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H (57) Absiract: The invention conccms novel derivatives of general
N-—Ra formala (D wherein R3 is a C-Cs alkyl, aryl, aryliCiCylalky), heteroaryl,
(l) hetervaryt(C,-Cylalkyt, aryl or heteroaryl fused 1o a ;-Cyp cycloalkyl,

R5 heteroeycle, heterocycloalkyl, cyclealkyl, adamantyl, pelycycloaikyl, alkenyl,

- A\ slkynyl, CONRIRZ, COORL, SO2R1, C(=NH)R1, Ci=NIDNRI; RS, R6 are

< ,N independently of each other selected among the following radicals: halogen,

- N CN, NOzZ, NH;, OH, COOH, C{O)OR8, -O-C(O)RS, NRSRS, WHC(O)RE,

<+ R6 : H ~ C{OINRBRS, NHC(S)RS, C(SINRBRS, SRE, S(O)R8, SC;RE, NHSORS,

~T SO,NRERS, -O-SO4R8, -50,-0-RE, tif! ), it wy, Cr-Ce

ﬂ atkyl, G-Cg alkoxy, aryl, ary}(Cy-Coalkyl, heteroaryl, heteroaryl(Cy-Cealky), heteracycle, cycloalky], allcmy! alkynyl, adamantyl,
3 polycycloalkyl

3

) ;F (57) Abrégé : La prisente invention concerne Jes nouveanx dérvés de formale gépérale (T) dans Jaquelle R3 est un radical (1-6C)a)-

< kyke, #ryle, aryle(1-6C)alkyle, hétéroaryle, hétéroaryle(1-6C)alkyle, aryle ou bédroaryle fasionné & an cyclealkyle (1-10C), hétéro-

eycle, hétsrocyeloalkyle, cycloalkyle, adamantyle, polycycloalkyles, alkényle, alkynyle, CONRIR2, COORL, SO2R{, C=NH)RI.

~ C=;WH)NR1; k5, RS sontindéperdamment 'un de I"antre cheisis parmi les radicaux suivant halogtnae, CN, NO2, NH,, OH, COGi,
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roaryte(- SC}alkyle hétérocycle, cycloalkyle, alkényle, alkynyle , adanwnlyl& polycycioalkyles,
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As printed (54) Title: NOVEL AM lﬁb NDAZOLEDERVATVES AS

MEDI Cl NES AND PHARMACEUTI CAL COVPOSI TI ONS CON-  TAI NI NG

SsAME thei pharmageuticaljCuoeEtele BEIR asgisnase AMLNOINDAZOLES A

TI TRE DE MEDI CAMENTS ET COM POSI TTONS PHARNA-
CEUF]II@iE@edIE&tRENFERNM\IEmRﬁl (slbhe(lﬁé’)ofAbshnﬁmﬁmdthb derivatives of

v rr]1t1r1lu a ﬁoncde ' elr %\allrerlnac%%‘gulza}ﬁ?rt Iagcee?)ta%I %gl?se rn? 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 neurodegenerative diseases, Alzheimer’s disease, 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.
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
20 heteroaryl fused to a (1-10C) cycloalkyl, heterocycle, heterocycloalkyl, cycloalkyl,
adamantyl, polycycloalkyl, alkenyl, alkynyl, CONRIR2, CSNRIR2, COORI,
SO2R1, 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, -0-C(O)R1, NR1R2, NHC(O)R1, C(O)NRIR2, SR1, S(O)RI,
25 SO;RI1, NHSO;R1, SO,NRIR2, C(S)NRIR2, NHC(S)R1, -0O-SO;R1, -S0,-O-R1,




formula (1) wherein R3is a &-Ce alkyl, aryl, a

yl (C1C6) al kyl , heteroaryl, heteroaryl (C, -C6)al kyl,
aryl or heteroaryl (used to a Cs-Cro cycl oal kyl,
hrterocycl e, heteracycl oal kyl, cycloal kyl, adamantyl,
pol ycycl oal kyl, allcenyl, *.y \ al kynyl, CONRI R2,
COOR1, SO2R1, C(=NH)RI, C(=NFI)f\PI; R5, R6 are

i ndependent|y of each other selected anong the

fol olvmcg%fr ad| ca]&% hal ogefn Ft 6‘:{%@ % N'}liuoromethylsulfanyl
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5(5%#3@%”%%3@@ (SNRSD: oRRE oNQHE) co80s] NHSOLRS,

NOUYSARS %;Ilﬁae §aF iyl Qeﬂﬁt&'forﬁédlﬁam&&%%hﬁy R3.6C)alkyl,

esr on ra caI - kyle, ary
ar ),(]lé(@alﬁ@))a[d(yl], @,rylhbﬁ@)@larly ha;aroa.ryl heteroaryl(1-6C)alkyl, heterocycle

26&8(2@’3@3’135 1 6933% l%t@fi ﬂ{ pe(j} ozﬁgyly thesé & 18&?9? optionally

hetHe Sabatahiéd b 1 &Mr@@hﬁ%ﬁh@m&%&dﬁ%rﬂhﬁo n, CN, NO,, NHa, OH,
| e uoTR by 1 e RLRZ OOOR
105@(%11 0, CCONEL IXO)OR1, Q(QDRI(RQ\I HH{L-J@.NHC(O)RIO C(OJNRIORI11,

n ' a
 DSSBEIRTERN E SR MBI RD S BBl soavwioR
C( 00eSQ;R H)LEOG)- GS{IWRSBPhetMH@S)@)B&n yl, trifluoromethyl, ‘mﬂuoromethoxy
C( O NR8R9, NHC( S) RS, C(S) NR8R4, SR8, S( O) R8, S@R%r
NI 158 -RB)alls@PNRSR,  OSO, RS, SO, - O. RS,
trifluoronethyle, trifluoromthoxy, (1-6C)alkyle,
(1§t1) RE B, RarBlband Rl exre, . i@y rendsritly, ofhéieearsdhey] @ hydrogen, (1-

SN A AR b e A s
20 4 108rb4r sﬁﬁéﬂt@@@{o@&?ﬁgﬁl h, @emaikyd Q?—@b?alkoxy, CN, NO,,

derl vatives as nedi canents and ar naceut i cal
c ofpds GH. 8H3OHneOQnllad @@@Hz,ﬁ@ernpls gfbwromethpln trifbigromethoxy;

relates to the use of derivatives of fornula (1): N-R3

R5 RGar(d R2 5r &8 arldeREP opR40 rmd Ritli @al fbym ack eptéatpkmbemt tring which

as ki nase |n The subj,ect r of the

oGRS R SRt ROEh S RS0l o der' vat i ves
formula (1) _and thejr pharmaceutically acceptable

203a|apé Vhen R 15t @remhersshpifpgengms hefgroap iog aithiazolyl or an ‘imidazoly!
COMROR bADBRL! (BRI Ak Do AV BR! RAMA! R&a%m&gfﬁaéﬁm which is

which can r rom an norma activi
ki mqnselsa,llyssubmmd bjzdrore:xc&a‘phlsmuehtss:hosamvfmm ddlogen, TN, NO,, NH,,

ol od. i, “ERBRR (-CreORBre kL, NHCORIO

2??,{? g‘ﬁhg?%“ Nﬁg, T afS)R‘i@tCGS?NR'?ORh K0S SAS IR 105 BOPKES NHSO,R10,
25 SO;NRIORILI, -O SO,R10, -SO,-0-R10, aryl, heteroaryl, formyl, trifluocromethyl,

trifluoromethoxy or (1-6C)alkyl;

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:




traumas and peri pheral neuropathies, obesity,

met abol i ¢ di seases, type Il diabetes, essentia
‘hypertensi on,  at heroscl erotic cardi ovascul ar di seases,
pol ycystic ovaries syndronme, syndrone X,

I mmunodefi ci ency and cancer, the pharmaceutical 15
conpositions conprising the novél ani noi ndazol e
derivatives and the|r pharmaceutical ly acceptable

sal .and_t ve an1n0|ndazole derivatives an
T heRS i Brhrorgali mor etk Relesrls etrioari ORIy, aryl or

N R oL . 0 L o

het mwl,,polmban@f mll(ehylﬁ@kah}dyCOl\I‘Rl;RﬁZ @SNRARZ, COOR1, SO;R1

net & bEina Vi e st arkihs celendBi E%iag ssbedifuged v, 1 or more

530| Mﬁﬁl&?ﬁk |6H$sen %{olﬁ?ﬁé/lbgerﬁldw r_NIY\I(P_ﬁ I\ITg'Ig\'r ih CRl @;éggi R20)OR1, -O-

TadC adccQuRg dﬁRilBhalNHCQﬁBRﬂg CEUNRIRZUSRI, b§(QRdy S@yRd, NHSORI,

SR T SRR N

1R2 oxo, Shifluceb MRyl Zﬁﬂ\%%ﬁ@thyls R]tnﬂuoromethoxy or (1-
soerR| C(SNRIR2, "NHC(S)R, -OS , -S02
_o-6@alkylaryl, heteroaryl, heterocycle, for myl ,
trifl uoronet hyI , trifluoronethylsulfanyl,

1Q r i RS voamaeyd lophignadly s(ubstﬁfifpdlblyyll or RereasubsRBiesis ehosen from halogen,

fol e-”ﬁ@”“ Hoa 8 8RSferCoBld °REDIORIE. BicuBen, NRioR1L,
CNS(QNﬁego cg)giglgumgg? %M%@&%BSOZ&WINRQW,SRIO S(O)RI0,
S@m

SoRHE, SOS@EIQRFB -Q-SD&Rb@roS@IGyRIO aryl, heteroaryl,
ar 'yﬁf"t’?%s%j Beggion Rk Srtonaptt AR 765 al kol

Al G TR ST Y

t f
ﬁgb%gié)%éﬁ%?‘i‘r,lﬁﬂorém@{hoﬁ? rI’%QFlN}%tér mqe& Sfaeﬁlaﬁsg? roglno

H&% é%lg‘} m%ﬂ?” W@R%%%%%g}g%%@dm aryl, alkenyl,

NHSORRD, orS(lﬁﬂtisiafﬁj Ithemseﬂ}esmﬁi&lallySBang} fibQituedy by 1 or more
het eroar r fluo t i fl uoronet hoxy
5? WEH’ nypém ogm {lpénf) F@f% (Arﬁﬁ Jrkkpxy N, NO2 NH,, OH,

20'6 gj@?@qj @@a(?%lf)qf nzsirlﬂﬁigf oxo ermiﬁf l o£ fnﬂul:?omethoxy,
gﬂf%ltn ;&B I& E%QQLA %r O%I eg‘g%getdl Hié e\%lg?( mfll}p or TRy not have a

(| lfeﬁéraétkm;(wch@k\lo NG@2N; NH2 OH, COOH, COOaI kyl,
CONH2, fonnyl, trifl uoronet hyI trifluoronet hoxy

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

ﬂ

tautomers and to their pharmaceutically acceptable salts.
25  The present invention preferably 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, CONR1R2, CSNR1R2, COORI1, SO,R1
or C(=NH)NRI1 radical; these radicals optionally being substituted by 1 or more




- Rl'and R2 or R8 and RO or RROand Rl 1 can forma 5-
or 6-nenbered ring which nmay or nmay not have a
het eroatom such as 0, S or N, 20 and, when R3 is a
6- menbered ni trogenous heteroaryl or a thiazolyl or an
i m dazolyl or an oxazolyl, theg at | east one of the
R5 and R6 groups is an aryl his optionally
substituted by 1 or nore substituents chosen from

- hal ‘H% Igs\lc Hﬁﬂpgglb)cﬁ&,mgg ,1c08H C(O)ORI, -O-

| 0N ORI, |
| NHSO?Fgag 25 sozm %bggg{;ﬁ% %Ozs@%ﬁa %OZRI NHSO:RI,
het %@MW’ CERINRIR NH@ISMbhet@sﬂozRu SR Xbeteroaryl,

or O al kyl ;..to th enmat e e r r

i abPRVenpetyaitidtnieind; niaEp Ry Is R apfuSromethoxy or (1
ga%@)gﬂ?;g and to their pharmaceutically acceptable

salt re particularly, the present invention

6 o hity i ] 6 P S B s,
het@NoaN@lz,( INBE) aﬂ)HyI oRaﬁyl COOH, h€(O)OR1 Y| ..m@gm)Rtw, aNRIORI11,

ﬁ%&%@ﬁﬂ ool ﬁL%ﬁ%@@F&ﬁf f<§(§N§1Q§i Y§r10, s©R10,

10, GORRbER) 0 R2R (OXI-s0R %q(rd\“'gx heteroaryl,

radl cal ; these radicals optidnal I y be| ng Substi tut
100y forrayl, mriffueromethyls trifinororsetbdrysen(lf6Qakilal ogen, CN,
N2, NH2, OH, ORI, COOH, C(0)OR1l, -0- C(OR, NRLR2,
NHG(\@)SRi halﬁigcﬁl), NRﬂBﬂ cy8RiproB(.GrRI OPBGﬁ’a%oxyL\IHﬁﬂ)tﬂRdmethyl ethylenyl,

ar yEeUiraiL Ry pmetegt s Niipr N RdSRbrret nyl

trifl uororrethylsulfan%i trifluoromethoxy
HOf

6(:)%1 m rerepender one prqthgras W@E%t(hﬁ&t)@&ﬂbw}’ﬂ alkenyl,

TR STHEIEL 3nGheneR, LA, BORR Bl 1 or o
15NHG(uQ)tH1c(ﬂts Gﬁ@kMFﬂiﬁRﬂlog&HQ(l% Byl, ¢ 9OYRkERY, ICNSRIOD, NH,, OH,
OIS IO DR L L AL IV
tr| fl uoromst hyl, trifluoronmethoxy or (1-6C)al kyl; 15
R6 R and fid ¢gerformea fylor Gineimbsradpsing vdech Ory oetmhayxyot have a

tri |, ~€ nyl, acetyl enyl,
tril{eworon’e Masoﬁl%%ll@’NHz or NMe2 radi cal R, R

nde ende of one another, a hydr
Gi% é)hg rk cem %ﬁtllgm Elagpwﬁwneﬁ%/aﬂ ttglpgamtures to their

2ot hQﬁ[&@x’n&ﬁ%n@lﬂi ﬂx@ﬁ@hbﬁé&@hﬁ‘tﬁll db&ptabi Qs by | or nore
substituents chosen from hal ogen, (1-6C)alkyl,

( 1Bt Yvertiin pherabNtatedth 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, COORI, SOle',
25 C(=NH)RI 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,
-0-C(O)R1, NRIR2, NHC(O)R1, C(O)NRIR2, SR1, S(O)R1, SO,R1, NHSO,R1,
SO;NR1R2, C(S)NRIR2, NHC(S)R1, -O-SORI, —SOZQO-Rl, aryl, heteroaryl,

formyl, trifluoromethyl, trifluoromethylsulfanyl, trifluoromethoxy or (1-6C)alkyl;




.20 COOH, COQal kyl, CONH2, fornyl, oxo, trlfluororrethyl
or trlfluoromsthoxy ‘R and R20anforma5 or. '

6- nenbered ring which-may or may not have a
heteroatom such as O, Sor N, to their racemates,
enanti omers or di astereoi somers_and their mxtures, to
their tautoners and to their pﬁar maceuti cal ly
‘acceptable salts. 25 The present invention preferably
' rellzgges to derivatives of formula (1) in which: R3 is
_ BARERY | aryl, aryl'(1-6C) al kyl, heteroaryl,
heteroar I(I-GC) al kyI', aryl or heteroaryl fused to a
(1-3@@)a D§al kyl , heterocycle, heterocycl oal kyl,

cycl oal kyl , adamantyl, polycycloal kyl, al kenyl,
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N
i SRS S0 A LB bR gyt i
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| s iR ahabigenor brRidh¢l-ch&inC tepIREW! radidils EdnpiRt N@X Y carbon atoms
trifluoronmethyl, ethylenyl, acetylenyl,

t r i2pdl 9BF SProt FMEatadalr nogqRnivEatRi/KaPle dwindsin afitraightt erbranched-
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15 substitu nt hosen from hal ogen (1 60 al kyl
(1heteyost %%&j* oIy e fierand nEeean, iDmeEiaur, thiazolyl, thienyl,

3187 Oéng( s)ﬁﬂ'ﬁy g@lcan%lhﬁgmgmyl tetrazolyl, oxadiazolyl,

6- teadiezodd, r isogadidviobl, nizythiudiavelylnoisothinvelyl isoxazolyl, triazolyl,
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het eroat om s as 0, .S or o their
 onEPOHE R, Tl B o Sasoraia da it hfriey ieghe.  Guorine or
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accept abl e sal The present 1 nvention pr
r ebeinesylt norbemand; baresnydor horborreayll the heitermybiadlcals fused to a (1-

10C) cycloalkyl are chosen from indanyl, isochromanyl, chromanyl, 1,2,3,4-

tetrahydroisoquinolyl or 1,2,3,4-tetrahydroquinolyl; the heterocycle radicals comprise

I to 2 heteroatoms chosen from oxygen, sulfur or nitrogen and represent in particular
25  piperidinyl, morpholinyl, pyrrolidinyl, imidazolidinyl, pyrazolidinyl, isothiazolidinyl,

thiazolidinyl, isoxazolidinyl, oxazolidinyl, piperazinyl, azetidinyl, 2-piperidone, 3-

piperidone, 4-piperidone, 2-pyrrolidone or 3-pyrrolidone.

The compounds of formula (I) exhibiting one or more asymmetric carbons and can

therefore exist in the form of isomers, of racemates, of enantiomers and of

30 diastereoisomers; the latter also form part of the invention, as do their mixtures.




