul f onyl -

1299; 1268; 1137; 911 &
78% 702 cm' __am nophenyl)-7- NWR

fluoro-1 H fromo0.93 to 1.03%{m 4H);
2.71. (m 1 H);

1H)
I_l).

0 Hz,

7.17

7.38 (broad d,
7.68 (dd,
5.

J =3.0 and 5.0 Hz, |

1 H

am de (dd,
J 9.0 Hz

: 8.48 (br

J
, 2H)

oad d, J

7.72

1H.

~0
0=S=0
36 F Z

i ndazol -3-yl]-
7.0 and 8.5 Hz,
7.59 to 7.64 (m

H,
= 2.5

(br oad
1 H;

3
dl
9

Exam,g'_‘gh

N

37
(6
be
7.

3 =
1 (s,

N -

FpRUEe- 3-

1H,;

Hz

10.8

| ~~c 10
carboxylic ac
- [ 4- (2- chl or o-
nzenesul f onyl

D and 8.5

104
71%
7-f

s, 1 H);
7 g IR sp
d ¢ 3351;
4: 913; 74
NVR: am no
uoro-1H

13.4 (s,
é%??ﬂWI K
che6®; 15
B, &.088 C
phenyl ] -
1|—I); 7. 23

lkﬁléunpl
B S=0
P7: 133
' NN

ﬁ%a@?es
G-S F
9: 1162;

709 (

I'Be gad! d

dd, J
3

30

9.

g

Thiophene-3-
carboxyiic  acid
{7-fiuoro-6-4-
{naphthalene-1-
sulfonylamino)-
phenyl}-1H-
indazol-3-yl}-

amide

|

74
g

S

99 mg

AN

IR spectrum: KBr
3404; 1659, 1530; 1338; 1161;

1134 & 769 cm™

64%

NMR:

7.03 (dd, J = 7.0 and 8.5 Hz, 1H},
7.17 (proad d, J = 8.0 Hz, 2H);
7.45 {broad d, J = 9.0 Hz, 2H);
7.55 (d, J = B.5 Hz, 1H);
from 7.63 to 7.71 {m, 4H),
7.76 (broad t, J = 8.0 Hz, 1H);
8.08 {broad d, J = 8.0 Hz, 1H}),
8.24 (broad d, J = 8.0 Hz, 1H);
8.30 {broad d, J = 8.0 Hz, 1H};
8.45 (broad d, J = 2.5 Hz, 1H);
8.76 (broad d, J= 8.5 Hz, 1H};
10.75 (s, TH);

10,8 {broad s, 1H) ; 13,3 (s, 1H).




i ndazol -3-yl)- 2H); 7.52 (broad d, J = 9.0 Hz am de
21-1); from7.53 to 7.60 (m 2H); from7.62 t
1

2
(m 3H); 7.71 (broad d, J = 5.0 Hz, 1H); 8 br oad
d J =80Hz, 1H); 8.46 (broad d, J = 2,5 Hz, 1 H);
10.75 (s, | H); 10.85 (s, 1 H, 13.35s, 1H. d o o
Thi ophene-3- (A~c 137 ng IR sagctrum KBr 1 c-sue N

. _ carboxylic acid 3424; 1652; 1528; 1340; 1163; 38 |
~ (6-[4-(3-chloro- 914; 679 & 594 cm F NN
benzenesulfonvl C 92% NMR: _am - 711 {ddi—3

J

=7{0.@and 8.5 Hz, 7- {h,LMg{?g 1 ndazol -i@spgdiym: Kbr

7.24 (hrqad d, J = 9. 2H); 756(broadg

JE 8. 2H) ; frdﬁﬁbcrv"ssactdo “2?—6’9 g 1600 1528, 1340, 1158
(dd, J Qnd/ 5 0 {moroa_mH) oad &5 73s &_-5959:@1

Hz, 1H); - 4 oad d, J go% 7. 78 (broad

d,|J = 8.0 Hz, 1H); ‘7%‘3“& 7, 1H):| 8.47

(broad d, J = 2.5 Hz,sulbnyldhino)-10. , H); 10.[8WMfFs,

1H); 13.4 broad s, 1H) .62 " \ Thi ophene-3-| Qd¥.1ddo7.16 m, 2+

94 ng IR spectrum KBr "~s=o N S N car boxylic jacid O

\-IN 3420; 1657; 1529;ndaByl 1159; 7.26 (broad d, J = 9.0 Hz, 21

amide 7.57 (broad d, J = 8.5 Hz, 2H);
from 7.59 to 7.64 (m, 2H);

7.67 (dd, J = 3.0 and 5.0 Hz, 1H});
7.71 (broad d, J = 5.0 Hz, 1H);
7.93 (broad d, J = 5.5 Hz, 1H);
8.47 (broad d, J = 2.5 Hz, 1H);
10.65 (broad s, 1H);

10.8 (s, TH); 13.4 (s, 1H).

g Thiophens-3 c\\ 121 m IR spectrum: KBr
= z‘o op e C,f—s—éo g P :
% carboxylic  acid 3360; 3174; 1652, 1541; 1529;
S
i
NN N s [6-(4-benzene- 1341; 1159; 913;
-G )
° sulfonytamino- 87% 587 & 580 cm’”
phenyl)-7-fluoro- NMR:
1H-indazol-3-yl}- 7.10 (dd, J = 7.0 and 85 Hz,
amide 1H): 7.24 {broad d, J = 9.0 Hz,

2H); 7.52 (broad d, J = 9.0 Hz,
2H); from 7.56 to 7.65 (m, 4H);

767 (dd, J = 3.0 and 5.0 Hz,
1H); 7.71 (broad d, J = 5.0 Hz,
1H); 8.84 {broad d, J = 8.5 Hz,
2H); 8.46 (broad d, J = 2.5 Hz,

1H); 10.5 (s, 1H); 10.8 (broad s,

1HY: 13.35 (broad s, 1H).




39 1 ~ {7-fluoro-6-[4-(1- \// \\ 1120; 913; 695; 624 &
548 cmt F/ N5\ / NNN c¢ nethyl-1 Himdazol e-4-
67% NVR:  sul fonylami no)- 3.67 (s, 3H); phenyl]-1H
7.11 (dd, J 7.0 and 8.5 Hz, 1H) indazol-3-yl)- 7.28
(broad d, J 9.0 Hz, 2H) am_de 7.51 (broad d, J
8.5 Hz. 2H) 7.60 (d, J = 8.5, 1H) 7.67 (dd, J =
3.0 and 5.0 Hz, 1H 7.71 (broad d, J = 5.0 Hz, 1H)
7.76 (broad s, 1 H); 7.89 (broad s, 1 H); 8.47 (broad
d, J =2.5H, 1H 10,4 (s, 1 H) 8 s 1H.- 13 35

10

ENT Y & gt | |NicAsr
xanmpl es| 30 to

of a 37%

cd W t h| m+H]+ = 550.2

12%0 min

(breg £, 1H Exarrpl 40,150 48: § s
a5 Chiotthe:0 48 Il

m cr owavetubes, sollutions of
39 in 1. of met®AmeF
hydr ochl ori"cYaci-d s ol glfsiDRetar &
stirring in a ncrowave oven dt Les.. . i
The sol utions are coff¥fArPETred duced prr%%%ngﬁfg?'s‘ssmn
taken up in | nL of | dFmeinly! |sul f gxi and purified

by| preparative LC MS. nenhlﬁ VR [anal yses are conducted

as| follows: 1H NWR spec um at| 400 Mz on a BRUKER

AVANCE DRX-400 specttonerér; W th the chem cal shifts
(5/in ppm - in dinmethyk 10 sul foxide-d6 (DVSO d6) as

SOl vent, fejerenced at 2. 50 P ] 'I;Ij%opr bduct s aLe oo war

deséﬁT?WNWsol | BRPERS >t al KRS e | T Specm

Sty uctre nme FSF/eCW&nyIiQJMt #;/ Anal yses—No|. 3362; 1646; 1529; 1332; 1148;
a

;T‘gu?rl;t ISTOgC:(Irﬁlmd {(BIr _0[7‘9uor|<}%—%ht ene-1- Exanpl & 30:2% so7 e

methanesulfonyl

aminophenytl)- NMR:
1H-indazol-3-yf}- 3.06 (s, 3H);

amide 7.16 (dd, J = 7.0 and

8.5 Hz, 1H);

7.34 (broad d, J = 8.0 Hz, 2H);
7.63 (broad d, J = 9.0 Hz, 3H);
7.68 {ad, J = 3.0 and 5.0 Hz,
1H);

7.72 {broad d, 4 = 5.0 Hz, TH);
8.47 {broad d, J = 2.5 Hz, 1H);

9.93 {broad s, 1H);

10.8 {s. 1H); 13.4 (broad s, 1H).




