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v (54) Title: AMINOINDAZOLE DERIVATIVES AND USE THEREOF AS KINASE INHIBITORS

A

e~y (54) Titre: DERIVES D'AMINOINDAZOLES ET LEUR UTILISATION COMME INHIBITEURS DE KINASES

H {57) Abstract: The invention relates to novel aminoindazole derivatives having
N-—-'RB general formula (1) and to the use thereof for the treatment of diseases thar can
( 1) resull from abnormal kinase activity.

N N ' (57 Abrégé : La présente invention concerne les nouveaux dénivés de formule
A 4 générale {1) e1 lenr wilisation pour traiter les maladies pouvant résulter d'une ac-
R& ﬁ 1ivité anormale de kinases.
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(FR). For an explanation of the two-letter codes and

the other abbreviations, reference is made to the

expl anations (" @uidance Notes on Codes and

Abbrevi ations) at the beginning of each regul ar

edition of the PCT Gazette. As printed Q (54) Title:

AM NZDONIDAZ@SE6EXERI VATI VES AND USE THEREOF AS KPGRAER2003/002634
INHI BI TORS N (54)Titre: DERI VES1D AM NO NDAZOLES ET

LEUR UTI LI SATI ON COMVE | NI -1 THI TEI JRS DE KI NASES H

o o RRERTINDA 2O BERVATVESARD UREPHEREQF AS KINASE

formula (1) and to the use INHIEH“ORSF t he treatnent
of diseases that can R5 result from abnormal kinase
activity MNne pNsém IlvehRbeafates 1o tRE ﬁs%edi"‘d%n’vi’d&%ﬁbf R)'i‘mula D:
concerne Ies nouveaux derives de formul e generale (1)

t. lour utilisation pour traiter (ﬂss mal adi es pouvant
resulter d' une ac- vite anormal e 3nases. R6 N Rl
WD 2004/ 062662 PCT/ F 3/ 00 634 1 AM NO NDAZOLE
DERI VATI VES AND USE T F ASTKIWASE | NHI BI TORS The
present invention rel ates u}}b of derivatives of
formula (1): NR3 R5 R7 5 or their
pharmaceutically acceptable aI tHas kindBe inhibitor.
The subject matter of the i rfRgntion is the use of the
am noi ndazol e derivatives of formula (1) and their

| %P AL PRRG Phh A el ARG SBLARIR: Sk hSkinBseiffipRGEPar ati on

The subject matter of the invention is the use of the aminoindazole derivatives of
formula (I) and their pharmaceutically acceptable salts in the preparation of
pharmaceutical compositions intended to prevent and treat diseases which can result
from an abnormal activity of kinases, such as, for example, those involved in
10 neurodcgenérative diseases, Alzheimer’s diseﬁse, Parkinson’s disease, frontoparietal
dementia, corticobasal degeneration, Pick’s disease, strokes, cranial and spinal
traumas and peripheral neuropathies, obesity, metabolic diseases, type II diabetes,
essential hypertension, atherosclerotic cardiovascular diseases, polycystic ovaries
syndrome, syndrome X, immunodeficiency and cancer, the pharmaceutical
15  compositions comprising the novel aminoindazole derivatives and their
pharmaceutically acceptable salts and the novel aminoindazole derivatives and their

pharmaceutically acceptable salts.

Patent application WO 02/074388 describes aminoindazole derivatives of type (a)

that are potassium-channel activators
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- pharmaceutical conpositions intended to prevent and
treat di seases which can result from an abnornmal
activity of kinases, such as, for exanple, those
i nvol ved in 10 neurodegenerative diseases, Al zheiner's
di sease, Parkinson's di sease, frontoparietal
denentia, corticobasal degeneratid on, Pick's disease,
strokes, cranial and spinal traumas and peri pheral
neur opat hi es, obesity, netabolic diseases, type |

di abetes, essgntial hypertension, ﬁtherosclerotic
~cardi ovascul ar #issases, polycysyirt Qvaries syndrone,
n caq%er
1 El Si

SYNg QARG id
phar maceuti cal

Y t he
ng the novel

ogefTY¥i ency
Nconpositions c

am noi ndazol e derivatives and their pharmaceutically

acc
deri

tm salts and the novel am noi ndazol e
& SUfY their pharmaceutically acceptabl e

salts. Patent application WO 02/074388 descri bes

ani Ko AtAeXE derivatives of type (a) that are

‘pot assi um channel activators GNH DN / NBH A (a)

2 X NhajogemiXTor @X2s NE Z is NXO S or 0 EisNorCXl

Y is halogen, X2 or OX2 5 X0, X1 and X2 are hal ogen,

al k0, &1 aadS{ibat htlopad aldykyt a &ybsBtuasichlEylar e hydr ogen,

-hal ogen, substituted or unsubstituted al kyl, C(O pR13,

C{ OANAL IR ahd BiNRbGen, Ribdoge( SARMd ERLBsubENREI Ry, C(O)pR13,

10

15

20

25

C(O)NR13R14, SO2NR13, R14, S(O)pR15, OR15 or NR13R14
p is an integer from 0 to 2

R13 and R14 are hydrogen, substituted or unsubstituted alkyl, substituted or
unsubstituted cycloalkyl, substituted or unsubstituted heteroaryl, substituted or
unsubstituted heterocycle, substituted or unsubstituted heteroalkyl, substituted or
unsubstituted heteroaryl-heteroalkyl, or substituted or unsubstituted aryl-heteroalkyl

R15 is substituted or unsubstituted alkyl, substituted or unsubstituted cycloalkyl,
substituted or unsubsubstituted heteroaryl, substituted or unsubstituted heterocycle,
substituted or unsubstituted heteroalkyl, substituted or unsubstituted heteroaryl-
heteroalkyl, or substituted or unsubstituted aryl-heteroalkyl.

The present invention relates to derivatives of formula (I) in which:

R3 is a (1-6C)alkyl, aryl, aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl, aryl or
heteroaryl fused to a (1-10C) cycloalkyl, heterocycle, heterocycloalkyl, cycloalkyl,
adamantyl, polycycloalkyl, alkenyl, alkynyl, CONRIR2, CSNRIR2, COOR1,
SO;R1, C(=NH)R1 or C(=NH)NRI radical; these radicals optionally being
substituted by 1 or more substituents chosen from halogen, CN, NO,, NH,, OH, OR1,

‘COOH, C(O)ORI, -O-C(O)R1, NRIR2, NHC(O)R1, C(O)NRIR2, SR1, S(O)RI,

SO:R1, NHSO;R1, SO;NR1R2, C(S)NRIR2, NHC(S)R1, -0-SOzR1, -S0»-0-R1,
aryl, heteroaryl, heterocycle, formyl, trifluoromethyl, trifluoromethylsulfanyl,
trifluoromethoxy or (1-6C)alkyl;



pis an integer fromO to 2 R13 and R14 are hydrogen,
substituted or unsubstituted al kyl, substituted or 10
unsubstituted cycl oal kyl, substituted or unsubstituted
het eroaryl, substituted or wunsubstituted heterocycle,
substituted or unsubstituted heteroal kyl, substituted
or - unsubstituted heteroaryl -hegeroal kyl, or
substituted or unsubstituted aryl-heteroal kyl R15 is
substituted or unsubstituted al kyl, substituted or

UNSRBSRG kit RY afey Gldepédaehily o BlRSridthér EchoS¥n from the following radicals
unsubsubstituted heter oar)(/)l substituted or

unshalesen; GNedNOR Nn Qid) EO0H GEHORS; a@&iOdR8 NR8RY, NHC(O)RS,

.uns i d I k [ d

unsté@mﬂ{ Iﬂg‘{:@gg’r yﬁ( R oal iﬁ%e %%’bs?ofR% ed HISO2RS,
or SDSNRSRY, t-'ﬂI—SG;RB’ y-SOa&D-@SQthﬂlydromﬁhﬂ nﬁﬂﬁ(&ﬁtnethoxy, (1-6C)alkyl,
i nvention relates to derivatives

Swhi dHeCrtkory, aryh 1arBiC) - stkyl, élﬁwoaf&lr %Fieiﬂﬂadlaﬁ@ﬂlkyl heterocycle,
het I

fﬁs gﬁ?%%g ezlgéfi@ C§E§I¥}h’l( %l‘glln( %Jlii%" éjo gé’loal?gl tHEE SL@RAN optionally
het edime subistimtedyy, 1 wnbﬁalubsﬁiments?ﬂloadﬁﬁmﬂmmgen CN, NO,, NH,, OH,

c%ﬁgs’%g@)[ ‘E@Fﬁlﬁ‘\(l Q@@%Nﬁ%ﬂ F%gp%mggecw)mwrm

t
adiveredc %)enps Ugﬁﬁhim g R losggﬁﬁlb&?%@%%%% fSozNRloRn,

substlt osen from hal o

100R1-0-SOeRH), -S0BR10, argl, Ge®rdtyl, NRIRD, trifii@e@eryl, trifluoromethoxy
q%m%a&ﬂﬂo’( S(OR, SO2R1, NHSO2R1l, SO2NR1R2,
SR, -OSOZRl -S02-O-R, 25 aryl,
formy triflugrometh

th ikl 3@%#%1 ﬁ% Bi ;Rll arer irdepFIdenwt RbLYe apot)ﬁler a hydrogen (-
(-G, 9, e ACBAGIP QALRRETHRILAY i ssie

hal mgEor nﬁN; sutieGtuetiti2hosehl froBORMp gl O)-0RBIkH G OprR®xy, CN, NO,,

1F8E, MO GO RS, WL SR, GRS, S

-S02- O RS, trlfluorometh trlfluoromethox
(- Btyad 187 o 18 nd B8y ke BAY pan Egrq 2 gdﬂlqgglpered ring which

S A ARl e
bR FapR sy = o aetRnhd nu el T —

hal (ﬁgﬁﬂ,ox%l INGHen MHPastObhe oORAO R%R@@@u@@l@ an aryl which is
O C(ORL. 0,” NRLORL1, NHC(O) RLO, ©(O) NRI ORLL.

2(}\“_@133;90@]@7 SLngppqdlm Qr mgRy sud;stltg@@; yen gggﬁle@ogen CN, NO,, NH,,
NHBERLGrP2NBESR L c(0)OR10, -O-C(O)R10, NRI0R1i, NHC(O)RIO,
C(O)NR10R11, NHC(S)R10, C(S)NR10R11, SR10, S(O)R10, SO,R10, NHSO,R10,
SO,NR10R11, -O-SOzR_IO, -S0,-0-R10, aryl, heteroaryl, 'formyl, trifluoromethyl,
trifluoromethoxy or (1-6C)alkyl;

25 to their racemates, enantiomers or diastereoisomers and their mixtures, to their

tautomers and to their pharmaceutically acceptable salts.
More particularly, the present invention relates to derivatives of formula (I) in which:

R3 is a (1-6C)alkyl, aryl, aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl, aryl or
heteroaryl fused to a (1-10C) cycloalkyl, heterocycle, heterocycloalkyl, cycloalkyl,



10 - O SO2R10, -S02-0O R10, aryl, heteroaryl, fornyl,
trifluoronethyl, trifluoronethoxy or (1-6C)alkyl; R,
R2, R8, R9, RIO and Rl11l are, independently of one
anot her, a hydrogen, (1- 6C)al kyl, aryl, alkenyl,
al kynyl, heteroaryl, thenselves optionally being
substituted by 1 or nore substi4tuents chosen from
~hal ogen, (1-6C)al kyl, (1-6C)al koxy, CN, NO2, 15 NH2,
OH, COOH, COQal kyl, CONH2, fornyl, trifluoronethyl,

tri ﬁdmgﬂetﬁo@cyclo&kyandlk%ylpralE&lyaa,ndj(RQRcDRz RI(E:SNRM COOR1,
R11 can form.a 5- or 6-nenbhered rj

s LR D a0t VIS “wiical othee matrals,gtiondlly being
or bR O bl AIERANUR RN RGN Ren CRTNBZ A, OH, ORI,
t heCROFNG(GIORE, Q@@(@Rlamﬂlm mc«:@)ms CEINRIR2, SRI, S(O)R1,
P SO ¥R b S SR G NGRS SO, SBrsuR1, -SO-O-RI,

: | N
m%’s’fi&ﬁ(&%&fg@fa C(qéo) @&%@%ﬁ%}f g (tnf)luoromethylsulfanyl

SO2 Rifioras@ieRR 1, (1-68)AKRL ORI |, - O SO2R10, -S02-O R O,
aryl, heteroaryl, fornyl, trifluoromethyl,

tri RlS lﬂﬁﬁd[ﬁi‘hh:oehosa[ 1(1delﬁﬁdﬁiﬂkzydf o&5a1io¢he&,hﬁ'0m the follomng radicals:
racemat es, enantioners_or_ diastereoi soners and. thei

m xbalpgss, CNo NQIg N2 QH; SAGHE, GHHORS, rHLFOIRS, NRERY, NHC(O)RS,
h | t

PR eCTBARRE S NHCPORED | TRSPURAS,S SR SEARK! CHOMAEY NHSORS,

f or ROPNRERY, {FS@EREN:SO,F3-RE taﬂ(ldreﬁ@)lal Kyifluommyethoxy, (1-6C)alkyl,

ARy sk, 9 @&S@m e otk 3kl heterocyete,
het gfpsargh ealk@l?}tleﬁﬂﬁ?{}i %lauli%lltzl Cﬁbﬂc?@llohl\klyls 4hecs:8\lrad1cals optionally

adarmmant yI”,” pol ycycl oal k ényl”, “al ky

' CSNRHmsubSHORL, by S02R0TE @@stmugrfw c}mselcframl-l)awgbnr GNi N§h; NH,, OH,

18 ror R B E A SRR b RORTR. NRER | g, Blommtoma,

oH, QoK NHEOR
oNgF%S > TOER )}g(%%m S@ggg%mmsozm S02NRI R2 Rb SONRIORIL

C( Sj(NﬁMlO Nﬁ@@@ 10, argl, ggcgqmaryl, M}d}tﬂﬂuorm@thyl tnﬂuoromethoxy

het et erocycl e, fornyl, trifluoronethyl,
tri?ﬁ@' Cﬁaﬂqp\yl sul fanyl, trifluoronet hoxy or

onc A8 fbloker. b vaiapPBlk h. b BERES. tikuorbriethyl, ehylenyl
20  acetylenyl, trifluoromethoxy, NO,, NH; or NMe2 '
R1, R2, R8, R9, R10 and R11 are, independently of one another, a hydrogen, (1-
6C)alkyl, aryl, alkenyl, alkynyl or heteroaryl, themselves optionally being substituted
by 1 or more substituents chosen from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO,,
NH,, OH, COOH, COQalkyl, CONH,, formyl, trifluoromethyl or trifluoromethoxy;

25 Rl and R2 or R8 and R9 or R10 and R11 can form a 5- or 6-membered ring which

may or may not have a heteroatom, such as O, S or N;

and when R3 is a 6-membered nitrogenous heteroaryl or a thiazolyl, an imidazolyl or
an oxazolyl, then at least one of the radicals R5 and R6 is an aryl optionally
substituted by 1 or more substituents chosen from halogen, CN, NO,, NH;, OH,



hal ogen, CN, NC2, NH2, OH, COOH, C(O) OR8, -O C(O) RS,

NR8RI9, NHC(O) R8, 10 C(O) NRBR9, NHC(S)R8, C(S)NRSR9,

SR8, S(O R8, SO2R8, NHS02R8, S02NR8R9, - O SO2RS,

-S02-O-R8, trifluoronethyl, trifluoronethoxy,

(1-6QC) al kyl, (1-6C)al koxy, aryl, aryl (1-6C)al kyl,
heteroaryl, heteroaryl (1-6C)al kgl, heterocycl e,

cycl oal kyl, al kenyl, al kynyl, adamantyl,

pol ycycl oal kyl s; these radicals optionally being

SubeRrilY uce)d)fbycaomlrm - @@(?Rtw 1 N&n URI L, hﬂmgeb)kmn C(O)NRI0R11,

TERETIEE AT

het a[da(ar(j(l)aik&nr nyl, trifluoronethyl, trifluor omet hoxy

or (1-6Qalkyl; R7 is a hal ogen, nethyl, cycl opropyl,

N, to%elr"ﬁc@ﬁéﬁés, bhdntibHREO BFtdiﬁéterecﬁid?HérE ik, thei@ormxtures to their
acetylenyl, trifluoronethoxy, NO2, NH2 or NWe2 R, R2,

' RS, taR@meRIdadhaiy pharmacenticallicaseentaie Faltsof one

anot her, a hydrogen, (1- 6C)al kyl, aryl, alkenyl,

al k?hqpremnt heertiappreieratih exlaed tmekrimqﬂi\ies nﬁfdrmuheGI)'ﬁg which:
substituted by 1 or nore substituents chosen from

haI RgENa (QJSC)ﬁE)f@akyll ary[(l 6C§§Ik?ﬂ Rl@bé}ibarﬂNhetbK&ryl(l%dZ)a]kyl aryl or

trifluoromethy

COOH,
t ri hqt@refnah@ea@é@ " @51@@) ﬁwéoaﬂiszylohetmcyﬂﬁ lmere?ycmaékygnwcloﬂkyl
.‘!dr?ay!idr?g%ﬁnﬁ 35 d’l’}c%rcg)tale Cat e%? g‘é’ﬁﬁé {; tg@o(ﬂdzsl\#I and@ Rl’ SO:R1
R3 o1 %MHMb%Mﬂn |thesegadloals dpéibmalbyabying cubstituted by 1 or more

| cadtoiieit thess aateiue i@ alas A O 0RT FOBH, cojoR1, -O-
opt C@ﬁiﬂ VNR?RQSWIG %lbw)ﬂmmr st bgt@ Rye ns% NHSO,R1,

choser’ ffom hal ogen, 0

C( CPORRIR2, OCICSIDYW NEOSIR], NO@RLL O-S(G(@R\]Rl@lﬁl 1 heteroaryl,

190 kORS00 N BRIy G kRGN R, Rghogppsthony or (1

het g¢ ﬁ{gy forrryl, trifluoronmethyl, trifluoronethoxy,
and (1-6C)alkyl; 5 to their racemates, enantioners or
di agggﬁpdrgpmrs and their mxtures, to their '
t aut oner Ad to their pharmaceuti caI |y acceptabl e

sal f(g J I'iﬁ Qfeeg’lﬁféﬁeﬂc{éng%); e Bﬁv\ﬁt’&r %q{ayogcﬁl ﬁlteﬂﬁ_/l thrclopropyl CN,

der i valf ve's St
OH, methoxy, trifluoromethyl, ethylenyl, acetylenyl, trifluoromethoxy, NO,, NH; or

20 NMez

R1 and R2 are, independently of one another, a hydrogen, (1-6C)alkyl, aryl, alkenyl,
alkynyl or heteroaryl, themselves optionally being substituted by 1 or more

substituents chosen from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO,, NH;, OH,

COOH, COQalkyl, CONH,, formyl, oxo, trifluoromethyl or trifluoromethoxy;

25 R1 and R2 can form a 5- or 6-membered ring which may or may not have a

heteroatom, such as O, S or N;

to their racemates, enantiomers, diastereoisomers and their mixtures, to their

tautomers and to their pharmaceutically acceptable salts.



R3 is a (1-6C)alkyl, aryl, aryl(1-6C)al kyl,
heteroaryl, heteroaryl (1-6C)al kyl, aryl or heteroaryl
fused to a (1-100C cycloal kyl, heterocycle,

het er ocycl oal kyl, cycloal kyl, 10 adamantyl,

pol ycycl oal kyl, al kenyl, al kynyl, CONRI R2, CSNRI R2,
COORL; SO2R1 or C(=NH)NR1 radica ; these radicals
optionally being substituted by 1 or nore
substituents chosen from hal ogen, CN, NO2, - NH2, OH,

ORI Th&p¥dstnt Ghéehb prefd@ablCidRd to dNRVERvesNfifG@IRI() in which:
C(ONRIR2, SR, S(OR, SCPRI, NHSO2RL, SO2NRLRZ,

C( SRR R21 - ) I?erl H@l@%&lk 1, HerSaeA, ,heféf'dﬂryl(l 6C)alkyl, aryl or
heteroaryl, 15 ormyl, ‘oxo, trlfluoroma hyl
tri hbt@maadailsgdl ol (lsrriQC) cyaloglkylohetemtciolzy heserogscloatkyl, cycloalkyl,

o0 B Sy B B KRR OO s

SJ‘L of“ﬂ QNWNRtlrtaﬁicHPrtﬁéﬁt ﬂaﬁﬂcalseé Mgy I Cﬁﬂ)ﬁﬂxtﬁféﬁ'b 1 or more
trifl uo(r omet hoxy, N&2, Zd1 W em%and RO are,

_|nde1pt§na@nts|oylowfmhammN HOh,yNngQH; ORdi, @@(&M@d@ow -0-
t I
by AR RRz, AR 0y CAORGUREL Y Sy, SEORELV88:R1, NusOzR1,

SubsD,NRERDS @(IS@NR!DRQY m@@)ageno $Q,0C) BhyO,R1, aryl, heteroaryl,

(1-6C) al koxy, CN, ,. NH2, CQQal kf}/l,

CONFprmY; ﬂ:oroﬁ?ﬂ mél;ggrorqqﬂp)fq Jgﬂ@ﬂ@p}ﬁlpylﬁﬂfanyl triffuoromethoxy or (1-
ri mathoxy, 25 Rl and R2 can forma 5- or

_16- Brrgaq)lgf’gd ring which may or may not have a

het ﬁéoat o%lsuch as 0, Sor N to their racenates,

“enanti ofer di astereoi soners and their m xtures, to

2o BB 1R el wﬁeﬁ%ﬁééﬂvh "’éﬁa Bttt i bpErhy cthyleny

relaé 59 8RN, lqﬂgg in which: R3is
a (1- eg%ea}flkyl aryl &gryl (21 al kyI het er oaryl ,

.???\83%5%1(3% IpC)aI kyI aryl or heteroaryl fused to a

cyc oaIkyI heterocycle het er ocycl oal kyl

15 chohA g O BB U PP g

r adhlkghyl ©h eﬁaerbagﬂ C Setnselvtd Qipiohd1yP et Ssubsiitlhtbdlt]gd 1 or more
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to their racemates, enantiomers or diastereoisomers and their mixtures, to their

tautomers, and to their pharmaceutically acceptable salts.