R3 is a (1-6Qal kyl, aryl, aryl(1-6C)al kyl
“heteroaryl, heteroaryl(1-6C)al kyl, aryl or

het eroaryl fused to a (1-1 OC) cycl oal kyl,

het erocycl e, heterocycl oal kyl, cycloal kyl, adamantyl,
pol ycycl oal kyl, al kenyl, al kyny], CONRIR2, COCRL , .
SO02R1 , 25 C(=NH)R1 or C(:NH)Nﬁl radi cal ; these

radi cal s optionally being substituted by 1 or nnre

- substituents, chosen from hal ogen, , NH2,
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( 1-Geatorxgyclamopriazthyl-H phey ol Gexainky | |

.CONH2, fornyl, trlfluoronethyl or trlfluoronethoxy, to
t hei- chloxostfeydopmtadmhéxyt) -Spbetnyl-&H;indazot-Beinrine acenat es,
enanti oners, diastereoisoners or tautoners, and to

t hed-chlpoalNRgmattiyitald)yropyld Spttahylel B-aidagol-3-amiree

precedi ng definitions and those which follow, the
(1-66R1oRLKY bhérdthte@l-S-phedfd- 1 FEHAR%dI SParkineO0 6 car bon
atons in a straight- or branched-chain; the alkenyl

107 Adi_6Rbd- NABRISIRKy ﬁnétﬂylﬁs%[a%qfl}ﬁhfdﬁolglgmﬁ{ée to

conj ugat ed or nonconj ugat éd ble bonds in a
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conpri se n-"atons one to 3 conjugat ed

8? SRS 04 R SRR SR Sl 3-aypime hvdraee
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thlen I pyrroly yridinyl, furyl, imdazolyl,
- 150x ézdﬂ%O-Nﬁyh@leglhylg-ﬁmheaﬂolH'-Ilnda@&laﬁmm yl,
t hi adi azol yl, isoxadi azol yl, isothiadiazolyl,
[ sc&-ﬂﬂmdﬁ-;[(ét-cyasopl&mgl)methyl]F5-p}miyy-ll H-inﬂgaoda-ﬂedn;dhe or
i ndol yl; the hal ogen radical is either chlorine,
I ONI-p@-cHidrtplidneDmRehy 206 -0 - Sipheyitd FPdY£01S-@ainky |
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LTSRS SR A B AR
' N RN 5-dichlorophenylymethyl]-5-phenyl-1H-indazol-3-amine
6-chloro-5-phenyl-N-[[4-(trifluoromethyl)phenylJmethyl})-1H-indazol-3-amine
6-chloro-N-[(4-fluorophenyl)methyl]-5-phenyl-1 H-indazol-3-amine

6-chloro-N-[3-(4-methylphenoxy)phenylmethyl]-5-phenyl-1H-indazol-3-amine




25 piperidinyl, norpholinyl, pyrrolidinyl,
i m dazol idinyl, pyrazolidinyl, isothiazolidinyl,
t hi azol i di nyl, isoxazolidinyl, oxazolidinyl,
pi perazinyl, azetidinyl, 2-piperidone, 3- piperidone,
4- pi peridone, 2-pyrrolidone or 3-pyrrolidone. The
.conpounds of formula (1) exhibi?ing one or nore

- asynnEtrlc carbons and can therefore exist in the

form ner s, racenate of enantjoners and of
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invention, as do their mxtures. 6 Mention ma
madechlarehrphemd-N-Hapobissfletromethy) phenyl netyll mdazol 3-amine
according to the invention, of the follow ng
co nﬁaohlnIdJSS-phI%I(yﬂ)-iI\é-{/[GI-(tr[fmoiormethyl)phenyl] methyl}-1H-indazol-3-amine
] hept - 5- en- 2-yl net hyl ) - 6- chl or o- 5- phenyl -
-H- | heldarl- NI{Gretxy8-gdphthyDmsty3}- S-phenyl-1 H-indazol-3-amine
di et hyl butyl ) -5-phenyl -1 Hindazol -3-anine 5
56- cibiabR- N%[(&nﬂﬂﬁﬁbﬁpﬁélﬂ%é&l)ﬁ] -BhBNYi- H-indazol-3-amine

H- i ndazol
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| -1-i ndazol -3 -am ne 6 -chl oro-N-

[( éE—dﬁbﬂmeNﬂ%e:hmbbhlyhtrhm)bhe@l]piwqu]-Suphemjch'lmﬂiaﬁaieléﬁ-amine
-am ne 15 6-chl oro- N-(phenyl net hyl ) - 5- phenyl -

H- inda 2 obittBoptiEhHeylmethyl)-6-chloro-5-phenyl-1 H-indazol-3-amine

6- chl oro- N- [ (4- cyanophenyl ) net hyl ] - 5- phenyl - |

H- i8¢l 5-3hHPINE[[ 1 Mohenylmethyl)-1 H-imidazol-2-ylmethyl]- 1 H-indazol-3-
[ (4-chlor ogh?r?)lll I J&u nfm c)teror om%l %ZI’?enyy ]-me yl-1H-indazo

15H iamdae ol - 3 - anmi ne 6 chloro-N- [(3
- met hoxyphenyl ) met hyl ] - 5- phenyl - | H i ndazol -3 -am ne
6- dhathdoro-NH [ 1-néthiyt-1 Bfitidazo 2 tyijooeyh i 81ppbhyl- IRiddgldl-3-&mine
- phenyl -1 Hindazol -3 -am ne 20
N- [AcHldloNGH-piethryb1 BHi@@YIL3-Y inethyl]-5-phenyl-1 H-indazol-3-amine
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1 'g-c (()jl%zso pheny?ml R?H—xmldazol-él-yl)methyl] 1H-indazol-3-amine
6-chloro-5-phenyl-N-(1H-pyrazol-3-ylmethyl)- 1 H-indazol-3-amine
6-chloro-N-[[2-methyl-1 H-imidazol-4-ylJmethyl]-5-phenyl-1 H-indazol-3-amine

6-chloro-N-[(3,5-dimethyl-1-phenyl-1H-pyrazol-4-yl)methyl]-5-phenyl-1H-indazol-

25 3-amine




N-(2,2,3,3,4, 4, 4- hept af | uor obut yl ) - 6- chl or o- 5- phenyl -
‘I Hindazol -3 -amne

6- chl oro- 5-phenyl -N-[[ 3, 5-bi s(trifl uoronethyi)phenyi]
met hyl] -1 Hindazol -3 -am ne 6-chloro-5-phenyl-N
[[3-(trifluoronethyl)phenyl] nmethyl]-1 Hindazol-3
-am ne 8

6 c'hI oro- N-[ (6- met hoxy- 2- napht hyl ) met hyl ] - 5- phenyl -

& cheblee &pqhem@rﬁm mbhléﬂmwwu}neﬂylbmmaqu- -amine
"Hindazol -3 -anine 6-chl oro- [][4(msthlth|o phenyl ]
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[ [4- (di net hyl am no) phenyl] nethyl] - 5 -phenyl-1
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. I—l-Hﬁ‘H &-3c ﬁ‘?‘ﬂé% chloro-5 phenyl N- [[ .
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6- chl or 0- 5- pheny N-(3th|enlrrethyl) 1
H- ,Iﬂ-&@-gb]or@Sathm 1H-indazol- 3-yI¥-N '-propylurea

N-(6-chloro-5-phenyl-1H-indazol-3-y1)-N'-(4-chlorophenyl)urea

N-(6-chloro-5-phenyl-1H-indazol-3-y1)-N'-(4-fluorophenyl)urea

25  N-[6-chloro-5-phenyl-1H-indazol-3-yl]-N'-(tricyclo[3.3.1.1*"]dec-1-yl)urea




6- chl or o- 5- phenyl - N-[ [ 2- phenyl -1

H i m dazol -4-yl ] nmethyl]-1 Hindazol - 3-am ne et hyl
2-[[[6-chl or o-5-phenyl -1

H i ndazol - 3-yl Jam no] methyl ] -5-(methylthio)-1 H

i'm dazol e-4-carboxyl ate 10

6-chl oro-5-phenyl -N-[[5-[4-(tri PI uor onet hyl ) phenyl ] - 2-
fur anyl ] net hyl]-1Hindazol - 3-am ne

]ﬁgg-zcg:]lor%-%ﬁnﬁgl H-I[mda.(zob yB%\rI'I g&zrlpﬁer}gr )]u:rea
6 chl or o- N- [ 2- (4- mor phol i nyl iethyl] 5- pheny]| -
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H i ndazol -3-yl)-N - (3, 5-di chl orophenyl )urea 15
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N- ( 6- chl or o- 5- phenyl -
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ber¥¢6ehlotd-6+phanyle H-Mdagolcdyigriombthph €My dazole-4-sulfonamide
H-| ndazol - 3-yl ] net hanesul f onam de
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H i ndazol - 3-yl ] - 4- met hoxybenzenesul f onam de

N- [Beld bioald {4 Fruptophyhyl }-5-phenyl-1H-indazol-3-amine

H i ndazol - 3-yl ] benzenenet hanesul f onam de

N- [l bloan q3-'§&ﬂh@fdthethyl?}xheﬁﬂ?-§%heﬁylyi H-iddap8it Nyfinine!

H i m dazol e- 4- sul f onam
6-chloro-N-[4-(trifluoromethyl)phenyl]-5-phenyl- 1 H-indazol-3-amine

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




N-[ 6-chl or o-5- phenyl -1 Hindazol -3-yl]-4-(1, |

- di met hyl et hyl ) benzenesul f onam de 15 :
N-[4-[[ (6-chl oro-5-phenyl -1 H i ndazol - 3-yl ) am no] sul f on.
yl ] phenyl ] acet am de N-[ 6-chl or o-5- phenyl -

H i ndazol - 3-yl ] -4-nethyl benzeng thanesul fonam de
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6-chloro-N-[3-(trifl uoronethyl)phenyl]-5-phenyl -1
H i hthlond-N3tdamethexyphenyl)-5-phenyl-1H-indazol-3-amine
6-chloro-N-[4-(trifluoronethyl)phenyl] -5-phenyl-
3 i adhalood-N3S-dipheeyl-1 H-indazol-3-amine
6-chl oro-N-[3-fluoro-5-(trifluoronethyl )phenyl]
- 5- phBlyd-NL(1kpyridtad b pBenyd MH ehdhebi-3-amine _
. 6-cWor o- N- (4-ni trophenyl) - 5- phenyl -1 H i ndazol - 3-am ne
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6-chl oro-N-(2-pyridi nyl)-5-phenyl - 1
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their racemt es, enanti oners, di astercoi soners or
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1-(6-Chloro-5-phenyl-1H-indazol-3-yl)-3-cyclohexylurea
1 -(6-Chlor0-5-phenyl- 1H-indazol-3-y})-3-(3-(trifluoromethyl)phenyl)urea

1-(6-Chloro-5-phenyl-1H-indazol-3-y1)-3-(2-(thiophen-2-yl)ethylurea




~1-(6- CWr o- 5- phenyl -1 Hi ndazol - 3-yl ) - 3-i sopr opyl ur ea
. 1- (6- Chl or o- 5- phenyl -1 H i ndazol - 3-yl ) - 3-cycl ohexyl ure
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1- (6- Chl or 0- 5- phenyl - 1

- H i ngachlord5yphenyd- I(Pﬁiﬂﬁﬁ%lo%y%ml-arﬁfd@@ol 1-yD)propyl)urea

1- (6- Chl or o- 5- phenyl -

H i ngaealorisyhenyd- Iﬁ-ﬁlﬂdﬁzﬂejijwdﬂ}ﬁfd%éy@tﬁyl)urea

-yl) propyl Jurea Pyrrolldlne | -carboxyli ¢ "aci d

( 6- lg:ld @Bl%ro%?ﬂ@ﬁ‘))’ll TH- h‘fd 3?%}4)@&}1@2 rﬁlzpazm l-arl)propyl]urea

| or o- 5- phenyl - 1H-| car
| 'é ook oyRBk et ﬁafgﬁ"@ 02‘%3 ey PRERR bl 2
100 6B S: SPhanehy Poindimohdadsrbamie g ey €551 d al 1y

est en |- | Hindazol - 3-yl) carbam c
aC|(gq1'gé)‘BlﬁCs]Fené’gtlgf1 370 ?’ﬁ@f‘lﬁ% ne-1-carboxylic acid
(6-chl oro- phen¥l 1H i ndazol - 3-yl ) am de

1- ((8=(hlpret3-phanyl ﬁrmﬁmbﬁﬂ)cgrba(n@:—m bengybesttreny| - 1
H i ndazol - 3 ylzurea 1- (6- Chl or o- 5- phenyl -1

- H i(hd3dero-Bplydnyl-3H(igdaAol - af;dapanbpwq agicallyl estef,

7-Di fluoro-5 -phenyl-1 Hindazol-3 -yl)-3 -(3

- ( i(ﬁiCﬂﬂzroJrS-phenyyll])Ipindqml-)&qﬂ)e&baﬂajc acid 1sobutyl ester

—

1-
-y
- (

1-

H-

1-

1-

H i

1-

[

- (3- Ami nopropyl ) - 3- (6-chl or o- 5- phenyl - |

- 15H iPgtaitie- B Ranc0(6lc ‘ )
H i ndazole 30#%%2 [f‘%( 4- (%??%#%h g 5???‘;’;,&3gggylmmde

- Y- ieddihur fﬁ%r%%;g@-‘b’%k@ﬁd}o 3 eyl Hin azog > e)ure:a

H-|ndazol 3-yl (pyrrolidin-1-yl)et

(o TG BB ool 3 AEBI M Bt
| ﬁ %6(63#)%!1%@ 50 Iil%nil II-II Hr’fcﬁq_z?lﬁ%g@ 03I éedm}c?azg’lt ?n])grog?fl)l}x%a
-yl )(3 Arrrrner}o%(r)()%yg ?62 cﬂloro 5-p eny?)i?—qungazo?a-yl)urea

20 1-(6-Chloro-5-phenyl-1H-indazol-3-yl)-3-[4-(4-(pyridin-3-yl)imidazol-1-yl)-
butyl]urea

1-(6-Chloro-5-phenyl-1H-indazol-3-yl)-3-(2-(pyrrolidin-1-yl)ethyl)urea
2,5-Dimethylpyrrolidine-1-carboxylic  acid  (6-chloro-5-phenyl-1H-indazol-3-yl)-
amide ) - |

25 = N-(6-Chloro-5-phenyl-1H-indazol-3-yl)acetamidine




. N (6-Chl oro-5-phenyl - | Hindazol -3 -yl)benzani di ne
N- (6- Chl or o- 5- phenyl -1 Hindazol -3
-yl) pyri di ne- 2- car boxam di ne N-(6-chloro-5 -phenyl -
H i ndazol -3 -yl)-3-net hoxybenzenesul f onam de their
isoners, their mxtures, their 1récemalt es, enantioners,
-di astereoi soners or tautoners, “and their
-pharmaceutical ly accept abI e salts, The invention also

LSS R PSR e e

" "het@?s%ro-ﬁeéwﬁﬁ@p%%z'owﬁﬁﬁ o 10"

het er oar fused to a é%qoloc cycl oal kyI heter ocycl e,
het ¥r® ?reaﬁ rbanyl-dHundagokytypybidingr sarboxamidine

pol ycycl oal kyl , al kenyl, al kynyl, CONRI R2, CSNRI R2,
COOR16-chispeApheryl=] Hfdmdazolo}-yé@:memmmbmamesdfonanm e
radicals optionally being substituted by 1 or nore
5subhtiirtillmnt1$ ¢hos anixfuresn tBely MNECBnatddPenadbbmeiR] diSmddisomers or

-O NR1R2, ..N ©) , O NRI R2, SR1,
S( d;’* §o§@%§’ 311}3%%% sal.5) NRI R2,
S) -0 SO2R1, -S02-O-RI, aryl het er oaryl ,
het y@}t@n algr ﬁag,qtes torthe |pbgpr@q@@twyﬂ compositions comprising, as active

”'ﬁéﬁé%%‘?ﬁﬁé e (O kAR OE f’;yo? one
a (KIE§§§%_1; r%@f%h{ﬁ@a&g Hgt : adl g’ owgk%%arﬁkyl aryl or

” 10N|—|(He€a)r5ﬁyl ABeCtORNRSRE) W%R&etéfbc@)cm&%mo?asalkyl cycloalkyl,
- S(OR8, SO02R8, NHSO2R8, = S02NR8R9, -O S

- Sogamanigl. polysycleplerke @ikenyl. talkmydborcméRhB&,y CSNRIR2, COORI,
(1- qu;z)lﬁl k? H'% 7 65 ‘Ell(Kg%]gﬂl ljafhcglhgt.h(ege 6rg}1%!ill§yoptxonally being

- heteroaty eroary srocycl
cycshzbﬂitktydi by dl deemiyte, subdtityomys choaﬁﬁframt@m NOZ, NHZ, OH, ORI, COOH,

Mébﬁ elﬂé&(oﬂhgemdmgf@l ;L@@jﬁg&%n SfPflé) m(OR1, SO.RI,
5h a'r@ﬁ@@gﬁf\'s 1@%&@% % %ml 2@10'?'3%20 R1, aryl,

N|—|(1Xe$)®:tﬂ C(hS!)eNRIyEE’J |, f@®RYD, StiuRoBetlB02 Rlﬁﬂuoromethylsulfanyl
NH%%RI O, SO02N Ha?%& S2R10, -S02-O-RI O, aryl,
hetBHEgP{Rethoxy o 15 Uor onet hyl, trifl uor omet hoxy
dgp-GC al kyl; 13 R, R2, R8, R9, RIOand RL I are
316, srdepgndenthy oh 8Re agothyrd c8gen, from the following radicals

6C t
P alogh, cr{ Koz, Aske Ot cobly BrioRS: S5 RRpIe, nRsre, NHC(O)RS,
ZOSU@(O)}NRGRQ,S Nmspﬁs r o@(S)HR@B@n SRS; 66S[@JHY! SCQ;IRS NHSO;RS,

{ oSPNEERS, (b0 591 Ok TirGROMTIoporomethony, (1-6C)alkyl,
(1-6C)alkoxy, aryl, aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl, heterocycle,
cycloalkyl, alkenyl, alkynyl, adamantyl or polycycloalkyl; these radicals optionally
being substituted by 1 or more substituents chosen from halogen, CN, NO,, NH,, OH,

25 ORI10, COOH, C(0)ORI10, —0-C(0)R10; NR10R11, NHC(O)R10, C(O)NR10R11,
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; 7




5 R and R2 or R8 and RO or RRO and RI1 can forma 5-
-~ or 6-nmenbered ring which may or nmay not have a
. heteroatom such as 0, S or N, and, when R3 is a
6- menbered ni trogenous heteroaryl or a thiazolyl or- an
i m dazolyl or an oxazolyl, therg at Ieast one of the
R5 and R6 groups is an aryl % optionally
~substituted by 1 or nore substltuents chosen from

_' " E?O?&l g§ %PP%MﬁﬁﬁQ@%ﬁeﬁﬁ%ﬁﬁr g hydrogen, (1-

AR, ar(, YINRYQ RtlynyBRletPoarl Dhdfdfives B& ly belng substituted
NHSOZR].O SO2NRIORIT, -O SO2R1 -S2- O R

h et BY ¥ yore sehstiuentsichpsen fegme halorga, (1-6Calkyly @Fé‘éémym NO;,
6612
di | agq{Hé’r §0| ??rrdeI}I ségﬁéﬁ"?h tdﬁﬁem’s n%tﬂgpo% gﬁﬁ rtﬁilgommethoxys

a1 RE R B mb A 1 R BT R s ol 3° BEPrieuieasd yine which

tO e opﬁﬁ&%ﬁﬁ%laqﬁkerwﬂﬁoﬁich'ﬁﬂﬁs NIpri sing, as
active principle, a derivative of formila () in

whi g Wi R a@m@fﬁb@x‘eﬁ%ﬁgg@%ﬁs he@ér%ér?ﬂopgkﬁzlﬂé 1 or an m1dazoly1

heterdaryl, heteroaryl( roar
fuserdana)xazcﬂy} Im at:jﬂabbahé(y)lf thdneRSelamt)Rﬂ groups is an aryl which is

pol SRR Byt BLF oT Bod wpretoeRmPRB o AgipgerpCN, NOs, NI,
10C00BY, S@R'F@ oK = N@(U%Ru@d' c@lC(d)ﬁ??e fedoRal S NHC(O)R10,

optional [y being substituted by 1 or

subS(@INFIR ¢ 8)R 100 A(RRRIGRI 1, BRI ONID)RNHBOBH0, NHSO,R10,

T I T TS R —

C( Srifkdbidtue i &@)(RbC)alISO2R1, -S2-O-R1, aryl,

heteroaryl, 25 fornyl, oxo, trifluoronet hyI

trifl Hﬁi@%ﬁ:ﬂ)}ﬂé%ﬁﬁ&ﬁﬁhﬂst bt fdidags §(¥1n8rthélr rmxtures to their
6C)al kyl; R5 is an aryl optionally su stltuted1

15or leutonisss dnduethair papsaceuficadin dee¢mgde saltsCN, NO2, NH2
OH, ORL0, COH, C(OCORL0, -OC(OR O NR ORI 1,

. NHC[I@ ﬁ%@em GCh@nkh GEldes nMﬂ@(pS)tRll&rI}G(oS}lBRhmidceut&Bl Qompositions
S( 14 SO02R10,, NHSO2R1QO, SO2NRICR11, -O SOZRlO

TR a%ﬁcgnve PRatiBlcoa ivative of formula (1) in which
......... trifluoronethyl, trifluoronethox

i RO o ml(bé@aalkﬂebhfyroarsdybﬁ@q@ﬁwﬂﬂng)@iﬂﬂyl aryl or
r fI C
Cx Lt ) ASLRSEL BT AL e, BRI oot
20ar mdah*ladt;zﬂ)@mdiﬁﬂtloylk@f and&ﬁylaﬁll@l?ﬂﬁf COANRNRD, 03R1R2, COOR1, SO-R1
(1-6 ():al K aryl .,
or (—NIYDNRI radlcal these radlcais optionally being substituted by 1 or more
substituents chosen from halogen, CN, NO,, NH,, OH, OR1, COOH, C(O)OR1, -O-
C(O)R1, NRIR2, NHC(O)R1, C(O)NRIR2, SR1, S(O)R1, SO,R1, NHSO,RI,
SO,NRIR2, C(S)NRIR2, NHC(S)R1, -O-SO;R1, -S0»,-O-R1, aryl, heteroaryl,
25 formyl, oxo, trifluoromethyl, trifluoromethylsulfanyl, trifluoromethoxy or (1-
6C)alkyl;

R5 is an aryl optionally substituted by 1 or more substituents chosen from halogen,
CN, NO,, NH,; OH, ORI10, COOH, C(O)OR10, -O-C(O)R10, NRI10ORI1,
NHC(O)R10, C(O)NRIORI1, NHC(S)R10, C(S)NR10R11, SR10, S(O)RI10,




~al kynyl or heteroaryl, thenselves optionally being -

- .substituted by I or nore substituents chosen from
- hal ogen, (1-6C) al kyl, (1-6C) al koxy, CN, NO2, NH2, OH,
COOH, COQal kyl, CONH2, fornmyl, oxo, trifluoromethyl or
trifluoronmethoxy; RI and R2 can,forma 5- or '
6- menbered ring which nay or mﬂ/ not have a 10
heteroatom such as O, Sor N, to their racemates,