N ~ F sulfonic acid [4-(3- 3414; 1659; 1202; 1160;

1133; 912; 40 1 \ am no-7-fluoro-1H 803; 770 & 588
cm' F ~ NN N indazol -6-yl)-phenyl]- 38 ng NVR
am de; conmpound 71%6.87 (dd, J = 7.0 and 8.5 Hz, 1H);
with trifluoroacetic 7.14 (brgad d, J = 9.0 Hz, 2H);
7.40 acid (broad d, J = 8.5 P8, 2H): 7.50 (d, J =
8.5 Hz, 1H); from7.63 to 7.71 (m 2H) 7.75 (broad t,
j =8.0 Hz, 1H); 8.09 (broadd J 8.0 Hz, 1 H);
8.24 (broad d, J =8 0 Hz_ 1H); broad g—J—=
8.0°Hz 1H); 8.75 (b,rhgg,g,,eq J = 1Rsv@einfrg K81
IH W from11.7 to 12.2 (very sp Hu2s; Gsfo; 1528; 1338; 1157
0 o I\ spectrum KBr| B2&#p Fg¢ LM NisGo3 e
35 Exjanplre 26 mg 3440; 344G+ 3395 o N F
F faci d -am no- 7 _3|1 133|3; ;800:
726 & 41 Puar 0,3 HIRBEIBY"- 6 4533 3
yl]) - phenyl Jadi ¢e'~40 rmgwarVed%nﬁ i@ (dg 95 7.0 and 8.5 Hz, 1H),
Hz, 1H); conpound with 5o 7 Biztp 7.33
1H); trifluoroacetifc ¥ o)ngﬂy@ 26 (broad d, J = |Gpaialhltasked m, 1H);
2H); 7.52 (broad d, {Jueo-B-5 Hz, 2H); 7.56 (d, |3 3% Pu=85Hz 2H)
Hz, 1 H); 7.62 (dd, ,nmoa}y@ and 4.0 Hz, | 1H); |7,92° .0
(dd, J = 1.5 and 5.0 , 1H); 1 10.6 (s,|1 H); [fro
11.8 to 12.2 (very spﬁ"%"éd out m 1 H. from 7.59 o 7.66 (m, 4H):
7.68 (dd, J = 3.0 and 5.0 Hz, 1H);
7.73 (broad d, J = 5.0 Hz, 1H);
8.48 (broad 4, J = 2.5 Hz, 1H);
10.1 (s, 1H); 10.8 (s, 1H)
13.4 (broad s, 1H).
lb\s’[’n:o Thiophene-3- T 101 mg IR spectrum: KBr
N —_— ———
g carboxylic  acid 0—5—0 3351; 3175; 1642 1528, 1332;
36 F ) N /j [6-(4-cyclo— 1299' 1268; 1137; 911 &
" 077/@ propanesulfonyl- 78% 702 cm”
NMR:

aminophenyl)-7-
fluoro-1H-
indazol-3-yl]-

amide

from 0.83 to 1.03 (m, 4H);

2.71 (m, 1H); 7.17

{dd, J = 7.0 and 8.5 Hz, 1H);

7.38 (broad d, J = 9.0 Hz, 2H)
7.59 to 7.64 (m, 3H);

7.68 (dd, J = 3.0 and 5.0 Hz,

1H); 7.72 (broad d, J = 5.0 Hz,
TH);

8.48 (broad d, J = 2.5 Hz, 1H);
9.91 (s, 1H); 10.8 (s, 1H),

13.4 (s, 1H).




| R spectrum KBr ell

0 j

N-[ 4-(3- Ami no-7- Exanple 13

ng =oF 3392; 1659; 1202; 1159; 1090 &
fluoro-1Hindazol -6- 32 590 cm 42 yl)phenyl ] benzene-
NVR: i 6.92 (dd, J=70and85Hz 1H; N
sul fonam de; 30 ng 37% 7. 21 (groa , 4 =85 Hz, 2H);
7.47 conpound with (broad d, = 8.5 Hz, 2H); 7.53
(d, J trifluoroacetic acid = 8.5 Hz, 1 H); from7.55
to 7.66 (m 3H); 783(broadd J =85 Hz, 2H); 10.5
(s, . 1H): from11.8 to 12 1 (spread-out—m—iH —F
N[ 4=(3- Arti no- 7-  Exanplé .23 m) IR Spe 5 KBR 53382 Ker
165 %@36 1200; 1154, 981
7 b ndas 6- 34 811: carbonylig, &I 3351; 1660; 1527; 1339; 1162;
yl|) pheny l\ﬁ-tt—(Z?bthﬁ( 104 943; 748 & 588 cm”
7.10 and Ide; 33 rrgD .
(broad d, .5 JJRBEH il . r oad
d,|J = 85 Hz, trif|aompeeetilc acid 3H): 9.9Q 7% dd J =70 and &5 Hz,
1H); from11.7 to 12.5 (yery spread-out m 1 [Hyy 78kbroadd, J=30Hz,
I R spectrum KBr N-[ﬂ-(S-Am' no-7- Exappl e 29 rrg; cgf/
3 1358; 3192; 1678; 16®a=3¥471; o fluorb-1 2H) 752 (broad d, J = S0 Hiz.
H i ndazol - 6- 35 1339;,mk205; 1140; 946; B806: 726Hgfom 7.93 to7.80 (m, 2H);
600 cn .
from 7.62 to 7.68 (m, 3H);
7.71 (broad d, J = 5.0 Hz, 1H);
8.12 (broad d, J = 8.0 Hz, 1H);
8.46 (broad d, J = 2,5 Hz, 1H);
10.75 (s, 1H); 10.85 (s, 1H);
13.35 (s, 1H}.
<] o]
vy Thiophene-3- c:~—\§5;0 137 mg IR spectrum: KBr
= E‘ carboxylic  acid 3424; 1652; 1528, 1340; 1163,
38 O {6-[4-(3-chloro- ~ I 914; 679 & 594 cm”
F N §
N (S benzenesulfonyl | ¢ = 92% NMR:

amino)phenyl]-
7-fluore-1H-
indazol-3-yl}-

amide

7.11 (ad, & = 7.0 and 8.5 Hz,
1H),

7.24 (broad d, J = 9.0 Hz, 2H);
7.56 (broad d, J = 8.5 Hz, 2H);
from 7.58 to 7.65 (m, 2H); 7.67
{dd, J = 3.0 and 5.0 Hz, 1H);
7.71 (oroad d, J = 5.0 Hz, 1H);
7.74 (oroad d, J = 8.0 Hz, 1H);
7.78 (broad d, J = 8.0 Hz, 1H);
7.83 (t, J = 1.5 Hz, 1H); 8.47
(broad d, J = 2.5 Hz, 1H); 10.6
(s, 1H)Y, 108 (s, 1H); 13.4

(broad s, 1H).




44 F yl)phenyl]-C (3,4 N F dichlorophenyl)- 42 ng
72% NVR. 4.62 (s, 2H); nethanesul fonam de; 7.01 (dd, J
= 7.0 and 8.5 Hz, 1H); F N N-N conpound with 7.29
(broad d, J = 8.5 Hz, 2H); from trifluoroacetic acid
7.53 to 7.59 (m 5H); 7.64 (d,_ J 8.5 Hz, 1 H,; 10.05
(s, 1H); from1l1l.7 to 12.2 (§%read out m 1 H. 65 O
~hl _c¢ jI Cycl opropanesul fonic Exanple 30 ng IR
spectrum KBr N F acid [4-(3-am no-7- 36 3396; 1660;
1200: 1148: 913: 809 & F 45\ fluoro-|H-indazel-6

724%em,'  F N yl) pheinyll.arisde;| 55 933/94|WR: Ng sgbbtrum: KBr
conpeupd with from 0. 9§Jht0310 w

trifluofopcetic acid 2089 (|1 2 (dd, |F9% F5p 1628 3an TTe
and 8.5 1H); 7. 3pnbobepad |d Z\ ) Hz H)130; 615 G9B; 624 & 548 om”
7.54 to 77 6[; WI—I)' 9.88 (s, om1l11l.8§ to 12.3

(viery spread-otit m iR R spect ABr o F

N-[ 4- (3- Ami no- 7- Exanpked@s ng 3414; 3254; 165MMR1532:

1344; s_ou N )~ fl us(al¥09y_la;'nin5|—'| ndazol - 6-| 37 3.67 (s, 3H);
phenyl]-1H- 7.11 {dd, J = 7.0 and 85 Hz, 1H}
indazol-3-yl}- 7.28 (broad d, J = 8.0 Hz, ZH)
amide 7.51 (broad d, J = 8.5 Hz, 2H)

7.60 (d, J = 8.5 Hz, 1H)

7.67 (dd, J = 3.0 and 5.0 Hz, 1H)
7.71 (broad d, J = 5.0 Hz, 1H)
7.76 (broad s, 1H);

7.88 (broad s, 1H);

8.47 (broad d, J = 2.5 Hz, 1H)

10,4 (s, 1H) ;

10,8 (s, 1H) ; 13,35 (broad s, 1H}

Examples 40 to 48:

In Emrys Optimizer microwave tubes, solutions of each of examples 30 to 39
in 1.78 mL of methanol and 0.22 mL of a 37% hydrochloric acid solution are
reacted with stirring in a microwave oven at 120°C for 30 minutes. The
solutions are concentrated under reduced pressure, taken up in 1 mL of
dimethyl sulfoxide and purified by preparative LC/MS. The NMR analyses are
conducted as follows: 'H NMR spectrum at 400 MHz on a BRUKER AVANCE
DRX-400 spectrometer, with the chemical shifts (3 in ppm) - in dimethyl
sulfoxide-d6 (DMSO-d8) as solvent, referenced at 2.50 ppm:

The products are described in the following table:



I F F 1190; 1163; 1044; 759 & 587 cm'
yl ) phenyl [ - 2- chl or o-

46

NVR: F benzenesul f onam de;

N |

42 ny

67%6.92 (dd, J = 7.0 and 8.5 Hz, 1H); conpound wth
7.20 (broad d, J = 8.5 Hz, 2H); 7.47 trifluoroacetic
acid (broad d, J = 8.5 Hz, 2H); 7.52 (d, J 8.5 Hz,
1 H; 7.55(m 1 H; from?7. 6§3to768(m 2H) 8,11
(broad d, J =8.0 Hz, 1H); 10.8 (s, 1 H; from1l.7

to 12.2 (very spread-out

Exanple 15 ng IR spectrum KBr

m 1H al N-[4-(3-Am no-7-

F 3379; 1672; 1529;

2l

Q. 1

1337:
2StAEUréd 79; 59Bnafe 47 N |
benzenesul f pnam de;
)4 (ol d,
p2 (broad d,

12

02:

o—f
I T

J 7.