In the preceding definitions and those which follow, the (1-6C) alkyl radicals
comprise 1 to 6 carbon atoms in a straight- or branched-chain; the alkenyl radicals
25  comprise 2 to 6 carbon atoms and one to 3 conjugated or nonconjugated double bonds
in a straight- or branched-chain; the alkynyl radicals comprise 2 to 6 carbon atoms
and one to 3 conjugated or nonconjugated triple bonds in a straight- or branched-
chain; the aryl radicals are chosen from phenyl, naphthyl or indenyl; the heteroaryl

radicals comprise 3 to 10 ring members, optionally comprising one or more
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20 6-chloro-7-fluoro-N-(3,3-dimethylbutyl)-5-phenyl-1H-indazol-3-amine
6-chloro-7-fluoro-N-(3-phenylpropyl)-5-phenyl-1H-indazol-3-amine
6-chloro-7-fluoro-N-(cyclopropylmethyl)-5-phenyl-1H-indazol-3-amine
6-chloro-7-fluoro-N-(cyclopentylmethyl)-5-phenyl-1H-indazol-3-amine
6-chloro-7-fluoro-N-[3-(methylthio)propyl]-5-phenyl-1H-indazol-3-amine

25  6-chloro-7-fluoro-N-(phenylethyl)-5-phenyl-1H-indazol-3-amine
6-chloro-7-fluoro-N-(cyclohexylmethyl)-5-phenyl-1H-indazol-3-amine

6-chloro-7-fluoro-N-propyl-5-phenyl-1H-indazol-3-amine
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6-chloro-7-fluoro-5-phenyl-N-[[3-(trifluoromethyl)phenyljmethyl]-1H-indazol-3-
amine |
6-chloro-7-fluoro-N-[(6-methoxy-2-naphthyl)methyl]-5-phenyl-1H-indazol-3-amine
6-chloro-7-fluoro-N-[(pentafluorophenyl)methyl]-5-phenyl-1H-indazol-3-amine

25  6-chloro-7-fluoro-N-[[4-(methylthio)phenyl|methyl]-5-phenyl-1H-indazol-3-amine
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| 6-chloro-7-fluoro-5-phenyl-N-[(1H-imidazol-2-yl)methyl}-1 H-indazol-3-amine
6-chloro-7-fluoro-5-phenyl-N-[(1 H-imidazol-4-yl)methyl]-1H-indazol-3-amine

20  6-chloro-7-fluoro-5-phenyl-N-(1H-pyrazol-3-ylmethyl)-1H-indazol-3-amine

6-chloro-7-fluoro-N-[[2-methyl-1H-imidazol-4-yl methyl]-5-phenyl-1H-indazol-3-

amine

6-chloro-7-fluoro-N-[(3,5-dimethyl-1-phenyl-1H-pyrazol-4-yl)methyl}-5-phenyl-1H-

indazol-3-amine

25  6-chloro-7-fluoro-5-phenyl-N-[[2-phenyl-1H-imidazol-4-yljmethyl]-1 H-indazol-3-

amine
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N-(6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl)-N'-(3,5-dichlorophenyl)urea
N-(6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl)-N'-(2-propenyl)urea
N-(6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl)-N'-(phenylmethyl)urea
N-(6-chloro-7-fluoro-5-phenyl-1H-indazol-3-y1)-N'-(4-phenoxyphenyljurea

20  N-(6-chloro-7-fluoro-5-phenyl-1H-indazol-3-y1)-N'-(4-methoxyphenylymethyl]urea

| N-(6-chloro-7-fluoro-3-phenyl-1H-indazol-3-yl)-N'-[4-(trifluoromethyl)phenyljurea

N-(6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl)-N'-(4-methoxyphenyl)urea
N-(é-chloro-7-ﬂuor0-5-pheny1-1 H-indazol-3-yl)-N'-cyclohexylurea
N-(6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl)-N'-propylurea

25  N-(6-chloro-7-fluoro-5-phenyl-1H-indazol-3-y1)-N'-(4-chlorophenyljurea
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N-[6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl}-2-propanesulfonamide

N-[6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl1]-2,2,2-triflucroethanesulfonamide

20  N-[6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl]-2-thiophenesulfonamide

' N-[6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl Jbenzenesulfonamide
N—[6-chloro-7-ﬂu0r0-5-pheny1-1H—indazol-B-yl]-4-(triﬂu0romethyl)benzene-_
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N-[6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl]-5-(3-isoxazolyl)-2-thiophene- -

25  sulfonamide '
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Hi %ﬂﬁ’%‘?‘l‘“ -yI )am no] sul fonyl ] phenyl]- acetam de 10
N[ ro-7-fluoro-5-phenyl - 1H i ndazol - 3-yl ] - 4- net hy

I b t
sy b R L

H- d - 3-
6. chieBPE TR N et R Ierehgie |
H i nd I - hi 7-flu
- pkgﬁglzo(r)w(f@oso -8- r@eméth%é?ﬁ:?g@ &ﬁmﬂﬁyllophewl)#lﬂﬂadﬁ%ﬁ 3-gmine
- 15

185 o ftblovo.7-omsS LR . rifRomrbenyi- Hindghdraine 1
H i ndazol -3 -am ne
6- ctlchlopoe-7-fluounNe(h ¢aeto phanyt)ep hleenyl-| HeangdrohJlandine
Hindazol -3 -amne 6-chloro-7-fluoro-N- [3

- (t gichlode7 AREON-)3PREMNdbmethyDpaai}-3-phenyl-1H-indazol-3-amine
H i ndazol - 3-am ne

6- Cblcﬁro% TE ﬂdo?&!\ofd\{‘t{lﬂn&rbﬁiefﬂy%hé}[ﬂﬂ)ﬁhé@mWinhaﬁﬂ@]ﬂﬁme

yl -1 H i ndazol - 3-am n
6-ch10r0-7-ﬂuoro—N-[3-ﬂuoro-5-(t11ﬂu0r0methyl)phenyl] -5-phenyl-1H-indazol-3-

FoF7

|_|_

20 amine
6-chloro-7-fluoro-N-(4-nitrophenyl}-5-phenyl-1 H-indazol—3-an1ine
6-chloro-7-fluoro-N-(3-nitrophenyl)-5-phenyl-1H-indazol-3-amine
6-chloro-7-fluoro-N-(3-methoxyphenyl)-5-phenyl-1H-indazol-3-amine
6-chloro-7-fluoro-N-(4-methoxyphenyl)-5-phenyl-1H-indazol-3-amine

25  6-chloro-7-fluoro-N,5-diphenyl-1H-indazol-3-amine



] -5-phenyl-1 Hindazol-3 - 20 am ne

6-chl oro-7-fluoro-N-(4-nitrophenyl)-5 -phenyl- 1
H i ndazol - 3- am ne

6-chl oro-7-fluoro-N(3-nitrophenyl)-5-phenyl -1
-H i ndazol -3 -am ne 13

6- chl oro-7-fl uor o- N- ( 3- net hoxyphenyl ) - 5- phenyl - 1
H i ndazol -3 -am ne

6- cblchlone-7-fTuormNe(1 Npyritimgd}- Brhymid bt nfiatol Shanink - 1
H i ndazol - 3-am ne 25 6-chloro-7-fluoro-N, 5 -di phenyl -

| HelcARb@F- 9l ftudro-Nai208yrikinyl)-5-phenyl-1H-indazol-3-amine
6-chloro-7-fl uo?l(g@_Zm 1- p)gl)ri éjl nyBI{ ) - 5-phenyl -1

H i RdgAAL6-3188L NBluoro-5-phenyl-1H-indazol-3-amine
6-chl oro-7-fl uor o-uNr-o( 2-pp§/r}yi di nlynl ) - 5- phenyl -1

o ! ( _ )
N b GRAGE TS phensl- L aindszol s DN phenglureg o

- chl or 0--7xf | uQr g- 5- - ) i ndazol - .
91 RGeSt ey b A iaazp b3 0 R Dopwensypifqpamide
Hi ndazol - 3-yl LS net hoxyﬁ%n_zenesul fonam .de thei.r .
i SOMEHNsISOPRE: riG IxiEes,” el FaCF’QE‘@ﬁaF@POEﬁéSﬂt 1Bfipsomers  or
di aglRMRed SRIBR ParmiRUE I R cepiitl 8] 1

pharmaceut’i cal |y ‘acceptabl e salts, and nore

2o Ly oL g Compans

Pi peri oxyli1c a

g? f‘é’gﬁl‘%:nﬁgrﬁ%rbgﬁgg %lfii'(@?gdgﬁgo%%'-ﬁ}%hﬁ?ﬁ%@a%ol-%-‘}l)armde
10, Byl | 2o BRI 1O TR s et el 3-yoraids

| pi perazi n-1-yl)propyl]urea
K|_ ?B—?fﬂﬁ)iﬂpﬁ@r p prmlrﬁﬁw]ndgzola-yl)-3-[3-(4-methy1piperazin—1-yl)propyl]urea

H-i ndazol -3-yl)-N -phenylurea its tautoners, and their
phaNr@debifiuoze-byphanyleli-amlagolshiyl) SY'-pheeyliwegent i on al so

rel ates to the pharmaceutical conpositions conprising,
as Hetaitomerd ang theirgilatmaceatictdlyi acedptabde sfltsf or mul a (1)
in which RBis a (1-6Calkyl, aryl, aryl(1-6C) al kyl,
het he afvehtioh&lb® Flatey kd ﬁre%ﬁaﬁhk@éluﬁca’ircwhlp@ﬁitioﬁteb@ﬁpﬁﬂilyg, as active
fused to a (1-10C) cycloal kyl, heterocycle,
1S et prRsaRle) adgrivptive el formalagiliin whighamant v |
pol ycycl oal kyl, al kenyl, al kynyl, CONRI R2, CSNRI R2,
OOCéB Jis agbeRDalkyk, 2anH) Ryldr6@abad-)hRroardd hetgroarylflege)alkyl, aryl or

L R PR PRI O, Rk R vt
dalan alkNR1ifRen ,C IIN2]1 R2SNBRR2, COORI,
g%ggﬁl,?é&ggﬁ?&or N(;(=NH)§N§;@(€;T&1; i(:fe Ipildicals optionally being
20  substituted by 1 or more substituents chosen from CN, NO,, NH,, OH, OR1, COOH,
'C(O)OR1, -O-C(O)R1, NRIR2, NHC(O)R1, C(O)NRIR2, SR1, S(O)RI, SO2RI,
NHSO;R1, SO;NRIR2, C(S)NRIR2, NHC(S)R1, -O-SO:R1, -SO;-O-Rl, aryl,
heteroaryl, heterocycle, formyl, trifluoromethyl, trifluoromethylsulfanyl,
trifluoromethoxy or (1-6C)alkyl;
25 RS, R6 and R7 are, independently of one another, chosen from the following radicals
halogen, CN, NO2, NH,, OH, COOH, C(O)ORS, -O-C(O)R8, NRSR9, NHC(O)RS,
C(O)NRSRY, NHC(S)R8, C(S)NR8R9Y, SR8, S(O)R8, SO,R8, NHSO;RS,



-S2-0R1, aryl, heteroaryl, heterocycle, fornyl,
trifluoronmethyl, trifluoronethylsulfanyl,

trifluoronmethoxy or (1-6C)alkyl; 25 R5, R6 and R7 are,
independently of one another, chosen fromthe

follow ng radicals halogen, CN4 NO2, NH2, OH, COCH,

C(OOR8, -OC(OR8, NRBR9, NHC(O R8, C(O NRS8R9,

NHC( S) R8, C(S)NR8R9, SR8, S(O R8, SO2R8, NHSC2R8, 14
SO28P@RRSRY, OCENORRE, -SBRD-R3RBKifluorbhbihel, arifitibrpinethoxy, (1-6Clalkyl,

triquoromsthoxY, (1-6Q) al kyl, (1-6C) al koxy, aryl,

ar y{IcECBHPEY iDL, $ral(ERSanbYY, B Yaipierard-aE il heterocycle,
het I ) ;

L I e e L BT oy i ST cpny

subbding sitbetitubd By bor moressubsthisdnitd chentrsiramdmbgenr @ NO,, NH,, OH,

> BR REEOHE RO OB RED. BRTRA ORI & COINRIORIL,

N i , 0

D TR ISO SRR Oy ot SETE B IR AR RIS OMRG, SONRIORIL,

het é€)-SOR1Q, -SOQHR10; anyl, hetraarg fiyrinyl.t triffubreorasizyds Wigkepromethoxy

or 1-&@)&%}}; R, R, R8, RO, R O and Rl1ll are,

i nd®per P’g of one another, a hydrogen, (1- 10

60 al kyl ,_aryl, alkenyl, alkynyl, heterqaryl,

 thehbeRecB80BPi BAGIAnY B At sidsaendente gt ogy apohpr. gohydrogen, (1-

ubggy (o] jTo L T I : :

'_10(31_ g%ag%g%(rgl’, L5 ?%l{ﬂgﬂmp_f%{e?%ﬂ, Ctl(&!r)n_sﬁ@g%c%?ﬁt%lly being substituted

CONb{2] of oromey bybstituehis whosenetdmy halogen, {1-66)akst Hes@alkriky, CN, NO,,

2? ﬁ@ﬁéﬁ@ﬁﬁﬂiﬂ%@@%l, ﬁg}%ﬂ; ?@},ﬁgﬁﬂﬂ%{%&%ﬁ t?lﬂugrromethoxy;

het eroatom such as 0, S or N.. 15 and, when R3is a _ . )
6- nEhisat & or ¥ s RS REL aibRI | canpforn ¢ R g5 Briggmbsredying which
IRm gﬁggk%nla nBf hAR aRAFAtdin: s&\;\:ﬂ%@Oas Jr@@st one of the

5 an Ej oup

roups is an aryl ich’I's "dptionally

1§ 5L B B o an it
- O 6K &) Rix@zolNRIEIRL bt 1846KC06) RIf Ghe R @hdNAREOREAups is an aryl which is
NHC( S) R1O, C(S) NRLORL1, SR 0, S(O) RL0, SO02RIO,

NHSeptRpelly substiedRoRen moresubstimeats chasep fonpagogesy (N, NO;, NH,,

het ar fo t rA nmet i f oRTgL h

or ?&PGC? g??(yl ;@Q/%Ht hed| (p)ggcﬁ:g’rmt_ Qéﬁ#(o‘gﬁg% [ IcI)\‘{r#e?lr S of NACOR10,

di aS{@NTIORATe NHGEBIR 1() €1(B)NR KGRIrie SR10,0S{)Bil 6, SO.R10, NHSO,R10,
20 SO,NR10R11, -O-SO;R10, -S0,-0O-R10, aryl, heteroaryl, formyl, triflucromethyl,

trifluoromethoxy or (1-6C)alkyl;

to their racemates, enantiomers or diastercoisomers and their mixtures, to their

tautomers and to their pharmaceutically acceptable salts.

The present invention relates more particularly to the pharmaceutical compositions

25  comprising, as active principle, a derivative of formula (I) in which:

‘R3 is a (1-6C)alkyl, aryl, aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl, aryl or
heteroaryl fused to a (1-10C) cycloalkyl, heterocycle, heterocycloalkyl, cycloalkyl,
adamantyl, polycycloalkyl, alkenyl, alkynyl, CONRIR2, CSNRIR2, COORI,
SO,R1, C(=NH)R1 or C(=NH)NRI radical; thes¢ radicals optionally being



tautoners and to their pharmaceutically acceptable .

salts. The present invention relates nore particularly

to the pharmaceutical conpositions 25 conprising, as

active principle, a derivative of formula (I) in

which: R3 is a (1-6C)al kyl, aryl, aryl (1-6C)al kyl

het eroaryl, heteroaryl (1-6C)alkyd, aryl or heteroaryl

fused to a (1-10C) cycloal kyl, heterocycl e,

het er ocycl oal kyl, cycl oal kyl, adamantyl,

pol yghsetutsl Beyl or mblecsupbtituadtkytimgén fréﬁ\llialddgzn, @SNROR2NH,, OH, OR1,
NRL ra

| 5285199%88@1%&@&g}ﬁ‘ﬂgﬁﬁﬁg{%&q@%ba&@)ﬂﬁﬂﬁeﬁﬁgﬁ]e S(O)RI,
%E?gmwg%?éﬁ?zﬁﬁwg(me%g@msﬁm -$0,-0-R1,

C( Ox\RI RRterSRYl, Be@delycle, SIPRY], MifBERRhethSOP MBI pmethylsulfanyl,
SOZRI -S02-O- R, aryl,

éx 8%%§P?Pe&$%ﬁ%ﬁéﬁgﬂ9 L or myl , trifluoronethyl

trifluoronethylsulfanyl, 5 trlfluoronethox

(1 - BE)amdiBS areRebosar Rdenendenthiorfepne anniess eﬁ@@hﬁenyHPWlng radicals:

onehﬂggénhm NEENHIEOH RS GRIE AEco )RR KGR0, NHC(O)RS,
RBRSRE( ONNBIRRS, NS BYIRERY, O/ SB&JRSS@))RSSRSOZRS NHSO,RS,

S( Bgﬁﬁgozf %%@%%MQS{?tmﬁp@rgmz% “&ygromethoxy, (1-6C)alkyl,

1 ]

ot. glcgar O har %13‘1"@:')@1)@8/ }re?erré@rylh gge)é%rg%rgggg@)ﬁﬂd heterocycle,

cycbylﬂdvdllyjl'l ahdehjeln)alkyna] Iaﬁamhxatyhctaﬂm}lcgdalkyls these radicals optionally

CupbERE aﬁ@av%%i hy b ARCADARGE s BeS PORLLRERP b NO» N, OFL

hal o 0;
-?}Qﬂ% R10, l\fg%?l NHC( (R)(lﬂg N%qﬁgio%@@mo CIONRIORLL

Nm@mmlm&mmm,, SBRQ,CS(CBR R1GEISE),R10, SO;NR10R11, -

B

or 6%£| Y/ ; R7 is a halogen, methyl, cyclopropyl
nethoxy, trifluoronethyl, ethernyI

: aceky;l i§ Q»ﬂabog"efl' IDEFI?I %?PIBBR)?%} d}@OHNﬁ%ﬂﬁ)& %ﬁw%metﬁa; ethylenyl,

épendent Iy of “one anot her,

a hychtydg:e;ﬂ trifirordifetb®yaNOz| NHaoyNMe kenyl , al kynyl or
het eroaryl, thensel ves optionally being substi t ut ed

by RlpRszISe RO IRSIDi arideR1 5 aed) Gadupehdemty hefl @gemotlet, a hydrogen, (1-

-6C) al kyl , (1-6C) al koxy, CN, NO2, . . .
20 ?SC)al 1, argfl alkezlyl aik)}(f%llyl or heteroaryl, themselves optionally being substituted
by 1 or more substituents chosen from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO,,

NH,, OH, COOH, COOQalkyl, CONH,, formyl, trifluoromethy! or trifluoromethoxy;

R1 and R2 or R8 and R9 or R10 and R11 can form a 5- or 6-membered ring which

may or may not have a heteroatom, such as O, S or N;

25 and when R3 is a 6-membered nitrogenous heteroaryl or a thiazolyl, imidazolyl or
oxazolyl, then at least one of the radicals R5 and R6 is an aryl optionally substituted

" by 1 or more substituents chosen from halogen, CN, NO,, NH;, OH, OR10, COOH,
C(O)OR10, -O-C(O)R10, NR10R11, NHC(O)R10, C(O)NR10R11, NHC(S)R10,
C(S)NR10R11, SR10, S(O)R10, SO,R10, NHSO,R10, SO,NR10R11, -O-SO;R10,



o NH2, OH COCH, CCtnIkyI -CONH2, fornyl,

trlfluoromsthyl or trlfluoromsthoxy RI and R2 or R8

and RO or R10 and Rl | can forma 5- or 6-nmenbered ring

which nay or may not have a heteroatom such as 0, S

or N; 25 and when R3 is a 6-nenbered nitrogenous
- heteroaryl or a thiazolyl, imdbzolyl or oxazolyl,
- then at least one of the radicals R5 and R6 is an aryl |

optionally substituted by 1 or nore substituents
. chos$m,-ORIM, hatydg elrterGiyl, NGRrm WH2triflidroriRigl,  €fldromethoxy - and
- 0:{% O C(OR10, NRIOR11, NHC(O R10, C(O) NR1OR11,

HC%]S§ YI’C(S) NR1OR11, SR10, S(O R10, SC2R10,
NHSO2R10, SO02NR1OR11, -O SO2R10, 16 -SO2-0O R10, aryl,
het & ik [racemgtesy Enantiomers OF shastargeisomers fando fhsHepmEIFs, to their
and., f QAR {heir %&F.%E‘Sitlcaﬁf{c%g@m% 'sal?é"a”“ oners or
ur

di asatere0| SONers a to thei

:r neérséﬁ%dﬁvggtg%f'l{r?@gﬁ[y J gqse %rtﬁ%l § z?rgrf) "g‘sce't compositions

ot hec&hﬁﬁﬂﬁg QY htieR! priRIpl) aidetiOftive oTTHMRNUIS (TNEh wBRhACt i ve
principle, a derivative of formula (1) in"which: R3 is

a (k366)k 1 )glk?[ véry af}ar@(éc)ﬁﬁwlH&Yéma&ﬁ%@{eﬁﬁa@lh’-«scs)alkyl aryl or

het er oar y heteroaryl fused
(1- mﬁa)oar,y;k cfhsmu toyd (1-he€e cyxdgvaikjd, httetceydley bétombkaloalkyl, cycloalkyl,

AR s BRI 9L MBLRLL R e oo, s

16X —bkl)dtmmﬁm Caalical; 1B&R fadRhgAbptionnly GBR! smbb@m&a by 1 or more
substituted by 1 or nore substituents chosen fr

haI sgfshtues, chgp, frogeihalogen, @RINOGASH,, d)ﬁlileQQﬂ C(O)ORI, -O-

QR&)NH%%&N%“%HZ%Q)%%&%SOM NHSO,RI,

- O SOZRE 1 R2 S@SINRIR2 aNNHC(RY 1-0a8@IR 1, ESOPPLR1, 0401, heteroaryl,

trifluorometh trifluorongethylsulf
tri fqrmdl,o@éphowylugroneelh yla Striflepremayl s‘#ényls tiflugrgmethegy or (1-
§nd Bfal e, independently of one another, a hal ogen,