TS Sy 0= L SRAETE S TR o B,
accpinghlefleabinsthyll helRiremenbxy BYEMSCRNyR! ef erably
relates to the pharmaceutical compositions

CONRBii$h 'Plﬂlo g@r?' rﬁ@thjflv @ycﬂ%ﬁr@é}lp 8, GZI—{ dlglétgh}ﬁ?)i tfiﬂu&t)mlethyl ethylenyl,

formula (1)

ar yalt(et)ﬁlw,athﬁyd)rom&ow,obi@yINHhmtIéMaarryiﬂ(cal- 6C) al kyI

aryl or heteroaryl fused to a (1-1 OC) cycl oal kyl,

et Ri oRY cdre, 1nﬂqieﬁdm§y<3bbahé< jﬁihoth@y al l@}&lréigéln (1 -Gdﬁﬂ@ﬂt Niyi, alkenyl,

cI oal al kenyl , al kyn COCRI ,
ozﬁg ylope eraarislr thempgly ENRIOPg%ﬂUé’aIbemg hadhstituigd dx1 & or more
opt & @edkibits RebRE ﬁdiﬁsdaldr%'éﬁ fl i'ky%\p OﬁﬁZCNOHOZ, NH;, OH,

substituents chosen fro

R COMO@(IK})*ICR@NPEOfGrmyC(o@)HnﬂuthRZhyI MHE{oRmethoxy:
C(O NRLR2, SRI, S(ORL, SO2RL, NHSRRI, S2NRLR2,

C( S NRInB2R?2 Nldﬁ:(ﬁ:‘ahﬁla 5 Qr%&féinbere@ﬁn@»%ch ahyy or may not have a
het er oaryl trifluoromethyl,

-'1Qr|h¢%BW8WEFﬁ; EY§éH ; trlfluoronethoxy or

(1-6Qalkyl; RS is a phenyl R6 is a chlorine; 25 Rl

ando Ry @cemaig% p@ﬂé@fﬁmﬁl&ﬁ of dissierevironicey and thgml roigbngs, to their

(1- tg&z)ﬁ{eksyalndt %1 glﬁ%mﬁ?ch{lc:ﬂly Sau%eé)rz%ﬁtl% it heteroaryl ,

thense ves op el ng a by 1 or nore

Su te ég%gh cho gﬁ&@{e ‘T{ﬁgal 3 C%II? C@%meal compositions
CO\‘H*)H I’icSﬁfgn%’ actl‘i/é bﬁhé&?l%%"@érhﬁé’ﬂv@ﬁf f‘o‘h‘nfﬂaL{Brlﬂ Rehibexy; to

their 15 isoners, hei r m xtures, to their

a
1 T e SRS Bl gy, o
sal heﬁroa'l"kl]eﬁ}sccé $ce at(1+ 106D rtiyr:h»alkal Sl&tﬂ’r&d'yaiee Sheteﬁ)ctyhballksﬁ cycloalkyl,
RISl SRS 0, SO T som
aryd em;@)l FrieyknuheRe fr&tﬁéa)ﬂ mﬁ%@%&%é@%ﬁh&i‘aﬂ ﬁl‘glﬁ?ﬂ)sututed by 1 or

aryl heteroaryl fused to a cyc
hetmrc@ybﬂtl@lentseihemmfycnh balogst, CN,WOH Ny OH, C&bﬂam@m C(O)OR1,

T T e T e

r adi(®ARS REPt CERRIR2DGUAB(S)R1, -0-SO,R1, -SO,-O-R1, aryl, heteroaryl,
. f_orrnyl, trifluoromethyl, trifluoromethylsulfanyl, trifluoromethoxy or (1-6C)alkyl;

- R5 is a phenyl;
Ré6 is a chlorine;
25 Rl 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, COOalkyl, CONH,, formyl, trifluoromethyl or trifluoromethoxy; to their




substituted by 1 or nore substituents chosen from CN,

N2, NH2, OH, ORI, COOH, 10 C(O ORI, -OC(ORI, NRIR2,
- NHC(O RL, C(ONRIR2, SR1, S(OR, SO2R1, NHSO2RI,

S02NRI R2, C(S)NRIR2, NHC(S)RI, -O SO02RI, -S02-O R,

aryl, heteroaryl, heterocycl e ior nyl ,

tri fI uoronethyl, trifl uoronet hy1 ul fanyl
-trlfluororrethoxy or (1 6C) al kyl; R5 and R6 are,

B IR R e R ———
co%to@(e@), @iRBio thékr utd cePplable @48,  C( O) NR8RO, "
NHC( S) R8, C(S) NR8 SR8, S( R8, S02R8, NHSO2RS,

s £ | L
: ?’Hﬁﬁg%ge#é ﬁq&%}%’é&? ?llso g@l%gegktgghe %ﬁ{, " %CI{S?J Xe@%’ of rﬂﬁ aminoindazole

ar yefivatb@p alf khel forrtvele €l ammipich: het er oar yl (1- 6C) al kyl
het erocycl e, cycl oal kyl, al kenyl, al kynyl, adamantyl

50r }m)hglzjbiécadlk};ll aryl,heeglé] 6alkg| BetophivONaddnsar ?Rllw')amyl, aryl or
sti tute 1 or nor e substltuents chosen from
al 2 (P C) picloatly), chetsrexgle, Geeyamelontkyl, cycloalkyl,

.NHC( 8 R15 %@%ﬁ%‘%ﬁ/ G g AT Y, cSNRIR2, - COORI,

NHSKIARIO, CSQ@HJIRIO?&& C(‘“N)Hmml?l Q,adlcﬁO Ztk&d?k@dlcﬂé ybptionally being
S o ST SH1, coor
10I nd@ﬁmomntbyc@)mnmm@t h@HC@ﬂW (@gﬁf{mélsm S(O)R1, 302R1

“al kenyl |, alk roar
théﬁHS vtk S@aNBﬂJBE,I )C(SWRQR&UM{QGS&RM OkﬂOleor -SEr@-R1, aryl,

t h f h 6
ki%%)r g)qs/ hgta%sc el " OPW a ogenﬂﬁéﬁgil %ymuommemylsulfanyl _

C@ﬂqlﬂuorf)ﬁfefﬂékyof(ll 6¢)¢g@<prret hyI trifluoronethoxy; 16
RI and R2 or R8 and R9 or R|Oand Rl | can forma 5-

or 16 BRAVIRG' &€, {rdBgen tF)hof Hﬁéf aﬁéthg;’i)é V\E&:tn ﬁ‘&}iethé‘ followmg radicals

het eroat om such as O,
156- hateigen.cANNNO20 98 ho (31, Ké@@fbﬂ(@bom waoomwmsm NHC(O)RS,

s GHARRERg, oS E S BRER CpmEHPT She. o eRs!® Nrisoars,
> glksgiszR@d @SGQKSVN -S9O/ @ RS, b&fﬂub C&Ct}ﬁ%mﬁ&ﬁé&y, (1-6C)alkyl,
E%@)Eﬂlh@’iys NRIORIVI(1- NP)@U@) F%l@eroa@( d}ﬁmﬁma@l(l -6C)alkyl, heterocycle,

N}}:@@%Q %gg{\ég‘ﬁéﬂ{l adi‘ﬁ!l ’(glyégqa&ygloélesea{:aﬁcals optionally

20 heteingaubdtitutt@byy lor nford Sulb@fueiiBchiden fronf hdlbsa CRENTRXNH,, OH,
or (1-6Qalkyl; 10 to their racemates, enan i ONEers or

di &R £HWmE()QRID.+1=CFOR O, IWREIR Iilo NH&(Q)R10, C(O)NR10RII,
< aﬁ%ﬁﬁl@'@(st)ﬁﬁb‘ﬁif SR, RV, $,RY 0, 2RER0LRR SSO,NRI0R1 1,

- -0-8S0;R10, -S0O,-0-R10, gryl, heteroaryl, formyl, trifluoromethyl, trifluoromethoxy

or (1-6C)alkyl;
25 RI1, R2, RS, R9, R10 and R11 are, independently of one another, a hydrogen, (1-
6C)alkyl, aryl, alkenyl, alkynyl, heteroaryl, themselves optionally being substituted

by 1 or more substituents chosen from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO;,
NH;, OH, COOH, COOalkyl, CONHa, formyl, trifluoromethyl, trifluoromethoxy;




The present invention relates nore particularly to the
use, as nedi canent, of the am noindazole derivatives
of formula (1) in which: R3is a (1-6C) al kyl, aryl,
aryl (1-6C)al kyl, heteroaryl, heteroaryl (1-6C)al kyl,
aryl or 15 heteroaryl fused to1 (1-10C) cycl oal kyl
het erocycl e, heterocycl oal kyl, é?cloalkyl, adamant yl ,
" pol ycycl oal kyl, al kenyl, al kynyl, CONRI R2, CSNRI R2,

_m ﬁg?% Q{J‘%r &g&m gﬁﬁggf ia%got!!rﬂgaf’g or -Irr?e?nbséred ring which

- subﬁhy bHRBY ﬁoﬂﬁ0§8|hcfef&mlﬁ adueg e00, SO NNO2,  NH2, OH,

OR1, -0- NR R2, NHC(O R,
%ﬂg% R%E%C% g)%ﬁg}lﬁgred %mo@% c%%atrﬁ%{}iﬂﬁzan imidazolyl

hetaa'r ara roychzolylf dlemyilt leaS(toonet of ftlheuBﬁoamt Ryil groups is an aryl which is

* spcyeniegrty St By ook Fein v P lagepy O, NO2 NIT

t
or. @Hfdi orbs 'C@@HS g;&gc;@mdfO{OO{@?%g%ﬁoN%%%Q NHC(O)RIO

NH@Q)WOR@ O)JNQIWQ, CRANRIPR10, SKIG)SKRIRR, |Sozgp1q0,@~IH302R10

%(gd@)%ﬂ Oéﬁq ;Réosoziygﬁ @; 9 R ,]Ic\l %R)r:y e%droar% %E)yrmyl "trifluoromethyl,

trlﬁjﬂugfoﬂ{%d%wor(l 6Chdikar omet hoxy or (1 6C) al kyl; R6
is a hal ogen, nethyl, cyclopropyl, CN, OH net hoxy,

10t 1 i b wefropBLhMdks, &Iahﬁ&ﬁ@ﬁél or d?aﬁﬁa}ébks%ﬁ'héks and their mixtures, to their
“trifluoronethoxy, NO2, NH2 or NMe2 radical; 17 Rl, R2

ar dautongspadde ﬂtelrwl@ﬁnmehmhbtaheﬁptalﬂie $ajtdr ogen,
(1-6C) al kyl, aryl, al kenyl, alkynyl or heteroaryl,
t heTigepresst dmdnunalrhlyttebahmg partistlart yute thebysel, asrmedicagnent, of the

- substitu hosen fromh -6C) al kyl,
(1- %@Pﬁﬁ“ﬁ@ﬁ@e %Wa%%m"" , CQQal kyl ,
CONH2, for 0xo, tr| fl uoraonet hyl or
trikd dop éh‘é%%&xla aryl,rry i g Chalkyla hetevparl.ahaterogyl(1-6C)alkyl, aryl or
6- A lTRY, Y
5he[%?%8 frjnﬁ{séﬁg%\ﬁwslo@ SR) he?c%h j&?e %ggeé%afcloalkyl cycloalkyl,
‘enagdaiman®t, pobicyelbalkile al&ehﬁpﬂkyﬁylﬁmdmmt CSNRI1R2e €OQRL, SO,R1
their tautoners and to their pharnmgaceuti cal

|
accEptERYN radicaltheps sadicals oRtenatly obsing éF‘éﬁ¥i&BF‘§/ by 1 or more
| dj f
gfn Sﬁ%l&n éalfze%{:ﬂb%d[gffls{/nalt%?o s’ g?@ or ﬁmPg" ?FFQ)Rll\%OOH C&%)ORI O
i s QORI SQYRIRG| N}HE‘(Q])RI,aIQ(DQNR(BRI)Z,aISR;lL S(h)eRé; cmzm NHSO,R1,
het
20(? Wﬁ%| Sg‘ﬁﬁﬂlﬁ Wae g)te%? ébp y|afY ¥, “heteroaryl,
Cycﬂoﬁﬁ*lkylaxo ﬁ%&hé’ﬂh{l p%ﬂﬂ&h@ﬁw‘éwfaﬂﬁl k&A¥bromethoxy or (1-
6C)a1k’y1

RS 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, NRI(ORI1I,

25 NHC(O)R10, C(O)NRIOR11, NHC(S)R10, C(S)NR10RI11, SRI10, S(O)RI0,

SO;R10, NHSO;R10, SO,NR10R11, -O-SO,R10, -50,-O-R10, aryl, heteroaryl,
formyl, trifluoromethyl, trifluoromethoxy or (1-6C)alkyl;

R6 is a halogen, methyl, cyclopropyl, CN, OH, methoxy, trifluoromethyl, ethylenyl,
. acetylenyl, trifluoromethoxy, NO,, NH; or NMe2 radical;




C(=NH)RI or C(=NH)NRI radical; these radicals
optionally being substituted by 1 or 15 nore
substituents chosen from hal ogen, CN, NO2, NH2, OH,
ORlL, COH, C(OOR1L, -0-C(OR, NRLR2, NHC(O RI,

C(ONRLR2, SR, S(ORI, SO2R1, 2R1, SO2NRIR2,
C(S)NRLR2, NHC(S)R, -O SO2R1, °S02-ORI, aryl,
het er oaryl , forrryl trifluoronethyl,

t({'éé) omat Sq%'g&itﬂyﬂgﬂi;%'a‘;' oro ygpr %h?[,rﬁcﬂ@klefryl alkenyl,

andaRZngr 8 lie'iléi' Ddﬁiéiﬂéfl&f A8nAROLARG, sEbsBUAEDIRN 1
(1- ng%qkyf ar&ﬂ? al keny| . 0% If/g]o ﬁllghcsetcesroar 4811 or more

t hepuhstitpents cpbpsa:,\nﬁwmhmeng(bﬁ@hﬂkyﬂu(le&by(oxyoﬂ ¥@, NH,, OH,

BT S G s U oo
SO KB K 2 TR 0L L LAREOTEA 0%y 8 e o
I aCRBSSm, gﬁ@{gsl@r%&sN d| ast er eoi soners or

t

tautoners, ‘and to elr phar maceutically acceptabl e

sal {o g:lheTIJ'] ?acgr%He}»( agl(llja\ﬁ?i%mgs Pr(f'% ec‘xgt)m rlmlae‘(}\/?t @'1)&&[@5 to their

orrespon erivatives
whu tahtoﬁﬁees ﬁndtbmmnphaamtammaumeﬁtamﬁ sals. optional |y
protected with a group Pr. Pr is a

- tri Teé hptbsent mheédmﬁwa&ﬁbly r€1s¢d , oMY lus@r abemeicament, of the
radi cal or the 18 ou?s known for the protection of

- 1Q heamggoida %d@vva&w foempa(Binedishes as i ndicated
in T.W Greene Protective Groups in Organic

SynRAds ag]-65)aliyl, eyyl, anyl(@redlbyic deRuiairylc httbmar}(lﬂ_lgﬁg))alkyl, aryl or

canﬁgg@% gﬁlsﬁgg (f&@f?%c# at].)]fyq aﬁ%&?’%ﬁ g%{guﬂl??qaﬁl‘lmll) cycloalkyl,
W iz ﬁcﬁy@éﬁfaﬂtﬁ OBy oaini IEONRIR,| LEODRY, SOARL,

2 to 18 hours _in an al cohol” of ethanol or n-butanol

ty p@(-d‘&ﬂmdﬁ’rl{é(—w"l)ﬁﬂi rafighl; gheparsdicalsi apdiegallyMesing subsémied by 1 or
4det 5 999) : o
18- fy s%]lfcf;ems Zh&%ﬁ fn’]hagqgeghgéj NQ%HE%E?(%,R@RL EO0H, C(O)OR1,
-.O-C(O)Rl, NRIR2, NHC(O)R1, C(O)NRIR2, SR1, S(O)R1, SO,R1, NHSO;RI,
SO,NRIR2, C(S)NRIR2, NHC(S)RI, -O-SO;R1, -SO,-O-R1, aryl, heteroaryl,

formyl, trifluoromethyl, trifluoromethylsulfanyl, trifluoromethoxy or (1-6C)alkyl;
RS is a phenyl;
20 Réis achlorine;

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, COOalkyl, CONH,, formyl, trifluoromethyl or trifluoromethoxy; to their

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

tautomers, and to their pharmaceutically acceptable salts.

The derivatives of formula (I) can be obtained from the corresponding 3-amino
- derivatives (V) for which the nitrogen in the 1-position is optionally protected with a

group Pr. Pr is a trimethylsilylethoxymethyl, tosyl, mesyl or benzyl radical or the




10 The conpounds for which. R5 and R6 are,
~independently of one another, chosen from the
follow ng radi cal s: hydrogen, hal ogen, CN, NO2, NH2,
OH, COOH, C(OOR8, -OC(OR8, NRBR9, NHC(O RS,

C(O NRBR9, NHC(S)R8, C(S)NR8R9, SR8, S(O R8, S02RS,
'NHSO2R8, SO2NR8R9, - O SO2R8, - 482- O Rs,
trifluororrethyl trifluororrethoxy, (1-60) al kyl ,

1-6C) al 6C) al kvl , het er oa
 hot@pim B 62 Hekpoiscipe oty WA EoRehyt o a%&%#teeﬂcycles as
ad @Rk s int TORE GREAE APDiechPS | GRAbE %in b@kﬁbﬂlc Synthesis, J. Wiley-

substituted by 1 or nore suEstltue ts chosen ffom
hal logeseienGAPubli@don 929) OH, ORI O, COOH, C(O) OR10,
-O-C(OR10, NRICOR11l, NHC(O R10, C(O NR1ORI1,

NHC( S) R10, C(S)NRIOR11, SR10, S(O) RMBi, SO2RI O,
NHSO2R10, SO2NR10R11, - @5_C2R -02-0 R10, aryl,
heteroaryl, fornmyl, trifluor®
trifluoronmethoxy or (I -60C 'H be obt ai ned by
reactions involving the &&m f pal | adi um

Suzuki (A. Suzuki, Pure Appl. Chem pPr63 419-22 (1991),
Stille (J. Stille, Angew. Chem, Int. Ed., 25, 508-24
(1986)), Heck (R F. Heck, O) React., 19 27 345-90
(1982)), Sonogashira, (K. Sonogashira, Synthesis, 777

5( 19Thé) }-aniduc HEBRIndazdlé& bf fEBualyally,cadcite oblagi®d WereacBdn of a 2-
805, (1998)), fromthe correspondi n% hal ogenat ed

derﬂ%qhethﬂ% A drazing hydrafeeerdsREaplorise 3t BBROF g 18 hours
3ﬁ fldi'?)?'éﬂﬂﬂ | or L BHARY coerﬁ tPRF. gébte%lﬂm_ﬁoorg Med.