J

1 da
Hor-0—xrr1163

Y
NVR:

LUl U'
IP)qenhe:rny
N- N

38
Quagtinc
conpo

NF F1163;
hlAsogiyges 577
und with

0O and 8.5 Hz,
E 85 Hz, 2|—h

tTri

-Quantty

oroac
Heldhad

'tic acid

d-—-J =85

40

&

fro

if
S

7°54(d
Q(b

2

o

Nagk&hag?e- 5 HZ

Elam'BQe 80
Hz,

rmd s,

i

1l

4

t] iR shecurB K&}
1.76

G416 "

I—Buh‘omc 7ac¥1 [4((br
Ao -AloHBRHY

indazol-6-yh)-phenyl]-
amide; compound
with trifluoroacetic

acid

gpread-o

38 mg

=

Ut

L\ -
=)

m

1%

%%‘lr 102%2d 1160, 1133; 912;
1tdb3; 770 & 585 cm”

NMR:

6.87 (dd, J = 7.0 and 8.5 Hz, TH);
7.14 (broad d, J = 9.0 Hz, 2H); 7.40
(broad d, J = 8.5 Hz, 2H); 7.50 (d, J =
8.5 Hz, 1H};

from 7.63 to 7.71 {m, 2H);

7.75 {broad t, J = 8.0 Hz, 1H); 8.09

(broad d, J = 8.0 Hz, 1H);, 8.24
(broad d, J = 8.0 Hz, 1H). 829
(broad d, J = 8.0 Hz, 1H), 875

(broad d, J = 8.0 Hz, 1H); 10.8 (s,
1H); from 11.7 to 12.2 (very spread-

outm, 1H).
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ol |

| R spectrum KBr

1- Met hyl

3397 3132; 1659; 1337; 1200; 1157,

-1 H Exanple 25 ng

i m dazol e-4-sulfonic 39 1118;810; 48 acid
[4-(3-am no-7- 725 & 624 cmi F i fluoro-1Hindazol -
NVR  6-yl)phenyl | am de; 3.66 (() 3H); conpound with
6.98 (dd, J = 7.0 and 8.5 Hz, iH) 7.26 (broad d, J =
8.5 Hz, 2H); 7.47 trifl uoroacetlc acid (broad d, J =
8.5 Hz, 2H); 7.56 (d, J 8.5 Hz, 1 H); 776(d,J=
1 Hz, 1 ;788(d J=1Hz 1 H; 10.4 (s, 1 H;
from11. 55 te—12 rery p"eaj-uut mr——1H
Det et(_ﬁh\m@tl of of thxaopaeﬁ&ubf ¥ DExatnfre (@Wpa)undgspemm Ker
Exper’ r ot ocol $ 1, .KDR JThe inhibitory 165 128 1658 1827
¢ .| acid 4( amino- 1 13? 2%‘9‘1154 1018; 800, 726 &
of |t he .@ IS deter m ned[Tm an assay o
s substrate @ osplﬁwroyHat!az@ﬁ by the KDR enzypi®fh
vitiro using”afsernt Ahg@ahgp t echyngaue | 74:96- wekwr: pl at e,
NEN) . The cyt &pl ac,m ¢ domain of the hyman KDRs.@ray #re 7.0 and 8.5 Hz, iH);
wag cloned in the F%‘PPH“?J]‘ &MGST fusion into| t.hadd, J = 4.0 and 5.0 Hz, 1H)
badul ovi rus expr esskiRRadRGlior pFast Bac. The pr.mtigdamd, J = 8.5 Hz, 2H); 7.52
wag expressed in $F21 cells and purifijed to | (broadd, J=85Hz 2H); 7.56 (d, J
approxi mat el y 60% honogeneity. 10 The KDR Ki nasez, 1Hy;
actlivity is neasuned in 20 nM MOPS, 10 mM MyCh.&,(adlD=Aland 4.0 Hz, 1H):
Mdl 2, 1 mMDTT, 2.5 nmM EGTA, 10 nM 7.92 (dd, J = 1.5 and 5.0 Hz, 1H);
(3-/gl ycerophosphatle, pH = 7.2, in the preseﬂ(b%(@fH);lrQnﬂ.Bto
mM NgC' 2 100 pM Na3VO4, 1 mM NaF. 10 pl of #ﬁ(veryspread-out m, 1H).
TOoT |u are_added to 70 plI of [Kinase buffer IR spectrum: KBr
cont @* 100 ng | Ofi*-@pmine-7- Example | 13 m 3302: 1659 1202; 1159; 1090 &
0 fluorg-1H-indazol-6- 32 590 cm”™
42 yhphenyllbenzene- NMR:
6.92 (dd, J = 7.0 and 8.5 Hz, 1H);
sulfonamide; 30 mg 37% 7.21 (broad d, J = 8.5 Hz, 2H); 7.47
compound with (broad d, J = 8.5 Hz, 2H); 7.53 (d, J
trifluoroacetic acid =85 Hz, 1H);
from 7.55 to 7.68 {m, 3H);
7.83 (broad d, J = 8.5 Hz, ZH); 10.5
{s, 1H);
from 11.8 to 12.1 (spread-out m,
1H).
i . IR spectrum : KBr
OJ\J{FF - N-{4-(3-Amino-7- Brample | 21M8 | 1aap. 1658; 1336; 1200; 1154; 981,
O\\sfzc’ O | ) fluoro-1H-indazol-6- 34 811; 727 & 515 cm™
43 /\N’. ‘ yl)phenylimethane- NMR:
3.05 (s, 3H); 7.02 (d¢, J = 7.0 and
sulfonamide; 33mg 69% 8.5 Hz, 1H); 7.32 (broad d, J = 8.5
compound with Hz, 2H); 7.58 (broad d, J = 8.5 Hz,
tiflucroacetic acid 3H); 8.90 {5, 1H): from 11.7 to 125
(very spread-out m, 1H).
cl
o N-[4-(3-Amino-7- Example | 29 mg IR spestrum: KBY
3358; 3192; 1678; 1611, 1471,
fluore-1H-indazol-6- 35 1339; 1205; 1140; 946; 806: 726 &
a4 y)phenyi]-C-(3,4- 500 cm’”
dichiorophenyl)- 42 mg 72% NMR:
4.62 (s, 2H);
methanesuifonamide; 7.01 (dd, J = 7.0 and 8.5 Hz, 1H);
compound with 7.29 (broad d, J = 8.5 Hz, 2H); from
trifluoroacetic acid 7530 7.56 (m, SH);
7.4 (d, J = 8.5 Hz, 1H);
10.05 (s, 1H); from 11.7 to 12.2
{spread-out m, 1H).




enzynme at 4C. The reaction is triggered by adding 20
of solution 15 containing 2 pg of substrate
(SH2- SH3 fragnment of PLCy expressed in the

pl

GST fusion protein),
ATP. After

1 hour of

t he

formof a

2 pC y33P[ ATP] and 2 pM cold
|ncubat| on at 37C,

reaction

i s stopped by adding 1 vol une D(100 pl) of 200 mM

EDTA. The i ncubation buffer
are washed three tinmes with 300 pl
radi oactivity is nmeasured in

CoL

lnf

is withdrawn and the wells
of PBS. The
20 each wel |

Nnt-ayr

using a Top

I\IYT radiocact

oGt

| \II f N oAorn
-y Ot

[ Dacolraeel\ o
\ raCRdl U} . O

-2 -l
7 AL

bad k@*@u[nd oi se i sydigt@aimmed bymwmasacrn'mg t IR epectrum: KBr
r adi oaé | n four differenf wells contaj J%bé"'gssé l’l'lféo 1148: 913: 80Y &
r adi oact ATP and“t hd" &t 'réot?r e—atore—A control for
45 total activi i s | meastinedotn four different| Ret's
cont ai ni ng=ahf of y,ippegy,]grg(%gent 553 3P1 bATP] L | AR and
PLGy substrate)N, budt" I1n the & bsence of 5 conf‘pound. 4,00 (m, 4H):
The inhibition of KBRSt vivthyiwith the conpoTREEdP 0 M4
the invention i s expl.eas®ded | N| percentage 1 nh2.dsir itkn
of [the control activity determned in|the abs;er%q O 70 and 8.5 Hz, 11);
conpound. The conpound SU5614 ( Cal bi ochem) (1 V\)B%’ls
ingl uded in each plate as an 10 inhibition [cH¥tragld J=285Hz 2H) from
2. |Tie2 The coding sequence of  human TieZ2, 754 t0 7.60 (m, 3H);
cornresponding to the am no acids of the intracellular
dommi n 776-1124, wWas generated|by PCR| using té& EPNA
i sal ated from human placenta as a nodel. Thi SicGe@EeNTe (very spread-out
wag i ntroduced into 15 a bacul ovirus express'nqu)vector
pFast BacGlr intheformeof—aCSFHuster—proternm—The
i nhi Bi{ory effect @f[4 thainem| eclbaspd s | deter n RERFR KEh
assa W‘OP ‘phogphoryl ation by Tie2|in the presrcessr 1532 1344
of |GST-Ti pUTifi é%?"’ CRPPr oxt et ety 809 1190, 1163; 1044; 759 & 587 cm’”’
a5 hornogenei vy S uipsdnyiicetegiorp-s  conposed of t heyspH2- SH3
20 |f ragnment LG expiesapd &k ihe f@fm of T = 7.0 and 8.5 Hz, 1H):
fusi on protein:t The ° |nS§se act|VIty off Tie2 992% ’ z :nst 2:) 2 47
nmeasured in a 20 m¢WRPS bufftey, pH 7.2, conpglﬂiﬁ‘iaﬁ& -
10 (MM MyC12, 10 niViMnGdscade ™ DTT, 10 nM of | §esfcet of-5Hz 2H) 7.52 (@, J
phasphate. In a 96-well FlashPlate pl ate, keptso iHce,
a rleaction mxture is depositéed which is conpgasedmpf
70 |pl of kinase buffer containing 100 ng of | . i 758 m 2H):
8.,11 (broad ¢, J = 8.6 Hz, 1H); 10.8
(s, TH);
from 11.7 fo 12.2 (very spread-out
m, 1H).
N-[4-(3-Amino-7- Example 15 mg IR spectrum: KBr
) 3379; 1672, 1529, 1337, 1202
fiuoro-1H-indazol-6- 38 1163 912 800; 679 595 &
47 yl)phenyl}-3-chloro- 577 e’
benzenesulfonamide; NMR:

compound with

triffuoroacetic acid

6.94 (dd, J = 7.0 and 85 Hz,

7.22 (broad d, J = 8.5 Hz, 2H;};

7.51 (broad d, J = 85 Hz 2H);
54 (d, J = 8.5 Hz, 1H),

7.62 (t, J = 8.0 Hz, 1H);

7.72 (broad d, J = §.0 Hz, 1H);

7.76 (broad d, J = 8.0 Hz, 1H);

7.81 (broad s, 1H);

10.6 (s, 1H),

from 11.6 to 12.4 (very spread-out

m, TH).




25 GST-Tie2 enzyne per well. Subsequently 10 pl of the
test nolecule diluted to a concentration of 10%

maxi mum i n DMSO are added. For a given concentration,
each nmeasurenment is carried out in quadruplicate. The
reaction is initiated by addi ng 20 pl of solution
containing 2 pg of GST-PLC, pM of cold ATP and 1
pG of 33P[ATP]. After 1 hour of incubation at 37C 30

48

thp reacti nn i s—term nated by—adding vot-uie—(100-——ph)
of O>\ FQkiMHOG T eMDE@hpi0f | ey | NcBIBREE T ET
buf| f sun IIs are washed three times 68 | ap7t H13283(®O0; 1337: 1200, 1157,

pl |of PBS_~The radiECEFH TV i s®measured on ja\dbac
M gr oBet al4h0. . Theadanhiide-trmierr- of Ti e2| acti Vi tye§ $4cm
callcul ated a d xpgI oroqﬁmdazgf a percent age inh| 1 tion

rellati ve to"t e, Nt activity detetm ned | '

absence of 5 cdm)@umtdenyl@ﬂideAur oral ang Aur or a3256‘1‘h%')i

i nhi bitory effect|of&AReuUNds| with respect [tePstiddel = 7.0 and 85 Hz 1H)
ki nases Auroral and Aurora2 is determ ned bly7®fproad d, J =85 Hz, 2H); 7.47
enzyme assay enpl oyifigeFhdi%acti vity get ect i Ofoad dNEs5 He, 2y 7.56 (d. J
kinase activity of Aurora 1 ang Aurora 2 is jeval yated

by {t he 10 phosphortyl ation of the subsfrate co _
Nurfe- hi stidine in|the presence|of radi ol abe] €GP ="

([ 33P] ATP), using|96-wel| Flashplate plates | 7B THiz 1H:

ni gkel chelate i$ fixed to the surface of th®4 1H):

m qropl ate. The amount of 33P phosphate i ncosparated 7 very spread-out m,
in|the NuMA substrate is propO'tionaI to the getivity

10

15

'h

of—the—enzyre—Autoral—or—Auroraz.— 15 Proteins. The
proteins are produced in the rotel n production .
| Betermtnafiasy of ctheanastivityy e tF'ée gF8IMPOUtits z Fxperimental
I g¢8fHRidignt conpl ex Aurora- B/ I NCENP- C3, puri fied to
approximately 50% in which the N-term nal end of
Al,ir or a@ﬁas been | abeled 20 with histidine. Aurora

whol econbi nant protein conprising an N-term nal
hIStIdInetaI| expressed in E. coli and purlfledg
mihe ibhibito§2sHedtiniing sonipeandpivdetaimingd irhaR Gspay gL substrate

t t atiliation techni
hhsb R BILELE IR dpnie JOTAR 8l Aodimtoton fehiae
bé%srwell plate NEN}.

The cytoplasmic domain of the human KDR enzyme was cloned in the form of
a GST fusion into the baculovirus expression vector pFastBac. The protein
was expressed in SF21 cells and purified to approximately 60% homogeneity.

The KDR kinase activity is measured in 20 mM MOPS, 10 mM MgClz, 10 mM
MnCl;, 1 mM DTT, 2.5 mM EGTA, 10 mM B-glycerophosphate, pH = 7.2,in
the presence of 10 mM MgClz, 100 uM NazVO;, 1 mM NaF. 10 pl of the
compound are added to 70 pl of kinase buffer, containing 100 ng of KDR
enzyme at 4°C. The reaction is triggered by adding 20 ul of solution
containing 2 pg of substrate (SH2-SH3 fragment of PLCy expressed in the
form of a GST fusion protein), 2 pCi v *P[ATP] and 2 pM cold ATP. After
1 hour of incubation at 37°C, the reaction is stopped by adding 1 volume
(100 pl) of 200 mM EDTA. The incubation buffer is withdrawn and the wells
are washed three times with 300 pl of PBS. The radioactivity is measured in
each well using a Top Count NXT radioactivity counter (Packard).




10

15

20

30

25 |l abeled with histidine and used as a substrate for
the two Aurora enzynes. Protocol: The m cropl ates
used are 96-well Flash-Plate plates with nickel
chelate (Perkin El nmer, nodel SMP107). 69 The
products for evaluation are incubated in a reaction
vol une of 100 pL per well in6fhe presence of 10 nM of
Aurora 1 or Aurora 2, 500 nMof NuMA substrate in a
buf fer conposed of 50 mMof Tris/HC (pH 7.5), 50 mM

'\Hﬁé,lba&(glﬁwrﬁ[t)‘._?%@lo?se( &Jgefegmlﬁied)bylraeawmmme (adicactivity) in four
Y . at L.
cATprereysls rentar e tB.Aiieale AP 2T e it e dlote

followed by 10 pL of the product to be evaluated, in.
vAr cartre foohmehactivitydagneasured riedeyn differentiwels eeaginigg all of

?g%g]rr’%‘é?r?%ﬂd‘?ﬁﬁg[mﬁjt RADR aaat pLoY naibetrate)Coublin the absence of

er 30 mi nutes of incubation, the
r 688WPosAdi s terninated by 10 sinply renoving the
reaction buffer and each well is washed twice with 300
pPTheQhhibhnTsfi KKDIRGCtibI Mth.thd ke mpadindeafithe inventiontis expressed

TS o SRR B T80T BRAMALY 192 absence o

epgyppuadt i vity of Aurora is expressed by the nunber
of counts per mnute obtained within 30 m nutes,

afrher s ogd %5@14?(@%@69@@%@)1\/1% incluaed (n eachipate as an

m xture not containing the enzyne). The eval uati on of
t MikEPN 698trekst products is expressed in percentage
inhibition of the Aurora activity relative to the
cantrolTiezt. CDK4/cyclin DI Purification of the
CDK4- HA/ cyclin D1-(Hi s)6 conplex by I MAC (I mobilized

%i’h%&o%!inqﬁ%éé@ﬁéé & ?%Yr)e'sgaﬁ\@ing% RO AAAG acids of the

calovir carryin he human sequen

e di n
r rasellulae] gomain CBR4T 124, (@R cgenaialcT B PR thMgndhe cDNA
tH%JMSb Lf]EdrH'tH&Qagrgbla@BH’%a 5§|élrﬁu@éu mhil‘s)ls;]e(ddlea):sfvfasein?@ddoed into
0 co-1nfec I nsect ce s hours :
b8gPARHIAGIET SXBIESHAEL VPEHRT ArstReset Aot ot ead%%/T fusion
cendteirf. ugation and then 25 frozen at -20C until their
use. After thawing in buffer A (HEPES 200 nM pH 7.0,

P | Jhd3ze! h BMay of PLC
o peeP oYyttt R declee i lingty T o, Tt
aphespliaylation, andTie2 in the presence of ST-Tie2 purified to
approximately 80% homogeneity. The substrate is composed of the SH2-SH3
fragments of PLC expressed in the form of a GST fusion protein.