ﬁ cycl opropyl, CN, OH nethoxy,

tr| Iuoroneihyl ethernyI acetyl enyl,

tri FPUSPOFEhoxy, NO2, NH2, NVe2 20 R and R2 are,

i ndepen I f one another, a hydro 1-

Iar yﬁp “(l]}a%/e (i)ndependen y of one another, gzﬁogcn( meth )21 cyc¥0propyl CN,
OH, methoxy, trifluoromethyl, ethylenyl, acetylenyl, trifluoromethoxy, NOz, NHa,

NMez

20 RI1 and R2 are, independently of one another, a hydrogen, (1-6C)alkyl, éu:yl, alkenyl,

"~ alkynyl or heteroaryl, themselves optionally being substituted by 1 or more

substituents chosen from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO;, NHp, OH,
COOH, COQalkyl, CONH,, formyl, trifluoromethyl or trifluoromethoxy;

R1 and R2 may form a 5- or 6-membered ring optionally containing a heteroatom
25 suchasO,SorN;

~to their racemates, enantiomers or diastereoisomers and to their mixtures, their

tautomers, and to their pharmaceutically acceptable salts.



al kynyl or heteroaryl, thenselves optionally being
substituted by 1 or nore substituents chosen from

hal ogen, (1-6C)al kyl, (1-6C)al koxy, CN, NG, NH2, OH,
COOH, COQal kyl, CONH2, formyl, trifluoronethyl or
‘trifluoronethoxy; Rl and R2 may forma 5- or
6-menbered ring optionally contgining a heteroatom 25
such as O S or N to their racemates, enantiomers or
di astereoi somers and to their m xtures, their

t auTH@Efe%entﬂﬁ@erﬁl@ntaﬁb%' felaRab 'TRE @y, 'a@%édicai‘ﬁéfﬁ péfabé @minoindazole
sal ts. The present invention also relates to the

usederwtln@chfdhfrmﬂadﬁ inwdichyi noi ndazol e derivati ves
of the formula (1) in which: R3is a (1-6C)al kyl,
ar yR3 iamy(l (Gf)ﬁlﬁy}alakyyll aryt(ét@)ﬂikyly Iheteroaryl, heteroaryl(l -6C)alkyl, aryl or

2 (f é‘%g’réﬁy; Efgl}ieso*)a 110 et heroRerdPcheferpoiRg oveloalio

| |
§a|>’ﬁhny ’ o?y Rg@l%m@ﬂt Yilker39 xﬂaroﬁyloaémd’mg?_h@s%m%% COORI,

C( =BERR G(abIIH)HIl ot h@@@*lm&:amh@;b;t ithesal Fadidads myptionally being

i&hgﬁl t.ut ?%Wb%/ 1 ar @re S%%’%ELI t u%nt scggt% WRI COOH,

HCC@))% ,Nﬁﬂu ﬁ@@(@l)ms RIRHKRRIS(O)R1, SO-RI,
SO2NRI ‘C(S)N NHC(S) R, -0- SOPR1, - SO2-0-R|
ar yNHSmRHetS;(B:@‘Hﬂ,R%, ﬁéﬁ)é%@@el@ﬂqml'o -SO,RI, -SO-O-Rl, aryl,

l.uor o | ugr.on thy lsulfanyl
1471 bR nissobicit Qo 1 Wiy, | gpuorgmettylsifanyl
i nd&ﬁﬁ{&@ﬁ&ﬂl&xpér(qﬁﬁ{:)aﬂkgl her chosen fromthe
foll owi ng radi cal s hal ogen, CN, NO2, NH2, OH, COOH,

ORGRB 6 an@PRGde). Riddeptindintly oNoke Ghdier, chdseh Nﬁme followmg radicals
NHC( S RS, 9) NF§8R9 SR8, " S(O RS, SO2R8, NHSQR

sz hetegen, CNo- NO2RYH,. 8 0O C(@)QR&oﬁb%P}%& NR8R9 NHC(O)RS,
t

1 PIURGEE TftcbieOttham (B8 bRl Stk nwsoues
14et sogmz&ke, -oxsmkaatsm 0-R8 kxﬁﬂubmnfdﬂkﬂ,nwﬂuoaﬁmmmyyla -6C)alkyl,
or polycycl oal kyl; these radicals o t| onal | g1
Sub&htilkearybyarl, arylh atkyhshdiemgent.sheasevy f{ﬁ-‘ﬁﬂ?y heterocyce,
" S o, B o g FiPrcins cptonay

NHCbﬁhgmbsuﬁ(t&i bgRl@Rix;bre ﬁmbnﬁems@m)daﬁ@msmsm, CN, NO, NH,, OH,
NHSC2R10, SO2 O SRR10

N GRTR, FI0OR ORI 1 GO B0y Ry 1R Sl pgmmaomat,
20 NHC(S)R10, C(S)NR10R11, SR10, S(O)R10, SO,R10, NHSO;R10, SO,NRI10R11,

-0-SO,R10, -S0,-0-R10, aryl, hetercaryl, formyl, trifluoromethyl, trifluoromethoxy
or (1-6C)alkyl;

R1, R2, R8, R9, R10 and R11 are, independently of one another, a hydrogen, (1-

6C)alkyl, aryl, alkenyl, alkynyl, heteroaryl, themselves optionally being substituted
25 by 1 or more substituents chosen from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO»,

NH,, OH, COOH, COOQalkyl, CONH,, formyl,-triﬂuoromethyl, trifluoromethoxy;

R1 and R2 or R§ and R9 or R10 and R11 can form a 5- or 6-membered ring which

may or may not have a heteroatom, such as O, S or N;



or (1-6Qalkyl; R, R2, -R8, R9, RO and Rl1 are,

i ndependently of one another, a hydrogen, (1-

6C) al kyl, aryl, al kenyl, alkynyl, heteroaryl,

t hensel ves optionally being substituted 25 by 1 or

nore substituents chosen from hal ogen, (1-6C)alkyl,
(1-6C) al koxy, CN, NO2, NH2, OH,18C0CH, COQCal kyl, CONH2,
formyl, trifluoronethyl, trifluoromethoxy; R and R2

or R8 and RO or R1I0 and Rl | can forma 5- or

6- nariehenl R3ii8 g Ganemberedraitrogensmhetendarien thiazolyl or an imidazolyl

het eroatom .,such as 0, S or N1 a when R3 is a
6 i oAzl rt@a?eﬁfof@sth%@ee P'ﬁ'&hm S0 cg%gwsfr ¥ B rargl which 1s
%ﬁ%ﬂ%ﬂéﬂ! subfefitufdd f"élolln)ﬂe’ su&ﬁk 1ﬁ§ cﬁcfs‘@ﬁ' froﬂxr}ﬁill(%% n{@R, NO,, NH,,

groups | an aryl optiona
sub@H] t UDRBH0,by COH, nbX@)BRIL&! | t(ﬂ-@ioéRtﬂlosh‘RlﬂRbm NHC(O)R10,

: &8@1@ M%%%%%}*&@Hg %'Mof@ozmo NHSO,R10,

NFGSEBLEOR bl-5§ RIG(EHRIR Rrmyl, trifl thyl
NHS02RI0, ﬁé)ZNRI o%zmogy- DR O ary | eremenyh

het@ifblarqrmethﬁmfmmu 6C0¢1kY1t uoromet hyl, trifl uoronet hoxy
or (1-6Calkyl; to their racemates, enantioners or
di atet dreporsamaies, armitlbﬂneisr omdxdstﬂraﬁsontems tanéi their mixtures, to their
tautomers a d to their ceut i | y acceptabl e
sal gon?f'@s f B?ﬂ Ycﬁ‘f"‘?@‘?‘c@ é% Sor e
artlcularly to the use, as nedi canent, of the
mi Fes Repsens| Bvension islates ot PaHEWAILY 19 [the Upe, i rapricament, of the

'S B8Oy staler At (PR et eroaryl

heteroary roaryl fused to a

Cﬁg)gf? ait- SR thet ﬁ%gﬁ%ﬁlk@ &gﬁ‘(oea{ry %t'ﬁr%ﬁvlféi' L6Cyalkyl, aryl or

aI khﬁﬁéi‘b CaNBH R ,a @SN@)FQ«:I(QQ@N heté@cﬁﬂ@ %ter&(yc[‘&dll&l, cycloalkyl,
}-QNRl radical; these radicals (gtl onal Ifd/ qu
ad pelycyclenikifer alkenis talkynyht LONBERD (GRWR1 COORI,

Shal %%@N‘I\H%I H}:E,((:(O%)l\@ dja Thegéﬂa%%lé) I%;_)Flonally being

SO 24xbstithitdd B2 R1or rHeRNEEIRZuents Gob fdm HikdGek) B4, NO,, NH,, OH, OR1,

-0 S02R1, -S02-0O R aryl, heteroaryl. heterocycle

f or(ﬁ?pHat‘FﬁQ)ﬂde oReCIPRT, Y ]fIF%oNHﬁ;ééPR/ 1 sG{PNRAR2, SR, S(O)RI,
| r ) ar engo...
ey s SO SRS PRI S‘&Rﬁ 80-O-RL,

r adirghl| &eteroaryl, heterocycle, formyl, trifluoromethyl, mﬂuoromethylsulfanyl

20  tnfluoromethoxy or (1-6C)alkyl,

RS and Ré are chosen, independently of one another, from the following radicals:
halogen, CN, NO2, NH,, OH, COOH, C(O)OR8, -O-C(O)R8, NR8R9, NHC(O)RS,
C(O)NR8R9, NHC(S)R8, C(S)NR8R9, SRS, S(O)R8, SO,R8, NHSO,RS,
SO,NR8RY, -0O-SO,R8, -S0,-0-R8, triflnoromethyl, trifluoromethoxy, (1-6C)alkyl,
25 (1-6C)alkoxy, aryl, aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl, heterocycle,
cycloalkyl, alkenyl, alkynyl, adamantyl, polycycloalkyls; these radicals optionally
being substituted by 1 or more substituents chosen from halogen, CN, NO,, NH,, OH,
OR10, COOH, C(O)OR10, -O-C(O)R10, NR10R11, NHC(O)R10, C(O)NR10R11,
.NHC(S)_RIO, C(S)NR10OR11, SR10, S(O)R10, SO,R10, NHSO,R10, SO,NR10R11,



hal ogen, CN, N02, NH2, OH, COOH, C(O OR8, -O C(O RS,
NR8R9, NHC(O R8, C(O NRBR9, NHC(S)R8, C(S)NRSR9, SRS,

S(O) R8, SO02R8, NHSO02R8, S02NR8R9, -O SCO2RS,

-S02-O-R8, trifluoronethyl, trifluoronethoxy,

(1-6C) al kyl, 25 (1-6C)al koxy, aryl, aryl (1-6C)al kyI
‘heteroaryl, heteroaryl (1-6C)al kyd, heterocycle,

cycl oal kyl, al kenyl, al kynyl, adamantyl,

pol ycycl oal kyl s; these radicals optionally bei ng
subspiSOJREE, 8D l) RNONBYE hethsdril €iflas@hetHydNrifluoromethox
hal ogeEH NG e R 03%4 (O CRI0. d
- oe((cb)fr@)elkmmm1 NHC( O) R10, C(O) NR1OR11,

NHC( S) R10, C(S)NRI OR11, SR10, S(O R10, SO02R10,

NHSRZ 4 6 ha@mmmlpyd@roﬂlsm m@@%}(}ﬂ@qmmﬁ:my 1, ethylenyl,

hetero trif trifluoronethox
or i@t)@@{y&tgbporo tl}o§y,aNh&| ﬁ#@?h cycl opropyl , Y

hoxy trlfluoromath ethI yl,
5ace3§/4 BﬁyRS ROT R0 gnd ek ihasey In demrl& gron?\llﬁﬁ‘?th@-’slﬁl hydrogen, (1-

an o?@l 511-{931}’1 Rg@ g)g nal%rr?Jl Og é?tafdkaw eﬁg{l’ls ac?bﬁiggilﬂ{‘ﬁeing substituted

al kKyny lor ator salhsnmamy Ichosteh drome halegerp it -660%1:)&1 y(1eEDyabkoxy, CN, NO,,

ﬁif’%&fétﬁﬁe&@ 43@@51@”1?@?8%#2%@6” Rt %r&éﬁoazpethoxy;

COOH, COCal ky CONH2, forny trlfluororreth%/
tHRﬂ@@ﬂé@E‘i’%&?ﬂd Rﬁloralﬁk{)mlm REn Z7En RO 6F R beer ring which

1R ﬂlag%{:‘ﬁl v@ah%&rc?a&?ﬁ”é%h%gd 'Sgﬂ%h' ch 10 may or

eteroa om’ such as N: and,

t hi %1}3?3 rsl(gé lgﬁ égrgfl?ﬁé‘{% glgs ui%{hetf oaw%gﬁﬁ f an imidazolyl

| eagit a@rta;a@él vk hﬁexRat aadk Bee @F AHPRI an@magwupg\hs el g1 which is
optionally subst ituted by 1 or nore substituents

choertipnally Arbstiesehy, | onmorcubstijuents clyqen rwphalgennCN, NOz, NH,

o DR R Ny, s BRI BEGORH, Mgy, NHCORIO,

15502 IO NRNHRI RMAC(S SKENRTSRIR1 OR 1D, SMRJSX,O)RSQ S@RRDYNHSO,R10,

aryl, heteroaryl, fornyl, trifluorone

ri sommmaizjsgzm §@)z:91%195 2ple Betetatv, omahririfloromethyl,
|sorrers and their mxtures, to

thﬁugg&ﬁ?ih rs (gn hel r pharmaceutically

aCCFop el?rI gac?ﬁ'llg{eg gnang E)lg Zﬂﬁgsﬁ‘ﬁre&g erH% oagldp{h%{reﬁl%gll%s to their

rel at
tautomers and to their phannaceutlcally acceptable salts
20 The present invention preferably relates to the use, as medicament, of the

aminoindazole derivatives of formula (I) in which:

R3 is a (1-6C)alkyl, aryl, aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl, aryl or
heteroaryl fused to a (1-10C) cycloalkyl, heterocycle, heterocycloalkyl, cycloalkyl,
adamantyl, polycycloalkyl, alkenyl, alkynyl, CONR1R2, CSNR1R2, COORI, SO,R1
25 or C(=NH)NRI radical; these radicals optionally being substituted by 1 or more
substituents chosen from halogen, CN, NO,, NH,, OH, OR1, COOH, C(O)OR1, -O-
C(O)R1, NR1R2, NHC(O)R1, C(O)NRIR2, SR1, S(O)R1, SO,RI1, NHSO,RI,
SO,NR1R2, C(S)NRiR2, NHC(S)R1, -O-SO;R1, -S80,-O-Rl, aryl, heteroaryl,



9]

am noi ndazol e derivatives of fornmula (1) in which: R3

is a (1l-6Qalkyl, aryl, aryl(1-6C)al kyl, heteroaryl,

het eroaryl (1-6C)al kyl, aryl or heteroaryl fused to a
(1-10C) cycl oal kyl, heterocycl e, heterocycl oal kyl,
cycl oal kyl , adamantyl, polycycl oal kyl, al kenyl,

al kynyl , CONRI R2, CSNRI R2, COORD, SQ2R1 25 or

C(=NH)NR1 radical; these radicals optionally being
substituted by 1 or nore substituents chosen from

halfogeyl, @hp, NGAfludibiiett®l, GRorGaHylsA@YOR1 trifh@romethoxy  or
C(O%g R2, NHC(OR , C(ONRLIR2, SRI, S(OR,
SOARPORNEEPRL, S2NRLR2, C(S)NRLIR2, NHO(S) R,

-0- SO?2R1, -S2-0-R, aryl, heteroaryl, 20 fornyl,

ox RS tsranfarylor omet hyl , trifl uoronethyl sul fanyl,
trifluoronethoxy or (1-6C)alkyl; R5 is an aryl; R6
anR&RAndRF, are niddersndentlyl of orfe amshesnohhlogen, anetgylo gealopropyl, CN,
et fvcl o %Bém%ilhwgeg@'é?g%%tga&)f,?/friﬂuoromethoxy, NO,, NH, or
trixghagor omet hoxy, NO2, NH2 or NWe2 Rl and R2 are,

i ndependently of one another, a hydrogen, (1-6C) alkyl,

ar i {

P, 8] L AL OSSR TS, i
subskinylient deetvasdn therosolveal opeonally 1b&G} agubgtituted by 1 or more

L S BB B RS o e, o

10t 1 i dbOer, RN YCORIH,AREMIRE offBYiriflabdntd] oPfrifluoromethoxy;

15

20

6- menbered ring optionally containing a heteroatom

su re Nt [ ; tl : r

ai oot 3o afloh o P Rl RRRAE Spu AT o ARG &heteroaton
t awuolres ©, Santi;t o t heir pharmaceutically acceptable

salts. 15 The derivatives of fornmula (I) can be

obttai meid facafatkd)cerpatisrasRond ditgteteotdnites adértovicirvmixtures, their
(V) for which the nitrogen in the 1-posjtion is
optRwARersy apl orthelr phprprecntigallyyacogptable salty s a |
trimethyl silylethoxynmethyl, tosyl, nesyl or benzyl )

r adTteaerpvativese of gowugs (Knoawn be orbtained fiost das comesppnding 3-amino

NH gr.oups romati ¢ heterocycles as... indicat [ .

T V) BBt RrdRtRTpE e TS as SRRl plbrected vitha

J. blerr. BOisl t@nedieiglethiodPinethst, 1108/, h899)or benzyl radical or the
groups known for the protection of the NH groups of aromatic heterocycles as

indicated in T.W. Greene, Protective Groups in Organic Synthesis, J. Wiley-

Interscience Publication (1999)
NH,
R5 A
N .
/
R6 N
R7 Pr

V)

The 3-amino 1H-indazoles of formula (II) can be obtained by reaction of a 2-
fluorobenzonitrile with hydrazine hydrate or hydrochloride at reflux for 2 to 18 hours



"NH2. RS ~-N. R6 NR7 Pr M The 3-am no 1H i ndazol es
of formula (11) can be obtained by reaction of a 2-
fluorobenzonitrile with hydrazi ne hydrate or
hydrochl oride at reflux for 2 to 18 hours 21 in an
al cohol of ethanol or n-butanol type according to R F.
Kal t enbach, Bioorg. Med. Chem2gett., 2(15), 2259-62
(1999): NH R5 1 CN NH2NH2, H2 0 RS N R6 F reflux

~al cohol (ethanol, butanol) R6 HR7 R7 (I1I11) (I1) The
C ONMA ¥l HoD b1 dthirooFRe bafdo R p@aordiRERIR FOE RAldnpbaéH, Biocorg. Med.
"one _anot her, chosen from5 the foll ow ng radicals:
hal 6§em,; Lethy, SRR 223962 (1899):cooH, C(0) OR8, - O C(O) RS,
NRB8R9, NHC(O) R8, C(O) NR8R9, NHC(S)R8, C(S)NR8BR9, SR8,

S(OLR8, SR8, NHS02R8, S2NRSR9, - O SC2RS, NH,
- SOPOR GN | uor onet hyINHzNH'F,ﬂ-IIZCDororret hoxy, Rb

(1- 6C) . (1-6C) al koxy. aryl, aryl (1:6C) al kyl, N
het “~het er oar yl{ql - | kyl 4
al kenyl , lal kynyl or ahé\ﬂr]?é%%ﬁ%'%%&h%?é’%@g?@al s R6 N
optional IR/ being substituted 10 by 1 or nore R7
substi tuent gyghosen from hal ogen, CN, N2, NH2, OH, |
OR10, COOH, O OR10, -O C(O) RLO, NRLORL1, NHC(O) Ri§b

OO 5 M e S0 e S fosn o
&1 Y lhe 1088 wingadtkals: IBh, CRXNO,! NH)! OB SERIIEO)ORS, -0-C(O)RS,
trifluoromethoxy or (I- 6C)al kyl; ¢an be obtal hed by

r eabliRi8BAs NHWODRBNG(@MRIREB NEBCS)RES CHHNREROUSRESEH ZOR8, SO.RE,
st SRS SRS R0 cb-PRp, Eiipomhily dhggromethony,

g ig g??)’aﬂiﬁcﬁ-é(@allﬁxy,"@ﬁ&, alPl(P-6CFEIRGL -heteddarpid heRPoaryl(1-6C)alkyl,
cycloalkyl, alkenyl, alkynyl or adamantyl; these radicals optionally being substituted

10 by 1 or more substituents chosen from halogen, CN, NO,, NH,, OH, OR10, COOH,
' C(O)OR10, -O-C(O)R10, NR10R11, NHC(O)R10, C(O)NR10R11, NHC(S)R!O0,
C(S)NR10RI11, SR10, S(O)R10, SO,R10, NHSO,R10, SO,NR10R11, -O-SC,R10, -
S0,-0-R10, aryl, heteroaryl, formyl, oxo, trifluoromethyl, trifluoromethoxy or (1-
6C)alkyl; can be obtained by reactions involving the chemistry of palladium: Suzuki

15 (A. Suzuki, Pure Appl. Chem., 63, 419-22 (1991), Stille (J. Stille, Angew. Chem., Int.
Ed., 25, 508-24 (1986)), Heck (R. F. Heck, Org. React, 27, 345-90 (1982)),
Sonogashira, (K. Sonogashira, Synthesis, 777 (1977)), Buckwald (S.L. Buckwald,

“Acc. Chem. Re., 31, 805 (1998)), from the corresponding halogenated derivatives.