PUnct i ona groups e pr tecte ore
ar@l;enn@.eﬂuﬁ(lﬁh,@ZS@ﬁmw?@: The protective groups are
i ntroduced according to any nmethod known to a person

skilled in the art and in rticul ar those descri bed NH

by RS G:BI, Prot ect i vﬁﬂj‘djﬁdﬁ% in Organic R5 ’
4 . Wley-Interscience Publication (199p N
1 ble to PLO g n the /

1- H%si tion V\Ft h gr oups Oshte?ﬂﬁﬂ%%%ﬂeﬂo g’g% ;car b¥hyl “or ﬁ

10 silicon derivatives. The choice will preferably be

made of a tgyt-butyldinethylsilyl or triisopropylsi I%I

- silyl group which can be renoved by fluoride ani ons

with acetic acid and nore éartl cularly a

10t r |TrP§tCH§ﬂlP§WIlC§SIf@t wbw}nrféi #AR Pl@ubldﬁ\l@ﬁnéﬁmba?f we elélpﬂﬁvéaosen from
o2 e LR RO B R s GG, 98 KOS cooms,

OrgO CIBHRS, 1‘$R8R9,8NH((:(IBR8) ;C(B)NRSRO| rNH(I(&)RS C(S)NR8R9, SR8,
- Tetrahedron 15 lett 4095 §1986 ). or
-~ hy HQUH> $PRE NHSOaR B SRANBPRE, tﬁ%ﬁ#& -QPzQRﬁuwﬂuoromethyl

TP ﬁﬁgﬁi{b* |h-llo¥f’et OX)) grr%%ﬁyd g(rjeah&)%’f a‘%ﬁ!é ag}'@](l‘;‘%g%tlkyl heteroaryl,
15t héletetmyl(lngC}adi(m,o encoatkylh dlkdnybt hiyylsyll yir eddamaytyit li;plse radicals
gg:q%rghga?lysléfgqlé g&bs&nﬁéf %F]f 3];: r?iq%glcfgl stiffle dl{té % oselq fa rom 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,NRI10R11, -0-SO;R10, -S0,-0-R10, aryl, heteroaryl, formyl, trifluoromethyl,

| 20 trifluoromethoxy or (1-6C)alkyl; can be obtained by reactions involving the chemistry
of palladium: Suzuki (A. Suzuki, Pure Appl. Chem., 63, 419-22 (1991), Stilie (J.
Stille, Angew. Chem., Int. Ed., 25, 508-24 (1986)), Heck (R. F. Heck, Org. React.,




- anbient tenperature (J. P. Witten, J. Org. Chem, 51
~1891 (1986); M P. Edwards, 20 Tetrahedron, 42, 3723

- (1986)). Likewi se, the 1-NH nitrogen functional group
of the indazole will be protected by groups such as
silyl derivatives, benzyl, carb&gate or tosyl. For
exanple, in the case where it uld be desired to
carry out coupling with palladiumto a derivative

e LR D L S5uhii e Sonoaie bt e 2L AR Buckwa

| -bel(@VL(éuEk»%m B&ccofchém P}teR3 3 %@SHQR\% ))Prfr&h the corresponding

coupling wth

Demabaguatﬁd)dem@twasrl ed out accord| ng to mst hods known

to a person skilled in the art and described by T.W

G efvrahisPit 44 aedebsaey (3 propest the EXdianifenclipnilhesuss, Thus, the OH, SH,

o o AR5 B bR g o e

tr |
r eact Pmr{é Sl*ﬂe r&%et A &é%ﬁqd&?ﬁa?& Hﬁ% gthg&l' known to a
bel MOHHMIRE iRGhe art hhdiﬂwanmmaru tbmse%scBlbéﬁlFby TI'HF Greene Protective

reflux HN-R3 \Wh ne qf e R5 or R6 rou
| Eipa e SHuBs oY R AR peop Sl DY 1S proferable
| t S8l dro@MMRE InfiRse 1ﬁQﬁ’é3'ilp‘6§tlBH RatH gRas gfcﬁ% teﬁﬂﬁﬁbﬁ@arbonyl or
hydr oxyl, am ne,” thi acid or generally includés

10a redliconclstivarives tTl‘ilesclmi@ovrIHeue‘s@bbyba ma@ﬁ of @terf-blﬁéldlmethylsﬂyl or

- latter fore,carr out ,the co

oo TEapHRv RS BRMRAR B of An SRy Afertdeldhions or with acetic
gr i d ﬂnofbepdrﬁétﬂﬂqjﬂﬁ @%éﬂhylshﬂeﬂlbﬁrﬂ§ﬂ1§ﬂgﬁ)ﬁp R¥vhich can be cleaved
(O benzyl, for exanple) fromthe chlorinated

derlyy mab@tylaﬂn@omumr Besiflel pt aflex 1inpedyentso Sudhe ph getrahydrofuran or
pr 041&%‘118% .3 Whitten, J. Org. Chem., 51, 1891 (1986); B. H. Lipshutz, Tetrahedron

16 = Lett., 4095 (1986)) or by 2N hydrochloric acid in methanol or ethanol at reflux.

The dertvatives protected in the 1-position with trimethylsilylethoxymethyl are

obtained by reacting the starting compound with trimethylsilylethoxymethyl chloride

in the presence of sodium hydride in a solvent, such as dimethylformamide, at

ambient temperature (J. P. Whitten, J. Org. Chem., 51, 1891 (1986); M. P. Edwards,
20  Tetrahedron, 42, 3723 (1986)).

Likewise, the 1-NH nitrogen functional group of the indazole will be protected by

groups such as silyl derivatives, benzyl, carbamate or tosyl. For example, in the case

where it would be desired to carry out coupling with palladium to a derivative

halogenated in the 6-position, it will be necessary to protect the nitrogen in the I-
25  position as shown below (X =Cl, Bror I}

H

R5 R5 RS
N Pr-Cl N coupling with Pd N
4 —_— /s
N [ .
X H o N R6 N

NaH,DMF . X :
) Pr Pr




expl ai ned previously: HN_R3 HN_R3 HN_R3 deprotections
HO 15 The benzyl group will subsequently be renoved,
for -exanple by treatment with trinmethylsilyl iodide
at reflux in acetonitrile. Protection can also be
carried out by a trinethylsilébethoxynethyl group
which can be cl eaved by tetrab&tyl ammoni um fl uoride
at'reflux in sol vents such as tetrahydrofuran or

0, G55t kbt SRt bt SORR o gt e e s
| ( 1%§§)d)es<9{be9 %y N FNWhisskee hPl%'iécﬁv@Q}rguG;Bsnlnr@Pé%ﬂf&OSyrﬁﬁems J. Wiley-

et hanol 21 When R5 and are

[ ndntpsmtacﬁ Pnfolm:htmmﬁ 999 Fheexample, af the pmtebta/etgmtqgaﬁhe 1-position

the aryl t.i onal i.ntrodu oupl i .
w b Bol TR B R A Dat i BS1 AFRICEe B ebdlibn wih
5N 4ERBARIARmbRRmLTudiE a3 sSRASH bél@ﬂs bei ng appropriately
protected. Preferably, Pr represents a

trimethyl si NyJRgt hoxymet hyl and Pr' represgpissan n-
butyl car bonyl group \e{thf_:hr FOLITE, with the nmitrogen, an
-de. The stage o eprot ectf amde is
¢d olit A'n the presence of “et han at reflux
f orRéone k in DVF. PRPSEr eavad® can also be
carried ou(g Wi th stannous chloride in ethanol (R J

Giffin, Chem Soc. Perkin I, 1992, 1811-1819) or -
el se sodi nmet hoxi de in nethanol (Y. Furukawa, Chem
Pharm Buldl ., 1968, 16, 1076) or any other al koxide in

10 the cor¥™&pondi ng al cohol . deprotections The
compounds of fornula (11) are the starting point for
t héN}mem&r af therRDbr Rogereaps invalvedty thef cquplidg asing the chemistry of

obt reactlon of the primary am ne funct

gr &4 fom el St ey B rOUh SUEb AR BT hegmire, thiol
r eae LNy égnefajﬂ'[)rsin&ﬂ@é‘st 4 B8RP s SIN& rﬁe@e%sar% R0 protect the latter
al kKyl'ation, acylation, reactions wth carbon

10 d e tbefos¢ i cagginizobiiovhed c@gplmg dwithi padladivgul Tmsatfpn n?xample a phenol

oMUl o S BRGNS Bep B, B R SRR B xampl
r e%‘fﬁ g cﬁﬁhﬁ&te@fdeﬂeﬁtidéatthe\/ Ri%ro@bn 4@ thy qt;bdéﬁm&e&ﬁﬁgﬂ lprotected as

formula (1) where S
explained previously:

~R3
HN
N-R3
Hn—R3

N
PhCH,OPhB(CH), O N, deprotections O N,N
Ny coupling N — O H
I \
cl . N\ Pr HO
Pr ©/\o

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

15

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, L.
20  Org. Chem., 51, 1891 (1986); B. H. Llpshutz Tetrahedron Lett., 4095 (1986)) or by

2N hydrochlonc acid in methanol or ethanol at reﬂux




when Pr is trinmethylsilylethoxynethyl can be carried
out using boron derivatives, 20 such as sodi um
triacet oxyborohydride, in dichloromethane in the
presence of an al dehyde of type RI CHO under the
condi tions described in O ganic,Reactions, Vol. 59,
1-714 (E Baxter, A Reitz), or B@ t he ot her reducing
agents commonly used to reduce inines to form

-6QC).al kyl -6
- Per Biteh S Rerith uficbendenby ol Por albthot i B iadplogsp the aryl
POl i fbmd déi' bp i NiREBdNRE! £8hS cAipl ?t M’Lﬁabéllé.dﬁﬂh N6 a brominated
substituted by 1 or nore substituents chosen from

'. ‘hal pepétinn, GRe nikegen Ne2the GH, anjq|3-pm,s briay (}:g[propnately protected.

scoPr ™ itisch SPiesO TRy RS S Ry ey rreserts an -

£ ShaRkarboRp2 %r@a RiwhiéH $orms et rtl‘i@ﬁl‘ﬂorgeﬁ Qi Ibutylarmde The stage of
ctrifluoromet trlfluoronethylsu f any

tri dm@c@m the Wldﬁrls em@pm irythe pr@mge 13 a@a@ﬂ@mwmahreﬂux for one
der | Vq} i Vﬁl\?/[l:g?ﬂle av %f?s (ble) A St @% (}jl s? oﬁ@ éhﬁ]onde in ethanol
| Socyanat €S 0 ca carrie

~ par {R ¢\@r&¥in] N (Ilfehi @de@kiﬂIalwmm gacasn ey dilgelteOsddhﬁn methoxide in
exanpl es described in rehensi ve Organi ¢ Functi ona

Gr owsthrrel{JF gpﬁagpwg,,rghenv harng, Bulh 1968 Aiby 10508 oR amopifer alkoxide in

ee products where R3 is CONRL R2 and
ﬁm§8§gﬁngﬁg g%endently of one another, a

hydrogen, (1560 aI kyl, aryl, al kgnyl al kyn
het er oaryl “Thensel ves

i @ |onaIHNy 'bei ng sub ut ed b+,
\subs Bnt $x.ehgse

(188 koxy, @ NO2,  NH2—-OH, ,
COCHIk N:ONH2, formyl , | Ubromet hyl or ¢ \
trifluor orrgf hoxy. Sul fonatl ons &f derivatives of
gener al forrrula (1) where R3 is H can be carri ed"But
fro asulf | or.i S02CI type_.in th

or obh eampp i o darmei By e B saring YR griing dopasstion of a great
SUCHarfSy bf ]:)I%EHJB& aﬂﬂaﬂﬁd by rrea%ﬁ@ﬁfaf e pHRAFG %mu%ﬁhctﬁﬁlal group of the
pyri di ne) conventional solvent, such as,

ex aﬁﬁairmmmki&hleancaibthhameyentmnﬂmemttome of tisid lfumsloml group, such as:

R SR, S0 Bl VS BRAIOR RIS by retuion

opt udfRahtioh, PEIVBrsfiD 6 | ﬁﬂéasecbrbyarﬂ;alﬁétegm hE/1§1oS (CissoN kdaction or

chosen fron1ha|ogen 1-6C) al kyl, (1-6C)al koxy, CN

NO2Bughpyald @acumx}nd kyl, CONH2, formyl,

tri ﬁl uord%(r;rtlleg h fI elnfvl uor o dteltll\gﬁ%i"e Teggmf %FHR&H‘&) lw\ﬂere R31s H
r| et y (5K oxXyne hﬁ

3 aWhétDP51sp Iﬁ%ﬁyﬂhyﬁﬂylgﬂxoxymethyl can be ca.rrled out using boron derivatives,
chloro-I-[(2- trlnethyIS|Ierthox met hyl ] i ndazol e and
2Q s Bshasneling mﬁ@et@@{bpm};lyﬁg e.\igydichlorométhane in the presence of an

[’(Agh dneo?qﬁ%l yﬁ 4 oxyfﬂ coHyF]]o gszcgbed 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
25  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)RI,
~C(O)NRIR2, .SR1, S(O)R1, SO,RI, NHSO:R1, SO;NRIR2, C(S)NRIRZ2,




1.63 cnB of ethanol am ne and then 2.24.g of potassium
carbonate are added to 2.4 g of

N- [ 5- phenyl -6-chl oro-1-[(2-trimethyl silyl et hoxy) net hyl
]i ndazol - 3-yl ] but anam de 25 described hereinafter, in
75 cnB of dinmethyl formam de and,fhe m xture is heated
at reflux for one week. The re ion mediumis
concentrated to dryness under reduced pressure and

o SR 20, e O 200 e Ot Ghggrometnyt,

s BthopdtRGRIShIRlY, tﬂﬂﬁ&o&e&bﬁfér AOSCaNg1.0f water and
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colum of silica g cémartlcle st ze 40-60 m dianeter

4cnyol. @l (Kairataky, @éﬁth@ ¢ Reesdl 3989, toifeim groducts where R3 is CONRIR2

T T L

Con@kesil ke op heRedaedl, hendelots @;ﬁtﬁmaﬂja Iﬂibﬂngfsdbﬂiﬁﬂed by 1 or more
evapor at ed under reduced pressure SZ(lk 50C
y

Af t
dr yq;qb@mpgms paosemig@p ha@pg@g, g -of)alk 6C)alkoxy,) CN, NO;, NH;, OH,

OB <L i

oil %%I%C(Ilé'l{\l 0%3_6:%’ dfgﬁrg \tn{s? 0 %Qr% gﬁ)gv\) ﬂ-ln #pbrg cg:xmed out
: Hz fréid) a s@lfet] ChloridEof 1518‘@01 by;stam fhe ;%baencé oP® basd@in particular
to 7.55 (nt, 10 5H), 7.77 (s, 1H), 7.81 (s, |

N- [ Brthne ayHng. stops tiethylamine: apermmalic graen oo metnyyidine) in a

l\g;g&égﬁtloﬁlgay lo%lp%ﬁéﬁ%ﬁq'bore (t)'(!ﬁrls %xaﬂgnltl% J@HTZ)%&%?‘ fl%l %o‘ﬁw th8 products
15 ar iwmtm li$) SEORE rdhdoR 1 di it hﬂ’dr@gbn, W t6€nalhyid ,ar}ﬂ,l ﬁﬂ&bﬂl}&, alkynyl or .

347 of tetrakis(triphenyl phosphine)palladi um are
ad d}éederp@ryg tberg!@lfﬁs optionally being substituted by 1 or more substituents chosen

N-[ r C t [veirh ) I

i ndé‘%‘g %Eﬁkglﬁ#dé g%}eagkc&?bed hedr)%ulﬁg% Rel & @%idlg,otoomyl,
chBCON}ﬁL ﬁxmnyla trifTiceromicthy Loreriflaofoestieckyat refl ux for

90 mnutes and is then allowed to return to 20C in

or deke tOmpeoiehdl 00 whete Fh ietthitethyhslglettickyarthyl GO 3Cd’jﬁn0-f5-phenyl 6-
distilled water. The organi c. phase is washed w th 100

2Q: nichberogl - [@éﬂmeﬁw@dyw@amethﬂbméﬁ%ﬁm iigl @bEedt nothe following

the& feparat ed by settling and dried over 20 nmagnesi um
sul ta After filteringthrough a sintered gl ass
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| d' aSEEtﬁI[s-iyhénﬁI@-chl@ﬂon [@RrRRIRGIGR KIS SOy 18152018yl butanamide
25  described hereinafter, in 75 cm® of dimethylformamide and the mixture is heated at
reflux for one week. The reaction medium is concentrated to dryness under reduced
pressure and taken up in 250 cm® of ethyl acetate and 100 cm® of water. The organic
phase is separated by settling and washed successively with 2 times 100 cm’ of water

and 75 cm® of sodium chloride solution. The organic phase is dried over magnesium

30  sulfate, filtered and then concentrated to dryness under reduced pressure (2 kPa,




cycl ohexane/ et hyl acetate (80/20 by vol une) m xture
‘and 35 cnB fractions being 25 collected. The fractions
- . conprising the expected product are conbined and .
evaporat ed under reduced pressure (2 kPa; 50C). After
drying, 90 Pa; 45C), 2 g of N [5-phenyl-6-chloro-I|
-[(2-trinmethylsilylethoxy)neth ?ri ndazol - 3-yl ] but anam
de are thus obtained in the formof a yellowoil. 1H
Ng&q‘))s s rgi ’5)1(13 taml\f{g%wlgn%)s o 01%9%03@1) {p m@prgn%?@n pressure -
e o5 kpdofh i ﬂlgg%ﬁ@ﬁmﬁsm foSorin: fiheced 48, luon
( nt beibgcarried St (veith & cb‘hlphékaﬁ@’e’(hyl atetafy (80/Q0 Eb@ Ydhume)dmixture and
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oi | 3}'{%?% g@ﬁ‘%‘%ﬁﬁiﬂ% Sqliseiag ofh%fram[ﬂ SORHARE M pepected product are
| 5)33 gddxﬁztﬁged ghd %Réﬁ{édqmgxgrg@@é[d ﬁes%&eqﬁfmf 50000 AkARirRg (90 Pa;

tri 5y G#3 yg eohoypinine- thyﬂr@addd)rosl-L(Qitbmbdmytsrtyk&ﬁmxy)methyl]

desc&l boi h el%after in } chl or of orm and

t he 82%% 15 1p R for of 8 v 8 The mxture is

stiyred at 20C for 24 hours and then

di cHT BrMrbtsmesiemn iP0IHE (S R5p2S9), & @p@a e&] 0&4&&&050 83 (1, J =8 Hz,

sodj i e 0 r

st SO R RS A GG By 28R 1 o755 G
10 endiNepd. y(sfiH) 781 (QnH)hr ough a sintered gl ass funnel

and the organi c phase is washed with 50 cnB of a

sat Nf[almﬁnﬁ%lelﬂbiﬁ) E@@Ltﬁiﬁeﬂ{ylﬂlyﬂéiﬁo)@%%ygﬁdazﬁheyl]butanamlde is

orgam ce& ase i s separated by settling, dried over

nsfe following PRY'ered and evaporated to dryness
under reduced pressure (2 kPa; 45C). The residue |s
pur$Zli mg Ofoyh@bﬂb@mcogmdph)14lg1dﬁlsocamna¢2gb0nam 53U ? off distilled

30 R S Bl U L P et Ry b BBl e 02

150 tdF aN-[Sitvho-RERRl IB[(S XA KAPRY @ﬂ:ﬁ&h}q}ﬁnmbw%l]bummde
(0]

m xture and 35 cnB fractigns being ected

f r adeserdied h@iﬂﬂpﬁft@ mglﬁmemeﬁehomepﬂ"b@l unituge ds heatpd pedeflux for
an apo der duce re 2, kPa;

Af SQe(fr%c ers 133 g allo to rag.gﬁt 3@% E}gdeﬁrt%ﬁgg g% em’ of ethyl
chlgeatd ar[d( 12)0tdm3rmufmllsd Wieetirlfewgamé Piydst iswamed withiloh cm® of a
but anamide is obtained in the 20 formof a white

sol FHr#ed patRguacodig chlonde rpivtine. bpresprtand(Bowipg and dried over
20&%%%91181 élgl?a(tgp er_ ij}gggikﬂxﬁg%ﬁ@ gim ée%(z ﬁ{ﬂ.gs Eléﬂn,el’ 8thi filtrate is

(t,codcentrated thizlryrigk§) undsr fedudd prdssure3(2 Mg, 5@0), The &6id4s is purified

2H)., 8.13 (s, 8.34 (s, 1 , 10.67 (broad. s, 1
H)H) f@rp@a%ggr@]ﬁ@;kgnder an aréon pressl_ll)re of 50 kPa( on a column of silica gel

' -[@é’mue qr%hxd) 3b! Yinethenyb et SV, ndagal -Rind LA with a

de"1's obtal ne
cyclohexane/ethyl acetate (80/20 by volume) mixture and 35 cm® fractions being

25 . collected. The fractions comprising the expected product are combined and
- evaporated under reduced pressure (2 kPa; 50°C). After drying, 90 Pa; 45°C), 2 g of
N-[5-phenyl-6-chloro-1-[(2-trimethylsilylethoxy)methyl]indazol-3-yi]butanamide are

thus obtained in the form of a yellow oil.