The kinase activity of Tie2 is measured in a 20 mM MOPS buffer, pH 7.2,
containing 10 mM MgClz, 10 mM MnCl;, 1 mM DTT, 10 mM of glycerol-
phosphate. In a 96-well FlashPlate plate, kept on ice, a reaction mixture is
deposited which is composed of 70 pl of kinase buffer containing 100 ng of
GST-Tie2 enzyme per well. Subsequently 10 ul of the test molecule diluted to
a concentration of 10% maximum in DMSQO are added. For a given
concentration, each measurement is carried out in quadruplicate. The
reaction is initiated by adding 20 pl of solution containing 2 pg of GST-PLC,
2 UM of cold ATP and 1 pCi of *®p[ATP). After 1 hour of incubation at 37°C,
the reaction is terminated by adding 1 volume (100 pl) of 200 mM EDTA.
Following removal of the incubation buffer, the wells are washed three times
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20

25

centrifugation, the conplex present in the lysis
supernatant is purified by affinity chronmatography on

ni ckel (1 MAC) and stored at -80C. 30 CDK4/cyclinD

Fl ashpl ate assay in 96-well format. An assay in

96-wel | "Flashplate" (scintillation plate) plates

coated with streptavidin is 8ed to eval uate the
inhibition of the CDK4/cyclin D1 kinase 70 conplex by

t he products of the invention. To performthis test,

t WRhbizgo nyl apledPBBeptihee redizstctisity, isa feagusest of ©heVVallac

P otel n~ (biotinyl-

R%I‘EEEHJA}TQRSPYKFPSSPLR- anide), is dissolved at a
concentration of 2 nMin kinase buffer (HEPES/ NaOH 50

nivhe Nelgbitonntvf TheCagtiGtynta calputated _-p_ng) eXFessdes 2 PsEkentage
Sf?llh%i‘ié’ﬁ" reftiven Or%bs}ﬁé ARt actRRy idBtdrifiné®rim efe 1dfsence of
pl a

I quot s. the day of the éxperinment, an aliquot
ofOMRPYNEo| ution is thawed and diluted in kinase
buffer -.containing 1 mM of dithiothreitol, added at the

tgmre oAurseat andasuroradi ve a final peptide
concentration of 2.571 pM seventy pl of this

;ﬁ’bﬁy)éiipR@ggéﬁeeﬁgﬁoq%é@ﬂﬁg{?n&aWi‘th"‘@sgeeﬂc td e kinagbp!slréra1 and

ve a substrate concentrati Qn. of ,
1A8rqrRR deidBtegmined by ByprRnayae aseay enplayficiadiqactvity detection.
performed in a final volume of 100 pl (cf. bel ow).
| mher Kpidisat eclivhyt bonsuira HNkinki tAurerd p2 otuctvaludtedhdy the

RS RENEtGN il o 5% & SUBREA o Refiife PP He ptdtence of
t Fidiolabyledi ATPi (T1B)ATP), 1606y P6twalBSiashpiate piates ipwhich nickel
3 . 12, 33

SEoRE o33 et ittt P A or 5 prosphat
ofncONEDatest it Hbe NuMA clUbstate datrrenadionAl @ rhespefitygof the

I Bk, ,-EQQ\QI,\@}EMSO,OAU,Hagz_assay plate. To each well there
i s subsequently added 19 pl of a solution of a mxture

of adenosine triphosphate (ATP) and ATP733P in the

k Shuf fer at a concentration of 5.26 pM of total

ATP and 78.9 pC/m of P. The enzymatic reaction is 20 i
t Thggeothdyreagbdgetilngthe groteire prodifctiondaberatary affthe Sanofi-

4/ ¢ in D1 conplex at 250 nMin the kinase
gg??éﬁ%/&{%ﬁt aining 1 mMof dithiothreitol (or 10 pl of
ki nase buffer containing 1 mM of dithj othre'lgg:ll}sfor ifiad
t Agroreacti orrepprbiignt AECMRAIEX eMr@ﬁ-%@C\Eﬂr purified  to

aﬁﬂb#dxﬁﬂ?telyl bg%f, i @hicHOthTe-ténigacéndet AuictaBRapbeen labeled
the final “substrate concentration is 1.8 pM the

f Mt Ihistidi®i t or concentrations are 10 pM 25 3.33 pM

1.11 pM 0.37 pM 0.123 pM 0.041 pMand 0.014 pM

( fersrad? ngholenrédomisinantepioteini comprisingen Netermisal aistidine tail,
dél(grtelsgg in E"€of bR&\huifid fORETAthER 598,

NuMA (nuclear protein that associates with the mitotic apparatus) fragment of
424 amino acids, expressed in E. coli, whose N-terminal end has been
labeled with histidine and used as a substrate for the two Aurora enzymes.

Protocol:

The microplates used are 96-well Flash-Plate plates with nickel chelate
(Perkin Elmer, model SMP107).
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is 1 pM the final amount of 33P is 1.5 pG/well, and

the final concentration of CDK4/cyclin DL conplex is

25 nM After all of the reagents have been added, the
assay plate is incubated at 30 30C with orbital

stirring at 650 rpm Follow ng incubation, the plate

is washed three times with 309 pl per well of PBS

buf fer (phosphate buffered saline, pH= 7.4 with

nei t her cal ci um nor magnesi um reference 10010- 015,

Grhe proBibts forl Bealuates pes atcubatenf in38Reactton vdleme of 100 pL per

subst.rate peptide i € SGE N [ A
cBE&Ht''n eugqeﬁange ﬁc@%ﬁﬁ%p&@? 1[\&%’%"#3{&?3%@99 . nl\'I/'Ihgf NuM
35ubsthatbiin @ pufiet compgsad of B8 rphbetTag/HG! (PRe’.5), 50 mM NaCl,
i | i gt % L, 1] t d 1 mM of DTT, at
BT MG AR =ie B P R MR Tl AP, |
rédifetion in the enzymatic 71 activity (IC50).

Results: table 1: 72 IC 50 nM Structure Exanple KDR

TiEgadw WIQ%E‘%W& tHeHBn ArRe/substeatyl ifnc@atiorabufiraaneddistibuted,
H%mﬂq'é b;'l: 1'8 H o’f\I theop(r)odu%t L}: %%Oe\?al&&ggpir#éaﬁg’ae doncehfiations.

The reaction is initiated by adding 1pM of final ATP containing 0.2 uCi of
[**PJATP (10 pL). After 30 minutes of incubation, the reaction is terminated by
simply removing the reaction buffer and each well is washed twice with 300 pl
of the Tris/HCI buffer. The radioactivity is then measured in each well by
means of a scintillation apparatus, Packard, Top count model.

The control enzyme activity of Aurora is expressed by the number of counts
per minute obtained within 30 minutes, after deduction of the background
noise (reaction mixture not containing the enzyme). The evaluation of the
various test products is expressed in percentage inhibition of the Aurora
activity relative to the control.

4. CDK4/cyclin D1

Purification of the CDK4-HA/cyciin D1-(His)s complex by IMAC (Iimmobilized
Metal Affinity Chromatography):

Two recombinant baculoviruses carrying the human sequences coding
respectively for CDK4-HA (C-terminal fusion with the Hemagglutinin tag) and
for cyclin D1-(His)s are used to co-infect Sf2 insect cells. Sixty hours after the
beginning of co-infection, the cells are harvested by centrifugation and then
frozen at -20°C until their use. After thawing in buffer A (HEPES 200 mM
pH 7.0, NaCI 50 mM, MgClz 2 mM, imidazole 25 mM, TCEP 1 mM, glycerol
10% (whv), NaF 1 mM, Na;VOs 1 mM), stirring at 4°C for 1h, and
centrifugation, the complex present in the lysis supernatant is purified by
affinity chromatography on nickel (IMAC) and stored at -80°C.

CDK4/cyclinD1 Flashplate assay in 96-well format.

An assay in 96-well “Flashplate” (scintillation plate) plates coated with
streptavidin is used to evaluate the inhibition of the CDK4/cyclin D1 kinase
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complex by the products of the invention. To perform this test, the biotinylated
peptide substrate, a fragment of the pRb protein, (biotinyl-
RPPTLSPIPHIPRSPYKFPSSPLR-amide), is dissolved at a concentration of
2 mM in kinase buffer (HEPES/NaOH 50 mM, NaCl 1 mM, MgClz 5 mM, pH =
7.5) to form a stock solution, which is stored at -20°C in the form of 110
aliquots. On the day of the experiment, an aliquot of this solution is thawed
and diluted in kinase buffer containing 1 mM of dithiothreitol, added at the
time of use, so as to give a final peptide concentration of 2.571 UM, seventy
ul of this solution are deposited in each well of the Flashplate plate, to give a
final substrate concentration of 1.8 uM during the enzymatic reaction, which is
performed in a final volume of 100 ul (cf. below). Intermediate dilutions of
inhibitors (products of the invention) at various concentrations are prepared in
DMSO from 10 mM stock solutions in separate tubes. In this way dilutions at
1000 uM, 333.3 pM, 111.1 uM, 37.03 uM, 12.35 M, 411 uM and 1.37 uM
are produced. One pl of each of these solutions (or 1 pl of DMSO for the
controls) is subsequently transferred into the wells of the assay plate. To each
well there is subsequently added 19 pl of a solution of a mixture of adenosine
triphosphate (ATP) and ATPy**P in the kinase buffer at a concentration of
5.26 UM of total ATP and 78.9 pCi/ml of 3P The enzymatic reaction is
triggered by adding 10 pl per well of a solution of CDK4/cyclin D1 complex at
250 nM in the kinase buffer, containing 1 mM of dithiothreitol (or 10 pl of
kinase buffer containing 1 mM of dithiothreitol for the reaction blanks). At the
end of the various additions, the final volume in each well is 100 i, the final
substrate concentration is 1.8 pM, the final inhibitor concentrations are 10 uM,
3.33 uM, 1.11 pM, 0.37 uM, 0.123 pM, 0.041 pM and 0.014 pM (depending
on the concentration of the intermediate dilution), the final ATP concentration
is 1 uM, the final amount of **P is 1.5 pCifwell, and the final concentration of

CDK4/cyclin D1 complex is 25 nM.