For this, it is necessary to protect the reactive functional groups. Thus, the OH, SH,
20 COOH and NH, functional groups must be protected before carrying out the
coupling. The protective groups are introduced according to any method known to a
person skilled in the art and in particular those described by T.W. Greene, Protective
groups in Organic Synthesis, J. Wiley-Interscience Publication (1999). It is preferable
to protect the nitrogen in the 1-position with groups such as tert-butoxycarbonyl or
25  silicon derivatives. The choice will preferably be made of a fert-butyldimethylsilyl or

triisopropylsilyl silyl group which can be removed by fluoride anions or with acetic



Sonogashira, (K. Sonogashira, Synthesis, 777 (1977)),
Buckwal d (S.L. Buckwald, Acc. Chem Re., 31.805
(1998)), fromthe correspondi ng hal ogenat ed
derivatives. For this, it is necessary to protect the
reacti ve functional groups. Thus, the OH, SH, 20 COOCH
and NH2 functional groups nust pg protected before
carrying out the coupling. The protective groups are
i ntroduced according to any nmethod known to a person
ski hi@Gni MndrBaichlafP G a1 ilyidthAynidlfs erélPSwhicRan be cleaved
by T.W Geene, Protective "groups in O'ganicC
Sy nbhdsirabutyaminoniayn [fiwodde it aplex putsblventsi siah (asoggyphydrofuran or

It i,s pre ahle. t rotect the.pi 14 Ry tthe

1 paer B i BT 0y e s AP SRER 2 g fgur Tewabecron

25 $kitl 8095 @986)Y 8f by SR hyldRhfRia6R iWindthaRbBbrestidioy ataefiux.
made of a tgrt-) ut yl di mgthylsiI;I olr TaTEIE

§ ri IR PIRRMiws! Ylotettddy :.-Tn GhOURL MY G vAaD thBethoRNYRAoRYmethyl are
luoride anions or wth acetic 22 acid and hore )
par bbained blyyrearting ithestinping ichyripe tinb withutimgthylsilplethoningthy! chloride

- can, be cl eaved et rabutyl.amonjum fl uori de a .
o I Arstent odion el BT APl Rk e o iy iappamide, at
(J. aRbieWichipRmhturd éJ.@f. OVhitBE M. 021 ChdB 951 ( 18801 988; MIP. Edwards,
Li pshut z, Tetrahedron Lett., 4095 (1986)) or by 2N
hy diletzitiedrang 42,3783 (8 hanol or et hanol at reflux. 5
The derivatives protected in the 1-position with :
1@ r i Moiktemyises ithey 1-EHh atyogen phctionsl gop aifrtbel inslpzole awili brgprotected by

the starting c und W th trinmethylsilylethaoxynethyl .

chi SRS oIl (FBEUNE P2 GRS O oad o Srample, in the case
sol 3 ' ; i . derivati
BB A5G SR AL S VAT liyg, 0 o e

( 198@lpgenatedrin the\fapasition, Tewilhhe deoassary 20 paeg the a@e)gen in the 1-
10 Likewi se, th - NH, ni t.rggen.functional group of the
indg%ﬁ%nﬁﬁhpwﬁzjeé’r {j&':"t dgg?/rnl)groups such as silyl
derivatives,, benzyl, carbamate or tosyl. For exanple,

in the case N-#ere it woul d be degl+Red to carry out HN—R3
coubiperi-£h pal l adium t @s riyative hal ogeRa
in the6-posntion, Pre will cégsar ;‘f”"f"@“"iﬂfgt ect
[ A Ethe 1-R‘p Ltio gwn bel ow (X =g& 3
grl) M;R3TN-R3 PRI RS RSIR5 B N Pr-Cl \ N ke Br
18oupling with Pd \ N X/ H NaH DVF X N R6 NPr

Deprotection is carried out according to methods known to a person skilled in the art

and described by T.W. Greene, Protective Groups in Organic Synthesis, J. Wiley-
Interscience Publication (1999). For example, if the protective group in the 1-position
is a trimethylsilylethoxymethyl, it can be deprotected by reaction with

20  tetrabutylammonium fluoride as shown below:

A BU4NF, THF, reflux N
/N /N
RS N depratection R6 m _
R7 ) R7
Q



15 R7 R7- Pr R7 Deprotection is carried out according
to nethods known to a person skilled in the art and
described by T.W G eene, Protective Goups in Organic
Synthesis, J. Wley- Interscience Publication (1999).
For exanple, if the protective group in the 1
-position is a trinethylsilylethoxynethyl, it can be
- deprotected by reaction with 20 tetrabutyl ammoni um
" fluoride as shown below. HN R3 HN R3 Bu4NF, THF,
r ef Mhen\d¥e dRGhéNRIe@! Ré @edupeintivd th the cBiplRg uéﬁlgsiﬂliﬂﬁ]emlstry of
23 Wien one of the R5 or R6 groups involved in th
couptiadirmy ¥psteampirisen @ Aeastive furtionsd groag ﬁnﬁhﬂsémhfoxyl amine, thiol
co C 4
Py avbeg o BehaR inkudel 1Ch R PR HERAN, 1o protect the later
a hbtfercoatdying i duti the adcapling ceisls glajladiompridiuec fort beample, a phenol
| atter. before c rylng ut . the coupling.wt

IﬁHGFIQﬂPﬁ gWHPs &P 1@%@5% in éhepar@meﬂsforlurﬁzl -begirl> for example)

gro i Bt 0 e

o ehnzy g ck?orﬂagl%(cfa ﬁp e % glgmﬂfrﬁgén erﬁ{e g Ioggﬂh being protected as
der exqdainskpretioaslpi t rogen in the 1-position being

protected as explained previously: HN- R3 HN-R3 HN-R3
PhCH2OPhB(OH) 2 \ N deprotections N cou |ng NH C / N un-R3
R7 ‘Pr HO R7_oR7 Pr The benzyl group"Ni subsequent |

be rempyved}' for Pﬁ@(—ﬂmb(eH)by treatmer W| &ebroteclions
-\N coupling

7 e e

Cl N
R7 Pr @AO

The benzyl group will subsequently be removed, for example by treatment with

—_—

Pr HO

10 trimethylsilyl iodide at reflux in acetonitrile. Protection can also be carried out by a

trimethylsilylethoxymethyl group which can be cleaved by tetrabutylammonium
fluoride at reflux in solvents such as tetrahydrofuran or dioxane. (J. P. Whitten, J.
Org. Chem., 51, 1891 (1986); B. H. Lipshutz, Tetrahedron Lett., 4095 (1986)) or by

2N hydrochloric acid in methanol or ethanol at reflux.

15 When R5 and R6 are, independently of one another, an aryl and a halogen, the aryl
functional group is introduced from coupling with palladium to a brominated
position, the nitrogen in the 1- and 3-positions being appropriately protected.
Preferably, Pr represents a trimethylsilylethoxymethyl and Pr’ represents an n-
butylcarbonyl group which forms, with the nitrogen, an n-butylamide. The stage of
20  deprotecting the amide is carried out in the presence of ethanolamine at reflux for one
week in DMF. This cleavage can also be carried out with stannous chloride in ethanol
(R J Griffin, J. Chem. Soc. Perkin I, 1992, 1811-1819) 'or else sodium methoxide in
methanol (Y. Furukawa, Chem. Pharm. Bull., 1968,16, 1076) or any other alkoxide in

- the corresponding alcohol.



~ Protection can also be carried out by .a .
“trimethylsilylethoxymethyl group which can be cl eaved
by tetrabutylammonium fluoride at reflux in solvents
such as tetrahydrofuran or dioxane. (J. P. Witten, J.
Og. Chem, 51, 1891 (1986); B.24H. Lipshutz,

- Tetrahedron Lett., 4095 (1986)) or by 2N hydrochloric

~acid in methanol or ethanol at reflux. 15 Wen R5 and
-R6: are, independently one anotker, an arylk8

hal g t'he ar ygofun up iIs intro

coupl h pabdiadi u nat'®fe¥Bsi Y o

ni trogeg+( the IT=——and 3, pes @ns being approprias r{/
protected. b Preferably, B r epresents a By Pr

trimethyl silyl et hoxynet hyl and Pr' represents anga-
- butyl carbonyl group which forns, with the nitrogen, an

N- bWhehas gl RENge, Shdgendintls bf dapnabmet, iad Girjledanhdegen, the aryl
Is carried out in the presence of ethanolam ne at .
r ef fnetionnl gawp ieiakofiwcedomT Rpuplisge withgpalladinm| t9o2 prominated

car 0 ] si chl or J- 1 e 0 .

Co e LIRS IO B0 gty e
Bl seresadblym Pretrhasieds ian trinethyhilglet{oXymethylikawa , PrChepresents an
Pharm Bul]., 1968, 16, 1076) or _any other al koxide in |,

t he MY OFYdigRPPavEEsiy| forms, wily he nifkpgenn@n nghutylamide. The
Ar B ¢ s { ' \ A
R R
and (W8, BF &, Tha deypdindenft thy Sefostiva ianetfoencd asingrpallading chemistry

a hal ogen, the aryl functional up.is _.j.ntroduced ..
fro?é‘{?g@mfilﬁ"? aF l‘%nﬂﬁsﬁ’éﬂicﬂ}}? l}g)g Fg?ﬁpﬂ%} oy is CPilmcg‘ahonahzed, as a

 1POSHinASn dNBe Nesiad Ylbdtitudnhe b}' re@a&i&rsg%aiofgémmb% Rkroduce a
appropriately protected. 5 Preferably r réepresents a

tri hontiys,oi cyumingdyymalediyi chethisary (Sneg ckeaktar Semogashira coupling)
2;] b E%uhg@ﬁcgox eﬂét%gry\mlillqu, gl%n%,’all@&yport chetyrl]énti([. fficHons. The stage

- of deprotecting the amide is carried out in the presence of ethanolamine at reflux for
one week in DMF. This cleavage can also be carried out with stannous chloride in

15  ethanol (R J Griffin, J. Chem. Soc. Perkin I, 1992, 1811-1819) or else sodium
methoxide in methanol (Y. Furukawa, Chem. Pharm. Bull., 1968, 16, 1076) or any
-other alkoxide in the corresponding alcohol. The deprotection in the 3-position

- produces the NH, functional group, which can react with the necessary groups to
introduce the desired substitutions into the 3-position as described in the following

20  pages.



electrophlllc substltutlon i's carried out, for
exanple, with nitroniumtetrafluoroborate (NO2BF4).
The coupling of the 5-position is perforned using

pal I adium chemi stry ('Suzuki, Heck or Sonogashira
coupling). The 7-position is functionalized, as a 10
function of the desired substitlfents, by reductions,
hal ogénations to introduce a bromine, or coupling by
~pal I adi um chem stry (Suzuki, Heck or Sonogashira
coupling) toerintroduce |, heteesoaryl, alky
al kegyl, al’kKynyl 4Qf.mee ni ¢ flinctions. Thd

of dep ; ng tubsgtutan jed out in the N
pr esgpcesohy et hanolam ne MX fQr conQ0e, Wweek N
DVF. ‘This clheavageowan al so Ca¥ I i @dheGldsiiani t h ko Pr

stannous chl ori 4™ 15 ethanof (RJ Giffin, J. Chem
Soc. Perkin 1, 1992, 1811-1819) or el se sodium deprotection in the 3-position
met hoxi de in nmethanol (Y. Furukawa, Chem Pharm
1968, HGs 1076) gx_any ol;;thr al koxi dg
hondi ng al cohol . ¢ deprotection in the
' @ et i one—groeup,
. i QU PS r odge
deS|red sHpsﬁltutlons into t Z B‘pogﬁﬁ%gﬁﬁés descnwbe&
in the foI | ow ng 20 pages. HPr HNPr' HN Pr' Br

:]? luﬁﬁl I l | &N Sﬁiﬁ?h}_-,%ll:lel\fg N \ng\leoB'F\I fo rfth Haéepara'%ion of a great

7- POsridty @ﬂpﬁau&!‘, ob@ﬁé@ byﬁ&cﬁoﬂ ep ﬂ@tlﬁﬁhar? T&nhﬁb fuetional group of the
3-position. 1 H R3 $tunc:onaHzation /

dpr dtagurindazale ® alRthegpnpentionak feacting dﬁsf i @Scfﬁnmnﬁir grpHp, such as:
q: gnﬁﬁyﬁggm %c)flﬁfo'ﬂ:,"lrgacﬁ%g WA c&'%‘Snﬁt aéﬁ\}aﬁgeso %lmwedof)y reduction,

e preparati-on 0
sulfonation, conversion to ureas or carbamates, arylation (Castro reaction or

the

Buchwald reaction), and the like.

The reductive aminations of derivatives of general formula (I) where R3 is H when Pr
_ is trimethylsilylethoxymethyl can be carried out using boron derivatives, such as
10 sodium triacetoxyborohydride, in dichloromethane in the presence of an aldehyde of
| type RICHO under the conditions described in Organic Reactions, Vol. 59, 1-714
(E.Baxter, A.Reitz)', or by the other reducing agents commonly used to reduce imines,
to form products where R3 is (1-6C)alkyl, aryl(1-6C)alkyl, heteroaryl(1-6C)alkyl,
heterocycloalkyl, cycloalkyl or polycycloalkyl, these radicals optionally being
15  substituted by 1 or more substituents chosen from halogen, CN, NO,, NH,, OH, ORI,
| COOH, C(O)ORI1, -0-C(O)R1, NR1R2, NHC(O)R1, C(O)NRIR2, SR1, S(O)R1,
SO,R1, NHSO,R1, SO;NRIR2, C(S)NR1R2, NHC(S)R1, -0-SO;R1, -SO,-O-R1,
aryl,  heteroaryl, formyl, oxo, trifluoromethyl, tirifluoromethylsulfanyl,
trifluoromethoxy or (1-6C)alkyl.

20

- Condensations of derivatives of general formula (I) where R3 is H with isocyanates
- of type OCNRI1 can be carried out in particular in tetrahydrofuran and according to

the examples described in Comprehensive Organic Functional Group



- variety of products obtained by reaction of the
primary am ne functional group of the 3-am noi ndazol e
in-all the conventional reactions of this functiona
group, such as: 5 al kylation, acylation, reactions
wi th carbonyl derivatives followed by reduction,
sul fonati on, conversion to ureds or carbanates,
- arylation (Castro reaction or Buchwald reaction), and
the |like. The reductive am nations of derivatives of
genEraabfofroathams aV4ll ¥ (KheiteyRB1dts-GdhnhReesF995), so form products where

}oglrgﬁtlggéﬁgﬁﬁtégoééﬁﬁiﬁéﬂfi%ldgggfq%énrllnggpeg et:ntllﬁrsg)tn gne another, a
tri Ir [ ' i1C i :onall

L SEALEN OO, . R CBISHOTE B, Wi oy
conbkitg eulsstittest by dedr morésystitenRedosérofrom kadbgens9]-6C)alkyl, (1-

-7 E. Baxter, A Reitz or t t he in
ége%é)ﬁu‘%’é‘ﬁrrgﬁl\]y NQzd % ré%cgcﬁiﬁﬂgﬁOBa&%ﬂf {;?ﬁﬁ formyl, oxo,
Pr oghiflofortiByIG: Bilictorhbmi). al kyl . aryl (1-60) al kyl,
heteroaryl (1-6C) al kyl, heterocycl oal kyl, cycl oal kyl

or . _ , : e .
2 BRRABIEAPR s S5l FAIRLED VIRR Y 1P OB kit o
hal frgmna slfonyNCRlorikdf RSO ORtype WOMe, préXe)dORf o base (in particular
PRI DR SO\ 1S, RHRTAIQ P Riich 2 pyridin) in o
10 O R BliomaPSBvOtRsuch A& Yor e@irE, Qfébronfe®a¥ ! to ¥ the products
trifluoronmethyl, trifluoronethylsulfanyl,
tri WhererRies [56%R1 cand(R1 6Cpahidrbgen2 (1-G6Dalkyls aniloakkenyl, alkynyl or

derjvatives, of general formula (l). e.R3 is Hw.th

oAb S Sotepa B Ring siistlRF L) oty filhlbaes chosen

parfrbﬁl%aédgenp (L@Cﬁ@;tw,dggégyaa&:@p_d:mqqog,ctmg OH, J0®H, COOalkyl,

exanpl es described in nmpr ehensi ve Organi ¢ Functi onal

G oGPNI®, formah oxertlupmethyor .tnfbioerm@tgpxsz Ky,

Met h- Cohn, Rees 1995), to form products where R3 is
1500ONRhdR2ompoShIRI Rermuit (Birade RRladedeand cahelpe pratified| yy tife usual known

one_anpother, a drogen,. (1-6QC) al kyl, aryl, al kenyl,

o KPR o RaRI Y ARzt chemparn ey BaoRy
substituted by 1 or nore substituents chosen from )

hal ®befompaundeph fapula (1) can gpiienally,br, conxertadde, addigon salts with an
O—L . . r id i . 1 t h
v} it derdrbetd boid BME actldl ket 8 Geid in an organic sojvent, such as
der v atolwdskedéneg em ethat of ochiutizatéd Jolvdrer EheRSsilts atbocfanm part of the

_be carried out
20b invention.

Mention may be made, as examples of pharmaceutically acceptable salts, of the
following salts: benzenesulfonate, hydrobromide, hydrochloride, citrate,
ethanesulfonate, fumarate, gluconate, iodate, maleate, isethionate, methanesulfonate,
methylenebis-B-oxynaphthoate, nitrate, oxalate, ‘pamoa_te, phosphate, salicylate,

25  succinate, sulfate, tartrate, theophyllineacetate and p-toluenesulfonate.

The compounds of formula (I) are Kinase inhibitors and are thus of use in the
prevention and treatment of neurodegenerative diseases, Alzheimer’s disease,
Parkinson’s disease, frontoparietal ~dementia, corticobasal degeneration, Pick’s

disease, strokes, cranial and spinal traumas and peripheral neuropathies, obesity,



froma sulfonyl chloride of RISO2C1 type in the

"presence of a base (in particular tertiary am nes,

such as triethylam ne, or aromatic am nes, such as

pyridine) in a 10 conventional solvent, such as, for

exanpl e, dichloronmethane, to formthe products where

R3 is SO2R1 and Rl is a hydrogel?, (1-6C)alkyl, aryl,

al kenyl , al kynyl or [ heteroaryl, thenselves

optionally being substituted by 1 or nore substituents
chosgentfat Qﬁfp&%n@@ﬁp ;atietosoler@ick yisrdm@iscﬁﬁ)' adikemxgs, poNicystic ovaries
NO2, NH2, CQOQal kyl fornyl, oxo,

ot W@W@W‘Pm@x ﬂmﬁ‘éﬁfﬁ?@%%ca@? The conpounds

of formula (1) are isolated and can be purified by the
usual known nethods, for exanple by crystallization,
chromat ography or extraction. The conpounds of forrrul a
(1) Thaactoftidsoveat Hytehmined by encpeutingsha duhitition of dietphosphoylation of
é morgram c. or r ani c aci.d by the action of such an
ci Bheitah BIRtegt s %6eCli®th as an al cohol

ket one, an ether _or a _chlorinated sol vent These s@: £
al sGorer rcpant with & thicknoss of00NM aie pregased SmpElep@EFA rats (Iffa-

Tl Pred} afPERb R AL, ARARERCHY HeGD tatyonaqqql@gta@@ Rubated in 5 ml of

nzenesul f onat e,
hy dDWMmdﬁmmMmSMg)pMEate aint rghtoese 4 5 g/l at 37°C for 40 min. The
?gg?qg?lgﬁ?!aérg r;?l‘tﬁigﬂ tl@ﬂ uco a;ch% me 1(316111t %ismr@dtgf e microtubes

1GTE L@d#gﬂ??()@l(o} rﬁéﬁ{ﬁhﬁp Wl‘r.lﬂo\‘ﬁ’tﬁlthdﬁt tté's@E@mp&i&ﬂ'sﬁh&i incubated at 37°C

ph osp hat e, sal i cy at e, 25 suctci nate,
S uI menrn gy Tvatfours }mMpﬂuylebcpm@énahﬁteddw centrifuging. The sections

E| tngf|§ ﬁ?ﬁqaﬁeﬁm@n@ﬁﬁ?@gﬁﬁtﬂﬁog&f m%rhgt 490, T3E Loncentration

preye ﬁfdtéiﬂs ﬁ{‘ﬁxet SupBiraBmt iP tetdained *bg%@(ﬁrﬁﬁllei&z_ﬂ assay (BCA Protein
di seases, Al zheiner's di sease, Parkinson's disease,

Cfr oAssayaPiceehbased on the bowrsonethedbasal degener ati on,

Pick's disease, strokes, cranial and spinal traunas
18ndThesamyples, dlenatenedd:;&ﬁctrhhamﬂ at GBS fanyl 0 lﬁih m@pnltatedl on 4-12% Bis-

pgr)%ens‘@f gq}éaittlgeg?@rrg%%%ﬁﬁdg%igﬁg' 0 a;re egcégt?asn%ferred onto a

' ”“Hfﬁ%eatm&éeeﬁ{a&l@mé Cﬁﬁﬁﬁﬁoia%ﬁ%afst Icwrfeuegumﬁﬂl the monoclonal
determ ned by neasuring the inhibition of the

phositedy A2, ovhiclf spesificaldy tesagpirest the Rei3A6/484 phospherylated epitopes
Cortex sections, with

g gghfélf: zﬂeﬁrlgggf Jhe immnareactiverpiotels arg Y‘}Wagze{)ﬂg g&yﬁén of a second

20 9eghtftol) &R&Jf&l a?gaﬁ{st fhe@d WGHesapcbdledno pbexidase and of a

i ncubated in 5
chemolurmnescent substrate The autoradiograms obtained are finally quantified

using the ‘GeneTools’ software from Syngene (GeneGnome, Ozyme) to determine an

ICso value.

The compounds of formula (I) exhibit a highly advantageous activity and in particular

25  some compounds have an ICs value of less than 100 pM.

The following examples illustrate the invention without implied limitation.

The conditions for analysis of the products by LC/MS were produced on a Waters
Alliance 2695 device for the LC part and a Waters-Micromass Platform II for the

mass part.



DMVEM nedi um conpri sing pyruvate and glucose 4.5 g/l at

37C for 40 mn. The sections are subsequently washed

twice with the nedium distributed in m crotubes 10
~ (501 in 5001 of nedium w th or wthout test

conmpounds) and i ncubated at 37C wth stirring. Two

hours later, the experinent is f@alted by centrifuging.