"HN.M.R. spectrum (300 MHz, (CD;),S0, & in ppm): -0.05 (s, 9H), 0.85 (t, } = 8 Hz,
- 30  2H),0.92(t,J=7.5 Hz, 3H), 1.63 (mt, 2H), 2.38 (t, J = 7.5 Hz, 2H), 3.56 (t, ] = 8 Hz,




-25 in the followng way 3 g of _
N-(6-chl oro-1 Hindazol - 3-yl ) butanam de, in solution of
40 cnB of dinmethyl formam de, are added to 606 ng of
60% sodi um hydride in 20 cnB8 of dinmethyl f or mam de.
After having cool ed to approxi %tely 5C, 2.68 cnB of
2- (trimethylsilyl)ethoxynethyl™chloride in 10 cnB of
d| nmet hyl f ormam de are added. 25 The tenperature is

o by o 703s.g8r i PR SKLTE sPO & ReABE oty etk 493 ot

is Su equent |y evapor at ed under reduced pressure
kPa; 45C). The residue is taken up in 200 cn8 of
et I i :
e AR o e R R B
Cdi sahtdlh@hhn\ﬁheﬁﬂioﬁnrQWay/mth 100 cnB of a saturated
aqueous sodi um chl oride solution. The organi c phase
 5is aied edcaver offagpesdinen sid f aaddedf i ltber ag t hofougih-[Gchloro-1-[(2-
sintered gl ass funnel and then _  evaporated_under

 edtimsthybrlylethnxy)methylpadaaséyyllontmarads deserived hsmingfieadn 15 em’
by oGl EE%BH%%&Q&% o;g@aw 8P bERL fﬂcﬁﬁé Urife rgf g?}@ i&Bftred at 20°C

on a co um el (particle size
di direéhodrsGnd then 5 e ofdibiliorgmethanci aad SOLmn%ﬁmsaalra@d aqueous

OGO FIET FONLOB e gHosEaP R e hET Fbhd GG 0 Finutes, the

- 10CONREJISH1E Qnatté}?al X P&réRE BY AfHGbnahRUER 'Ebézﬂt%fédaélgss funnel and the
. evapor at ed under reduced pressure (2 kPa; 50Q).

d r yqrgegut( plnspis waba) witk 5§ i’ of a saturated aqueous sodium chlonde solution.

| 5 i OEaiGREe | a%egafsié'ﬁé{%gﬁimg BRSO R L] 9870k ered and
| ggng"aﬂ&a%ﬂ*gégdi(’&‘n&s sites gddggec% g kﬁ%)’@ﬁ@he%éﬁbﬂ\ue is purified

0. 95 ¢hromgtography qqgler FHRIZON, BPSR | of 2P)kPapom@ qojumy of silica gel

157" LptHfisleibe 4060 b digghere 35 £y, B 63nB bR SPlyith an ethy

7 %etﬁté/cyclbhexﬁe |('|ZO/80-E§t)volu31€b) iﬁxfuwmﬁism satfrp@ihs biing collected.
6- Chl oro-1 Hi ndazol - but anam de 20 0. 47

cnréf hsf HOYS GOMPHTIBE | ﬂ@eewctgédvé ych aresepmjnest and evaporated under
3- d?re%glrg ?’Fi?%l' 5'0[’1@?%& d&'ﬁng @ dﬁﬁseé) @)ﬁaﬂ éjbf‘ﬁ [5-bromo-6-

after thé' 'reaction

ap Mlﬁkd)ﬂﬂ(k—lmaﬁlylsﬂﬂlhlhomﬁmeﬂml]11$daizhle31-yl§hin;8m1mdatzt ybtained in the
all owed to_ret to 19C over 14 hours. The reaction

20 e drumPf & Whits B F ng&‘bﬁ%/ ess under reduced pressure
(2 kPa; 40C). The residue is taken up in 50 cnB of
et K NAR. ap@trunh(3@0 Mg, $IDHHQ, ahipdprat)ar &P8Asdklh 082 (1, J = 8

codFh 5P Lrg OREatE 1 P B R0 RS sl A2 (1=

Of e Q@l)tﬁ%édZHﬁlse@{‘é BodRBA (s NITD! 16167 sitbad §,aBand
then dried

N-[6-Chloro-1-[(2-trimethylsilylethoxy)methyl]indazol-3-yl|butanamide is obtained
25  in the following way: '

3 g of N-+(6-chloro-1H-indazol-3-yl)butanamide, in solution of 40 em® of
-dimethylformamide, are added to 606 mg of 60% sodium hydride in 20 cm’ of
dimethylformamide. After having cooled to approXimately 5°C, 2.68 cm’® of 2-

(trimethylsilyl)ethoxymethyl chloride in 10 em® of dimethylformamide are added.




over magnesium sulfate, filtered through a sintered
"glass funnel and evaporated under reduced pressure.
The residue obtained is purified by chronmat ography
under an argon pressure of 50 kPa on a columm of
silica gel (particle size 40-6%Gf1 di ameter 30 2.5
cn), elution being carried out th cycl ohexane/ et hyl
acetate (70/30 by volune) 26 and 25 cnB fractions

B OB LB AR O g i

© undfer 21RAHC THe [:Haeﬁéiﬂﬁl@dﬁlﬁl }sRabscdQtly Abpsthted hiilletded @ pressure
Pa; 45C), 200 of

N (G-l 45N The resielis gikon yp ie 2AQ 6l of gihylagpatsi anddnilA0 cm’ of

AT e Y T B 0 g8 s v

5Hz , an@hyith 1006’ ¢fhe sathded aguebs Gbdiuh chlofidezolu@bh. The &¥8anic phase
(dd, J = 9 and 2 Hz,

7 813r c‘(nd:d QyeE ngtgpﬁsmnl H}llf'_?fg ﬁ;];gre(idgf(@gmavggteﬁéiaglass}l_hmel and then
o AR R et oRSR s 7 BBE I molke o, pited b

3- adfirernatbgnaplenydeban 2fFon pressure of 50 kPa on a column of silica gel (particle
chl gro- 2-tringthylsil ylethox%%nethyl I ndazo] e. 300
1S 2%? e GHERIERT t 8510813 mjulm th%n%oﬁaw g out with a
103 ReRmBRANYAce s 80/20 by vol d 100 cm’® fractions b
adg]rco-e [(Z?H} |Cﬁetehgll Si | e‘{oh%rgl(ey)) rr?g%tﬁry [ ndazg e o cing
-4 Teotiected. bt hftacions Tbranpmsengtﬂlenexmcpdapmdumda combined and
m crowaves a C for 150 on T qu
o BHPTHRR Per e P RO ST 1 o BB 55 3 e of
| S 36 chReb-PUL2-tribReth¥1$ilV1ABEED metHy BRI SAD- | RARESd& LR obtained
drlégéover l{&ydrou]é\j Iy(lf¥$ ?gﬁéd and gbncentratgd .
Thdngheigen of edeldaw olit ai ned is purified through silica
and 63.5 ng of the conpound
153 aerhmER Gpbarum G}ODMHyJ (-(ID:I-)jS@J@Zlmp@m’)f-eO 0@(@91190[) 83 (broad t, J
gonpounds of fo sol ated and _can
pun

 pur § FEOH) G0 dsT &b Henduih 1 Reimbas. 361 (akaim HzpgD. 3.53 (. 1
cr I | r r
coﬁ%%ir%d% ) 6ggrs ﬁpé??P %g%p%%ot?gﬁa V}be convéq? 2?{) 788,
t 0 Jadlflitlzi bH),d 8156 Sumiesdiveaipeaknidi)gani ¢ or organi c acid
by the action of such an acid in an organic sol vent,

SuQ (@& hlors-18-wdhl-3-Htu@amidn et her or a chlorinated
solvent. These salts also formpart of the invention.

20MVet 4PN BIb Bridé s AMEIR) 250 Rk dTWIHHlB%J&M%HH-mdaZOIe in
acceptaple salts, of the 25 follow ng salts:

berPese’sof Pmnfeaﬁmm mﬂlﬂbthehy&htmohheﬂlmddp appr0x1mately 3°C.

ci tl‘é%: %bd}ﬁtglgf}s,ﬂﬁgﬁgl s%‘at 5 twaﬁgawueﬁ gc}ﬁe{q%m n% T oV fﬁ %ours. The
reaction medium is evaporated to dryness under reduced pressure (2 kPa; 40°C). The
residue is taken up in 50 cm® of ethyl acetate, in 50 cm’ of tetrahydrofuran and in

25 50 cm’ of distilled water. The organic phase is washed again with 50 cm® of distilled
- water and with 50 cm’ of a saturated aqueous sodium chloride solution and then dried
over magnesium sulfate, filtered through a sintered glass funnel and evaporated under
reduced pressure. The residue obtained is purified by chromatography under an argon
pressure of 50 kPa on a column of silica gel (particle size 40-60 um; diameter

30 2.5 cm), elution being carried out with cyclohexane/ethyl acetate (70/30 by volume)




- nmet hyl enebi s-J..3-oxynapht hoate, nitrate, oxal ate,

~“panpat e, phosphate, salicylate, succinate, sulfate,
tartrate, theophyllineacetate and p-tol uenesul fonate.
27 The conpounds of fornmula (1) are kinase inhibitors
and are thus of use in the pr ntion and treatnent
of neurodegenerative di seases, zhei mer's di sease,
Par ki nson' s di sease, frontoparietal denentia,

corticobasal. degeneration iGK' di sease,. .str,okes,

or aHEE GRA S Dot e d i notpne paipprsing fhe'6Kpected product
neuzeRainBired an@BRf ieV¥porse® 8HRR tédkeYRELENIUMANA0°C). After drying
at heroscl eroti c cardiovascul ar di seases, polycystic

ovatieln; 45Vt r2Ofeng of M @eblox-1Hrindavottd filibunamiderate obtained in
© hoE o B OB REEFGr L on o the tau

roi in.jin adult r é cortex _sectiaons. 1Q Cortex

eclHONMR; snectmpr30q MUz, GID5p80mPdrenEna Bt I drbiz 31D, 167
mal I | £ ed_g- —
sacﬁt%)é&?@fp’geczg{zf %ﬁ,gﬁés %@5 grégijrﬁgﬁg)ééslz ﬁdg rr? Hz, 1H),
of 7.BMER) hedd kin débhpi .39 Manieyoluadapenkandl) giromokr5@ 1d 13.00 (broad

g/l at 37C for m n. The sections are subsequently
wa§H€ﬁm? @ alwlﬁi'the medi um distributed in

m cr ot ubes 50l in 5001 of nedium wth or w thout
t es%-A@aﬁﬁécﬁh&gﬁﬁﬁamnvhbﬂﬁma@aleaﬂs 3pbjaimsdwiftom s8aming§-phenyl-6-

.1012ﬁ¥@??ﬂgK%gﬁﬁﬁﬁgkgg%ﬁégﬁ%ﬁagﬂgn@%?gg[tggnPgated and

ce i f 8300g. f in a C. The .

corl b 8F PR HCE AR Beaedlo, 108, Tl 3L i eriPlid p-gmino-S-phens--
d_et@ﬂdfbnemzbﬁmazhmﬂmﬂmﬁm@ﬁﬁﬁuda@@ if’r at7eiml ofS$@dthanol. The
Pierce) based on the Lowy nethod. The sanpl es,

derfgeqhoads placssheHahaicaewaes at b0°Coford H) seaprdssepar at ed

on 4-12%Bis- 20 tris vertical gel in the presence of
MOPEheSDE tira fis pourechdntaracsagirated Kdi,Pn sblatior dnderttoaction is carried out

150 (T8 el B CHTERRIE e SORy Risd. oV S dioa MeShp fered and
I ecRaking@ied The SaASERIAGSHRRAMINL pidfied @0 RRISIIRAREd 695 mg of the

the tau protein. The inmunoreactive proteins are

vi s@ainoped3HeyninatbichloserScthenylsdd-dmiazolgatd dhapedii r ect ed

agai nst nouse |1gGs and coupl ed to peroxi dase and of a

25 Theeropipommde s fomnubudy treasaated liad ah de gabirifigd dysthe usual known

bt ai finall i fi [ he " CeneTool s'
corToilne F xirapR e iR e e FHEy PLERIRE G ne
an __|1 C50 val ye. The conpounds, of formula (1) exhibit a
20h; ghheycommeapdsaefelommuladd) can gptionally he samertedite pddiippsalts with an
- COMROMAAE oP BManR bl dBP e HcHEn BF sichiSh it A eMic $8vent, such as

- an alcohol, ketone, an ether or a chlorinated solvent. These salts also form part of the

invention.

Mention may be made, as examples of pharmaceutically acceptable salts, of the

25 following salts: benzenesulfonate, hydrobromide, hydrochloride, citrate,
~ ethanesulfonate, fumarate, gluconate, iodate, maleate, isethionate, methanesulfonate,
methylenebis-p-oxynaphthoate, nitrate, oxalate, pamoate, phosphate, salicylate,

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




' The conditions for analysis of the: products by LC/ M5
were produced on a Waters Alliance 2695 device for
the LC part and a Waters-M cronass Platformll for the
mass part. The follow ng exanples illustrate the
invention without inplied limtation. 5 Exanple Al:

N- but yl - 6- chl or o- 5- phenyl - 1H i #dazol - 3-am ne Stage 1:
24 ng of n-butyral dehyde and 113 ng of sodium

:lejiﬁ%e't or) bOf 02}% p{?é%& aa) i drg'g? tl%)]}‘glt(?rgla%tdl ara l%]:IS 10(%Ouse in the -
tr i.ﬁfwéﬁﬁbﬁ' b Q{‘elgﬁfiéﬂtnﬁf Wél&ddégé}feﬁtﬁre' H}_rgé‘sgg ‘Alzhelmer s dlsease

net’hyl ene chl oride. After 3 holrs at
t erfisekinsaw’' e, disdase, r Emotopenctalediementis  hydicobagale dlegereration, Pick’s
t hep extr ed wth 10 nethyl ene chlorid he or
pnalsrSss, ke citriel At B et Sed perlirslr Sties, obesiy
5€V aR@nahe typdPtehiibh C athbRRcIBfotic Q&b VABuIRF Ahlidadesb *olycysuc ovaries
chr omat ogr aphy on silica (eluent: ethyl acetate/héxane
( sowrdromg/ synlramk S simmupsie§icishey and c@.bq;eau n 21 ng of
but yl [ 6- chl or o-
5- phenyl -1-(2-(trinmethyl silanyl)ethoxynethyl-IHindazo
| -3-yl]am ne (yell ow solid). Mass spectrum 432
[ MAfflectivigibe weteodetdrinifisd By A6asiiriAy tleSinhibitichtb\¥Rphosphorylation of
[d6-DMSO}: 7.83 (1H, s), 7.73 (1H, s), 7.35-7.50 (5H,
m th%taz@rf(tilﬂ in pdult tpt corfEx gegtions. 49 (2H, s), 3.52 (2H,
t, J 8 Hz), 3.24 (214, m, 1.60 (2H, m, 1.39 (2H,
10,-@ chteglse@tg}qs with g thickznqSQ pf 30018m are Hrep@redfram gnalp )OFA rats (Iffa-

a Sogdci)gaé%d ?(k}["%&%g fsackx)lf'{ceﬁi z)gn%eﬁ'fl%}aﬁo% eé/ VF mcu%ated m 5 mi of

1- (DMEM infediddny Icsmbﬁsmg );@fdi@teym iyitdse UF igf1dazare 3oy 4 amin. The -
mne in 0.3 cnB of nethanol. 20 The reaction nmediumis

st iSEELis ate MbBFRIehtlY Sfpkadatwise withrthe snedBum.sdigigutgd in microtubes
r ef o
5015 ooudof Bl 5, 8 ORAOR L o RAARY oy e a 37

15 N- bwithystirfing. i ves heilrs pdiem yie- eﬂpehkﬂeﬁdﬁlﬂltecBby agitfifuging. The sections
' ssp ctrum 300[ +; retention

ti ,%lgel gf&ecggkiﬁgmql aud ¢ H@;S?{g()g@r 15y mip at 414 "g})e concentration
7. %@ (pl(h!em§ )(m te %?peﬁa@glé (1% eteml%ne& 01:@83 (:%?ﬁletr%lal %s@g); gBCK Protein

Hz )Ass@x qund:eé baaed od-th6 L&Wwhomethbdphenyl -
'Hindazol - 3-yl am no) t hi ophene-2-carbonitrile 38 ng of

gomheyﬁph%W@eh&d dt e d ifeet (Ninlig ik Sepiapiaesty 4-12% Bis-
0
20 ( t Fqlwsgted‘flwé gehinithropresaaee ShME HEPSdulighs) gre elsptropgpséred onto a

h f
¢RI, 3 5ol AMEORRANG 22 B RO M monocons
amanidbdsty phidywhi6h specifioally r¢cp2nitzed thie tShilos 40y Iphbdpdueyylared epitopes

hyl l.i.ndazol e.in 0.5 mM of . . . "
y l"the tau protein. nl"he immunoreactive proteins are visualized by addition of a second

antibody directed against mouse IgGs and coupled to peroxidase and of a
25 chemoluminescent substrate. The autoradiograms obtained are finally quantified
using the ‘GeneTools” software from Syngene (GeneGnome, Ozyme) to determine an

ICsq value.

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

some compounds have an ICs value of less than 100 uM.




NWP (1-nmethyl-2-pyrrolidone). The reaction.is placed
under m crowaves at 140C for 3 mn. After the usual

treatments, the crude product is treated with 2N HC

in methanol to give, after purification, 8.4 ng of

3- (6-chl or o- 5- phenyl - 1Hi ndazol 3 yl am no) t hi ophene- 2-

- carbonitrile. Mss spectrum 3521 [ MtH] +; retention
time: 4.19 mnutes. HNI\/R[d6 DMSQ : 7.40 (1H, m,

I 4@'94 dthBIFIfZH sxglo “)g: @Z)ﬂ%};s gé Torm ’wfszreggrodt}c%d(o% a Waters
Exajm £ee /399 Bevhee F&%@ )L@Tgiu? $nd&l Wﬁ’te‘?@ﬂ/ﬁcﬁ% Phtkobd 11 for the
a way equivalent to A2. Starting Retention

NNamessepagl i al ti me/ d6- DMSO, unl ess ot herw se

[ MtH] +i ndi cat ed A3(6-Chl oro-5-2-2.89/7.07 ppm (b, 1H),

f r ofhfolowirprexatpiegliHddtiaby thetm3RAdowith&f imphad Rnitatidn.

7.55 ppm (b, indazol-3-pyridinel H, 7.67 ppm{(s, |

) , ExarBple PRANYbUt{IPG- &mdtdls%héﬁsd mﬂ)ndazoi%axﬁﬂm (1, 1H),

24(2 ppm yI') am ne(b, ajl in s .
{8 5 A0 81 0] B LG

H) ,addndlazto! - 8- ydoJytlens- of t ri®07. B ppin (eamiboS-phehtyl)-6-chloro-1-[(2-
O\ TR0 IR . 208, s s
a119b151§ féﬁifefa eltﬂé) reg&lonA\ﬁreﬁM ﬁj’fd}bgrzé’d %n§7th£}9 Ebktracted with

(s, :é phenyl - 1H- br ono- 7
-107 %etppshn@ shilonde he. csgamq ohae-ig dyied p@er@nmesmi) sulfateo ltered and

Eifap(())rate:d.Sgl.uiﬂg cation of the crude product by chromatography on silica (eluent:
cthylacetate/hexane (80/20, v/v)) makes it possible to obtain 21 mg of butyl[6-chloro-
5-phenyl-1-(2-(trimethylsilanyl)ethoxymethyl-1H-indazol-3-ylJamine (yellow solid).
Mass spectrum: 432 [M+H]™ retention time: 5.26 minutes.
15 'H NMR [ds-DMSO]: 7.83 (1H, s), 7.73 (1H, s), 7.35-7.50 (5H, m), 6.25 (1H, t,
I=6 Hz), 5.49 (2H, s), 3.52 (2H, t, J = 8 Hz), 3.24 (2H, m), 1.60 (2H, m), 1.39 (2H,
m), 0.91 (3H, t, J =7 Hz}, 0.81 (2H, t, ] = 8 Hz), -0.07 (9H, s).
Stage 2: 0.7 ml of 2N HCl is added to a solution of 21mg of butyl[6-chloro-5-phenyl-
1-(2-(trimethylsilanyl)ethoxymethyl)-1 H-indazol-3-y{Jamine in 0.3 cm® of methanol.
20  The reaction medium is stirred at ambient temperature for 48 hours and at reflux for

1 hour, then evaporated. The solid obtained is dried under vacuum to give 16 mg of

N-butyl-6-chloro-5-phenyl-1H-indazol-3-amine (yellow solid).
~ Mass spectrum: 300[M+H]"; retention time: 4.25 minutes.

'H NMR [ds-DMSO]: 7.52 (1H, s), 7.95(1H, s), 7.35-7.50 (5H, m), 3.30 (2H, t,
25 J=7Hz), 1.61 (2H, m), 1.40 (2H, m), 0.92 (31, t, J = 7 Hz).

Example A2: 3-(6-Chloro-5-phenyl-1H-indazol-3-ylamino)thiophene-2-carbonitrile

38 mg of 2-dicyclohéxy1phosphjno-2’-(N,N-dimethylamino)biphenyl, 20 mg of
Pd,dba; (tris(dibenzylideneacetone)dipalladium(0)), 52 mg of 2-cyano 3-bromo
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~possible to obtain 122. 5ny
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YDA thenc
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reactio
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of 1-[6-chloro-5-phenyl-1-(2-trimethylsilanylethoxymethyl)-1H-indazol-3-yl}-3-

phenylurea (colorless solid).
Mass spectrum: 493]M+H]" retention time: 6.02 minutes.