After all of the reagents have been added, the assay plate is incubated at
30°C with orbital stirring at 850 rpm. Following incubation, the plate is washed
three times with 300 pl per well of PBS buffer (phosphate buffered saline,
pH = 7.4 with neither calcium nor magnesium, reference 10010-015, Gibco
BRL). The incorporation of **P into the substrate peptide is measured by
scintillation counting using a Packard Topcount.NXT instrument. The
inhibitory activity of the products of the invention is evaluated by determining
the concentration of inhibitor resulting in a 50% reduction in the enzymatic
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substituted aryl, substituted heteroaryl; 2) Ar is

sel ected fromthe group consisting of: aryl,

het eroaryl, substituted aryl, substituted heteroaryl;
10 3) L is selected fromthe group consisting of:
bond, CO NH, CO NH, NH CO NH SO NH SO2,

NH CO- NH SC2, SC2NH, NH CH2, 88H2- NH, CH2- CO- NH,

NH CO- CH2, NH CH2- CO, CO CH2- NH, NH CO- NH, NH- CS- NH,
NH CO Q. O CONH, CH2- NH- CO-NH._—NH-CO-NH-CH2- 154

L (=3 Vi

is selected fromthe gr oup conS|st|ng 0 deond ”Q&g nd
NH, CS-NH, NH CO NH SO NH SO2, CO NH SQ2,

g CH2- CO-NH, NH CO- CH2, NiH CH2-CQ CO CH2-NH; | 5)
Lﬁlﬁhdependently selected fromthe group consist|ng

: al kyl ene, al kynyl | aryl, |heteroaryl,
terocyclyl, 20 s 6§t|tuted al kyll ,
yl ene, substi t ut ed al kynyl , sublsti t ut ed
teeNthet eroaryl, substituted cyclloal kyl,
erocyclyl al kyl ene, substituted

of

aryl, substi
substituted

nd

O ky Ay-—16)—R4&—R5—and—R7—are
i ndependent|ly selected fromthe group 25 consisting
ofis: ihterinedzge m sRhesl, QR2), OC(O (R2), 84

OC(O N(R2) (R1), G5(02) (R2), N(R2)(R1), N=C(R2)(R1),

N%%gﬁg%ge&m %RZ)C(O)O(Rl) N( R6) C(O) N(R2) (R1),
TR, N(R2) $(02) (RL), O(O) (Re),

A0 AR2), C(O)N(RZ)(Rl), C(=N(RI')) (R2),
C(=N(OR1)) (R2), S(R2), 5 S(Q(R2), S(02)(R2),
S(R)AR2), S(R2)N(R2)(R1); in which each R2, Rl, R6
is independently selected fromthe group consisting
of H, alkyl, alkylene, alkynyl, aryl, heteroaryl,
cycl oal kyl, heterocyclyl, substituted al kyl,
substituted al kyl ene, substituted al kynyl,
substituted aryl, substituted heteroaryl, 10
substituted cycl oal kyl, substituted heterocyclyl,

al kyl ene, substituted al kyl ene, substituted al kynyl;
in which, when R2 and Rl are sinultaneously present
on one of R4, R5 and R7, they
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may be |inked to one another to forma ring. 2. The

product of claim1, characterized in that Ar-L-A is:

X4X3 15 Xi X2 Ain which each XI, X2, X3 and X4 is

i ndependently selected fromN and C-Rl1l, in which R11

Is selected fromthe group consisting of: H,

RAYO TOGUGERRS | 00( 0) (R2) | 00Oy N(R2) (R ), OBROH RaByS/001335
N(R2) (RI), N=C(R2) (R), N(R2B&(O (R1),

N(R2) (O (R ), N(R6) (O N(R2) (R), 20

N(R6) C(S) N(R2) (R1), N(RZ)S(OQ)(Rl) A O (R2),

C(O)O(RZ) C(O N(R2) (R1), Clahngl)) (Rz),
A(=N(OR1)) (R2), S(R2), S(O(R2), S(02)(R2),

%) B R AR RAMISERE %

of H al kyl, al kyI ene, alkynyl, arylgg heteroaryl,

cycl oal kyl, heterocyclyl, subq,-&l t uligﬁ al kyl ,
substituted 25 al kyl ene, gbst I tut al kynyl ,
substituted aryl, substitu Fet@roaryl, substituted

cycl oal kyl , subst ituted hete l, al kyI ene,
al kynyl; in which,

substituted al kyl ene, ASubAti tiut e

when R2 and Rl are sinultaneod¥sly present on R11,
they may be linked to one another to forma ring. 3.
The product of claim 2, ch E&Fed inthat Rl 1 1is
selected fromthe , and 3, group consisting
of H F, d, nmethyl, NI-12, 85 4. The product of
climwhich:or claim 2, characterized in that R4, R5 and
R7 are independently selected fromH F, d, Br and

met hyl .1)5. Thes BeR@usd fro amny goowp ebnsistingrof 1H; @ryl, heteroaryl,
characteri zed,i hat R7 i.s .omthe group
consi sti ng Wbﬁpt“&?‘?aﬁﬂ séf?c?t %#'ﬁ%[e“?g & The product

of claimb5, characterized in that R7 is F. 7. The
product2)of dhyisoselestedt [fainnsthe grouy, cengisting &fi E‘@d ihgteroaryl,

that R4 is ﬂ%ﬁ t8 hgfgfog » of claims 1
to 5, charagueﬁﬁ?édasﬁﬁt at hy t‘f'l " The product

of any one of clains 1 {o 8, characterlzdmt L-
is sel¥cted fis paleged Npmath %@r@@l\ﬁ'—?rﬁ' g Nfs E@Qd €, NH,

10 10. The mrodyql NH-GDY NHSORT Net- aoms NHE@OINH-SO2, SOzNH,

characteriz th r ro

consi sting j\ﬂ'lrgﬂ'éhyl%Hdeﬁ gﬁﬁ% Wé(ﬁ%ﬁ NH-CH-CO,

furyl, CO-CH,-NH, NH-CO-NH, NH-CS-NH, NH-C O O-CO-NH,
CH5-NH-CO-NH, NH-CO-NH-CHj;

4) M is selected from the group consisting of: bond, CO, NH,
CO-NH, CS-NH, NH-CO, NH-SO, NH-SO; CO-NH-SO,
NH-CH,, CH,-CO-NH, NH-CO-CH,, NH-CH2-CO, CO-CH2-NH;

5) R3 is independently selected from the group consisting of H,
alkyl, alkylene, alkynyl, aryl, heteroaryl, cycloalkyl, heterocyclyl,
substituted alkyl, substituted alkylene, substituted alkynyl,
substituted aryl, substituted heteroaryl, substituted cycioalkyl,
substituted  heterocyclyl, alkylene, substituted alkylene,
substituted alkynyl;

19} R4, R5 and R7 are independently selected from the group
consisting of H, halogen, R2, CN, O(R2), OC(O)R2),
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pyrrolyl, oxazolyl, thiazolyl, isoxazolyl,

i sot hiazolyl, pyrazolyl, imdazolyl, indolyl,

i ndazol yl, benzi m dazol yl, benzoxazolyl, and
benzot hi azol yl; optionally substituted. 15 11. The

product of claim 10, characterized in that Ais

sel ected from phenyl, isoxaz&ﬂyl, substi tuted phenyl,

and substituted isoxazolyl. 12. The product of any one

of claims 9 to 11, characterized in that Ais

subst i t ut ed duyy @)M(Rlzgﬁﬁ’ﬁ)ubsOSI(O@)I(lR.Z;el et(Ram(Fﬂr pm MHE(RZ)(R1),

)

I | k
kvl ener - aNGRIFOURN NI %@Qﬁj 2! KHtRE)C(ON(R2)(R1),
0- het er oar yIN(RB)CES IN(RR)(R 19 a¥ z)ss'anaé &} oSA QIR GO)O(R2),
bei ng opti OI’(\%] )

N tUt@(‘ir\R Q}JbSUEN R1(R2), SR
EETREE e v g kg .