The sections are lyzed, sonicated and centrifuged at
+18300g for 15 mn at 4C. The concentration of

pr oPedpatitibi of the istuReddiat pridutts: det ermined by a

comercial assay (BCA Protein Assay, Pierce) based on

t he glyominorR1 HGdidaldle-Ehgnin@npl es, denatured bef or ehand

at 70Cfor 10 mn, are separated on 4-12%Bis- tris

ver pis I oENy e - buf,f 3 2 4.
ar eb'e ec%rgﬁtrgns?g@rz%g gﬁ%ﬁ%g&faﬁeiwﬁocgﬁgg (L)Jtts)ee(M@@I(E of 234

e i o behwonitnié abdDicng dfsabselntei etbhmolit The tiediukeis heated at about

| | nti bo AD2 h 1y
B acasi 265 170U s hensb b3 RSB I H B ai eplegccigp. Som’ of
the tétﬁ%Hg & fhd J0R% Fﬁ%éﬂﬁ&f%ﬁef Vﬁlem'rgérﬁé Eﬁas@riﬁseparated out after

Vi sua y addition a second 20 anti
dir ea:rtlmg tbﬂ-gphassst anvis veashgGaith 8l cod op Idsdlled)vvp‘@r ond thesevith 10 cm’

ZB? 8 bq%hﬁ?ggrﬁ%{gﬁs(mgqcﬁ%ﬁe@ﬁ@# Lrt@eaagﬂgﬂce Bhasplls separated out

usi Bffert Jéﬁhn@ﬁ&eﬂ_l%é§ drie@foviefagidsRim @ﬂﬁﬁ@ N@itered and concentrated to
GeneGnone, Ozyne) to determne an | CSO 'val ue. The

1@ ongowesisunster ff@dumﬂl respyre dR P $0°8)hThh rgsidugvairiaiaerb upurified by

oo e e 4 R Ao ST ar PR Pl ket articte
| 1] wizk r4aL6D JMg diameedtt 1.98ni elbQLE withpd lcfédohemé/aﬁlybﬁcetate mixture

The conditions for analysis of the_ products by LC M5
wer &4 G by velpmsd. Bhaactions coptringgciee sBDesteskproRectagy combined and

't he r I atof-qr °
e e R0 BA R S, U SERMTERRR 210 Lol 602 o)
1$r 0406 by of &, TdifliokasdHoindazdte- Branhiviecdre oBtaaed rie the(fofR of aBvhite solid
of hydrazine nmpnohydrate is added to 0.46 cnB of

2, 3meltingatdB3r-obenzonitrile in 10 cn8 of absol ute

et hanol. The nediumis heated at about 5 75C for 17

~houl 5, NMR speatrdmb308 ddiz,i (6D:050146, Snig. ppm)et h§T (unresolved complex:

S AL A 158 8 e s

af t @ mplex: 1H).

20  N-(6,7-Difluoro-1H-indazol-3-y)butanamide:

'0.61 em® of butyryl chloride is added to 1 g of 6,7-difluoro-1H-indazole-3-amine
described above, in 15 cm’ of pyridine, after having cooled to about 3°C, and the
mixture is then left at ambient temperature for 76 hours. The reaction medium is
concentrated under reduced pressure (2 kPa; 40°C) and the residue is taken up in
25 25 cm’® of ethyl acetate and 25 cm® of water. The organic phase is washed with
25 cm’ of distilled water and then with 25 cm® of saturated aqueous sodium chloride
solution. After drying over magnesium sulfate, filtering and concentrating under
reduced pressure (2 kPa ; 40°C), the residue obtained is purified by chromatography

under an argon pressure of 50 kPa, on a column of silica gel (particle size 40-60 pm;



settling the phases and is washed with 10 cnB of

distilled water and then with-10 cnB of saturated

aqueous sodi um chl oride solution. The organic phase is
separated out after settling the phases, dried over
magnesi um sul fate, filtered and concentrated to 10

dryness under reduced pressure 4 kPa; 50C). The

resi due obtained is purified by chromatography under

an argon pressure of 50 kPa, on a colum of silica ge

( pagiatreted 3 hy EIuﬁQ% QQthna didhrath&hank/Beifflo]l niiktiiré (E8/2 by volume).
wth a cycl ohexane/ethyl acetate m xture (50/50 b

vol The)ffactiprs eoriainingnibe crneisch Prasluetharcesqralipes apd é%qalc?vaporated

are ¢ r. d

o culf? éecﬁlﬁgc}(g'ggsui%@)eﬁ PUARY" %h&ddrgﬂ%ggoﬁ Hgﬁ‘t% 596 g of N-(6.7
100diMBiofr- 1 B-iddatof-8 yO)batahdmide daz obltaidedninntheaf@m of a white solid
obtained in the formof a white solid nelting at

A g3welting kRl ‘$pect rum (300 MHz, (CD3)2SO d6, S in ppm

: 5.57 (unresolved conpl ex: 2H) ; 6.93 (nt : 1H)

7. 52H@mspacm(:ﬁ)o MHEZz5CIhSO déz 5:in ppin) ; 0.92 (191 ="7.5 Hz : 3H); 1.67
(unres

N B 3014 260 B TR a2l 50 bk oroaddy ] < gnd 45 He
Of l?l(-jl? %’IO’ b7 gJ?J)é?lthﬁ%olvéd aodsex L 199)L 18.381(broad unresolved complex: IH)

[ uor o-1 H1 ndazol e- 3- ani ne descri bed above, in
15 - . _

and

@%6356 ]3%{; gf;@f@q{ 9 geﬂ_k % gﬁpl%ﬂ%lﬁlg% gfjegared above, in
t akego @’ bh dﬁﬁetﬁﬁf&ﬂﬁlr@de & iyded ai@@i\ﬂts@ oot R@r@ttﬁl 65 g of sodium

wat er. The organic phase is washed with 25 cnB
di shydridedatnd@%ringgili heheni of dmetpformranide. (Fhe &’&Cuon medium is

aqueaHs, sadi qug\;ﬁeg ey AL Akoufd LY HEX OV o of cttyl

magnesi um sul concentra
r edugsle pré 200 cm’ OF waka ; Ihe4@@mc tphﬁserlesephmle(b butadfiee dettling of the

is purified. b chrorrator nder an ar n sur
1%f Ebasmwas@ﬁg Aol gP ai¥qrc§ﬂg§ PV RRELES feerh syigge, fittered and
di CE&&%&%@ ! H%@gs%dg tdﬁér%s Z\’Htah ﬁ)C’C) The crude product is

ronet ane/ net hano 2 by vol une).
Theplirifiat bp nlxomatttgmphyngdem aargqmepteesilrp pH5UkPa, amen column of silica

fg”g:',ﬂg(%gq@ s1ze ZE{P?@ g&:{)%}g{g{ gﬁmg elutE edu Ed§8%10 l’z%%/ethyl acetate

N- ( igderEy | azr%@afi}l@%ﬁm &h@!kpecied product
obt g?’gté%edlﬁ(b/?ﬁe'% ngm of a WI’II‘%eOSO| id 5 Q lti npece procuet are

D!

2091 c@nbined and evaporated under reduced pressure (2 kPa 50°%) to give 7.3 g of

N-[6,7-difluoro-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]butanamide in

the form of a yellow oil.

1H NMR spectrum (300 MHz, (CD3),SO d6, & in ppm) : - 0.09 (s : 9H) ; 0.82 (1, T =
8Hz:2H);0.96 (t, ]=7.5Hz:3H); 1.67 (mt : 2H) ; 2.41 (t, =7 Hz : 2H) ; 3.56 (t,

25 J=8Hz:2H);5.66(s:2H);7.22(ddd,J=11-9and 7Hz: 1H); 7.69 (broad dd, J

=9 and 4.5 Hz : 1H) ; 10.60 (unresolved complex : 1H).
Mass spectrum : M =369

_ N-[5-Bromo-6.7-difluoro-1-[[2-(trimethylsilyDethoxy|methyl]-1H-indazol-3-yl]-

butanamide



1H NMR spectrum (300 MHz, (CD3)2SO d6, S in ppm -
0.97 (t, J =7.5H : 3H); 1.67 : (rut :2H;
2.40(t,J=7Hz :2H);7.10(nt:1H); 7. 63(broad dd, J=9and
4.5Hz 1H) ; 10.47 (broad unresol ved conmpl ex: 1H)
13.35 (broad unresol ved conplex: 11-1). N-[6
7-Difluoro-1-[[2-(trinmethylsilyQ)ethoxyl methyll-I1Hind

azol - 3-yl I butananmi de 10 A solution of 1.1 g of

N- (6, 7-di fl uoro-1 Hindazol -3-yl)butanam de prepared

aboyg7 cish 580 pﬁi@dzﬁé dismetdaded or eam tlg, i addfa)7-difluoro-1-[[2-
dr opwi se over to 1. 5(%Of sodi um, hydri de  at

609 mme@ylsﬂyl)ﬁhw]gw@y&ﬂ&mﬁgg yq-ygbwﬂnage Teecribed  above in
LG TR R S LS e

acefsat fuad dvaeihe ) of wamﬂommeﬂane mg;am cm hﬁatgleous 10% sodium
separated out after settllng of .the 15 h

i t’ﬂilloﬁgtfaté elugion agg added dp fthejregglion g ?éymn&rg qO minutes,
il t organic
585 L?Jg@ﬁlgféﬁgﬁg gééﬂeﬁ%g Qi C%'Iﬁ'? Hf?:g ?L[nnéﬁ‘egl‘docﬁ@ ggm phase

pressure Ccru pro UCt |1 S purl
by &hwastet ogithfitycrnh dﬁm;m mcg@m}plsasaﬂr@f sﬁtuﬁ@dk@d}um chloride

on a_colu of sili artlcl 40- 60 X .
di afRbptagn. ,ﬁrgalgp LPE’IPS}‘FQI% lgfhg’{élﬁlg / t%lp@as‘.es, dried over
aceltrﬁ%ﬁesuﬁ% XLHAE, @ﬁg{eaoalﬁy c&ﬂ!eﬁﬁfﬁkd tgh@ryﬁés@cﬁﬂd@ﬂsre%uced pressure

contarni ng the expected product are 20 conbi ned
103v a@deilt e@ﬁ °GN.d&he cedeqeddyst.ebd g és parifieh by ab(gmat@grgphb@ under an

N [ B9 areesie 550 kP57 5ol eR ) FUFR 67 @eele asdlhgh ymg dismeter

H i 9da3 obludny Wi hagaBheRarielethyl Neefts migfura (gwlfb Q:\zw volume) The
oil. 1H NMR Spectrum (300 MHz, (CD3)2SO d6, 6 in

- fr@ctg)gs centaingig)the expegted (p(rodugt are cgmpgned agmyvapo@tg‘gunder reduced

pre%sp_.bre (?513%6 593@ Afyeh 111%:190 Paé%oc),s zg%n{g of Th-la;lzromo 6,7-

15 7d121210f(ﬁﬂ-<ﬁ[2 @nmetllillsﬂyﬁetﬂdib@]ﬁleﬁlgfl] II—lhi)dade?:-@Ebﬁtbmmde are
dd, 4.5 ; 10.60 (unresol ved
con@bt@wedlmhyfomh@féagﬁ@r&sm}h M= 369 N-[5-Brono-6

azohﬁg%osgeé%%é;ﬁ trineth lSIé;édZ@ ?18?)133/1:5 ta)()ﬁés 1§i~_I n882(t J=
addgdiA:.oH m%iw%ﬁ,smﬂdﬂyore?tm{{m) :2.42 (t, ] =7Hz:2H); 3.55 (1,

TEC TRy Ve e RS St R —

20y eddplex onHpf 0.56 cnB of bromine, and the nixture
Mass spectrum: M = 447

N-[6.7-Difluoro-5-phenyl-1-[[2-(trimethylsily])ethoxvimethyl]-1H-indazol-3-yl}-
butanamide

469 mg of phenylboronic acid, 760 mg of sodium carbonate in 30 cm’ of water and
25 379 mg of tetrakis(triphenylphosphine)palladium are added to 1.15 g of N-[5-bromo-
6,7-difluoro-1-[[2-(trimethylsilyl)ethoxy}methyl]-1H-indazol-3-yl]butanamide
prepared above, in 150 cm’ of dioxane, and the mixture is refluxed for 4 hours. The
reaction medium is diluted with 100 cm® of ethyl acetate and 75 cm’ of water and is
filtered through a sinter funnel packed with Celite. The organic phase is separated out
30  after settling of the phases, washed with 75 cm’ of water and with 75 cm® of saturated

sodium chloride solution, dried over magnesium sulfate, filtered and concentrated to



Is refluxed overnight. 50 cnB of dichl oronmethane and
50 cnB of aqueous 10% sodium 5 thiosul fate sol ution
are added to the reaction nmedium After stirring for
10 minutes, the insoluble material is renoved by
filtration on a sinter funnel and the organic phase

is washed with 50 cnB of water @nd with 50 cnB8 of
saturated sodiumchloride solution. The organi c phase
is separated out by settling of the phases, dried over

- magasskinmisidt fatueed picshies enlkPad soancengivaadof erude product in the

dryness under reduced pressure 10 (2 kPa ; 45C)

cr ubsmppicrlelaek oif. Tﬂlegcmfesprpéuqtﬂs Pyl wlsﬁaﬁ@fagﬁaa%ynder an argon

und r S f 0

Sil ﬁr%gﬁlgee lo? %)g?’t CFl 4 g?f;&gﬁl 8? ggﬁgagel gpaﬁc{% éxk‘é‘go 0 pm diameter

el uBisngn)eluiing myh: hadyelohaemelcthyl aaetatcainextuteXBHif16 by volume) The

é90/ 10 by volune). The fractions containing the d
x pEaSHARS [FOBRMRIRE Hece SR MERHuSh aree GIpbP yappTagd under reduce

red U P [ _Ba7-di -5-

45 C;ﬂfé@g%%?i Eﬁf‘ BﬁCf)é.nﬁ %ﬁg_%,@?ﬁéé\fé)% gﬂ{fé’ 11%: 6PR [%?7 difluoro-5

d| f pheonyb1 H[{3- {tﬁrx(eﬂwilsﬂgt)uybsj]meltbyb}Hdaiyc}amt—hyl]putbmmidd amg the form
- 3- yl]gtanam de are obtained in the formof a

coI g 3 8dOvPY- |11 NMR spectrum (300 |sz (CD3) 2SO d6,

g I92( ' pgﬁﬁ]@ﬁzsméﬁiﬂfﬁ@%ﬁﬁ%ﬁa (Q&yﬁéoﬁéf pm pﬂqg HZ g,qﬁ)s " 9H) ; 0.84

_103 551t=8H;a %H;% 8195 (t, 2H)7.5 Hz -GAT)(;s.66 @hd): 2H)B. 08 (tdbl= 7Hz : 2H) ;

|
H 3%9/3% pLAts #% 5% 42136 '\I{_?}F:%SPAO’%% 62 BnCATR 287 (broad d, J =
7- DV Harodh- aﬂpﬂ'ﬂdnmemlvqcf@n@h:x meihy | si | yl) et hoxyl met hv

l]- n but anam de 469 ng of
W e%é&m aci 345760 ng of sodi um carbonate in 30

phenyl on|
crrB
t et ?"‘ a: AR R T e
151 [ [12 l(qrql ,qfé:(l}@;\;x ]g;q?xg,? H)g;}dl f l u (]ta%lum carbonate are added to 1.6 g of
M N1 R8s 3 1
of glid xgggl%ogdn% E@qugﬁe |§ﬁf§eﬁﬁ uxe }&?%t?w hour s. - )
Thebutaaamide aiesardﬁdwhov& idi §Queret| ofidithethplforomaBridd, asdhie mixture is

o1 nEHRP oS S lecLe PRI OB o S HRCEER 1o BASE opder reduced
Sepgfeéé'lﬁ@l aR¥takdf wpfihas0 6P tdf'e’ﬂgrl QbethROnANBSES, of@SEE The organic

wth 75 cn8 of water and with cn8 of saturated
2& od phase dhapriatie e lafier ssttlinglof the phases andg’fﬂéhfrdﬁ’dpcesswely with twice

sul f7§l tcea off Ivlva{tgrr gndd ?(5] %?%%ﬂter %Bee %rgta%lc phase is dried over magnesium

sulfate, filtered and then concentrated to dryness under reduced pressure (2kPa;
50°C). The crude oil obtained is purified by chromatography under an argon pressure
of 50 kPa, on a column of silica gel (particle size 40-60 pm; diameter 4 cm), eluting
25  with a cyclohexane/ethyl acetate mixture (80/20 by volume). The fractions containing
the expected product are combined and evaporated under reduced pressure (2 kPa ;
50°C). After drying (90Pa; 45°C), 032g of 6,7-difluoro-5-phenyl-1-{[2-
(trimethylsilyl)ethoxy]methyl]-1H-indazole-3-amine is obtained.

6.7-Difluoro-5-phenyl-1H-indazole-3-amine :




dryness under reduced pressure (2 kPa ; 50C) to give 2

g of crude product in the formof a black oil. The

crude product is purified by chromatography under an

argon pressure of 50 kPa, on a columm of silica ge

(particle size 40-60 m; dianeter 3.5 cn), eluting

wi th a cycl ohexane/ et hyl acetat3® m xture (85/15 by

volunme). The 5 fractions containing the expected

product are conbi ned, evaporated under reduced

pr eB$lzlﬂile df2 X\PaHClSQ@ addbddriveds6190g Paf 45aiflnorogfi-plenyl-1-({2-
of N-[6,7-

pheﬁ?mﬂly SEIZL)%tP?’f SHeliylIc Eyacpes fdeyTie iy 15 b o dagigpool. The

| - 3- yhlbut %g%g] Eﬁg 8 (r%%%\iﬁegngopﬁ nfinted !atol’\fi(PCl AfaeH Hymiysw with

spectrum Sin pp (
OAkurated. mzP@mo(mxo&:a&Hzemu@ gihtmethylemsphl @p{}e the solvents are

5’1 gg\(@ggr(age@ cjtz_ﬂlffdst%% F"(?Fﬂzu? 151511}}%)61&? géag%fecirpﬁ &'Elg%mé_tvﬁ)ﬁle%%tﬂlonde/ethyl
_( brlgﬁégit%ég éxve 314 ni¥ot 6, ”;Udlﬂuoré-@ él@n{(lum%ﬁﬁbéd@@ -£0ip) ex

spectrum M=

7-Difl uoro-5-phenyl-I-[]2- (tr| nmet hyl si | yl') et hoxyl met hy
|l -1Hindazol e-3-anmne 15 1.1 cnB of ethanol an ne and
:)P eﬁxe:llmpslg P, qﬁp&%‘irﬂe%f-lcgr@o%ﬁ{cb onat Eﬁ,‘ﬁﬁﬁluﬁgoqg-%hgﬂlji'I-ﬁirﬂazol-3-yl)-

N- [ Bmidedi f | uor o-5-phenyl -1 -[[2-(trinmethylsilyl)ethoxy]

met hyl]-1 Hindazol-3-yl]- butananm de described above,
10n ? qn8 of dinethyl formam de, and the mxture is

ef u}zed for one week. The reaction nediumis

C on ?ﬁp Bl %E" %S'ng‘?g)g ding §? ug trbge{thﬁeém%@omﬁfee e Elﬁ:césféﬂ/ely added to

t akeé acetate and 75 cn8B

- wat 887. 8]i’fge orgfani C(G,ZQilﬁhemeS-phensfbﬂ)e[fbftemed‘lytsﬂaﬁ)cﬂ;pxy]methyl] -1H-

settlin of t he phases, an S cce |y
t Wi g]gl &-3camping fcomppnd é?’l% r\gg ers:raﬂ geeréiyt\ér Bs minutes, the

or g 18t AAEEAR f @Qﬁ\ﬁﬁ:hkiﬁ%n& ubikaion, 840 mg of crude
f|| Jpﬂﬁﬁﬁn eﬁ conce afed to dryness Jﬁger

1% ed aﬂgﬂ(éﬁ?—dﬁhmrceS@heﬁgﬂ’d H-lndaﬁ@)3~y1T teebapnajelere gbfained.
obtained is purified by chromatography under an argon
pressgpre of 50 kPa, on a colum of silica ge
(particle size 40-60 m dianmeter 4 cm, eluting 25

Wi t Rg@nfayst mpardneietdantd ar e Bing ofickiderethyl &Gﬂ?dlﬂbyro 5-phenyl-1H-

volune).” The fractions containing the expect i

pr omazola}-elmhaanm dn 2n H@v%fpmﬂé'PEHOlH?R?e?ndr glfu@éatwn is performe
ress 2 kPa:

8 3sz govxyva? fqr?@ pﬁg %0(]()1"(.?/ P{}F:é GaffiERion W rbparative LC/MS

20tr l(é@tolimhsd/;bﬂl 9 @Jﬁeﬂy]smah@ydﬂ plj;bhdlnd-dz:raﬂmxs}mmcn?e (6,3-diftuoro-5-
obt ai ned. Difluaoro-5-p | -1H-in le- 3- w
phenyl-1- [[2 (tnmethylsﬂyl)ethoxy]methyl] -1H-in azo -3-yl)amide are obtained.