'H NMR [ds-DMSO]: 9.89 (1H, broad s), 9.86(1H, broad s), 8.20 (1H, s), 8.07 (1H,
s), 7.35-7.50 (5H, m), 5.81 (2H, s), 3.66 (21, t, ] = 8 Hz), 0.92 (2H, t, J = 8 Hz), -0.12
(9H, s).

Stage 2: 1 ml of 2N HCI is added to a solution of 106 mg of 1-[6-chloro-5-phenyl-1-
of

methanol. The reaction medium is stirred at ambient temperature for 48 hours and at

(2-trimethylsilanylethoxymethyl)-1H-indazol-3-y1]-3-phenylurea in  12cm’

reflux for 5 hours, then evaporated. The solid obtained is dried under vacuum to give

82 mg of N-(6-chloro-5-phenyl-1H-indazol-3-y1)-N'-phenylurea (colorless solid).
Mass spectrum: 363 [M+H]" retention time: 5.15 minutes.

'"H NMR [ds-DMSO}: 12.64 (1H, broad s), 9.70(1H, broad s), 9.59 (1H, broad s),
8.07 (1H, s), 7.64 (1H, s), 7.50 (7H, m), 7.30 (2H, m), 7.0 (1H, m).

Example B2: 1-(6-Chloro-5-phenyl-1H-indazol-3-yl)-3-(4-ethoxyphenyl)urea
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- Examples B3 to B12:
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phenyl)urea
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Example Cl: 1-(6-Chloro-5-phenyl-1H-indazol-3-yl)-3-[3-(4-methylpiperazin-1-yl)-

propyljurea

'Stage 1: 62 pl of pyridine and 125 ul of ethyl chloroformate are successively added to

387.8 mg of 3-amino-5-phenyl-6-chloro-1-[(2-trimethylsilylethoxy)methyljindazole

in 2 ml of methylene chloride. The reaction is completed after 75 mn. After

hydrolysis, extraction and evaporation, 571 mg of crude carbamate, (6-chloro-5-

phenyl-1H-indazol-3-yl)carbamic acid ethyl ester, are obtained.

Stage 2: 377 mg of 4-(3-aminopropyl)-1-methylpiperazine are added to 106mg of the

preceding carbamate in 2.5 ml of trifluorotoluene and the reaction is carried out under




.(_im'dazol-l-ppm(d,J =-5.5 Hz, 1H), yl)propyl)urea7.83
ppm(bs, 1H), 8.08 ppm (s, 1 H, 9.19 ppm (s, |IH),
9.53 ppm(s 1H), 12.53 ppm(bs, 1 H) 36 '

CAEt hanol - ami ne3. 36/ 3. 27 ppm (m 2H), 3.49 331ppm (t,J
= 6.5 Hz, 2H), 1-(6-Chloro-5-frgm7.38 to 7.50 ppm
_phenyI-IH-indazoI-(m 5H), 7. 593 pm (s,

3 yl)-3-(2-hydroxy-1H), 7.83 ppm(b 1H),
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Lyl )qzthmpyﬁe]thprl)aéH@ﬁﬁ@ml—&-ml}dBM-megwllppm@ml -AkropB87a are
Pyrrohdlfp - 340ppm (m 4H), from 7. 37 carboxylic
aci' ?186 to 7.49 ppm (m 5H), chI or o- 5- phenyl - 7.61

m. (s, 7.72 1H i ndazo] - - m(s, 1
%Sn&%‘ge 3 The preced12ng compound is taken ug pm ml of r!L_D 171 MegH/2N HCI

mixture and is brought to reflux for 3h.

" 'H NMR [de-DMSO]: 1.63 (2H, m), 2.18 (3H, s), 2.33 (10H, m), 3.21 (2H, m), 7.36-
7.48 (SH, m), 7.58 (1H, s), 7.66 (1H, t, J = 5.5 Hz), 808(1H s), 9.37 (1H, s), 12.70
(1H, s).

- 10 Examples C2 to C19

The products C2 to C19 are obtained in a way equivalent to the product C1

N°® | Name Starting Retention | NMR
| | material time/ 4 DMSO
[M+H]

C2 3-(Imidazol-1- | 3/ 2.05 ppm (m, 2H), 3.24
yDpropylamine 395 ppﬁl (m, 2H), 4.25 ppm
(t.J = 6 Hz, 2H), from
1-(6-Chloro-5- 7.38 to 7.49 ppm (m,
phenyl-1H-indazol- : SH), 7.61 ppm (s, 1H),
3-y1)-3-(3- 7.69 ppm (bs, 1H), 7.76
(imidazol-1- ppm (d,J = 5.5 Hz, 1H),
yDpropyl)urea | 7.83 ppm (bs, 1H), 8.08
ppm (s, 1H), 9.19 ppm (s,
1H), 9.53 ppm (s, 1H),

12.53 ppm (bs, 1H)




IH

yl)Yanide 1 H),

(s,

3H),

12. 62 ppm (s,

1 H). C7Methyl 4.1/ 3. 66 ppm
from (6-Chloro-5-chl orof ormat e3027. 33 ppmto .

7:49 ppm phenyl -1 Hindazol-(m 5H), 7.65 ppm (s,
3-yl)carbam c acidlH), 7.78 ppm (s 1H) mst hyl
ester10.1 ppm (s, I H, 12.80 pggw 1 37 6.89 ppm
(bs, 2H), fro_m(6-ChIoro-5-_7.3 pmto749 ppm _
C8pheny| 1 Hindazol - Aqueous 3. 39/ (m. 5H), 7.59 ppm
(s, 3-yl)ureaAmoni a287(1 H),.8.09 ppm (s, | H), 9.37
. ppiR£S; )12 51 pom (bs 1 H) _C9Benzyl-4. 515 14 ppm
(s{caH)|, from (6- Chl or|GERardilagfied crm%/637873&9$@n7(nf19zﬂ) 3.49
ppm ( m| phenyl -1 Hinddzol - 10H), 7.{65 ppm (
3-yl)cdrbanic acid7.7§ ppm (s, 1H)|.33}0.08 Jeplz&yt[tif = 6.5 Hz, 2H),
esterpgm 477 ppm (bs, [1IH) C QAl L.yl 4.4/4.6
ppm (dlf, éf’béloﬂlgﬁol_l)':'chI oroformat e32824H), 5.21 B% 73{8 3750 ppm
11| Hz, Iphlehyl Bi-3fapelm ( 6- Chl or o-5-(dl ,J = L?m53ﬂg 7.59 ppm (s,
, 5.9 ﬂ&enyl-ll—l-lrdazol ppm(m IH), f
3- V1) carbE3cZdeidm»y- 1. 49 ppm (m |5H), al | yiLHas?.82 ms (b, 1H),
- ppin (s, ejf}t)%)urezar 8 | 8.10 ppm (s, 1H), 9.49
ppm (s, 1H), 12.50 ppm
(bs, 1H)
C5 | 1-(6-Chloro-5- 3-(4-Methyl- | 2.52/
| phenyl-1H-indazol- | piperazin-1- | ;07
3-y)-3-[3-(4- yl)propylamine
methylpiperazin-1-
yl)propyl]urea
Co6 » Pyrrolidine 4/ 1.84 ppm (m, 4H), 3.37
Pyrrolidine-1- S, £ 737
m (m, , from 7.
carboxylic acid (6- 340 pprm ( )
to 749 ppm (m, 5H),
chloro-5-phenyl-
) 7.61 ppm (s, 1H), 7.72
1H-indazol-3-
. ppm (s, 1H), 8.80 ppm (s,
yl)amide
1H), 12.62 ppm (s, 1H)
1c7 Methyl 4.1/ 3.66 ppm (s, 3H), from
(6-Chloro-5- chloroformate 302 7.33 ppm to 7.49 ppm
phenyl-1H-indazol- (m, 5H), 7.65 ppm (s,
3-yl)carbamic acid 1H), 7.78 ppm (s, 1H),
methyl ester 10.1 ppm (s, 1H), 12.80
ppm (s, 1H)




ppm (s, | H, 10.06 ppm (bs, 1 H, 12.76 ppm(bs, 1 H)
38 0.90 ppm (d,J = 6.5 Hz, 6H), 1.90 ppm(m 1 H),
(6-Chl oro-5-- 3.86 ppm (d,J = 6.5 Hz, Cllphenyl-1
Hindazol - Isobutyl 4.55/ 2H), from7.3 8 ppmto
3-yl)carbamic acid chl orof or mat e3447 49 ppm (m 5H),
7.66 isobutyl esterppm (s, 1H), 37, 79 ppm (s, | H),
9.93 ppm (bs, | H), 12.93 ppm (bs, 1 H) _

C12Pi peridi ne3. 92/1. 40 ppm (m 4H), 1.60

"Pi peridine-1-355ppm (m 2 3 43 ppmcarh XVI ic acid
(g i, en® S Taaere S Tog gt o, o
S At e
i, S Rmaer) (29, 2lst pom 3{{8 5 T prm o
yl promymam(a (maskea, 4H5, from 7.35 tH), 8.09 ppm (s, 1H),
ch or 0-5- phenyl -ppmtqg 7.50 ppm (m : 9.37 ppm (s, 1H), 12.51
(1Ik—)l | gdilzgl ;_|f23:yl )-5H), |7.59 ppm (s, 1H), ur 3ggm7(gs’qﬁsn
C9 Benzyl 4.5/ 5.14 ppm (s, 2H), from
(6-Chloro-5- chloroformate. 378 729 to 749 ppm (m,
phenyl-1H-indazol- 10H), 7.65 ppm (s, 1H),
3-yl)carbamic acid| 7.76 ppm (s, 1H), 10.08
benzyl ester | ppm (bs, 1H), 10.77 ppm
(bs, 1H)
Ci0 Allyl 4.4/ 4.61 ppm (dl,J = 5Hz,
chloroformate 308 2H), 5.21 ppm (dLLH =
11Hz, IH), 5.34 ppm
(6-Chloro-5- (dl,J =17.5 Hz, 1H), 5.96
phenyl-1H-indazol- ppm (m, 1H), from 7.39
3-yl)carbamic acid to 7.49 ppm (m, SH),
allyl ester 7.65 ppm (s, 1H), 7.78
ppm (s, 1H), 10.06 ppm
(bs, 1H), 12.76 ppm (bs,
1H)




1 H, 809 ppm (s, 1 H, 9.44 ppm (s, 1 H, 12.50 ppm
(s, 1H) 39 Cl4Azetidine4.26/1.94 ppm(m 2H), 3.30 .
(HCL opening) 363ppm (masked, 211), 3.60 ppm (Q = 6.5
Hz, 2H), 1-(6-Chloro-5 - 7.38 ppmto 7.50 from
phenyl - Hindazol- 1 ppm(m 5H), 7.58 ppm -chloro-
" 3-yl)-3 - (3 (s, 1H), 7.60 ppA¥(bt,J = propyl) urea
6 Hz, 1 H, 8.07 ppm(s, I H), 9.40 ppm<(s, | H),
12.41 ppm (s, 1 H) - _ o

cit|  |Isobutyt  |455  |0.90 ppm (4] = 6.5 Hz,

chloroformate 344 6H), 1.90 ppm (m, 1H),
(6-Chloro-5- 3.86 ppm (d,J = 6.5 Hz,
phenyl-1H-indazol- 2H), from 7.38 ppm to
3-yl)carbamic acid 7.49 ppm (m, 5H), 7.66
isobutyl ester ppm (s, 1H), 7.79 ppm (s,

1H), 9.93 ppm (bs, 1H),
12.93 ppm (bs, 1H)

C12 | Piperidine - 3.92/ 1.40 ppm (m, 4H), 1.60
Piperidine-1- | | 1155 ppm (m, 2H), 3.43 ppm
carboxylic acid (6- (m, 4H), from 7.37 ppm
chloro-5-phenyl- to 7.50 ppm (m, 5H),
1H-indazol-3-yl)- 7.61 ppm (s, 1H), 7.62
amide ppm (s, 1H), 9.07 ppm (s,

1H), 12.62 ppm (s, 1H)

C13 Azetidine 1.50 ppm (m, 2H), 2.02

(double ppm (m, 1H), 3.20 ppm

addition) (m, 2H), 254 ppm
1-(3-(Azetidin-1- (masked, 2H), 3.27 ppm
yhpropyl)-3-(6- (masked, 4H), from 7.35
chloro-5-phenyl- : pprﬁ to 7.50 ppm (m,
1H-indazol-3-yl)- 5H), 7.59 ppm (s, 1H),
urea | 7.72 ppm (btJ = 6 Hz,

1H), 8.09 ppm (s, 1H),
9.44 ppm (s, 1H), 12.50
ppm (s, 1H)




C153 - (Il mdazol- | -1.94 ppm(m 2H), 3.18 _
yl) propyl am neppm (q, J = 6.5 Hz, 2H), 4.02 ppm (t, J=
6.5 Hz, 2H), 6.89 ppm (s, 114), 1-(6,7-Difluoro-5-7.21
ppm (s, 1 H), 7.42 phenyl -1 Hindazol-ppm(bt, J = 7.5
Hz, 1 H, 3-yl)-3-(3-7.50 ppm(bt, J = 7.5 Hz,
~(imdazol-1-2H), 7.55 ppm (bd, 339 yI)propyI)urea75'
Hz, 2H), 7.65 ppm (s, 1 H), 7.73 ppm(bt, J = 6.5 Hz,
1H), 8.05 ppm (d, 6.0 Hz, I H), 9.58 ppm(s 1H)

J =
40 C163-2.74/1. 77 ppm (m 2H) 2 81 Ami nopropyl-344pom.
(mce). 3.28 ppm 1-(3pAmidgs an :j;]a(z@ 2H)| 1§£%1n7 A, 8H), 3.30 |
ppm propyl)-3-(6 - to 7.50 %pm( 5H), phe ( H)
chl aro45- 7.60 ppm (s, (HCHpopeing) [ 1 4+ i ndazppm:{maskqdpﬁﬁ) 3.60
(m 3H), 8.08 ppmurea ppm (1) = 6.5 Hz, 2H),

1-(6-Chloro-5- fom 738 750
om 7. m to 7.
phenyl-1H-indazol- PP

m (m, 5H . 758 11
3-y1)-3-(3-chloro- ppm ( ) PP

(s, 1H), 7.60 ppm (bt,J =

propyhurea 6 Hz, 1H), 8.07 ppm (s,
1H), 9.40 ppm (s, 1H),

12.41 ppm (s, 1H)
| C15 ' | 3-(Imidazol-1- 1.94 ppm (m, 2H), 3.18
yl)propylamine ppm (q, J = 6.5 Hz, 2H),
4.02 ppm (t, J = 6.5 Hz,
2H), 6.89 ppm (s, 1H),
1-(6,7-Difluoro-5- 7.21 ppm (s, 1H), 7.42
phenyl-1H-indazol- ppm (bt, J = 7.5 Hz, 1H),
3-y1)-3-(3- 7.50 ppm (bt, J = 7.5 Hz,
(imidazol-1- 2H), 7.55 ppm (bd,. J=
yDpropyl)urea 7.5 Hz, 2H), 7.65 ppm (s,

1H), 7.73 ppm (bt, J =
6.5 Hz, 1H), 8.05 ppm
(d, J = 6.0 Hz, 1H), 9.58
ppm (s, 1H)




.yI)(s 1H),--9.54 ppm (s, 1 H), 1254ppm(s 1 H)
C174-(4-(Pyridin-2.951.1.51 ppm (m 2H), 1.90 '
3-yl)imdazol -486ppm (m. 2H), 3.26 ppm1-(m 21-1),
4.23 ppm (t,J = yl)butylam ne7 Hz, 2H), from 7.37 ppm
to 7.49 ppm(m 1-(6-Chloro-5- H, 7.5.8 ppm (s,
IH), phenyl-1 Hindazol-.7.75 p (m 2H), 8.08

3y|) 3[4( - ppm (s, 1 H, 8:37 ppm(pyridin-3 -
(d 2 Hz, i H, 8.47 yI)|mdazoI -l - ppm(m 1
H) ‘V._. ~9 ppH “.lur%a \/I but \/I 'I (rlrl’ g4—= 1 '—'\ and '—'\I—I7 1I—l\ .
9.pg1pAm (bs, 1M 9.123ppm (d,J = |24z, 1 H77 ppm (m 2H) 2.81
Aminopropyl- m (m, 2H), 3.28 ppm
1-(3-Amino- propyl- | 344 ppm ( ) Pp
amine _ (m, 2H), from 7.38 ppm

propyl)-3-(6-
chloro-5-phenyl-
1H-indazol-3-

to 7.50 ppm (m, 5H),
7.60 ppm (s, 1H), 7.81
ppm (m, 3H), 8.08 ppm

ylyarea
(s, 1H), 9.54 ppm (s,
1H), 12.54 ppm (s, 1H)
C17 | 4-(4-(Pyridin- | 2.95/ 1.51 ppm (m, 2H), 1.90
3-yD)imidazol- 486 ppm (m, 2H), 3.26 ppm
I- (m, 2H), 4.23 ppm (tJ =
yl)butylamine 7 Hz, 2H), from 7.37
' m to 7.49 ppm (m,
1-(6-Chloro-5- PP ppm.
. 5H), 7.58 ppm (s, 1H),
phenyl-1H-indazol-
7.75 ppm (m, 2H), 8.08
3-y1)-3-[4-(4- s, 1H), 837
m (s, , 8. m
(pyridin-3- PP PP

(d,J = 2 Hz, 1H), 8.47
ppm (m, 1H), 8.69 ppm
(dd,J = 1.5 and 5Hz, 1H),
9.00 ppm (bs, 1H), 9.12
ppm (dJ = 2 Hz, 1H),
9.48 ppm (s, 1H), 12.40
ppm (bs, 1H)

yl)imidazol-1-
yl)butylJurea




9.48 ppm (s, 1 H), 12.40 ppm (bs, 1 H 41

C182-(Pyrrolidin-2.8/1.83 ppm(m 2H),

1.99 1384ppm

2,5-Dimethyl-
pyrrolidine-1-
carboxylic acid (6-
chloro-5-phenyl-
1H-indazol-3-
yl)amide

~(m 2H), 3.03 ppmyl)ethylam ne(m 214), 3.28 ppm(m -
1- (6-Chl oro-5-2H), 3 56 ppm (masked,
phenyl -1 Hi ndazol - from?7. 3@ ppmto
3-yl)-3-(2-7.49 ppm(m 5H), 1L(pyrrolld|n- | -ppm
(s, 1 H, 7.80 ppmyl)ethyl)urea(bt = 5.5 Hz, 11-1)i
8. 08 ppm (s, 111), 9 65 ppm (s, 1H), 10. 02 ppm(bs _
1262 ppm fhc I—I\ ("10’) E_Di.n fh\ll R/’l 10 nnrl
1. beipdm (d, J = pyrrol Izd( 69ih.- szsﬁll) 1%@ ﬂﬁﬁ(m 2H), 1.99
1.61 ppm (m 2H), 1.99 25D|rrethyl 2 go
2H), 4.|03 pyrrolidi ne-Il- and 4.15 @@g >ppm m, 2H) 3.03 ppm
ca boxyllc acid (6- fr 6to' ppm
chf or 0-|5- phenyl - (m E&)ﬁeghy%nf)pm (s, 1 H (Rt 328 pem (m,
- L H),| 1465Chiands-7. 69 \ppm yl ) ami de (s, 1H) | 28)52568Hm (masked,
8.66 pgm (s, 111), 12./60 ppm ,
_ phenyl-1H-indazol- 4H), from 7.36 ppm to
3-yH-3-(2- 7.49 ppm (m, SH), 7.61
(pyrrolidin-1- ppm (s, 1H), 7.80 ppm
yDethyl)urea (bt,J = 5.5 Hz, 1H), 8.08
ppm (s, 1H), 9.65 ppm (s,
1H), 10.02 ppm (bs, 1H),
12.62 ppm (bs, 1H)
C19 2,5-Dimethyl- | 4.08/ 1.10 and 1.21 ppm (d,J =
pyrrolidine 369 7 Hz, 6I), 1.50 and 1.61

ppm (m, 2H), 1.99 and
2.12 ppm (m, 2H), 4.03
and 4.15 ppm (m, 2H),
from 7.36 to 7.49 ppm
(m, 5H), 7.60 ppm (s,
1H), 7.67 and 7.69 ppm
(s, 1H), 852 and 8.66
ppm (s, 1H), 12.60 ppm
(bs, 1H)

Example D1: N-(6-Chloro-5-phenyl- 1H-indézol-3 -yl)acetamidine

33 mg of methyl acetimidate are added to 50 mg of 3-amino-6-chloro-5-phenyl-1H-

indazole in 3 ml of acetonitrile and 12 mg of acetic acid. The reaction is placed under

microwave radiation at 180°C for 5 min. After the usual treatments and purification

through silica, 35 mg of N-(6-chloro-5-phenyl- 1H-1ndazol-3-yl)acetamxd1ne are

obtalned




(bs, 1 H Exanple DI: N (6-Chloro-5-phenyl -

Hindazol -3 -yl)acetamni dine 33 ng of et hyI
acetinidate are added to 50 ng of

3-am no- 6-chl or o- 5- phenyl -1 H indazole in 3
acetonitrile and 12 ng of aceti
pl aced under 5 m crowave radi
After the usual

m of

acid. The reaction is
4on at 180C for 5 min.
treatments and purlflcatlon t hr ough

SI I 1 ca l35 f
prenyl - IH-i ndazol - 3 yl)acetam dine are

obt a*]ned 42 Exanpl es. D2 to D4 The products bel ow were

obt APsegdpgts B‘?IRHW@aGPVH}CQM aﬂ@ymuwé@atrtpu% Ret ent i on

No Net terTattTmer—NWR [ |vrr|-|J_-r

D2!\N(‘6 (Nageo- 5- pheny| - Et| ibprtige 3. 61/ LRemnipprrl\NMR 3H),

1H i ndazol - 3-yl) - 6- msthmim%em rom T 40/to 7. 50 ppm

nmet hoxypyr azi ne- 2- pyrazin lmf 68 ppm (s,

cal boxarm di necar boxi m dat/el H) 7. 9’ % I H,

8.24 ppm (bs, 1 H), 8. 43 ppm(s 1H) P§9 ppm(bs, 1

H | 9.2 l\ﬁ-pm 1Ay, ppm

D3EPRy| 3 Nt dﬂ?ﬂiﬁ?ﬁ Iﬁﬁnﬁpmﬁt}%ﬂ? 50 6be=ﬁzﬁlrh dat eBay/ ppm (s, 3H),

(m 8H), 1.8 m pp .