Chgf ?C: er i tZ%%cantzhaﬂARas is SHBsparderte baleatesiecfmmFi the group
supstituent sel e r the ar ons
o e L eAnsEfn eﬁwﬂﬂ RS %%&Mes% heteroaryl,

N( R8) ( R9) CO(o%l)oall@ﬁ KEtbrazs)chll kyutasweuted alkyl, subs ituted alkyiene,

(C1l- C3) al kyI 0) het I,
(C1l- C3) al kyI @%@écﬁg lﬁé %@ \I\EI ((:aﬁﬂ subséltuésd geroary
i ndependent Isyubstiuted ectye i@”& S(Jb,‘itlt@@dal Ferocycyl alkylene,
Eg gg a: ty: Mﬁ;@d %@H&Y'sh'b@tltuféalaﬁ?whﬂl kywBRBMvhen R2 and
si nul taneous‘:ﬂla{ﬁ ﬁEPU'it?T%ﬁ?USH pfefﬁ%'/1 ﬁﬁ'yo%ee OF ﬂ{&stagd R7, they
forma ringmaybwehinkbd kb baednothartodbialairinget al cati on

30 selected fromLi, Na and K; and in which R10 is H

or,an ro t V.

o R ol g et e

to 3 hete*g_ ons selected fromN, 0 and S. 14. The

product o one of clainms 9 to 12, characterized in
th i ph L or isoxazolyl which is substituted
by hal oge C4Aal kyl, 5 hal ogenated (Cl-C3)al kyl,

O (Cl-c4) alkyl?, S-(C1- C4) al kyl , hal ogenat ed
O (Cl-4)al kyI and hal ogenated S-(Cl-C4)al kyl. 15.

iR e i ehes ﬁﬁ?f&?a@?%@éﬁ%ﬂy?%“ﬁ’%g°m N an
c AR 1l imyhioh Bohds selecteddrom, thg,ggong@gonglgtmqﬁg alogen, R2,

he) yth l R2)  N(R2)R1
PIOMUCio@2)aM0eTs) D) NOGIGAR) 93'05(02)( ), N(R2)(R1),

chi e Snee (el 38 oyl SEies, - ARbonr2 1)
any(ire) B 1)t ut edNIRRFS(@BI(R1), 17. (]f(@) (RRhduct @fO)O(R2),
'aO'SN](g&;N R SN "y orones! s, soxRe)
S(02)(R2), S(02)0(R2), S(02)N(R2)(R1); in which each R2, R1, R6 is
independently selected from the group consisting of H, alkyl, alkylene,
alkynyl, aryl, heteroaryl, cycloalkyl, heterocyclyl, substituted alkyl, substituted
alkylene, substituted alkynyl, substituted aryl, substituted heteroaryl,
substituted cycloalkyl, substituted heterocyclyl, alkylene, substituted alkylene,
substituted alkynyl; in which, when R2 and R1 are simultaneously present on

R11, they may be linked to one another to form a ring.

3. The product of claim 2, characterized in that R11 is selected from the
group consisting of H, F, Cl, methyl, NH>, OCF3, and CONH..
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heteroaryl. 18. The product of claim 17, characterized

in that the heteroaryl is selected 15 fromthienyl,
pyrrolyl, furyl, indolyl, oxazolyl, isoxazolyl,

t hi azolyl, isothiazolyl, imdazolyl, indazolyl,

pyridyl, pyrimdyl, pyrazolyl, and pyridazinyl. 19.

The product of any one of the8jreceding clains,
characterized in that R4 and R5 are H 20. The

product of claim1, characterized in that it is

sl ect guhef prRRILENST clabn gr @upaieo s tisaracterizied in that R4, RS and R7

1-[4-( 3- -1
I—I-aiL% H%ﬂ%%g&p)’ ﬁﬁ'&ﬁfﬂcﬁ f@?‘("}.'ﬂ %'o rB cr)agd trpﬂf]yb.or onet hyl ph

| . .
ﬁg{/ 62 Fzﬂ'?l'?eZp&dﬂctlmrf @nybeme of ssaimsohip #hi ¢l Beleryed -in that R7 is

HSFEQ:?%@ lg';%ﬁ%{’oﬂ_e}lérbnb%lﬂgﬁtinéby F- CRMBOXAITHdhyl.

H i nd | -6-yl)phenyl]-2,3-dichl b f i de.

2.1 ThecoiobllGhOIN 51 Sharee e RA T SRR S B 1 1 that
g of

it is selected fromthe group consistin

17 4- ( Freprodudt 61 amy ond of claims 1 to 5, characterized in that R4 is H.
H i ndazol - 6-yl ) phenyl ]-3-(2-fluoro-5-trifluoronethyl -

phenyl e i 5, characterized in that R5 is H.
1|-%( 2-f I)Itjll{?r o-og-zf;tr ?]}?ndocr)%?rg{ ﬁ‘?l”ﬁ%éﬁ?l Y-3-{4-[7-fl uoro- 3-
%hhgg?ﬁ% Srgéchﬁr@?,%%a{éneeg?" clrg?r%'l_s% to 8, characterized in that L-A is

Nsbfsdidd fr3npN#i,CRHOAORENZEnREMAToYNERSE 09 Ypheny | ] - 7- 1 |
uoro-1 Hindazol -3-yl}- (thiophen-3-yl-carboxanide) 5

N-[4- (3:,am _no; 75 fl.uor o- ' -6z V1 = el i
hl1br obgrﬂ‘?eﬂéqd%ﬁf o@{ymoég 6fn9§ﬁl% 101/ 9) %%Méz_tlaljlgeé u.ﬁi that A is
1-seRdtédifnoom Bre grdupuoconsisting bhpbeyy!) prridy- qur,nrg!dyl,ttmqqyl, furyl,
uQg 0-32x (thi Ny35 YL Cal ] iaZolyl lyl, imidazolyl,
Hﬁyﬁgﬁzl’pl%%efg?pﬁ@%_ lL'Jr %gQQEdIW”]s@)ﬂilaioy, pyra.?oy .|m| az y
I\HIP@DIYMLWZQMWII’)] el heszgxazolyl, and benzothiazolyl, optionally
Hgi pdagmdqg 3- Yyl ] (thi ophen-3-yl carboxam de). 10 22. The
product of claim1, characterized in that it is

i?ll[ﬁ?t( gﬂ}gfn-rpﬁgc]jéc Cof %ra?r%pﬁ,o%'a%été‘rgze%{ in that A is selected from

Hpheegy, tdox@zyly), -stbktiwbedphemyl) 2rd sabsfituleidosexividne-
sul f onam de hydrochl ori de

Loty Ui Brobulch ¢ oy Snd G R0 13- 11 ) rirbererizadninahat A s

3-substituien by= firstfsu;p@tiw quﬂ@qmgi& group consisting of alkyl,
halogenated alkyl, alkylene, alkynyl, aryl, O-alkyl, O-aryl, O-heteroaryl,
S-alkyl, S-aryl, S-heteroaryl, each being optionally substituted by a
substituent selected from (C1-C3)alkyl, halogen, O-(C1-C3)alkyl.

13.  The product of any one of claims 9 to 12, characterized in that A is
substituted by a second substituent selected from the group consisting of F,
Cl, Br, I, OH, SH, SOsM, COOM, CN, NO2, CON(R8)(R9), N(R8)(R9)CO(R8),
(C1-C3)alkyl-OH, (C1-C3)alkyl-N(R8)(R9), (C1-C3)alkyl-(R10), (C1-C3)alkyl-
COOH, N(R8)(R9); in which R8 and R9 are independently selected from H,
(C1-C3)alkyl, (C1-C3)alkylOH, (C1-C3)alkyiNHy, (C1-C3)alkylCOOM,
(C1-C3)alkylSOsM; in which, when R8 and R9 are simultaneously other than
H, they may be iinked to form a ring; in which M is H or an alkali metal cation
selected from Li, Na and K; and in which R10 is H or a nonaromatic
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4-{3-[(thi ophen-3-yl)carbonyl am no] -1

ndazol - 6-yl } phenyl ) -3-(2-fl uoro- 5-
quoronethyIphenyI)urea

-(4-{7-fluoro-3-[(thiophen-3-yl)carbonylam no]-1

H i ndazol - 6-yl }-2-fl uoro-

phenyl ) -3-(2-fl uoro-5- tr|fIuoﬁ@nethylphenyl)urea 20

1-(4-{7-fluoro-3-[(thiophen-3-yl)carbonyl am no] -1

H i ndazol - 6-yl } phenyl ) - 3- phenyl urea

1’n(eferb§yclfle6 n|@n§H3[ émkltBtQ@tleGrbySemh?nsbing;ﬁnlyolbnam@p -atoms, and 1 to
Hi ndazo u
i SHelema tg X %ﬁg ¥roa'n ﬁ bsana%y y

1 (4-{7- quoro 3-[ (t hi ophen-3-yl)carbonyl am no
HidndaZdie- roduch loérarly) ose (o -claigist Bdgrb%h@}gregzt@,nggd in that A is

p%gg {> U@b t@“ﬁ?f&ﬂh% %ulslsﬁmédmayl afgidydn, 1 (C1-C4)alkyl,
hé@ f@@a 880( 1- 4)a|kyl S-(C1-C4)alkyl, halogenated

d "(‘Cﬂbi)b“@l %r%tﬁé:b?@@ﬁbare&yiomn@bnyl amino] - 1
H-|ndazol 6-yl } phenyTl) (5- tert utyl-2-p-tolyl-

yr a 3#@% eﬁgroar}e Qf tr’% greogm 3% clalms charactenzed in that
I—I-M nBjaelebteﬁl fycbm;ihengyd)gp geisisting of bond, CO, CC} NH, and SO,.
fluoro 5-trifluoronethyl phenyl)urea 5

164 {7I‘rfe| gf&fﬁ}cﬁs of %h?rb’r{ecéf Erenwe@@un@ claims, characterized in that

H-i ndazol -
{3 1=, bR B PR 9JuPecons U & S hetoraanopyeituted an

Hangidaaetitfed Ihppheamil] - 3- (3-tri f1 uor onet hyl phenyl ) urea
1 [4-(3- amno 7-fluoro-1

da Yk - phe R3 bstituted
1. [72 E) ﬁ%bz}&f Pélén’i fegybcftized in that is su
I—Lhahem)aml 6 yl ) phenyl]-3-(5-tert-butylisoxazol-3-yl)

10 urea 1-[4-(3-am no-7-fluoro-1

H" ndaz[q{ - 9T h):PBF‘(EIMirﬂl 13 él@arfabté?fzélhﬁlfﬁét)théMteroaryl is selected