Step 3

80 mg of piperidine-1-carboxylic acid (6,7-difluoro-5-phenyl-1-[[2-(trimethylsilyl)-
ethoxy]methyl]-1H-indazol-3-yl)amide in 2.5 ml of methanol are treated with 0.82 ml
25  of 2N HCI for 1 hour at reflux. After evaporation and purification by preparative
LC/MS (acetonitrile/pH 9 buffer), 11 mg of piperidine-1-carboxylic acid (6,7-
difluoro-5-phenyl-1H-indazol-3-yl)amide are obtained. | |

Mass spectrum: retention time 3.99; 357 = [M+H]



32 1.1 m of 2N HCl are added to 661 ngy of
6, 7-di fI uor o- 5- phenyl -1 -[[ 2-
(trlnethyIS|IyI)ethoxy]nEthyI]-lkklndazole-3-anine~in
15-m of nethanol. The reaction is subjected to
m crowaves for 3 mnutes at 140C. After hydrolysis
. with saturated KH2PO4 sol uti or83and extraction with
. methylene chloride, the solvents are 5 evaporated off
and the residue is chromatographed on silica

( met MRS pedthual me/MthdDMSOedsa,taem Iipm)gllvﬁi) @d,4Hy 1038 (m, 2H) ;

6, 7-di fl uor o- 5- phenyl - 1Hi ndazaol e- Eﬁba{rp eml:

B bbb O] b G S ST 5.16 (o 1D+ 1320 (6, 1

(6, 7-di fl uor o-5-phenyl -1 Hi ndazol -3-yl)- am de 10_S

| 1Bfamhplef2 pPyirdidive-drdrtoali¢ agfl (ét%@ﬁu@m%pbwaﬁlﬂﬁlr@dazol -3-yD)-
~are successively added to 387.8 ng of

(6, 8}’mfﬂllefl uor o- 5- phenyl -1 -[[2- (trimethyl silyl)ethoxy] ne

t hyl i ndazol e- 3-am ne conpound in 8 m of

Tret B Péne chloride. After 75 m nutes, the reaction is

conpl ete. After hydrolys extraction an
evgpbiﬂf g @ﬁ]pmal@dl%/q; ag )géflqﬂjéo 164 g 19§ ethyl (6,7-difluoro-5-phenyl-1H-

di fl en
_ obt gidﬁlﬁo& 3u§§ %.bb%gﬁ? H’Y h: 5]1‘E¥ bf ﬂﬁ’é&r%!r Jﬁ%}éh%‘r%@ﬁg%ggg&n@ﬁ 85 ferformed
”Qdﬁlflde? ﬁlﬂdﬁrx@?&kﬁgt@@ Iﬁ'mdtef; |atl Gﬁﬁ{E ]fhhqnyﬁct 23 punﬂed on a column of
t 2.5 t
andStie  ahs T 5me, oF pereliRisd-cotheasic and s ilioRE og-1-(12-
reparative
ISR R R B S e A

pi pﬁ (2 ne-1|-carboxylic acid (6, 7-difluoro-5-
; phe Eﬁp [[2-(trimethylsil yI )et hoxy] met hyl ] - 1H- i ndazol
) am de .are obt 80.. Of 7 1 5 1[92
pl D l?-lnbﬁ ne-9f- c aPKE 1;1%—(1 ac@]rl'ﬂ)xy c aci {6,7 difluoro-5-phenyl-1-[[2

ot hg emﬂe&o@%%yl 1HL13da(sz— dleSilhyB) -ml of methanol are

i ndazol -3-yl)anmide in 2,
et hraatod it @82 eof AN rH@l g”gr thOHQSatofeﬂle k@terf gyappration and

f Af t 1
1%?2%&&@@3&1@@ b&)éf%ra(tg{e’ ét‘a(g&ﬁ] aic{: ﬁﬂﬁﬁ@%{ﬁ?ﬁpf ?%T@%‘f li%?ohdme 1
Pi PeirbEk IR écrdf(%rﬁ@m‘x’lbfc%-@ﬁbl@l(l@l—ihdazol -3-yDamide are obtained.
di f l'uor 0- 5- phehyl - 1H i ndazol™- 3-yl ) anmi de are obt ai ned.

MBS $4 2R SCEH : rEBEESH iR 3172 Rindted9 3485 MAH]MHH] + 33
1H NMR spectrum (300 MHz, (DMSO-d6 , & in ppm) : 1.86 (m, 4H) ; 3.40 (m, 4H) ;
7.42 (m, 1H) ; from 7.45 t07.54 (m, 4H) ; 7.63 (bd, J=7 Hz, 1H); 8.84 (s, 1H) ; 13.20
20 (bs,1H) '
Example 3 : performed according to Example 2, starting with 3-(4-methylpiperazin-1-
yDpropylamine, to give 1—(6,7-diﬂuor0-5-phenyl-1H-indazol-3-yl)-3-[3-(4—methyl-
piperazin-1-yl)propylJurea.
1H NMR spectrum (300 MHz, (DMSO-d6 , & in ppm) : 1.92 (m, 2H) ; 2.82 (s, 3H);
25  from 3.01 to 3.75 (m, partially masked, 12 H) ; 7.43 (m, 1H) ; from 7.47 to 7.56 (m,
4H) ; 7.71 (t, J=7 Hz, 1H) ; 8.05 (dd, J=1.5 -7 Hz, 1H) ; 9.61 (s,1H)

Mass spectrum : retention time 2.57 minutes; 429 = [M+H]"




1H NMR spectrum (300 MHz, (DMSO-d6, Sin ppn) : 1.50

(m 4H) ; 1.58 (m 2H) ; 3.45 (m 4H) ; 7.42 (m 1H)

; 7.51 (m 5H) ; 9.16 (s, 1H); 13.20 (bs, 1H) Exanple

2 : Pyrrolidine-1-carboxylic acid

(6, 7-di fl uor o- 5- phenyl - 1H i ndazol -3-yl)- amde 5 Step

'1 154 ng of pyrrolidine are add®d to 161 ng of ethyl

(6, 7-di fluoro-5-phenyl-1H indazol -3-yl)carbamate in

2.5 mM of trifluorotoluene, and the reaction is

per Thé MhgrmadBERal RbRpOVEVES acordiRg tor theitiseentipn 260 Composed of a
The product is purified on a colum of . si hi ca t%té;i VE 4o form
75 pemprundyif fomiua (ko1 a gk (fsRgh # compaud, In the pure statcor in

(6, frdi oT i edrhidned @; her ph ticall tibl
(o7 SREPHOREHFONT BARELL s g Sy ohey phprmmpsentiealy compatite
. St eprodudb wiitthadan pyrinat bopineidlegieallymetive.Theohedicaments according to
6, 7-di fl uoro-5-phenyl -|-[][ 2- .
é t r heap¥Rpiin F3n ?fe%fﬁb%yf‘i@@hiﬁl narepierliy 2RI LR PR I Y e
in 3 mM of nethanol are treated with 0.82 m of 2N
HCO for | hour at reflux. After evaporation and 15 )
pur iUfst cahy de ingdgr epaclat icompbitiB fercetabmidminiegtipm, gablets, pills,
buffer), 36 of . pyrrolidine-l- carboxyli i "
(6, poviie dof B asHi fePues. raitr gy i dp HiioE compositons, the
obt a'&ﬁ\%gmxgﬂé ASREGERE Wihe iHOSRREIIO MikddWitB 0fe ofinfusé Gt diluents,
343 = | 1H NVR Spectrum (300 Mz, (DMSO d6, Sin
1@pnpuch s 8@rehnpellthse; saerase, (lagtoseryr silicay updey gp agggn stream. These

from7.45.t07, 54 4 rol 03 =7 Tuddid. &
’ luents, ft e one
o pAvESStiran by Y sty i a1 Giuckl, for examp
per Lo MR BEEMSlisheh AomipeRBRhest@irats batdld, ag-oldrhit, a coating (dragees)
3- (4- et hyl pi perazin-I- yl)propylam ne, to give
1- ( ®r Zghize.| uor o- 5- phenyl - 1Hi ndazol - 3-yl )-3-[3- (4-neth
yl - piperazin-1-yl)propyl]Jurea. in NVR spectrum (300
Mz, (DMSO-d6, S in ppm : 1.92 (m 2H) ; 2.82 (s, 3H )

15 ReiBBednle, holiguid Dofupvsifiast fonbiay admisikstwtion, df igharmaceutically
7.43 (m 1 ; from7.47 to 7.56, (m 41-1): 7.71 (t, .. .
J=7 aPéePt@%F%olsuw (saﬁﬁens@msssemqﬂ@% SHEyPS 93% fﬁi"gﬁ' ff!ﬁﬂi’“smg mnert
Mas S, t : L2031 41988, SEedBBlE 088 oridhid paraffin. These
[ I\/Hsgﬂ‘@grgﬁ g#ﬁ]easpﬁ%%ﬁa%ut }’C%P&éohpo%i tions acé%fﬁldi r%)g ]
to tchmpbsiiiem ¢anncomnmrise aubsisieds ofhea than the diluents, for example wetting,

sweetening, thickening, flavoring or stabilizing products.

20

The sterile compositions for parenteral administration can preferably be solutions in
aqueous or nonaqueous form, suspensions or emulsions. Use may be made, as solvent
or vehicle, of water, propylene glycol, a polyethylene glycol, vegetable oils, in
particular olive oil, injectable organic esters, for example ethyl oleate, or other
25  suitable organic solvents. These compositions can also comprise adjuvants, in
particular wetting, isotonizing, emulsifying, dispersing and stabilizing agents.
Sterilization can be carried out in several ways, for example by aseptic filtration, by
incorporating sterilizing agents in the composition, by irradiation or by heating. They
can also be prepared in the form of sterile solid compositions which can be dissolved

30 at the time of use in sterile water or any other injectable sterile medium.




compound of formula (I) or a salt of such a conpound,
in the pure state or in the form of a conposition in
~which it is conbined with any ot her pharmaceutically
conpati ble product, which can be inert or
physi ol ogi cally active. The nedi canents according to 5
‘the invention can be enployed 8bally, parenterally,
rectally or topically. Use may be made, as solid
conpositions for oral admnistration, tablets, pills, .
povitier sonfpokitioas thrgedtaltddminiapatidnese semohigeriss arectal capsules which
granules. |n these conpositions, . the actiyve i ngi pl
ac cORgTRY 1 adddionnife gﬁ? Gistive Rrpduch ﬁﬁlﬂlegﬁes% %%rcgcga butter,
i nert .di Iscel I ul ose, sucrose,
Iace%% g%ﬁg%ﬁ?gégmﬁﬁgg¥é§ﬁ&§?ggﬁostrean1 These
conposi tions. ca LS8 I erbAd) lotions, eye
© ner e vetane Lot By G SRR B RioR R KR BhETertatil otons, e
55 UCHoRS niRENARhe6caRbp @ aefosblal ¢, a col orant, a
coating (dragees) or a glaze. 15 Use nmay be nade, as

| i Ot s P Attt 8N hefl iRV erodl is @barminsindazilerompbunds of formula (T)
pharmaceutically acceptabl e sol utions, suspension

S, .
enudsl ties, phyrmapeutisally eicksritzhie colipiand thgir; Wy o the preparation of
di luents, sugh as ter.  et.hano Y It fr
oi 1 Bgpaqani ropp MR i FHRE Provsl MEF P GBS VAR sl from
CONRY | sHRoEHAS hatERE oIt ketaséshasuchhes,difbi entmple othose involved in
exanpl e wetting, .sweetening, thickening, flavoring or  parietal

1Gst abdurodegenprpisaliseases, 29zheacisy gisrase: Reshinsan s ey gpntopart

- parg meral C%Q{QOBQS%I rc%gél%ﬁlat@n meet e&i?@sé’, Beol&R) etdn@lSand spinal
in %&ﬂ%%US or ‘nonaqu&ous fofm suspensions or ]

enuirgirAnSandUs&riphryal heurapdthiesa sbasitlyy ewtabobie disehses! &/pe Jd{ diabetes,

wat er, propyl ene_glycol, ol yet.hyl ene gl.ycol . :
vegéisglﬁlaé hyippgensig, a‘gléqxf)src?qggt&} cqu?cé'@s ?qr’ d%é?ﬁsg% t%(gycgsnc ovaries

or 9.?}21'61?0613%% Fomkf iEXATBISRGIMRY hn®LAREL, Or other 25

sui ani c solvents. Thesé conpositions can al so

1$ g%ﬁ%’n ad'yul\%/antag?,f As”aanﬁghi lﬁﬂésg.raci’i@ittf,i ¢ for example, that of PI3K,

yi ng, dispersing and stabili zing
agenky.or CIETteld, 38CDER, sghthbdikearri ed out in several
ways, for exanple by aseptic filtration, by _
| ncgy H&géﬁ fRthpy! Bfel donfionadaaRpiding fo thenwatipoate éfoparticular use in
by irradiation”or by heating. They can also be T
pr e flwr techtinenttnd/dr qrenenfior L& NEMEdeEEPPIALiEs ASEAT S Aigheimer’s disease,
whi ¢ch can pe di ssol ye 3 t it i : Pick’s
ste F‘Wkénsﬁﬁtsefhstg?sean%o%?ﬂ etﬁnﬂé@?‘%&l’ g&grtﬁé?l % r(rlg ?ngiﬁ?on’ _
285 JkBReCoRPRS] tiRng dndr spifdt pdundnarm ptripteral nmeawrapathies, obesity,
suppositories or rectal capsul es which . .
metabolic diseases, type II diabetes, essential hypertension, atherosclerotic

cardiovascular  diseases, polycystic ovaries syndrome, syndrome X,

immunodeficiency and cancer.

25  The doses depend on the desired effect, on the duration of the treatment and on the
administration route used; they are generally between 5 mg and 1000 mg per day

orally for an adult with unit doses ranging from 1 mg to 250 mg of active substance.



conprise, in addition to the active product,
exci pients such as cocoa butter, sem synthetic
gl yceri des or pol yethyl ene glycols. The conpositions
for topical admnistration can be, for exanple,
creans, |lotions, eye 5 drops, nouthwashes, nose drops
or. aerosols. The subject nmatter3tof the invention is
t he am noi ndazol e conpounds of formula (1) and their
pharmaceutically acceptable salts and their use in the
pr eganeasllyg thefdoctoh aviltedetarinireathe capppgsiatd dosmge ntendieg to the age,
to prevent. and trea% di seasges ich result fro an
- abnoFisl andl e pipep feckiry sSedic 1 i soRiect P TBREAp o
those involved in 10 neurodegenerati ve di seases,
Al zheiner' s di sease, Parkinson's disease, )
f r oThofriloivdigdxanpissaitdtate @orpositiohsaaordiagwribe &tvieoton:
Pi ck's di sease, strokes, cranial and spinal traumas
%nd peripheral neuropathies, obesity, nmetabolic
di spasqgpr e |1 diabetes, essential hypertension,
at h i ¢ cardiovascul ar di seases, polycystic )
ov aHaslgelsimcaponies, wifhhdossy® )80 mgmfrotded Ptﬁdéméa\ahﬁ the following
~cancer. 15 Mention ry be made, as ,abnormal ki nase
ot POTBGFILOPARe PisPaisd AGARLRE (e vSpal SEBRd T of
GSK3bet a. cofmpHaiSor BAAuLE |1 ke...L.n human. therapy...t.he 50 mg
compounds according to thé invention are of particul ar
1Qse in t@ellulpseat wpnt--and/-oF - PreVent-i-OR--Of 18 mg
neurodegeﬂegative di seases, Al zheiner's disease,
Par ki nson-& R sease Front opari et ar deReiht T A,
~corti cobagalloidgiagher. at.i.on....Ri.ck.s..20..di.sease....st.rokes,...1 mg
crani al and spinal traunas and periphera
neur opat hSedivmgiseyixypethylsarebol-i-¢-di-seases, -t ype-tt- 10 mg
di abet es, sential hypertension, atherosclerotic . . . 10 mg
car di ovascul ardi'S€ases, "pol'ycysti'c ovaries syndrone,
15yndr one- Xagnéshminadeits ci.ency..and..cancer.....25..The..doses... 1 mg
depend on the desired effect, on the duration of the
treatnent and on the admnistration route used; they
ar epgeigppkly between 5 ng and 1000 ng per day orally
for W th unit doses ranging from1l ng to 250
nmy @hblai) with desdssifaifaeg oféctivEgmatuat, hayinglthe fdlowang edmposition are

determ ne the apprqpriate dosage according to the age,

vei B’f?Par&a@"%ﬂrflmﬁﬁ%%g’tlﬁE?l t?‘g’ﬂc'é’gs specific to the

Gubj ect t @oﬂ%ohﬁ@af fmuil® 0110w ng. examples. ... 50 mg

Il lustrate conpositions according to the invention:
= LACIOSE coveeeeererercerrcertssecesstsnsen st n e e e raaaenaens ereveaeeeneeseereeas 104 mg
= CIIUOSE .ovvireiieeeeereeerrarrrsarerseesecesesens ot e ssrss b aa st aesaasnnasanasensranaas 40 mg
= POLYVIAONE woooovieninitirrcemn s 10 mg
- Sodium carboxymethylStarch ........ccvevvvieimncimninenceins 22 mg

25 m TBLC oo et s et be i e s te e s e e s e e et e s res e s s e n e a e s e rn et e e et 10 mg

- Magnesium SIEATALE .....cocvvvirenrenenreersessstse ettt 2mg
= COlloIAdal SIHCA .evvvverereeicereerrereeeseeeererenevsssssssesesrasesnssne s spsasseneansanes 2mg

- Mixture of hydroxymethylcellulose, glycerol and titanium
oxide (72/3.5/24.5) q.s. for 1 _
30 coated tablet completed to ' 245 mg



5 EXAMPLE A Hard gel atin capsules, with doses of 50 ny
of active product, having the follow ng conposition
are prepared according to the usual technique: -
Conpound of formula (1)

............ 50 ng 10 - Cel |l ugse
... .. .............18 my - Lactose
i BEXAMPLEC. - o SRR
Col Aiigiastakle| sofution comprising 10 'mg of active 'p'rod%c{r?laviﬁg the following
| comiposition is prepared: 1T et  godium
car boxy netdip@indiof formula (I) ..ocoovurieniinrrrresesiesse s 10 mg
5 IREIRGIC AU g ere ettt sttt 80 Mg
. -Benzyl alcohoi 10@006 ml
15 - MagHRBHUMDBHBALEAL €. ceveecreeeserereinecsreinnsssee s st et 80 mg
LS 95% Bithano Ly EANPLE- B TabT R s RO T
doses of_ G h9firofdei ve. product . having. the. follow.ng24 mg
conposition are” prepared according to the usual
10t echni queProggiene GYeQPound..-of--f-QF- Mkt @ (-4-)wreeresssrssimssrrsisisessecsss 1.6 ml
i Water . 500G .r. LACLOSE s eereeserrieneriieieeenenen G5 for 4l

......................................................

. . . The present invention also relates o the. method for. th® prewgntion and treatment of

Cel | ul ose o e
diseases in which a phosphorylation of the tau protein is involved by administration

o rofdco [ : ‘its'ph ticall ble salts.
Po] (glfval (f%aneomd of formmula (T) and its' pharmaceutic y‘h@céﬁa

................................... 10 ng -  Sodi um
car boxynet hyl st arch

::::::'éé'hﬁ'éé'L'féié ................................
... 10mg -
Magnesi um st earate

i i ... .......2my - Colloidal silica =
... ............2mg - Mxture of

hydr oxynet hyl cel | ul ose, gl ycerol and titani um oxide
(72/3.5/24.5) g.s. for 1 30 coated tablet conpleted to
245 nmg 37 EXAMPLE C An injectable solution conprising
10 ng of active product having the follow ng '
conposition is prepared:



- Conpound of formula (1)

... ... ...... 80my - Benzyl
al camR004/062662 PCT/FR2003/002634

T S H | R3.

............ q.s. for R6'm he ;Hesent (Ihvention al so
relates to the nmethod for thg, prevention and treatnent

of diseases in which a phosphorylation of the tau

protein is involved by admnistration of a conpound

of towhiha (1) and its pharmaceutically accept abI e

salts. WD 2004/ 062662 38 PCT/ FR2003/ 002634 |

& mnsqum@alkﬁfl faoylnmyﬁlfd(;)alkml Rrtergmyl, metemrﬁ(l( 6§J)alky1 aryl or

ar y ?tfroé‘@()i QPWIR% ‘hglt 39@%%‘?%}#@/ é?tgg)rcé{ﬂ? ,lh%taocm(oqlkyl cycloalkyl,

ar yhdfhant et;%llﬁ%héblkwsﬂﬁeﬁﬂ alyhyll OCONRIRDaCRKWRIR2, COORI,
het erocycl e,” hetferocycl oal cycl oal kyl , adanan%y
pol SEYRT oA (NEDRAI ke ngz(—NH)r@hyuadlmnhcsz reasa pgptionally being

ORGP b el LBl en SERL B, haghielon, Nesomen, 0w, OR,
@UbWGH%J@RPS@LG(Om hHRQBeDNP@(O)RIGIZC(Nlem SR1, S(O)R1,

é(.Rl QR ko NHSIg:R @gzﬁklm5ggm%§%(s§g§fq%%m1 -S0,-0-R1,

het )é“fy? Fiizﬁtefyﬁlgf S)theTOﬁYaes § & m)’ll ﬁg?lluﬁo larﬁ‘llﬂuoromethyISLﬂfanyl

eroc uor onet y ,
tri ftﬂlﬂwl-@meﬂabxjr Sﬂdlf-ﬁm)ﬂllkyl

R5, R6 and R7 are, independently of one another, chosen from the following radicals:

15  halogen, CN, NO2, NH,, OH, COOH, C(O)ORS, -O-C(O)R8, NR8R9, NHC(O)RS,
C(O)NRSRY, NHC(S)R8, C(S)NRSRY, SR8, S(O)R8, SO2RS, NHSO2RS,
SO,NR8R9, -0-SO;R8, -S0,-0-R8, trifluoromethyl, trifluoromethoxy, (1-6C)alkyl,
(1-6C)alkoxy, aryl, aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl, heterocycle,
cycloalkyl, alkenyl, alkynyl, adamantyl or polycycioalkyl; these radicals optionally

20  being substituted by 1 or more substituents chosen from halogen, CN, NO», NHo, OH,
OR10, COOH, C(O)OR10, -O-C(O)R10, NR10R11, NHC(O)R10, C(O)NRIORII,
NHC(S)R10, C(S)NR10R11, SR10, S(O)R10, SO,R10, NHSO;R10, SO,NR10R11,
-0-SO,R10, -S0,-0-R10, aryl, heter_oaryl, formyl, trifluoromethyl, triffuoromethoxy
or (1-6C)alkyl; ' '



trifluoronmethoxy or (1-6C)alkyl; R5, R6 and R7 are,

i ndependent |y of one another, chosen fromthe

followi ng radicals: 15 halogen, CN, NO2, NH2, OH,

COOH, C(OOR8, -OC(OR8, NRBR9, NHC(O R8, C(O) NR8SR9,

NHC( S) R8, C(S)NR8BR9, SR8, S(O R8, SO2R8, NHSCOZ2RS,

SO2NR8R9, -0O SO2R8, -502-0O R8, 3©rifl uoronethyl,
trifluoronethoxy, (1-6C)alkyl, (1-6C)al koxy, aryl,

aryl (1-6C)al kyl, heteroaryl, heteroaryl (1-6C)al kyl,
hetRI,0RY,CR®, R9O.CRLY aad W1, are) indaydndemlykyiyhe ammtberantipidrogen, (1-

~or polycycl oal kyl; these radicals optionally 2 ei ng .
subg@)a{lqyieagylbf,tlkgnﬂr alypd, gg@g{amlugﬁ%elg%g%t%fpn'aﬁ% ?aemg substituted