N-{ 6- Chl|or o%éa&ﬁ 3n%1 (s)| TFBGY 8 1239r n (4R G40 to 7.50 ppm
methoxypyrazine-2- pyrazine-2- (m, 5H), 7.68 ppm (s,
carboxamidine carboximidate 1H), 7.93 ppm (s, 1H),

|'8.24 ppm (bs, 1H),
8.43 ppm (s, 1H), 8.69
ppm (bs, 1H), 9.27
ppm (s, 1H), 12.80
ppm (bs, 1H)
D3 Ethyl 3.42/ from 7.36 ppm to 7.50
benzimidate 347/ ppm (m, 8H), 7.64
m (s, 1H), 7.80 ppm
N-(6-Chloro-5-phenyl- ppm (s, 1H) kP
] (s, 1H), 8.12 ppm (m,
1H-indazol-3-yl)-
o 2H), 8.24 ppm (bs,
benzamidine
1H), 8.76 ppm (bs,
1H), 12.60 ppm (bs,
1H)




H), 8.76 ppm (bs, 1H), 12.60 ppm (bs, 1H) 43

ppm car boxi m date(dd, J = 5.0 and 7.5 Hz, 1 H), 7.67
ppm (s, H, 7.87 ppm(s,1 H, 1. N (6-Chl oro - 5-
phenyl - 7.94 ppm (dt, J = 1.5 43 '
| 'D4'. - | Ethyl | | - From 7.35 to 7.50 ppm
pyridine-2- (m, 5H), 7.54 ppm
carboximidate (dd, J = 5.0 and 7.5

5 trimethylsilylethoxy)methyljindazole in 2ml of methylene chloride. The reaction

i ndazol - 3-yl)- 2H), 8. 24 ppm (bs, m benza idine 1
D4Et hyl From 7.35 to 7.50 ppmpyridine-2-(m 5H), 7.54

Hz, 1H), 7.67 ppm (s,
1H), 7.87 ppm (s,1H),
7.94 ppm (dt, J = 1.5
and 7.5 Hz, 1H), 8.30
ppm (bs, 1H), 8.58
ppm (d, J = 7.5 Hz,
1H), 8.64 ppm (bs, | -
1H), 8.58 ppm (dd, J =
1.5 and 5.0 Hz, 1H),
12.70 ppm (bs, 1H)

N-(6-Chloro-5-phenyl-
1H-indazol-3-yl)-
pyridine-2-

carboxamidine

Example E1: N-(6-Chloro-5-phenyl-1H-indazol-3-yl)-3-methoxybenzenesulfonamide

Stage 1: 0.236 cm’ of pyridine and 26.5 mg of 3-methoxyphenylsulfonyl chloride are
added to a solution of 54.1 mg of 3-amino-5-phenyl-6-chloro-1-[(2-

medium is stirred at ambient temperature for 24 hours and then evaporated. The
purification of the crude product by chromatography on silica (eluent:
methylenechloride/acetone (98/2, v/v)) makes it possible to obtain 70 mg of 1N-[6-
chloro-5-phenyl-1-(2-(trimethylsilanyl)ethoxymethyl)-1H-indazol-3-yl]-3-

10  methoxybenzenesulfonamide (colorless foam).

19

Mass spectrum: 546[M+H] " retention time: 4.24 minutes.

" 1H NMR [de-DMSO]: 10.96 (1H, s), 7.37 (1H, s), 7.58 (1H, s), 7.30-7.55 (8H, m),
7.17 (1H, dd), 5.63 (2H, s), 3.74 (3H, s), 3.38 (2H, t, J=8Hz), 0.74 (2H, t, ]=8Hz),
-0.12 (9H, s).

Stage 2: 1 cm® of 2N HCl is added to a solution of 10.8mg of IN-[6-chloro-5-phenyl-
1-(2-(trimethylsilanyl)ethoxymethyl}-1 H-indazol-3-yl]-3- o




H ‘indazol- 3 - yl) - and 7.5 Hz, IH), 8.30

1

pyridine-2- ppm(bs, IH), 8.58 carboxam dine ppm(d, J

=7.5Hz, 1 H, 864 ppm(bs, 1 H), 8.58 ppm (dd, J

15and50Hz I H, 12.70 ppm (bs, 1 H Exanple El:
(6-Cnhl oro- 5- phenyl

H i ndazol - 3-yl) - 3- net hoxybenzen‘é%ul fonam de Stage 1:

0. 236 cnB of pyridine and 26.5 ng of

3- net dx hen Ifonl of ded to a
sol O eglgﬁw %td @6'3 reem%’aeqsu{n(lésumd at

5t éfnﬁiéhméhaie}a\ﬂr@tf&m&ﬁi I 4+ rofRe ﬂJrq Hdﬁr by Ofa Iporated The solid

net hyl ene chloride. The reaction nediumi’s stir
anb'o ined engredaendee viownp give 8angnfiNe(oechl@vdppheayke tH-indazol-3-

f.th d t b
chr SN B PaE R e o e B oHd yk
I hi d 98/2, vl t
%‘Ss 5% e BBt LN FG - TgieBion b 0%/2%1)11641”%; S pheny -
trinmethylsilan %ﬁithoxyrrethy ) -
MR IS QT Yo Horymeh Sh oA Hsckrmice), 7,67 (1E, 5), 7.31-
§Fﬁ2%£?@i’ :)ﬁOﬁ%q Qéﬁﬂaﬁf 3Sﬁe(§i_ll’yj”n 546] MtH] +; retention

‘The pharmaceutical compositions according to the invention are composed of a

compound of formula (I) or a salt of such a compound, in the pure state or in the form

10 of a compesition in which it is combined with any other pharmaceutically compatible

product, which can be inert or physiologically active. The medicaments according to

the invention can be employed orally, parenterally, rectally or topically.

Use may be made, as solid compositions for oral administration, tablets, pills,

powders (of hard gelatin capsules, cachets) or granules. In these compositions, the

- 15 active principle according to the invention is mixed with one or more inert diluents,

such as starch, cellulose, sucrose, lactose or silica, under an argon stream. These
. compositions can also comprise substances other than the diluents, for example one
or more lubricants, such as magnesium stearate or talc, a colorant, a coating (dragées)

or a glaze.

20 - Use may be made, as liquid compositions for oral administration, of pharmaceutically

acceptable solutions, suspensions, emulsions, syrups and elixirs comprising inert
diluents, such as water, ethanol, glycerol, vegetable oils or liquid paraffin. These
compositions can comprise substances other than the diluents, for example wetting,

sweetening, thickening, flavoring or stabilizing products.

25  The sterile compositions for parenteral administration can preferably be solutions in

aqueous or nonaquecus 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

suitable organic solvents. These compositions can also comprise adjuvants, in




'H NVR [d6-DMVBQ): 10.96 (1H, s), 7.37 (IH, s), 7.58
(1H s), 7.30-7.55 (84 m, 7.17 (111, dd), 5.63 (2H
s), 3.74 (3H, s), 3.38 (2H, t, J=BHz), 0.74 (2H, t,
J=8Hz), -0.12 (9H, s). 15 Stage 2: 1 cnB of 2N HO is
added to a solution of 10.8ng o
IN-[ 6- chl or o- 5- phenyl - S
"1-(2-(trinmethylsilanyl )et hoxyrret hyl)-1

'H-|n | -3 3.44 et hox enesuyl f onam d
i S itite ooy RN R e | 8 lpplizing agents.
anbs&atlzatmmh%%édqmﬁ sE\RH] SR HfoR lexdiR dﬁllelvy Js@;ﬁtlolﬁltratmn by
hour, then evaporated. The solid obt ai ne dried
u nd@eomg@gug]steghgmg @gentarip Bie composition, by irradiation or by heating. They
al'ﬂ;otoﬁe Og)(rggzpreg nr}/ he f%?lfgll-é ﬁg %ﬂgie splid cgmp smons \ivhlal-)i car;o.be dissolved

enzenesu col or SS SO

EMasa tBPEek 108 O3e i bdfrildHhter of 2yecnh¢rqm ettable stefilcddhedium.
m nutes. 'H NVR [ d6- DVSQ : 90 (I'H, broad s),

10. T LdnpMiRAY 18D recil ﬁmﬁﬂs’ﬁaﬂéﬂ are S'Uﬁ%OSItZHéSGOI(I%% cabsules which
7.20 (11-%, dd), 3.77 (3 H s). The pharnaceuti cal :
conmpriSieo ns a;tdd:&mditm gthc oactive productt expipants suHpa@sechcoa butter,
%9 g? k F&%\ﬁ h salt of such a
co (515 G W&“ﬂa"(fr"épé’ % %WO he form 10 of a
03|t|on in IS conbined wi{h any other
hal HetRaSiiens %&ewﬁ%lﬁdmnélstrﬂrmtbe e HhelarigamS, lotions, eye

- 10 Nedibp® mdUMRAsQbQ AbserbYs Alletosls, The medi cament s
: accordlng to thé invention can be enployed orally,

pargrﬁhﬁ%@{ &Xﬁerrﬁ%@kﬁ% n st(H %&lalhqé{undgsaﬁd R E’s% mnomdazoles
as so conposi tions for or nistration,
t abdfef@mupr (1) sand ﬂmwdphai'm(aoéutiha]ﬂ)d agedpadbilen sﬂi&pﬁultm ,preparation of -
cachets) or qranules. I.n tg‘ge conposi {i ons,
act PRAERTURES SPRPaREeRsnirgde et i 6 s s e result from
%ﬁoﬁﬁal ”QEt?vﬂgn &t kﬂialséée NLRh. a§ucﬁl3‘r Qﬁgﬁip&[ Clhose involved in
cel lul ose, sucros 'act ose’ or silica, an argon
15st r mamedegtresdivechspes| tilzdrimedndiatase, Ea:rlqmswrs’e disease, frontoparietal

sub ances othe n the dil for exanple on

sy Pt e On eS| difes cafRee el and spinal
t aI fraunths C@Jdoﬁéi"lﬂ'leraﬂ n‘éﬁi%bbtﬁ&s ( IpRES: eﬁﬂetab@l‘ic ﬁlsgéség Eryp QI diabetes,
Use may be madé, as |iquid compositions for or
adrisséntie} dypertension, pﬂmmbmm catlioyascatac ebsaahﬂse polycysuc ovarjes
sol uti,ons, ons si ons s and elixirs
conii Pflgofl}?gswﬁs ‘?1?3 3'dtii g‘ﬂ?‘gﬁc@ﬂ%% ‘frgr et hanol
gl ycerol, vegetable oils or_ |liquid paraffl
20; onMsmtiqn Bax %o }f’%@’@bﬂ%‘} i aeVigy ﬁérfgf ﬁé"ﬁnl’lﬁethat of PI3K,

dl 'MEPB?GSR%eﬁW”@)Ks %H%J'%(e sweet eni ng,

thlckenlng, fIavorlng or st I'i zi ng products. 25 The

t d r
e R T S R T A
f orthe t&mmnandm]spmwa&nml ofl sodeplaeratby digasmpalzh@iner’s disease,

sol vent
Parkinson’s disease, frontoparietal dementia, corticobasal degeneratlon Pick’s

25  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.




1

or vehicle, of water, propylene glycol, a polyethylene.
gl ycol, vegetable oils, in particular olive oil,
injectable organic esters, for exanple ethyl oleate,"

or other suitable organic solvents. These

conmpositions can al so conprise ggjuvants, in 45
particular wetting, isotonizing,Yenulsifying,

di spersing and stabilizing agents. Sterilization can
be rried out jn several s, fqr exanmple by aseptic

11 (P closs depgd o, B drsired FRECtson i durstiy oo sapent and on the -
t he tibi i-r inad | [Wale

can "oy msttibh 2us We haflaR? palecdt RAGRTP g apd 000 m per day
conpodlytforansaduttiwith erinddses thingiglfioea 1 nag tot35€ nhg ofaatifve substance.
use in sterile water or any other injectable sterile
medGeneralliethe aloptos i willoderivine techpgromiting dosige aictording’ ® the age,

upposi t or or recgtal capsul es, which conprise, in
dareieshardAl e oter RP4OTH PRSI 1o theubpsckin be waatsd as
cocoa butter, senisynthetic gl ycerides or ) ]
pol ybe fllosnee eammiessllustrase easppnstions aerording ta piinvention:
adm ni stration can be, for exanple, creans, |otions,
eyeEXAMBLEB@s, nout hwashes, nose drops or aerosols. A

subi.ec tter of the i.nvention is .the conpounds .an ;

¢ netpt s Elnsitics; Win EVES! B mp Gty PIORSSingR R e following
phagsmsaitidné bitpaed aRicring 16 tletuSudl fecdhhRyuBr epar at i on

of pharmaceuti cal conpositions intended to prevent

1Qnd t r eat Compeunseaf fommdn (Desut-t--f-F-0mt--aR--aBROE ARl - wrrevees 50mg
activity_ Lhases, such as, for exanple, those ‘
i nvol ved ?@hgégﬁéurﬁdégﬁﬁéFaFFVE”dr§é3§é§T"ﬂrfﬁéVﬁéT"§18H%
di sease, - Patddensan..s..di.sease...front.opari.etal. ..., 55mg
denmentia, corticqobasal degeneration, Pick's disease,
st r okes, - EPURifdsilicAd - spi-nat-t-r-aurmas--and-per-i-phes-al - 1 mg
neur opat h [ lic diseases, type |
di abet es, Sg@%gﬁmgﬁﬁ?@"?@gsuonatherosc1erot|c """"" 10 mg
&ardi ovastalbar...di.seases.,...pal.ycysti.c..ovari.es....syndr.one.. 10 mg
syndr one I mmunodefi ci ency and cancer. 20 Mention
may be nEBENSTHIABIRFIR Rt ki nase ATt i victy ;e Of o 1 mg

exanpl e, that of P13K, AKT or GSK3beta, of CDKs, and
the like. I'n human therapy, the conpounds according to
t heEXKAMPRE 80 are of particular use in the treatnent

E
andlar, prevention neur odegener at j ve di.seases, ..
A 2 heE A BB e 80 mis RfRE Brhdchyheiiag 1k R Ging compositon are
20 r opepitad h@balinglRBeuhd tBhiyLeobasal degenerati on,

Pick's 25 di sease, strokes, cranial and spinal traunas

and per i phemppundefdopatailps,....0besi -ty ... 1Bt ADOL 1. Correrrerneee. 50 mg
di seases,; t Il diabetes, essential hypertension

at her oscl Iéar%(fslgC"'"C'ar'di‘b\‘/a'S'ClJ‘I"a‘r"'U"r‘S'éa‘S‘ES',""‘p'OI'ycyst'i"C'" 104 mg
ovaries sgadiieee... .syndrone X.. ... inmmnodeficiency. and. . 40mg.
cancer.

= POLYVIAONE .ottt e ers s 10 mg
25 - Sodium carboxymethylstarch .......c..cccoeeeciiviciicicieeeeceevev e 22 mg
S TAIC ittt e er e a et a bt ne e benes 10 mg
- Magnesitm SIEATALE .....ccccceveerieeceiiete e e e e seert et cassmrsne e enenensaes 2mg
- Colloidal SIIECA .eeuvrrecrreeieeieeireeeee e eeee ettt sb e nsnes 2 mg

- Mixture of hydroxymethylcellulose, glycerol and titanium

30 oxide (72/3.5/24.5) g.s. for 1




46 The doses depend on the desired effect, on the -
duration of the treatnment and on the adninistration
route used; they are generally between 5 ng and 1000
ng per day orally for an adult with unit doses
ranging from1 ng to 250 ng of tive substance.
Cenerally, the doctor wll detef'm ne the appropriate
dosage according to the age, weight and all the other

factors specific . to the subject to be treated. The
fol'l owi hﬁg%t?éol%feégc’w ciiiPat e ‘conpositions according Y™
to the invention: EXAMPLE A Hard gel atin capsul es,

wi th doses of 50 ng of active product, having the

f ol EXWMILE €onposi tion are prepared according to the

usugln itnj%%ggiquo%ﬁﬁ(}no borhprcl:sqgg clldnl%goc];f Ilcq{vgullar%d&clt)having the following

........ - Compound of formula (I) ....ceresresesrsosres - 8e G- Ltet-05€ 10 Mg
:::;::::fB?g@ﬁg#ﬁq:%{"}}%&%f%ff%f{ﬁf{ﬁf"}}}LsgLﬁﬁL;L;L;L80rng
Col | oi dal B&izyl SIB0h0] ..........cccveeeurerreererierseeneseereeseseressasasssseessesesseseesraes 0.06 ml
T SOGHI BENZOAIE e er e SO e 80 T
1A DOXY MBS SRR oo 0.4 ml
e ASOBENHFALONTR C...ooeoeoeee oo 24 T
L PrOpYIeRs pIYROL L g 1.6
- Magnesi um st earate
________ S WaLET .ot e i easezernneas s nenereees LS. fOT 4 m
T 1 ng EXAMPLE B Tablets, with

dos&he plesG0 imngntién absirelatep to theomethbd vomige tpieyvention avd Weptment of
1 § ggﬁg?s’aa%ﬁgﬁnwl%r&ﬁ ﬁdﬁ%ﬁﬁ{ogﬁgtfri(g? ﬂﬁﬁ%%ﬁ}j I;)rno ei% % }nrlrglv%a li‘)?(l administration

- - of a compound og Sormula (I) and its- pharmaceutically-aceeptable salts. - - -

............. ng - Lactose

e ............104m -
Cel | ul ose

... ................40 ny Polyvidone
. ... .. .............10 ng 25 - Sodium
car boxynet hyl starch

::::::éé.ﬁﬁ"lféié .........................................
O I [0 B
Magnesi um st ear ate '
i ... .. .......2m - Colloidal silica
... ............2mg - Mxture of

hydr oxynet hyl cel I ul ose, glycerol and titanium 30 oxide
(72/3.5/24.5) q.s. for 1 .47 coated tablet conpleted
to 245 ny - _ '




EXAVPLE C An i nj ect abl e sol ution conprising 10 ng of
active product having the followi ng conposition is
prepared: - Compound of formula (1) :

. .in-which - -- 9.S. for 4 ml The present invention also
relates to the nethod for the prevention and treatment

0f r1% S SRy 1 ngrs;@ Cﬁﬂ?flpﬂ%fﬂaﬁl' Rle® Jam?a aryl or

protein i's I ration of a co oun
f orhmidraarg] fusaah do iat @- h](é)rmkmll@ﬂ cleitdrgcyads dptentydyeloabdyt, scycloalkyl, -