H_frqﬁ@ I;gH(lgﬂ%&?r})yi é@ﬂhiﬂp 0?)5 I)jﬁa[os%og ?Iy g&olgil isothiazolyl,
UGihtzolyl i |ﬁb§m19IWFyHWIppmﬂLdy) .\pyrazolyl, and pyridazinyl.
1-(5-{7- f1 uoro- 3 (t hi ophen-3-yl)carbonyl am no] -1

H-.i.nda i n-2- - 3. . . . .
, élgﬂ uéﬁ‘@- %r(ﬁ_%cﬂf,t gﬂk#{%ﬁﬁ %megﬁgﬁjc)%g}n aclalms, characterized in that
1R4a08RamamoH7- f | uor o- 1

H-i ndazol - 6y|)phenyl] 3-(5-tert-butyl-2-p-tolyl -

pyiazol that it is selected from the

wPa 7.”% Eor 0- Cg%[f ?_alrrJr;/r1r ocr}aée%terlzeﬁ )lrg:ar bonyl am no] - 1

ppgrcnn@gag@nsngtl@,gp henyl ) - 3-

(2 fluoro-5-trifluoronethyl phenyl)urea
1-[4-(3-amino-1H-indazol-6-yl)phenyl]-3-(2-fluoro- 5-triflucromethylphenyljurea

1-(
H i
tri
1-(

N-{6-[4-(2,3-dichlorobenzenesulfonylamino)phenyl}-1H-ind azol-3-yl}(thiophen-
3-yl-carboxamide)

N-[4-(3-amino-1 H-indazol-6-yl)phenyi}-2,3-dichlorobenzenesulfonamide.

21. The product of ctaim 1, characterized in that it is selected from the
group consisting of:

1-[4-(3-amino-7-fluore-1H-indazol-6-yl)phenyl}-3-(2-fl voro-5-trifluoromethyl-
phenyljurea
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20 1-(4-{7-fluoro-3-acetylam no-1

H i ndazol - 6-yl } phenyl )-3-(2-fluoro-5-trifl uoro-

nmet hyl phenyl )urea 1-(4-{7-fluoro-3-fornylam no-1

H i ndazol - 6-yl } phenyl )-3-(2-fluoro-5-trifluoro-

nmet hyl phenyl )urea. 23. The product of claiml1,
characterized in that it is sé’ected fromone of 25
compounds 30 to 39. 24. The product of claim1l,
characterized in that it is selected fromone of

C quROfAsHS -SLRifluerdrBetHybhetlyl)- i Piadies 8- (thiopher-Bryl-carbonyl-
char.act$ |.zgd '%tli]%t; |li LS selected from O H NHz N
N2§1ing)-THyndazedo-ylIRherylidea "' o and o 26. The
product of any one of the preceding clails, i

c haferia-62, Bdichlbrobenaenesulfonylaminoiphignyom8reroal H-igdazol-3-yl}-
2) -ﬁ&%m_ gl .ereoi sonerically enriched, or 4)

erqtah?} |one§iycg:§%|ib§&gmlf€éc)hed form and in that it is
optionally converted to sali form 7. A

ks AT e A aubsiTesA-EoMpneoy e Sashhrkenainginy
or@lfehamit: preceding clains in conbination with a
pharmaceutically acceptable excipient. 28. The use of

gf‘lngﬁalfgrto—Q&rifﬁ%}(or%@ﬁmy%heﬂyﬂi-:ﬂ‘{"4-%4,S?f-ﬁ'ﬁl LBFo-80tHiBPhEN-BY-

carbonylamino)-1H-indazol-6-yljphenyljurea
N-[6-(4-aminophenyl)-7-fluoro-1H-indazol-3-yl](thiophen-3-ylcarboxamide).

22.  The product of claim 1, characterized in that it is selected from the
group consisting of:

1-[4-(3-amino-1H-indazoi-6-yl)-7-fluorophenyl]-2, 3-dichlorobenzene-
sulfonamide hydrochloride

1-(4-{4,5,7-Trifluoro-3-[(thiophen-3-yljcarbonylamino]-1 H-indazol-6-yl}phenyl)-
3-(2-fluoro-5-trifluoromethytphenyljurea

1-(4-{3-[(thiophen-3-yl)carbonylamino]-1H-indazol-6-yl}phenyl)-3-(2-fluoro-5-
trifluoromethylphenyl)urea

1-(4-{7-fluoro-3-[(thiophen-3-yl)carbonylamino]- 1H-indazol-6-yl}-2-fluoro-
phenyl)-3-(2-fluoro-5-trifluoromethylphenyljurea

1-(4-{7-fluoro-3-[(thiophen-3-yl)carbonylamino]-1 H-indazol-6-yl}phenyl)-3-
phenylurea

1-(4-{7-fluoro-3-[(thiophen-3-yl)carbonylamino]- 1H-indazol-6-yl}phenyl}-3-(5-
tert-butylisoxazol-3-yl)urea

1-(4-{7-fluoro-3-[(thiophen-3-yl)carbonylamino]-1H-indazol-6-yl}phenyl)-3-(2-
fluorophenyljurea

1-(4-{7-fluoro-3-[(thiophen-3-yl)carbonylamino]- 1H-indazol-6-yl}phenyl)-3-(5-
trifluoromethylphenyljurea
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reaction catal yzed by a kinase. 15 29. The use of a
product as clained in claim 28, characterized in that
the Kkinase is selected fromAurora 2, CDK4, KDR and
Tie2. 30. The use of a product as clained in any one
of clainms 1 to 29 for preparlng a medi ci nal product
useful for treating a pathol odical condition. 31. The
use as clainmed in claim30, characterized in that the
pat hol ogi cal 20 condition is cancer. 32. The use as

CH&L flh@roCB ithiogAen Ghaaebernylaedhdln H-ratazoh6-yliphenyl)-3-(5-
mzc condltlg |rsselectedfrompsor|a5|s
tﬁﬁ -PalEaHsRYagPEEXH®S | nked to the central
nervous system inflammation, diseases |link
de1r— B {il- ﬂtroma3¢¢furalrlhé-ybcartb®mmlamw@1 1Idsada:e@165yl}phenyl) -3-(2-

@Fﬁé— -tri ﬁo%rﬁ@tﬂgﬁgi ag@@,"éges i nked to abnormal cell

er a ron tes.
1-(4-{7-fluoro-3-[phenylcarbonylamino}-1H-ind azol-6-yl}phenyl)-3-(2-fluoro-5-
trifluoromethylphenyljurea

1-[4-(3-amino-7-fluoro-1H-ind azol-6-yl)phenyl]-3-(3-trifluoromethylphenyljurea
1-[4-(3-amino-7-fluoro-1H-indazol-6-yl)phenyl]-3-phenylurea

1-[4-(3-amino-7-fluoro-1H-ind azol-6-yl)phenyl]-3-(5-tert-butylisoxazol-3-yl)-
urea

1-[4-(3-amino-7-fluoro-1H-ind azol-6-yl)phenyl]-3-(2-fluorophenyljurea

1-(4-{7-fluoro-3-[(thiophen-3-yl)carbonylamino]-1 H-indazol-6-yl}-2-methyl-
phenyl)-3-(2-fluoro-5-trifluoromethylphenyljurea

1-(5-{7-fluoro-3-[(thiophen-3-yl)carbonylamino]-1 H-indazol-6-yl}pyridin-2-yl)-3-
(2-fluoro-5-trifluoromethylphenyljurea

1-[4-(3-amino-7-fluoro-1H-ind azol-8-yl)phenyl]-3-(5-tert-butyl-2-p-tolyl-2H-
pyrazol-3-ylurea

1-(4-{7-fluoro-3-[(L-pyrrolidin-2-yl)carbonylamino}-1 H-indazol-6-yl}phenyl)-3-
(2-fluoro-5-triffucromethylphenyljurea

1-(4-{7-fluoro-3-acetylamino-1H-indazol-6-yl}p henyl)-3-(2-flucro-5-trifluoro-
methylphenyl)urea

1-(4-{7-fluoro-3-formylamino-1 H-indazol-6-y[}phenyl)-3-(2-flucro-5-trifluoro-
methylphenylurea.

23.  The product of claim 1, characterized in that it is selected from one of
compounds 30 to 3¢.

24.  The product of claim 1, characterized in that it is selected from one of
compounds 40 to 49.
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25.  The product of claim 1, characterized in that it is selected from:

O
H
NH, N
N N / \
N N S

26. The product of any one of the preceding claims, characterized in that it

is in:
5 1) nonchiral, or
2) racemic, or
3) stereoisomerically enriched, or
4) enantiomerically enriched form;
and in that it is optionally converted to salt form.

10 27. A pharmaceutical composition comprising a product of any one of the
preceding claims in combination with a pharmaceutically acceptable

excipient.

28.  The use of a product of any one of claims 1 to 25 as an inhibitor of a
reaction catalyzed by a kinase.

15 29. The use of a product as claimed in claim 28, characterized in that the
kinase is selected from Aurora 2, CDK4, KDR and Tie2.

30. The use of a product as claimed in any one of claims 1 to 29 for
preparing a medicinal product useful for treating a pathological condition.

31.  The use as claimed in claim 30, characterized in that the pathological

20  condition is cancer.

32.  The use as claimed in claim 30, characterized in that the pathological
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condition is selected from psoriasis, glaucoma, leukemias, diseases linked to
the central nervous system, inflammation, diseases linked to deregulation of
the protein JNK1, psoriasis, Alzheimer's disease, diseases linked to abnormal

cell proliferation, and diabetes.