P?)' %?SBH“SM @%ﬁq&w&ﬁﬁgﬁmg&ﬁm@ﬂmm CN, NO,,

NHQE8),RI8, CCOS), NRIGRLH, CORIHD, f@ne), Riflyor®0e®RyD trifluoromethoxy;
NHSO2R10, SO2NRI ORI 1, O 502R10, -S2-0O R10, aryl,

et gl aad W2, or 108 Bwd RoOtdriK10ugidoREL bl forinrd $4 oroé-ammitieoodyring which
or (1-6Qalkyl; 39 R, R2, R8, R9, RIO and Rl1l are,
i ndmpeatieay ot kewve edstezenemaruch as By 8oaden, (1-

6C) al kyl, aryl, al kenyl, alkynyl, heteroaryl, L

t hearskiwhes R3[is a Grakinperod nitrpgendust ietareastl ons thiazghyl gpapimidazolyl

B
CONKRionh ¥ Sablsiitutdd By VoF QORI ftbbtitubiits Ehoson QORI Hedogen, ENRNO,, NH,,
and R2 or" R8 and or RIO and Rl can form

| a_b5- o
1065- nBhber@R10,i n§ORHch C(RAYREP, naQ'Q(Q)Rh%veN§1OR?1= NHC(O)R10,
o nEIOBNETR 1A} B Ruth0, RENEIORNT SRIGENOTRI OISR 10, NHSOR10,

i M §20RYOR 1 19-CRSOSKEY, 0i59,-,0-R16N asfl, hetemtrybnforodyl,t idluoromethyl,
R5 and R6 groups is an aryl which is optionally
subgifluotaraethexy or (drépikali substi t uent s chosen from

hal ogen, CN, N2, NH2, 10 OH, OR10, COQH, C(Q) ORI,

- O i GcRnGles NRiagivmers gy eragsomes @pd thetynixtures, its tautomers and

1St R e B PPt iedieyr 0 | s0b- O R10, aryl

heteroaryl, formyl, trifluoronethyl, trifluoronethoxy
or £1A6eyRp ‘?tj%?‘%mﬁébénat es, enantiomers or
di astereoi soners and their mxtures, its tautoners and
15 its pharmaceutically acceptabl gjs&3ts. 2. A
compound of formula “QE:S

N

/

R6 N 0
R7

in which
R3 is a (1-6C)alkyl, aryl, aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl, aryl or
20  heteroaryl fused to a (1-10C) cycloalkyl, heterocycle, heterocycloalkyl, cycloatkyl,
adamantyl, polycycloalkyl, alkenyl, alkynyl, CONRIR2, CSNR1R2, COORI,
SOZRII, C(=NH)R!1 or C(=NH)NR1 radical; these radicals optionally being
- substituted by 1 or more substituents chosen from halogen, CN, NO,, NH,, OH, OR1,
COOH, C(O)OR1, -O-C(O)R1, NR1R2, NHC(O)R1, C(O)NRIR2, SR1, S(O)R1,
25 SO,R1, NHSO;R1, SO,NRIR2, C(S)NR1R2, NHC(S)RI, -O-SO;R1, -S0-O-Rl,



NR3 RS \N REH(~) R7inwichR3is a
(1-6C) al kyl, aryl, aryl(1-6C) al kyl, heteroaryl,
het eroaryl (1-6C)al kyl, aryl or 20 heteroaryl fused to
a (1-100) cycloal kyl, heterocycle, heterocycl oal kyl ,
cycl oal kyl, adamantyl, polycycloal kyl, al kenyl,
al kynyl , CONRI R2, CSNRI R2, COORI(, SOZRl C(= NH)RI or
C(=NH)NRlI radical; these radicals optionally being
substituted by 1 or nore substituents chosen from
- hal aggn he@darNOPhetbid@yclOH, fobRyl, tIDOhmEhg) ORifluoromethylsulfanyl,

- R2, R, C(ONRLR2, SR, S(ORIL, 25
scpifluo ébgﬁ%l e (s:§ N)R1R2 NHC( S) Rl( )

- O SO2R1, - S02- OR, 40 aryl het er oar yl . i
het Bﬁ@@g}cﬂl@ aref ¢hoggan,, mqiqpeflqlq%lycgfémq:yqnother, from the following radicals:

t f t

. BRUBETR NS, o LR DR R, patp, NHCIORS
@necanmmg fINEOS)RS, f A(SINRSRY,r a&(I){&aIS(O)REaI 6@@3 NHSO,RS,
NHC§@)1NQESR9,5 %@@y&&gﬁ@z-m gglﬁgom %fﬂﬁg%go Saegiony, (1-6C)alkyl
S(O B R
e
( 1- bfRledikox wlkenyly |a1kyﬁ§'1y|3(dimﬁﬂ)'hlpcﬂ{jrc,yc]welkelsoahqﬁle radicals optlonally

heteroaryl ((1-6 kyI he eroc cl.e, cl.o

Al cBript StstRye, by | Stmer RprOgst yeires GRmARRech N0 NP O,
16 adipals cerdion: orRldJ&mQ(@}lmt NR{dele}ﬂCI@Rm@re(O)NRIORII
substltuents ch sen from hal'o

OR1VHWESYR0, @(G))NFMRU ®R1@OﬁngDUON§Q3R1@, NNSE:R) G1%$0-NR10R11,

AN SR SN Ly P RrosbU T hnoromethoxy

aryby (ihetpngeryl . fornyl, trifluoromethyl,
trifl uoromet hoxy or (1- 6C) al kyl; R7 is a hal ogen,

HAfd BR! 1 1, K8 hOMY meltok |HﬂIu@Pfﬁﬁé1Ml ethylenyl
et h)ﬁﬁ”eﬁf}l g%g %g%ﬂ(v choPgﬂ?r“ Tl uor}(;nngt hogy, NO2, h yems
191 Nb&)’denyl tnﬂuoromethoxy, NOZ, NH> or NMe2

R1, R2, R8, R9, R10 and R11! are, independently of one another, a hydrogen, (1-

6C)alkyl, aryl, alkenyl, alkynyl or heteroaryl, themselves optionally being substituted
~ by 1 or more substituents chosen from halogen, (1-6C)alkyl, (1-6C)alk0xy, CN, NO»,

NH,, OH, COOH, COOalkyl, CONH,, formyl, trifluoromethy! or trifluoromethoxy;

20 RI and R2 or R8 and R9 or R10 and R11 can form a 5- or 6-membered ring which

may or may not have a heteroatom, such as O, S or N;

and, when R3 is a 6-membered nitrogenous heteroaryl or a thiazolyl or an imidazolyl
or an oxazolyl, then at least one of the R5 and R6 groups is an aryl which is
optionally substituted by 1 or more substituents chosen from halogen, CN, NO,, NH;,

25 OH, ORIO, COOH, C(O)OR10, -O-C(O)R10, NRIOR1l, NHC(O)RIO,
C(O)NRI0R11, NHC(S)R10, C(S)NR10R11, SR10, S(O)R10, SO,R10, NHSO:R10,
SO,NR10R11, -0-SO,R10, -S0,-0-R10, aryl, heteroaryl, formyl, trifluoromethyl,
trifluoromethoxy or (1-6C)alkyl; | |



‘R1, R2, R8, R9, R10 and R1l1l are, |ndependently of one

anot her, a hydrogen, (1- 6C)al kyl, aryl, alkenyl,

~alkynyl or heteroaryl, thenselves optlonally belng
substituted by 1 or m)re-substituent s. chosen from

hal ogen, (1-6C)al kyl, (1-6C)al koxy, CN, NO2, NH2, OH,

‘COOH,  CQQal kyl ,. CONH2, fornyl, 4lrifluoromethyl or
‘trifluoromethoxy; 20 Rl and R2 or R8 and R9 or R10 and

'R11 can forma 5- or 6-nmenbered ring which may or may

not ithaiemated) enenttaha@sor disslerassothersSaral thxir raixtrespisral@Bmers and
iI's a 6-nmenbered. nitrogenous heteroaryl or a thiazolyl

or WyphagnaceuBeally acesptable sal8z 01 yI, then at |east one of

the R5 and R6 %roups is an aryl which is optionally

sub3tA cempeingyo! formulad):e substituents chosen from

hal ogen, CN, NO2,  NH2, 25 OH, OR10, COCH, C(O OR10,
. -OC(OR10, NRlO?ll, NHC( 0) RlO, HRIOR11,
11, VR1 SO02R10,

NHSO2R10, . S02NR1OR11,R5.Q 2 - S02- O R10; aryl,
heteroaryl, fornyl, trifl , trifluoronethoxy
~or (1-6Qalkyl; 41 its ra 2 enanti oners or
di astereoi.sonmers and tR® T xt u&s, |tS(§automsrs and
i ts pharmaceutically acceptdhl e lts. 3. A conpound
‘of formula (1): NR3 R5 )g'VYNR6 N (lI) R7 5 in which
R3 is a (1-6C al kyl, aryl, aryl(1-6C)alkyl,
Shetarweliclyl , heteroaryl (1-6C)al kyl, aryl or heteroaryl
fused to a (1-10C) cycloal kyl, heterocycle,

het quwc(nm)mm a@g/lpm@(lum)alkyhdmmm:yu heteroaryl(1-6C)alkyl, aryl or

Do omb ed sp T AU ARl Bt SToE Heeahet TPl egi, cycloalkyl,
opt | pry dn%élﬁ{éﬁﬁsen tdut F%kgriﬁ%l' c@fmﬁfﬁ@ dSNRle COORI, SO,R1

subst rom OH,
OR1lor CORIDNRO)r@Hkal; -these Gadichls, opumm bNHg:(@))m_tuted by 1 or more

1 ShRimBs Rhesea i heloeseant: NOpgsho o, OfH) RO, ciojort, -0-

het e{@H1Y ' NRIR2, NHC(O)RI C(O)NRIR2, SR1, S(O)R1, SO;R1, NHSO:RI,
SO,NRIR2;, C(S)NRIR2, NHC(S)R1, -0-SO,R1, -S0,-O-Rl, aryl, heteroaryl,
formyl, oxo, trifluoromethyl, trifluoromethylsulfanyl, trifluoromethoxy or (1-
6C)alkyl; '

15 RSisanaryl

R6 and R7 are, independently of one another, a halogen, methyl, cyclopropyl, CN,
OH, methoxy, trifluoromethyl, ethylenyl, acetylenyl, trifluoromethoxy, NO,, NH> or
NMCz

R1 and R2 are, independently of one another, a hydrogen, (1-6C)alkyl, aryl, alkenyl,
20 alkynyl or heteroaryl, themselves optionally being substituted by 1 or more

substituents chosen from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO2, NH,, OH,

COOH, COOalkyl, CONH,, formyl, oxo, trifluoromethyl or trifluoromethoxy;

R1 and R2 can form a 5- or 6-membered ring which may or may not have a

heteroatom, such as O, S or N;



fornmyl, oxo, trifluoronethyl, trifluoronethylsulf anyl__, _

trifluoronmethoxy or (1- 6Calkyl; 15 R5 is an aryl R6
and R7 are, independently of one another, a hal ogen,
met hyl, cycl opropyl, CN, OH, nethoxy,
trifluoronethyl, ethylenyl, acetylenyl, _
trifluoronmethoxy, NO2, NH2 or 492 R and R2 are,

i ndependently of one another, a hydrogen, (1-6C)alkyl,

-aryl, al kenyl, 20 al kynyl or heteroaryl, thenselves

opt jtPpaéhite ) einBkicihdds bl ditseeolymbroOind ez mixtures, its tautomers and
substi tuents chosen from hal ogen, (1-6C)alkyl,

( 1- spharmaseyticatly acxEablpggts. oH,  COOH, COCal kyl ,

CONH2, fornyl, oxo, trifluoronethyl or

t ri 4. Tercompohukss clEimedrin clgim ¢ awhich inmehosen from:

- 6-nmenbered ring which may or nmay not have a

het Hr®ayco]2.3.0iHepas-e0-2- Brethyl:6-dord-7<luoae 2iphemd- | H-indazol-3-
enantjoners or diastereoi soners and their m xtures,

3t samMGt oners and its phar maceuti cal |y acceptabl e
. salts. 4. The conmpound as clained in claiml1, which is

c ho&-shlofg-grfluoro-N-(3,3-dimethylbutyl)-5-phenyl-1 H-indazol-3-amine
N-(bicyclo[2.2. 1] hept-5-en-2-yl nmethyl )-6-chloro-7-fluo
r o- &chloenyHlubke-NaGaptenyProplerrphenyl-1 H-indazol-3-amine

6-chl oro-7-fl uoro-N- (3, 3-di net hyl butyl)-5-phenyl - |

H- i e-dhloed-7-3huans-Ne(cyclopropylmethyl)-3-phenyl-1H-indazol-3-amine

. 6-chloro-7-fluoro-N(3-phenyl propyl ) -5-phenyl - 1H i ndaz
-0l - 8<BWYdE-fluoro-N-(cyclopentylmethyl)-5-phenyl-1H-indazol-3-amine

6-chl oro-7-fl uoro- N-(cycl opropyl net hyl ) - 5- phenyl - 1Hin

1¢laz @Jch}%i‘@mﬂ'iﬁ)ro-N-[3-(methy1thio)protpyl]-5-%)henyl- 1H-indazo!-3-amine

6-chl oro-7-tluoro-N(cycl opentyl net hyl)-5-phenyl -1Hin
o BTN e e R Bardel TS o -
o- cheBpa RS bR PRy e gl -amine

A 1% gé'_’r’:sf?‘?‘{ﬁn%%mp(ﬂe%ﬁw&%‘Wﬁ?%‘%%heny| -1H- i nd
azol - 3-am_ne

6- chichlosa-7-Huanemb(AR-3Adhi:f-spigfusrpbutyD:3-Rbsny kil Haindagolsd-amine

- Cg%d%f[’tg_ 7-fluoro-N-(2,2,3,3,4,4, 4-hept af | uorobutyl ) -5
- phenyl -1

H i ndazol -3-am ne 15 hydrate

6-chl oro-7-41 Uor o, . -t ifd 1t 3-). 2 5- phe -1

H | E—&ﬁ@)&(f—??i%oﬁ-ﬁg(&,Qﬁhﬁu&oﬁﬁt&f)—ﬂﬁﬁe%gyti}‘I ihdoRB&Mhe
6-chloro-7-fluoro-N-[(4-methoxyphenyl)methyl]-5-phenyl-1H-indazol-3-amine
6-chloro-7-fluoro-N-(phenylmethyl)-5-phenyl-1H-indazol-3-amine

6-chloro-7-fluoro-N-[(4-cyanophenyl)methyl]-5-phenyl-1H-indazol-3-amine

20  N-[(4-chlorophenyl)methyl]-6-chloro-7-fluoro-5-phenyl-1H-indazol-3-amine

6-chloro-7-fluoro-N-[(3-methoxyphenyl)methyl]-5-phenyl-1H-indazol-3-amine

6-chloro-7-fluoro-N-[[4-(trifluoromethoxy)phenyilmethyl]-5-phenyl-1H-indazol-3-
amine

N-[4-[[[6-chloro-7-fluoro-5-phenyl-1H-indazol-3-ylJamino]methyljphenylJacetamide

25  6-chloro-7-fluoro-N-[(3,5-dichlorophenyl)methyl]-5-phenyl-1H-indazol-3-amine



6-chl oro-7-fl uoro- N[ (4-nmet hoxyphenyl ) net hyl ] - 5- phenyl

-1 Hindazol - 3-am ne

6- chl oro-7-fl uor o- N- (phenyl net hyl ) - 5- phenyl - 1

H i ndazol - 3- am ne

6-chl oro-7-fl uoro- N[ (4- cyanophenyl)rret hyl ] - 5- phenyl -1

H i ndazol - 3-am ne 20 43

N-[ (4-chl orophenyl ) met hyl ] - 6-chl oro-7-fl uoro- 5- phenyl -

1 Hindazol - 3-am ne

6- cBlcIoRo-7=Hilore5 Ghbhy (-] PEthfxstphe iy bhiiinel Bt PHénddzol-3-
-1 Hindazol - 3-am ne

6- ceo- 7- f 1 uor o- N-[ [ 4- (tri f1 uor onet hoxy) phenyl ] et hy

|']-5-phenyl -1 Hindazol-3- am ne

N- [ &-chior6-7ethicpo-dV-[{44flupoopbesyl pheshyll-5-phenyl-1H-indazol-3-amine

H i ndazol - 3-yl ] am no] net hyl ] phenyl ] acetam de 25

6- C Blchlope-7-flucieNeIN4-hth§iptiendiydirp eyl [véphyis|l-151-pldezol-3-

nyl -1 H-indazol - 3-am ne 43

%- cAMEKo- 7-f | uor o- 5- phenyl N-[[4-(trifluoromethyl)phen

yI]rrethI]le—l-lndazoI - am ne

6- chF@:%3.7.44. trbepafingrobutyl) Gorhdpmeehingeet-phanyl-s Hréargl-3-amine

1 Hindazol - 3-am ne ]

6- ch’4ohfome-W-ﬂmonw-ﬁqahmﬂgﬂ([@,irbismiﬂphmﬂmﬂwlhﬂlemﬂ]m@th]’ﬂ'-ll H-indazol-

ghen - 1 Hindazol-3 - 5 am ne
N-( AgNRC 34, 4, 4- heptafluorobutyl) 6-chl oro-7-fluoro-5

d
6 cﬁ%m}ﬁ%q?%%z ?@nﬂn@ﬂa ?tmﬂ[l?@ﬁ@ﬂwl@bwlkw%% shBiAgazol-3-
1dphglg¥e]met hyl]-1 Hi ndazol 3 am ne 6-chlo

ro-7-tluoro-5 -phenyl - (tr|

flu !?IT‘%S.[}Y%FQOSQ-%Y@T{@BQ&J# o}))(ﬂthgb b g y?% iyl ﬁﬁ-li?éqaz[}% -amine
F?Bérﬂ% R GRS

6. c fttblaso7- ﬁwe%m(fr[e&hy(l#&)mqneﬂmswe%yhi%ﬂﬁkﬂn]ia@l 1-amine
hen 1H- i ndazol - 3- am ne 1{% (4-chl oro-
ﬁbi(@h@m%)ﬂm@epym@wl} clﬁomrhﬂrl@mé ph@l Hyindazol-3-
1%“ ndazol -3 15 am ne
- A1 %0- 7-f 1 uor o- 5- phenyl -N- (3,3, 3-trifluoropropyl)-1

d | -35am . . .
cAreBe 7 AT oehe e o TRy B ghap - amine
H— d | - 3- N- of[2.2 1. . .
] hégtc%@?eﬁ Bapreiepy N chiean iRyl tHrigdeofigne 1
i IrlTC—l(%Eé)ylclosié 2alr]r;16r;3t 5-en-2-ylmethyl)-6-chloro-7-fluoro-5-phenyl-1H-indazol-3-

amine

20  N-(1,1'-biphenyl-4-ylmethyl)-6-chloro-7-fluoro-5-phenyl-1H-indazol-3-amine
6-chloro-7-fluoro-N-[[4-(dimethylamino)phenyl]methyl]-5-phenyl-1H-indazol-3-
amine
N-(2,2'-bithiophen-5-ylmethyl)-6-chloro-7-fluoro-5-phenyl-1H-indazol-3-amine
6-chloro-7-fluoro- 5-phenyl-N—[[1 -(phenylmethyl)-1H-imidazol- 2—y1]methy1] 1H-

25 indazol-3-amine



: 20
N (1, 1' - bi phenyl 4-yl met hyl ) - 6- chI oro-7-fluoro-5- pheny
I -1Hindazol -3-ani ne 6-chloro-7-fl uoro- N-[
[ 4- (di et hyl am no) phenyl ] et hyl ] - 5- phenyl -
H i ndazol -3- am ne
N-(2, 2" -bithi ophen-5-yl et hyl) - chl or o- 7- f | uor o- 5- phe
nyl -1 Hindazol -3-am ne
6-chl oro-7-fl uoro-5-phenyl -N-[[ 1-(phenylnethyl)-1
H i §dcRRZERY -fRmoyd- Nt ek -11}rhmaﬁzdmdﬁgrﬁéthgﬂaarpheﬁy1414~1-mdazoi-3-
6-chl oro-7-fl uoro- N-[[ -net hyl - 1H-i m dazol - 2-yl ] net hyl
] - Saptwenyl - | H-i ndazol - 3- ami ne
6-chl oro-7-fl uoro- N-[(l met hyl -1H-i ndol -3-yl )nethyl ] -5
- phéwidord-FHluedadel( 1 -Baetimil1#l-indol-3-yl)methyl]-5-phenyl-1H-indazol-3-amine
6-chl oro-7-fl uoro- N[ (5-nethyl -2-furanyl)nethyl]-5-phe
ny| 6-thidré-Hdhned-N3H Summetley] 2-furanyl)methyl]-5-phenyl-1H-indazol-3-amine
6- chl oro-7-f 1 uor o-5- phenyl - N- (1H- pyrrol - 2-yl met hyl ) - 1H

5 | NERERks-3:AIBkdLS-phenyl-N- (1H-pKfroi_2-y1methy1) -1H-indazol-3-amine
6ch|oro7f|uor05 phenyl [ (i Himdazol -2-yl) net hyl

]- 1k géazt" Cﬂuoﬁr?—'{%l@ﬁyl 1\6[6}@ ﬁﬁlﬁagcﬂ-fZLﬁgﬂé’thﬁ']mﬂﬁﬁlﬂhzoﬁ\l‘B fdrdine

H-|m zo- H-1 ndazol -

R A B AR R 5 e
am BT Gty R S R el i
6. OheBlege- TG [%%@ﬁ;ﬁ?%%é@lpﬁaw@?ﬁiﬁg-pheﬁﬁ-mdazol-3-

d—l-lgghgl@zol 4-ylJmethyl]-1 Hindazol -3- am ne 15
6-chl oro-7-f1l uoro- N-[[5 (4-chl orophenyl) 2-furanyl ] nmet

0| b RIBOSMr . [(g%acﬁ ﬂm?I—h%'[i‘i%ﬁﬁ L pyeegl-4-yDmethyll-5-phenyl-1H-

or o- uor o-

H- pindagdi-Ranting et hyl ] 1 Hindazol -3- am ne

4-[5-[[[ 6-chl oro-7-fl uoro-5- phenyl -

Hi mﬁﬁﬂb-ﬂmwr&égﬁheﬂ;hrmi[{wbﬂeng}-ﬂHriaﬂ&dzb}-43a>]methy1]-1H-indazol-3-
e

benzenesul f onam

6- camy¥o- 7- f | uor o- 5- phenyl - N- (3-t hi enyl met hyl ) -1

H i ndazol - 3- am ne .