10 Rl SRR B I coon

(1- &6l kYIE-»NHz]:ﬂ OIar(Y(‘=N|H)§J§)Ia| ¥Mlcal; helelE ORKhIs optionally bemg
het eroaryl al kyl,” aryl or hetéroaryl fused to a

( 1-Jubgjtuted by dadriapbre Shbitléu cotsyahioesn fiem dalogye| (@8 NOp, NI, OH, OR1,

al Y RO oS TorEimaD MR SACEARY, CEPRE IR, SR ORI,

RlNHSGbKP' sozm'ﬁfezr@es)mlmomm@ Rily-GSi1B1, -SO,-O-R1,
subst Ituted by 1 nore substituents chosen from
hal @Flen hemarjmozhetmgyclm fogmyl, wluomapethyl OpdRioromethylsulfanyl,

- 0 R2, R, C(ONRLR2, SRI S(OR,
'SOQ‘%I, b ‘%b%%% o4 % N)R| R2, NHC( SR, (9

e} o - S02- het t

forﬁ%ﬁ&m S22ty Yol S8 RS H6 Sing rcicas
15 1 i fH4RHOORE XY, 10K, c§IH6@b€dH<>(tg1 0)BR8and- CF@)RB eNR8R9 NHC(O)RS,

i ndependent 'y of oné anot her osen fromthe

f ol CEMNRFROadINHCE)RS1 SCRINRARY, GRS, N(SZO)lmz SQ¥R8, NHSO:RS,
CORb N H AR 0% - R¥RRuorbHHh$A, Btuoromethoxy, (1-6C)alkyl,

_(1-6C)aikoxy, aryl; aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl, heterocycle,

cycloalkyl, alkenyl, alkynyl, adamantyl or polycycloalkyl; these radicals optionally
20  being substituted by 1 or more substituents chosen from halogen, CN, NO2, NH;, OH,
OR10, COOH, C(O)ORI10, -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,
-0-S0O,R10, -50,-0-R10, aryl, heteroaryl, formyl_, trifluoromethyl, trifluoromethoxy
-or (1-6C)alkyl;




' C(O) NR8R9, NHC(S)R8, C(S)NR8R9, SR8, S(O RS, 802R8
- NHSQ2R8, "SO2NR8R9, -0 S(2R8, -SM2-0O RS,
trifluoronethyl, trifluoronethoxy, (1-6C)alkyl,,
~ (1-6C)al koxy, aryl , aryl (I1-6C)al kyl, heteroaryl,

. heteroaryl (1-6C)al kyl, heterocygle, cycloalkyl,
al'’kenyl , al kynyl', adamantyl or | ycycl oal kyl; these
radicals optionally 20 being substituted by 1 or nore

| .subg’l E%o&%sg?o%%@%%rﬁﬁ hal o %genmml\%nem@ﬁbydmgen -

SOZRlO CRHE n, My G R ldg{elg %gﬁ%&@gggﬁag)y%g substituted

ar yby 1lve o aubstifuchisichysen fram hilogem itk 6RYalkyl, (1-6C)alkoxy, CN, NO,,

b&%ﬁdé%‘lﬁbiﬁiy@ﬁalgét eaRiR i.‘t%@ff' iogiR B methoxy;
ieth f 083& %@ﬁ‘ﬁg III"JH% ?I%%g“ o k fﬁga §S|B£ P%%@@aed ring which
by [ e %@fw%w
O pid e R A 6-%8%%#&%% R ox toh%azﬁlyb"f gy imidazoly!

RI dr gRroxhedin, ahér ableabt oBRNDE IR RS Agd \HY ghmpgras/ aﬁraryl which is
not have a heteroatom such as 0, S o

whesptregally SupsHtRecpLF SEmATY JSEEHeNS chrse fr@mlwogm @N, NO2, NH,,
qh'éﬁo' 0] R9) tatgd‘ﬂgdatgbggm@r - QOFRPD,Y! N}%l mﬁ\mat NHC(OJRI0,

east 'one o groups i's’an aryl
o pt COmaNR WRIdbBHG(BIRIW, KYSINRIORTar BREQSO)R e r8@;R 10, NHSOZRI 0,

005%%[%] ?:'P"o?%’bd 0, N&?ﬁ%ly Hgl\m cljgl)fﬁar@’ary Bl togpromethyl,
ig( @}9%111 SR10, S(O R O, SC2RLO,
NHSOZRlO SOZNRI'OR1 O S2R10, -S02-O-RI O, aryl,

het oA AR Et}agm@ram@merg ok Tl ag&%&ﬁ% 0d h{ehrfm&gm{sh@ff%mers and

S racena enan
-1@ afd phiembcmiedlly aoepthilesdltsm xt ur es, |ts tautorrers and
15 its pharmaceutically acceptable salts. 2. A

conpwe&np&uﬂdwﬂmnaﬂﬂz% NR3 R5 R6 in which RB3is a
(1-6C) al kyl, aryl, aryl(1-6C)al kyl, heteroaryl

het eroaryl (1-6C) al kyl , aryl or 2pi héteroaryl fuséd to
a (1-100C) cycl oal kyl, heterocycl eN™N Ber ocycl oal kyl

cycl oal kyl R5

A\
N

/

R6 N 0

“in which

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

adamantyl, polycycloalkyl, alkenyl, alkynyl, CONR1R2, CSNR1R2, COOR1, SO,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)OR1, -O-

C(O)R1, NR1R2, NHC(O)R1, C(O)NRIR2, SR1, S(O)Ri, SO;R1, NHSO,RI,
25 SO.NRIR2, C(S)NRI1R2, NHC(S)R1, -O-SO;R1, -SO,-O-Rl, aryl, heteroaryl,




- adamantyl , pol ycycl oal kyl , al kenyl, al kynyl CONRI R2,
" CSNRI R2, CCIRl S2R1 or C(=NH) NRl radi cal; these
radi cals optionally being substituted by 1 or nore
substituents chosen from hal ogen, CN, N2, N112, OH,
OR1L, COON, C(OORL, -0- C(OR ,_NRIR2, NHC(O RI,
CCONRIR2, SRI, S(OR1l, SO2R1, 02R1, 25 S_OZNR1R2,
C(S)NR1IR2, NHC(S)R1l, -O SQ2RI, -S02-0-R1, aryl,

BT oo Ry RSB igporometiory or (1.

6C)gtJamyl; R5 is an aryl optionally substituted by I or
m)re substltuents chosen from hal ogen, CN, NO2, NH2,

O) = 0 ) Qe gqsggjs@ute'qlc(y% % gogzdﬂﬁ\ﬂ Icha)_sen from halogen,

SRlON, SNORRI NH,, GHp ROBIONHSOPRI0,C(S0ORR).OROLC(O)R10, NRIORII,

5 1 RHCGPR it O PR By ECRSRTOGr Sl srig, scoprao,

| . : mhﬁmgﬁnsagﬁmyboﬁﬂml@pr omesoz@b by, 0Bk NPX¥w1, heteroaryl,

trifluoromethyl enyl acetyle
t ri formpk, mﬂudnmyt,hyll\mﬁ]uommaboxw ﬁfébdlktylal 11.0. Ri,
R2 are, independently of one. another, a hydrogen,

(1-B€)sah ﬂmlogemrméthylabj@diptbpyl GNk}D‘I—i/lmethotbettﬂﬂﬂx&bmlethyl ethylenyl,
t hensel ve t| onal | y ubsti t by | or nore
S bR BWS%’@W%Y%%%@@@}& %f%‘b kyI
(1 6C) al koxy, %
me eméenﬂm off P%?«'@ﬁ@fhﬁl hy@rogen (-68dksl, aryl, alkenyl

tr ' Jli( tﬂg%y%lrm‘tﬁgﬁgel% G oﬁaﬂg%ﬁag sﬂac;stlliléed by 1 or more

ring nay or
hetmbsmuexm; choseh f&mﬂ;alo%e@r(lhﬁC)aﬂ@ér(&ﬁ@@&k@ﬁy, CN, NO,, NH,, OH,
ena st ereoi s rs and their m xtures,
i tsg{)QE'{m L&‘ng%NHZS qsﬁxaf upromeh ugppraethoxy;
salts. 3. A conpound of forrrula(l) R5R620|n whi ch
- R3RE a@d(MG@ng |a Sarqr 6-megmyhicted. 6iggawkigh may or may not have a
et t \§.1- 6C) al kyl, aryl or heteroaryl
5? slgg&?{l%ln f‘%%a?ﬁf%{:%c ‘oal kyI heter ocycl e,
het.er ocycl oal k clo . aman
pol SLFEBRER g oF dakispisg iR R ey micyw s tautomers and

COGRIphamfRRhticAly debepdIdNRilsr adi cal ; these radicals
optionally being substituted by 1 or nore 25

subst m hal ogen, CN, NO2, NH2, OH,
S L R td g a9 .

H-R3
R5
\/N
R6 N )

20  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, polycycloaltkyl, alkenyl, alkynyl, CONR1R2, CSNR1R2, COORI1, SO,R1
or C(=NH)NRI radicaf; these radicals optionally being substituted by 1 or more
25  substituents chosen from halogen, CN, NO,, NH;, OH, OR1, COOH, C(O)ORI, -O-




51 C(ORl, NRIR2, NHC(O R1l, C(ONRIR2, SRI, S(O RT,
S2RI, NHSO02RI, SO02NRJR2, C(S)NRLIR2, NHC(S)R1,

-0 S2R1, -S02-OR1, aryl, heteroaryl, fornyl, oxo,
trifluoronmethyl, trifluoronethylsulfanyl,
trifluoronmethoxy or (1- 6Calkyl;, R5 is a phenyl
optionally substituted by | or re substituents
chosen from hal ogen, CN, NO2, NH2, OH, OR1O, COON,

3 R 6 i o, o

SO2EBNR IIECRRE 1@@2% 1,- DSFRI0, -SOWR@ R, heteroaryl

aryl , het er oar trif I uor orrei hyl,

t r i forupk opxe. héuﬂuqmm(e ngcmﬂhlwybmetmlmb“am& griflaprogethoxy or (1-
%;tr) }:ycl opropyl, CN, OH, nethoxy, trifluoronethyl,

eth n acetyl enyl trifluoronet hoxy N02 NH2 or

rhﬁ%% 593? di’]ge%lﬁﬂlaﬁif@éﬁy S‘ﬁaz?tlar edab)kgg)? %g}gg gu \F'/%? osen from halogen,
05, heter agry! oriHeEebyes CQB?OR I'Lg. @@r)ﬁgo, NRIORI1,

' substltuted by 1 or nore su gstltuen josen

hal NEEXO)RID: 6 CX@INRIRT,- w@(&)ms),, O($)NRORR1NH2SRI, S(O)R10,

or SO0, VRO, SORRIR YT 509K B, 190 0 K0 B heteroaryt,

6 neRRar fHluokdietiAl ﬁmﬁaﬁn&now NYC)aRye a
het eroatom such as 0, S or N i ts racerrat es,
en t
O S, R O 15y, Bl ety cthylenyl
salacstyle@@l, 4rifladremetbimon ¥, aﬁizcerMeﬂadmak;l aim1, which
is chosen from N (bicyclo [2.2.1 '
] hept aind B -aze, thdepeddendly 6f ol aicthéy; phedipker, (1-6C)alkyl, aryl, alkenyl, -

A quil‘]fwl dazgl 3, gt@g%gﬂnéh%?%%y@“%ﬂﬁewpg qsubstituted by 1 or more

H-|

o 1087 O T 1%65‘8 gquo gﬁlggyrr )(1 6(:%15%19 (1:6C)alkoxy, CN, NOz, NH,, OH,
15H- iClaky CODﬂ]njln@ONﬁszmhmyb ohb,(tdflabropredyy breitfluptomdhoxy;

-phenyl -1 Hindazol -3 -am ne 25

6- dbl and-RP (cay dbapenty lored-fehbefedptigg Whidtidnhdyd az Qﬂlay3n6t have a

mne 6-chloro-N 3 (et hyl t hi o) propyl ] - 5- phenyl -

H- ihsteaoasemasushiah &, Se Ml or o- N- (phenyi et hyl ) - 5- phenyl

H i ndazol - 3-am ne 52

6 disl reeammates, eyaitiomexs phéipsigiepisemptscand their mixtures, its tautomers and

lﬁd’i‘zla?acgugcﬁlxgccepta%i‘e Q§i9- N propyl - 5- phenyl - |

20f AN (B2.0,2.8 8 &bt af orghut )5 pheny1 -

N-(bicyclo[2.2.1]hept-5-en-2-ylmethyl}-6-chloro-5-phenyl-1 H-indazol-3-amine

U‘l

- 6-chloro-N-(3,3-dimethylbutyl)-5-phenyl-1 H-indazol-3-amine
6-chloro-N-(3-phenylpropyl)-5-phenyl-1H-indazol-3-amine |
6-chloro-N-(cyclopropylmethyl)-5-phenyl-1H-indazol-3-amine

25  6-chloro-N-(cyclopentylmethyl)-5-phenyl-1H-indazol-3-amine
6-chloro-N- [3;(methylt1;io)propyl]-S-phenyl- 1H-indazol-3-amine

6-chloro-N-~(phenylethyl)-5-phenyl-1H-indazol-3-amine




6-chloro-N-(4,4,4-trifluorobutyl)-5-phenyl -
H i ndazol - 3- am ne '
. 6-chl oro-N-[ (4- et hoxypheny! ) net hyl ] - 5- phenyl - 1
H-i ndazol - 3- ani ne 6-chl oro-N-(phenyl net hyl) - 5- phenyl -
| Hindazol - 3-am ne
6-chl oro-N-[ (4- cyanophenyl)rretf@g] 5- phenyl -
H i ndazol - 3-am ne N

: H( ﬁﬁg 2 Rg{l ?g\ﬁll%}&?ég%hl) 5§ph%tr]1lylo{Ig)i-lt'.ldei%hleg1 amme o

6- chl or o- N-[ ( 3- net hongthen | Ynet hyl ] -5- phenyl -1

H i frebleE-Neprapylnzphenyl-1H-indazol-3-amine
. 6-chloro-N-[][ 4- étrlfl uor onet hoxy) phenyl ] met hyl ] - 5- phen

-yl - §-chlormifa Aa&ﬁ-heptaﬂuqmblﬁty{é-ﬁkﬂnmk HEndsmehiamine hydrate
.-H i ndazol - 3- yI ] am no] net hyl ] phenyl ] acet am de
6- CéHchloeo-N-(4(B4 Friftiirdihuy S eeyyl) hidtindazpl- Sapireny | - 1

- Hindazol - 3-am ne

%- célcBlogo-N-phamthoxiphdrdtaiettiyi|-siphemg il niphg ydrhiret hy!

]-1 Hindazol - 3-am ne

6- chllRlofs- Ndpﬁén}flﬂneﬂaggmnﬁmlﬂ DELRYAAot-3-aR080Y | - 1

H-| ndazo 3-amn

N BRSPS AR ey -

1 azol

v g% [ﬁdaz rohn R R BY e P SRleBb s s eny! -
| et h IC Oi ﬁu?g(‘}%*l&ﬂ N-ﬂ%ﬂéﬂ)S Hlyﬁg henylllqﬁmﬁ k) phenyl Jm

6- chl 5- ph -N-[[3- f I t hyl

q C6 p};?liro?mglzﬁ‘ﬁ %gl qrrr[g OXV prhlenyl T?lnﬁ §1 phe)ng)r{1 fﬁ 1n&azo amine

6- chl or o- N-[ (6- et hox%/ 2- napht hi” ) met hyl ] - 5- phenyl - |
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H i m dazol - 2-yl ] net hyl ] - 5- phenyl -1 H i ndazol - 3-am ne
6- chibhibm-N-[[4-{methyhbib)phenylJmethyl]-5-phenyl-1H-indazol-3-amine
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- 6-chl oro-5-phenyl -N-[ (1 Himdazol-2-yl)methyl]-I
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pharmaceutical |y acceptable salts. 5. The conpound as
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10. The nedicanent as clained in claim9, the == -
neur odegener ati ve di sease being either 15 Al zheiner's
di sease, Parkinson's disease, frontoparietal denenti a,
corti cobasal degeneration or Pick's disease. 11. A
process for the preparation of e conmpound of formula
(I') as defined in claim | and*or which R3 is

(1-60) al kyI aryl (1-6C) al kyI het er oaryl ( 1- 6C) al kyl ,
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by H:(iaAnﬁm;&ols)de{(ﬁ{chbm-é-;dhnﬁelﬂ-ﬁndamlhﬁb@@@m,
(1-6C)al kyl, (1- 6Cal koxy, CN, NO2, NH2, OH, COOH,
‘COCR{&¢hloré-SNHenylf IH-ndazolt 3- T3 @Ay Hitin-3-pllimidazol-1-y1)-
trifluoromethoxy, from OCNRL and from a derivative of
f orbHiYIHrea) where R3is H in tetrahydrofuran, and the
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the preparation of the compound of forrmula (I) as
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20  N-(6-Chloro-5-phenyl-1H-indazol-3-yl)benzamidine

N-(6-Chloro-5-phenyl-1H-indazol-3-yl)pyridine-2-carboxamidine
N-{(6-chloro-5-phenyl-1H-indazol-3-yl}-3-methoxybenzenesulfonamide

their racemates, enantiomers or tautomers, and their pharmaceutically acceptable

salts.




di chl oronet hane in the presence of a base, and the
~conpound obtained is optionally converted to a
pharmaceutically acceptable salt. 14 As an '
i nternmedi ate product, 20
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acceptable medium, a compound defined as claimed in any one of claims 1 to 5.

5 8. The medicament as claimed in claim 7, which comprises at least one compound
defined as claimed in any one of claims 1 to 5 for its therapeutic application in the

treatment of diseases in which a phosphorylation of the tau protein is observed.

9. The medicament as claimed in claim 6, which comprises at least one compound
defined as claimed in any one of claims 1 to 5 for its therapeutic application in the
- 10. . treatment of neurodegenerative diseases, 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.

10. The medicament as claimed in claim 9, the neurodegenerative disease being either
15 Alzheimer’s disease, Parkinson’s disease, frontoparietal dementia, corticobasal

degeneration or Pick’s disease.

11. A process for the preparation of the compound of formula (I) as defined in claim
1 and for which R3 is (1-6QC)alkyl, aryl(1-6C)alkyl, heteroaryl(1-6C)alkyl,
heterocycloalkyl, cycloalkyl or polycycloalkyl, these radicals optionally being
20  substituted by 1 or more substituents chosen from halogen, CN, NO,, NH,, OH, OR1,
COOH, C(O)OR1, -O-C(O)R1, NRIR2, NHC(O)R1, C(O)NRIR2, SR1, S(O)RI,
SOzR1, NHSO;R1, SO,NRIR2, C(S)NRIR2, NHC(S)R1, -O-SO;R1, -SO,-O-R1,
aryl, heteroaryl, formyl, triftuoromethyl, trifluoromethylsulfanyl, trifluoromethoxy or
(1-6C)alkyl and R1 and R2 are, independently of one another, a hydrogen, (1-
25  6Calkyl, 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, COOatkyl, CONHa, formyl, trifluoromethyl or trifluoromethoxy;

from a derivative of formula (I) where R3 is H, from a derivative of RICHO and
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- from sodium tnacetoxyborohydnde in dlchloromethanc and the product obtalncd is

| 'optlonally converted to a pharmaceutically acceptable salt

12. A process for the preparation of the compound of formula (I) as defined in claim
1 and for which R3 is CONRIR2 and 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, COOalkyl, CONH,, formyl, trifluoromethyl
or trifluoromethoxy, from OCNR1 and from a derivative of formula (1) where R3 is H
in tetrahydrofuran, and the product obtained is optionally converted to a

pharmaceutically acceptable salt.

13. The proc.:e.ss .fo.r the pfeparation of the .compound of formula (I) as defined in
claim 1 and for which R3 is SO.R1 and R1 is 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, COOalkyl, CONH,, formyl, 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

- converted to a pharmaceutically acceptable salt.

14. As an intermediate product,
3-amino-5-phenyl-6-chloro-1-[(2-trimethylsilylethoxy)methyl]indazole
N-[5-phenyl-6-chloro-1-{(2-trimethylsilylethoxy)methyl]indazol-3-yljbutanamide
N-[5-br0m0—6—chloro-1-[(2-trimethylsily1ethoxy)methyl]indazol-S-yI]butanamide

N-[6-chloro-1-[(2-trimethylsilylethoxy)methyl lindazol-3-yl]Jbutanamide.