1%- cBchloze-7-uoneNb[[5-(piebloyd phayl)-2-furemyiimethyl]-5-phenyl-1H-indazol-3-

H i m dazol -4-yl ]l methyl]-1 Hindazol - 3-
amine
6-chloro-7-fluoro-5-phenyl-N-[(1-methyl-1H-pyrrol-2-yl)methyl]-1H-indazol-3-
amine
4-[5-[[[6-chloro-7-fluoro-5-phenyl-1H-indazol-3-ylJaminoJmethyl]-2-furanyl]-

20  benzenesulfonamide
6-ch10r0—7-ﬂuor0-5-phenyl~N—(3-thienylmethyl)-lH-indazol—3-anﬁne
6-chloro-7-fluoro-5-phenyl-N-[[2-phenyl-1H-imidazol-4-yljmethyl]-1H-indazol-3-
amine
ethyl 2-[[[6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl]aminoJmethyl}-5-(methyl-

25  thio)-1H-imidazole-4-carboxylate '



am ne ethyl 2-[[[6-chl oro-7-fluoro-5-phenyl-1
H i ndazol - 3-yl Jam no] net hyl ] -5-(nmethyl - 25 thio)-1
H i mi dazol e- 4- carboxyl ate 45 6-chloro-7-fluoro-5
-phenyl -N- [[5- [4-(trifluoronethyl)phenyl]-2-f
iranyl] methyl]-1 H indazol-3-am ne
6-chl oro- 7-fl uor o- 5- phenyl - N-[ 245 1- pi peri di nyl ) et hyl ]
-1 Hindazol -3 -am ne '
6-chl oro-7-fluoro- N[ 2-(4-norpholinyl)ethyl]
- 5- phditb-71fldré-3daeayl=13- [?:Immﬂﬁommethyl)phenyl]-z ~furanyl]methyl]-1H-
N- (6-chl oro-7-fl uoro-5-phenyl
H i Hfazdti-gmipe) - N - (3, 5- di chl or ophenyl ) ur ea
N- (6-chl oro-7-fluoro-5 -phenyl -1 Hindazol -3 -yl
- ( 2 6hbyeTyflyare-&-phenyl-N-[2-(1-piperidinyl)ethyl]-1H-indazol- -armne
N- (6-chl oro-7-fl uoro-5-phenyl - 1Hi ndazol - 3-yl )-N - (phe
ny| sehlorb7uiheac-NNf2-6~mbtpholinyl)dthyl b6 @hbnylidiyidazd-3-amine
- Hindazol -3-yl)-N -(4-phenoxyphenyl ) urea
AN (B @tH60- 7Zﬂf1c|n‘é03 ?h&yphﬂfiﬁﬁazbl -3-y1)-N'-(3,5-dichlorophenyl)urea
H i ndazol - 3-yl) 4- et hoxyphenyl) nmet hyI Jurea 10

N ( R @60 77ﬂﬁJ)ﬂ603“ Bh frpi‘ﬂfﬁihaz%ﬁ?:lyl'ﬂﬁzéﬁ -prdpitplubda- [ 4- (

trifluoronethyl)phenyl]Jurea

o e R D e ety
N (R G097 p)lorﬁos’ gheayp E@X%%Zrogg -y1)-N'-(4-phenoxyphenyljurea
ﬁ{j@;gﬁorg-éﬂ;&ﬁ? Eﬁ‘ﬁ Midazol-3-y1)-N'-(4-methoxyphenylmethylJurca

6- chl fl 5- phenyl. - d
10, g}\bgﬁq%}g{)q%)'{]ﬂg%r%%gghenyplﬁgndazoﬁ— rs IG\‘IZFJ (mﬂuoromethy{)phenyl]uxea
N- (6-chl oro-7-fluoro-5 Phen yl -1Hi ndazol - 3-yl)-N - S4f
| uoNot$hengto) Trflaero-5-phenyl-1H-indazol-3-y1)-N'-(4- methoxyphenyl urea
N-[ 6-chl oro- 7-fl uoro- 5- phenyl -1 Hindazol -3-yl]-N -(tri
cy ¢ Ne{63c8orb- 78 uFoele phenyi-y Heindawol-3-y1)-N'-cyclohexylurea
- N-(6-chloro-7-fluoro-5-phenyl -1
H- i pul@zetlords Y- holy-5-phenybl Hyinghebh gyl N6 propylurea
N- (6-chl oro-7-fl uoro-5-phenyl -1 H i ndazol - 3-yl )urea

N ( B %dé&lﬁéx‘a = 7L ﬂﬁ&bhsabhém-meiaaézol_ﬁ yg'z Nn(iaamb o%hé’dyl)w&a

chl oro- 7- cyano- 5- phenyl -1 I ndazol yl')urea

1 ﬂ gﬁ&ﬁ&% = P)ﬁéﬁ%l LLBAARY BRSNS y1)-K'-(4-fluorophenyl)urea

R SR RS e

'\;l( &Jfé“gﬁ A ahbiol s enyi“fhh%dazol-_?, NER - metihgA59ka 3
N-(6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl)urea
N-(6-chloro-7-methyl-5-phenyl-1H-indazol-3-yl)urea

20  N-(6-chloro-7-cyano-5-phenyl-1H-indazol-3-yl)urea
N-(6-chloro-7-cyclopropyl-5-phenyl-1H-indazol-3-yl)urea
N-(6-chloro-7-hydroxy-5-phenyl-1H-indazol-3-yl)urea
N-(6-chloro-7-methoxy-5-phenyl-1H-indazol-3-yl)urea

N-(6-chloro-7-trifluoromethyl-5-phenyl-1H-indazol-3-yl)yurea



N-(6-chl oro-7-trifluoronethoxy-5-phenyl -
H i ndazol - 3-yl )urea
- N-(6-chloro-7-nitro-5-phenyl -1 Hindazol -3-yl ) urea
N- (6-chl oro- 7- am no- 5- phenyl - 1 H i ndazol - 3-yl)urea
N- (6- chl or o- 7- di net hyl am no- 5- phenyl -
H i ndazol -3-yl)urea 5 46
' I\l— (6-chl oro-7-et hynyl - 5- phenyl - 1H i ndazol - 3-yl ) urea
N-[ 6-chl oro-7-fl uoro-5- phenyl -1 Hi ndazol - 3-yl ]
- - 4-NgbhglorbInzignefoutivxeb- pﬁ&nyl 1H-indazol-3-yl)urea
N-[ 6-chl oro-7-fl uor o- 5- phenyl -
H | Ro@zlord-7MhilrgBt Hll-fiﬂfh%ﬁl-ﬂ- Durea
N—[6d(ghl oro-7-fl uolélgﬁglsphenyl L
H- i

[6 fgd(leéc%?rf ry%%lgrgo }gﬁ%ﬂ ﬁg%?ﬁ&%ﬂﬁé‘%ﬁ azol -3 -yl ]
s t]é;@m%o#sﬁ%‘%ﬁg?a%%ég% AR 5naetB s

i zol - 2 [
(SRR s%@léﬁﬂhﬁiiliﬁaz&ﬁmm 3 1)

benzenesul fonam d chl oro-7-fl uorq- nyl -
H | Ndéféulorgf7yﬂqlara5cnhemlr%ﬁ%9hw; HFEEn bEnzencsul fonamide
sul f onam de
N- [ B=[6thinre-77ltdradrphesylpHengdazo-B-yHmeitwneglipnamge ( 3-j s
oxazol yl ) - 2-thi ophene- 15 sul f onam de

© N [ B-[6hihdro-778ddrodr ghebylpHdiyd azdl - Hyl Jitawphacgulfonamide

- -yl]-4-fl uorobenzenesul f onam de
N- [ §-[6hdhivre-7/AEdrodr shehylpli@hydazol-3 Wi hdacdludroethbgesul fonamide
- 4- met hoxybenzenesul f onam de

10\ [ﬁd[ Bhtre-7fllidro Ot ShehyP1¥83¥d 2231 3-y1]-2-thiophenesulfonamide
Hin azol 3 yI ] benzenerret hanesul f onam de

N P
i lﬁ 1]t|drH aL rgl Ey m%alzér% ?C,I g%]geréz_eﬁesulfonannde

sul ch - /afihdQnR3 [k )
i ﬁﬁé-ﬁéﬂ&%ﬂ%ﬂe@a%@mm# P TP BB abmethyDbenzene
sul §ubfoanméte N-[4-[[ (6-chl oro-7-fl uoro-5- phenyl -
H-i ndazol - 3-yl ) am no] sul fonyl ] phenyl ]- acet am de 47
g fdhh&bﬂf ﬁuérbisols&n’ﬁl 1 RhEMEbE-371]-5-(3-isoxazolyl)-2-thiophene-
H-| ndazol - ] - 4- met hyl benzenenet hane- sul f onam de
1%- cmlfw@mmierl uoro N- ( pent af | uor ophenyl )-5 -phenyl - 1
H i ndazol -3 -am ne
6- cN#[ércﬂalo?eﬂﬂmro-Slkpl(eﬁyIAI Idiifdazol-diyhlefrfluprobenzghesnifbnamide
H i ndazol - 3- am ne
N-[6-chioro-7-fluoro-5-phenyl-1H-indazol-3-yl]-4-methoxybenzenesulfonamide

N

N-[6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl]benzenemethanesulfonamide
N-[6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl]-1-methyl-1H-imidazole-4-

20  sulfonamide
N-[6-chloro-7-flucro-5-phenyl-1H-indazol-3-yl]-4-(1,1-dimethylethyl)benzene-
sulfonamide
N-[4-[[(6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl)amino]sulfonyl]phenyl]-
acetamide '



5 : ' :
6- chl oro- 7-fl uor o- 5- phenyl - N- (2, 3,5, 6-tetraf | uor opheny
l)-1 Hindazol -3-am ne 6-chloro-7-fluoro-5
- phenyl -N- (2,4, 6-trifluorophenyl)- 1 Hindazol-3
-am ne 6-chloro-7-fluoro-N-(4-fluorophenyl)- 5
-phenyl - 1 Hindazol -3 -am ne 47
6-chl oro-7-fluoro-N-[ 3-(trifluoronethyl)phenyl]-5-phen
yl -1 Hindazol - 3-am ne
6- CNL[ﬁf&ﬂJrofiﬂ@J@'SBbl{eﬁyl(-IHllﬁddigr-%tﬁﬁie)}@t&ﬁyérﬂenﬁﬂ@heﬂ
i ndazol - 3-am ne
cﬁﬂfﬂﬂ@mﬁefl uoro- N-[3-fl uoro-5-(trifluoronethyl)pheny
I ] - 5- phenyl - 1Hi ndazol - 3- am ne
6- ¢ bichlove-7-fluouo Mot Aumophoyhenphdnyb-l Bhindadol-3-amine
H i ndazol -3 -am ne

6- ¢ Bletiloo-T=ildi@MN(IN-(i3ubtdphepy1B8yphend- [ amidrol-3-amine

H-i ndazol - 3- am ne

8- CBlAIRo-F-Aldi@5h @hél%@gﬁ%ﬁﬁﬁﬁﬁwobh&yghﬁﬂﬂda%ol -3-amine

H-i ndazol - 3-am ne

6 C @ ﬂfo‘i’o 4 ﬁdogg ﬂjﬁfh%hj;ﬁ% f(?h%omhﬁisbﬁ dﬂy’lﬁ 1 Hhﬁ@a)ﬂ)r-i-'ﬂiﬂlﬁ@ a

TUoro phenyl -
Tcg.fo o-;gqlrolﬁ% 84,\’£lleqfo%henpflal ng}lPe)nyng-mdaﬁol :7[ -amine
di nchjaﬂcho 73%?%%[3]:%%{8%1%&)/1 if% Eﬁényl q¥f indazol-3-amine
%bﬁg"&’}gﬂ rfE‘Fgr% Z“I ﬁérgm%gf@ag%/nylﬁsﬁ S@E&n digol3-amine

-yl) - phenyl urea N-(6-chloro-7-fluoro-5-phe
104 ﬁwélm- sftugpp-N-B-lnerp oty Beererisylivhenyihy-gae }%@Hrmdazom-
rac es, enantiomers or diastereoisoners and their
ures, thei r taut omers and thei r pharnmaceutically

acc ya aI tSNZ(P ﬁeq@rj@'ﬁﬁ El‘ﬁlgxlﬁ}?z T—gd | o ei t her

P di I
( 'epgrcélq'fgﬁoﬂws rﬁﬁﬁ%ﬁﬁoﬁ%ﬁh&a&mﬂé Hyindaggl-deamige
Pyrrolidine-I|-carboxylic ac

(6, 6= caloﬁoﬂoﬂwg-}bfﬁewﬂwzwhwaz%ph@y&rWaﬁﬁi@el -3-amine
1-(6,7-D fluoro-5-phenyl -1Hi ndazol - 3-yl ) - {3(4 nmet h

15| pbpataei7aldorgN-H+meihokyphenyl): 3-phenalil Brindazol-3rathinhe) r
pharmaceutically acceptable salts. 6. The conpound as
cl abwohtbro47-fumyo-dN)&-dighenylal Hrendhzole3-aminesed to prepare a
5 nedi canent. 7. A pharmaceutical conposition, which

C ONMBIchERS-7-flkbra-Ne{lap yredigly-ISGitehyl- H@Gﬁc&fzam-ﬁmlﬂmdl um a
conmpound defined as clainmed in any one of clains | to
5. 6-chloro-7-fluoro-N-(2-pyridinyl)-5-phenyl-1H-indazol-3-amine
N-butyl-6-chloro-7-fluoro-5-phenyl-1H-indazol-3-amine
20  N-(6-chloro-7-fluoro-5-phenyl-1H-indazol-3-y1)-N’-phenylurea
N-(6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl)-3-methoxybenzenesulfonamide

their racemates, enantiomers or diastereoisomers and their mixtures, their tautomers

and their pharmaceutically acceptable salts.
5. The compound as claimed in either of claims 1and 2, which is chosen from:

25  Piperidine-1-carboxylic acid (6,7-difluoro-5-phenyl-1H-indazol-3-yl)amide



8. The nedicanent as clained in claim?7, which
conprises at | east one conpound defined as clained in
any one of clainms 1 to 5 for its therapeutic
application in the 10 treatnent of diseases in which
a phosphoryl ation of the tau protein is observed. 9.
The medi canent as clainmed in cla m6, which conprises
at | east one conmpound defined as clained in any one
of claims 1 to 5 for its therapeutic application in

thePyﬁsﬁ(ﬁhét@%rb%&?d&ea&@(@%ﬁﬁfo%@ﬁe | SIBARRBrol1ST-y0kaRle
cranial and spinal traumas and peri pheral

1 A9BSR FERAROLAS oSSR BB ot
oo BB o ST b 5 Sy o™

medi c nt as clainmed, in claim9, the .

neuPoes cHERIRY sl ith @Y P Shgleimpy fSyaised o prepare a
gl sgA3RmBAr Ki nson' s di sease, frontoparietal denmentia,
"~ corticobasal degeneration or Pick's disease. 20 11. A

(1) 753 Dhafhack e oP LARRIRAE St [oA IR Ul lock GACRM) Boccprable

as

( 1- efejiiink il conmoyhd deffiie)l ak kiimediatey oae v ¢ainGQ) al Ky
het erocycl oal kyl, cycl oal kyl or pol ycycl oal kyl, these

r adgC@hs nR@ichRiend dsyclighdddin SalRsY] ﬁvhicﬁd:@ﬁlesoit 1884t &ne compound
substituents chosen from hal ogen, NH2, OH,

OR defirgd@s clapegl areny ot of chamns IMR%N@); im@r@qqti’c application in the
®) . .
S o G S R e,
(i P OB diedicnie s iR ordivi B SRR MGprigs a teast one compound

(1- B&direddkagl clafd th anyRdné o€ cldims e ps rfitilsthé@hpatie application in the

anot her, a hydrogen, (l-Gﬁ%alkyl, aryl , alkeQ%lh

al | gyatytenpof H@ﬂ@%@@ﬁnyra,nvp pasdsy sokgst icomial| andoapipg traumas and

subst i tut ed 1..0r re substit.ye h r .

nal By docliorkelty SRy R Bt 38 Mg, cssentil
18H, h si68)QathdspsclerGiNiddsdid @0 Ar, diseaSes, polycystic ovaries syndrome,

trifluoronethyl or_trifluoronmethoxy; froma

der BXRsrome Xo fmypedefigicney anghedneeR3 i s H, from a

derivative of RICHO and from sodi um

tri deefhexmibeastantias eleinied igicddimdt, dheenancntegensraliveslisease being either

prodqugt . obt ai ped i s tianally converted t . .

Do A £ e cRarB i 8 gistaes BHidrRielsP Bameptip corticobasal
t hedgdeapatiah bPPicRfs dideasecconpound of formula (1) as

defined in claim 1 and for which R3 is CONRIR2 or

20°SNR RR padssibr 8RR GrdfardtioR of HIRASRSRABN b ¥orRilila (I) as defined in claim 1
and for which R3 is (1-6C)alkyl, aryl(1-6C)alkyl, heteroaryl(1-6C)alkyl,
heterocycloalkyl, cycloalkyl or polycycloalkyl, these radicals optionally being

substituted by ! or more substituents chosen from halogen, CN, NO,, NH,, OH, OR],
COOH, C(O)OR1, -O-C(O)R1, NRIR2, NHC(O)R1, C(O)NRIR2, SR1, S(O)RI,
25 SO;RI1, NHSO,R1, SO.NRI1R2, C(S)NR1R2, NHC(S)R1, -O-SO:R1, -SO,-0-R1, aryl,
heteroaryl, formyl, oxo, trifluoromethyl, trifluoromethylsulfanyl, trifluoromethoxy or
(1-6Clalkyl and R1, R2 are, independently of one another, a hydrogen, (1-6C)alkyl,
aryl, alkenyl, alkynyl or heteroaryl, themselves optionally being substituted by 1 or
more substituents chosen from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO,, NH,,



one anot her, a hydrogen, (1-6C)al kyl, aryl, alkenyl,
~al kynyl or heteroaryl, thenselves optionally being
- substituted by 1 or nore substituents chosen from

hal ogen, (1- 6C)al kyl, (1-6C)al koxy, CN, NO2, NH2, OH,
COOH, COCal kyl, CONH2, formyl, 10 oxo, trifluoronethyl
or trifluoronmethoxy, from OCNRlygnd from a derivative
of  formula (I) where R3 is Hin tetrahydrofuran, and
the product obtained is optionally converted to a

phapracEHOIE TDVIRAC ERINMY, SofAL oxd,SuifilbRNRARE &% Srifl@bromethoxy;

the preparation of” the conpound of formula (I) as
def frnmch darivatyeaeifommadadl) deraR? shHRBomas dsdpivead R IGHO and from

i vd 1- 6Q).al kyl , | kenyl 15 al k : :
o TSRS R, R BT Ay wADpfN Yhinea
by dpt@inallP ESveHEED A pheith e Gh@ie AcdehRBlehal.ogen,

(1-6pC)aI kyl, (1-6C)al koxy, CN, NO2, NH2, OH,  COON,

_fﬁxi?%.kﬁ(l roC thefl?}E:}S@fétiono%ﬁﬁtP? Eémpbﬂﬂf%hﬁmb (22&5 Cd::?ﬁned in claim

uoronet hoxy, froom a onyl chloride R (
and 1 fand forawhieh R3&s CONRIRZ or EENR 1RR)andidr sndiR2 pre, jadgpendently of

di chl oronet hane,in the sence, of, a base, .and t he
o Bttt aspees (S EETR: 51, 2rs o Ay 3 Ry, themselves
phappmGRHY | teild YuRGRRRL g&?' E o dhdre sibstithént®Rhosen from halogen, (1-

i nt er medi at e product, , 7-di fluoro-1

H- i Adatiaile36@)ikesy, BN, YD, dVH:,QH COGH; R@ARbIIICONH,, formyl,
syl ) but | de; . _
Q0 8% GRS oy S pRommetbh 197G GENRS, oy derivative of

-1 fbrivutia@pivhest RY Isl HOn tendilburdd, and the product obtained is optionally
N-[5-bromp-6, 7-di fluoro-1-[[2-(trimethylsilyl)ethoxy]m

et hyorvented faviphasmaceuicglly scgenipblasale

N-[6, 7-di fl uoro-5-phenyl -1 -[[2-(trinmethylsilyl)ethoxy] )
met b The pradessnivazled p@pgiafion mftthe amingeurBpof formula (I) as defined in

! PR RIToEPBE R 5 o g, T R Reach U PRRAE, atkenyl
14+ | BURRAPl Or SheddfoM§l, themselves optionally being substituted by 1 or more
substituents chosen from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO;, NH;, OH,
COOH, COOalkyl, CONH,, formyl, oxo, trifluoromethyl or trifluoromethoxy, from a
sulfonyl chloride R1SO,Cl and from a derivative of formula (I} where R3 is H and

dichloromethane in the presence of a base, and the compound obtained is optionally

20  converted to a pharmaceutically acceptable salt.

14. As an intermediate product,

6,7-difluoro-1H-indazole-3-amine

N-(6,7-difluoro-1H-indazol-3-yl)butanamide:
N-[6,7-difluoro-1-[[2-(trimethylsilylethoxy]methyl}-1H-indazol-3-yl] butanamide
25  N-[5-bromo-6,7-difluoro-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl}-
butanamide
N-[6,7-difluoro-5-phenyl-1-[[2~(trimethylsityDethoxyjmethyl]-1H-indazol-3-y1]-
butanamide



50

6,7—diﬂu0ro-5-phenyl- 1 -[[2-(trimethylsilyl)ethoxy].methyl}- 1H-indazole-3 -amine

. 6,7-difluoro-5-phenyl-1H-indazole-3-amine.



